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STUDY NO.  : 0242

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * RAT F344/DuCrj ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 1
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ W % o @ & & W ® & & o ® & & W
[Integumentary system/appandage]
skin/app <50 <50> <50> <50>
hemorrhage 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2200000 (oo 0000 0) (. 00 ( 0)
epidermal cyst 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(0000 (o200 C® 0COCon 0 C 0 (0 ( o0
sebaceous hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(o0 (000 o0 (O JN G IO ) B V)] NC2(00
subcutis 60> <50> 50> <60>
abscess 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(O IO I Q) B ) (00 0200 DRG]
[Respiratory system]
nasal cavit <50> <50> <50 <GB0
hemorrhage 0 0 0 4] 0 0 0 0 0 1 0 0 0 0 0 0
CoCco oo (oo (0 0200 (OB Q) B G 1) B Q)]
inflammation 1 0 0 0 0 0 0 0 1 0 0 0 3 0 0 0
(220000 (OO0 2000 6 (000
Grade 1 : Stight 2 * Moderate 3 : Marked 4 : Severe
<ad a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:ib/ax100
Significant difference 3 * P S 0.05 *x 1 P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.
ANINAL

: 0242
¢ RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ALL ANIMALS (0~105W)

REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ o & O ® & ® o @ & o’ O @ & o o
[Respiratory system]
nasal cauit <50> <50> <560> <50>
eosinophilic change:olfactory epithelium 22 23 0 0 1 0 0 0 *x 0 0 0 0 xx 0 0 0 0 *x
(44) (48) ( O) ( 0 (220000 00 o (ool
eosinaphi Lic change:respiratory epithelium 35 1 0 0 1 0 0 0 xx 0 0 0 0 *x ¢ 0 0 0 *x
(70) ¢ 22 C 0) C O (2200000 0 CoCo(w (000
inflammation: foreion body 10 11 0 0 7 10 0 0 12 13 2 0 6 7 1 0
(20 (22) ( 0) ( O (14) (200 ( 0 ( O (24) (26) ( 4 0) (12) (14 (. 2) (O
respiratory metaplasia:olfactory epithelium 7 0 0 0 3 1 0 0 4 0 0 0 5 0 0 0
(14 000 (2200 (0o (0 (10 C 0 C o) (0
respiratory metaplasiatgland 31 3 0 0 27 4 0 0 19 0 0 0 *x 18 1 0 0 xx
(62) ( 6 ( 0 ( O (54 ( 8 (0 (0 (38 C 0 C 0 (0 (3) (20000
larynx <50 <500 <50 <50>
inflammatory infiltration 1 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0
(20000 (G B GV B G ) B Q) OO ln (GO RGN ) I Q) I GR0)]
tung <50> <50> <50> <500
congestion 3 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o0 o0 (000 0o (0 ) I Q) I G ) B G )]
Grade 1 ¢ Slight 3 ¢ Marked 4 : Severe
Ca> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/ax100

Significant difference

*: P S 0.05 #=* ! P = 0,01

Test of Chi Sauare

(HPT150)

BAIS3




STUDY NO. : 0242

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX o MALE PAGE ¢ 3
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ O o o @ o & o @ o 0 o @ ® & ®
[Respiratory system]
lung <50> <60> 50> <50>
deposit of hemosiderin 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo (o0 (2200000 0OCo0o Ol
inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(ocnCn (o0 (O (o0 (N QI G ) B ) o200
inflammatory infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(22000000 (OO0 00 o0 oo
osseous metaplasia 0 0 [ 0 0 0 0 0 1 0 0 0 0 0 0 0
0ol (oo 2200000 OO ln
bronchiolar-alueglar cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(G BN Q) B Q) R Q)] (G B Q) B G ) B Q)] OO0 D200
[Hematopoistic system}
bone marirow <50 <50> <50 <GB0
congestion 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(220000 () B QI ) B ) R Q1)) 000 (o0 (URE QIR O B QI ) B Q)]
granulation 1 2 0 0 2 1 0 0 0 0 0 0 3 0 0 0
(209 (0(n (22000 O Co oo (0 8 C 0O C 00
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100
Significant difference ; *: P = 0.05 x> : P 5 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. @ 0242

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : At
SEX : MALE PAGE : 4
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ o o o @ o o o ® o & o ® & &
[Hematopoietic system]
bone marrow <50 <50 <50 B0
increased hematopoiesis 2 0 0 0 4 1 0 0 4 1 0 0 4 0 0 4
(o000 (8200 (20000 Q) I G ) I Q) R Q)]
decreased hematopoiesis 0 0 1 0 2 0 0 0 0 2 0 0 0 1 1 0
(0020 (a0 oy a0 o (o220
grarnulopoiesis: increased 2 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
(Y B QI ) B QI 1) I Q)| QY B GIE O) B Q) B Q1) (000 (220000
Lymph node <50 <50> <50> <50>
Lymphooytic infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(G RGN I QD G ) (22000 (G IR QIO B Q) B G 1)) (G B GO B Q) B Q)]
spleen <50> <50> <50> <50>
atrophy 2 0 0 0 1 0 1 0 1 2 0 0 0 1 1 0
(a0 (22020 (22000 o220
congestion 7 4 0 0 8 1 0 0 12 0 0 0 6 0 0 0
(1 (8 (00 (18) ( 22 0 ( O (20 (O (0 (0 (120 (0 (0o
deposit of hemosiderin 1 1 1 0 4 1 0 0 8 1 0 0 g 5 0 0 **
(22020 (a0 (1) ( 20 ( O ( O (18) (10) C 0) C O)
Grade 1t Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
<a>d a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*100

Significant difference x: P = 0.0 ** 1 P 5 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. & 0242

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE: 5
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings ® W W W @ ® & W ® o & o @ & & o
{Hematopoietic system]
spleen <50> <500 <50> <50>
fibrosis 0 ] 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(000 (o200 OO0 o0 (ool
extramedullary hematopoiesis 2 2 0 0 3 2 0 0 2 2 0 0 5 3 1 0
QS I Q9 I G 1) B Q)| (e (a0 Y B QY B G ) R Q)] (100 (82 (0
engorgement of erythrocyte 0 0 0 0 13 2 0 0 *x 14 0 0 0 xx 10 0 0 0 *x
(V) B Q) B Q) B Q) (26) ( (00 (28) ( O C 0 (0 (200 C ) C &) (O
[Circulatory system]
heart <50 60> 50> <50>
thrombus 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(02000 (OO0l (oo oo coCo oo
myocardial fibrosis 3 0 0 0 2 0 0 0 3 0 0 0 4 4 0 0
(8000 (000 (8000 (88 o0n
arteritis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Q) B Q1) B G ) B Q)] (OO0 (200000 (000
artery/aort 60> <500 <500 <500
mineralization 0 0 0 0 0 0 0 0 0 i} 0 0 0 1 0 0
Q) B Q) B G ) B Q)] (o0l oo (022000
Grade 1 : Slight 2 ¢ Noderate 3 : Marked 4 @ Severe
Ca> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*100

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

(HPT150)

BAIS3



STUDY NO. & 0242 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX + MALE PAGE : 6
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o B ® ® ® O @ o o o @ & o W
[Circulatory system)
artery/aort 50> 50> <50> <50>
arteritis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(00 (1) Q) R Q) B Q) 2y (0 (0 (0 0000
[Digestive system]
tongue <50 <50> <50> <50
arteritis 3 1 0 0 3 0 0 0 3 0 0 0 2 1 0 0
(8 {2000 8 (00 (o0 6) ( 0) ( o) ( 0 N300
salivary gl <50> <50> <50> <50>
inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(000 (NG G 1) I )] 0000 020
stomach <50> <60> <50> <5B0>
mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
QRO R ) B ) R )] (O NE QIO Q) B Q)] 0 oo 0200
ulcer: forestomach 1 1 0 0 1 1 0 0 1 2 0 0 0 0 0 0
(202200 C0 2020000 248 (00 0o 0o
hyperplasia: forestomach 1 0 0 0 1 0 0 0 0 1 0 0 0 1 0 0
(22000 2 (000 0200 0200
Grade 1 ¢ Slight 2 : Moderate 3 & Marked 4 : Ssvere
Ca> a * Number of animals examined at the site
b b ¢ Number of animals with Llesion
(c) c:b/ax100

Significant difference ;

* P = 0.0 x* ¢ P 50,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. @ 0242

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © MALE PAGE : 7
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® o’ O @ ® o o @ & &% W @ ® & ®
[Digestive system]
stomach <500 B <B0> <50>
erosioniglandular stomach 1 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(220000 (OO0 (220000 4 oo
ulcer:glandular stomach 4 3 0 0 5 0 0 0 2 1 0 0 2 0 0 0
(a8 00 (1) oo (0 (aC2000 H o0 (0
hyperplasiatglandular stomach 2 0 0 0 2 0 0 0 1 1 0 0 3 1 0 0
(H 0B (o0 o0 (202000 8 (200
small intes <GB0 <50> <50> <50>
diverticula 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(GO B B G ) B Q)] (o200 oo 0ol oo
Liver <60> <50> 50> <50>
herniation 0 0 0 0 3 0 0 0 0 0 0 0 0 0 0 0
(GO RGO B G ) R Q)| (000 (O B G B Q) B G 1)) 0 Co oo
necrosis:central 1 1 0 0 0 0 1 0 [} 0 0 0 0 0 0 0
(222200 (o200 CoCoo (o0 0o 0o
necrosis: focal 1 0 0 0 1 0 0 0 0 1 0 0 0 0 0 0
(2200000 (22000000 (02000 OO Con
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 x: P = 0.05 ** : P < 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0242

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 8
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Orean Findings ® ® ® O ® @ ® ® ®m ® ® ® ®m ® ® ®
[Digestiuvs system]
Liver <60> <50> 50> <GB0
collapss 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(0000 (oo (00 o200
fatty change 0 2 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(00 (0000 (220000 (00
degeneration:central 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(220000 Q) B G) BE G) B Q)] (GO R Q) B ) B Q)] (O B G ) B Q) B Q)]
granulation 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
1O B G B G ) B Q)] (2000 (GO R Q) B Q) B Q)] (220000
clear cell focus 6 2 1 0 2 12 17 11 *x 2 13 14 14 xx 5 20 8 5 xx
(1220 (4 (24 (34) (22 (4 (26) (28) (28) (10) (40) (16) (10)
acidophilic cell focus 4 0 0 0 5 14 14 7 *x 3 g 13 15 =x 3 6 8 15 *x
(00 (10) (28) (28) (14) ( 8 (18) (26) (30 ( 8) (12) (18) (30)
basophilic cell focus 5 8 0 0 8 9 4 0 6 13 0 1 11 9 3 0
(10 (18 ( O (0 (16) (18 ( 8 ( 0 (12) (280 ( O) ( 2) (22) (18) ( 8) ( 0)
spongiosis hepatis 0 1 0 0 11 3 0 0 xx 8 3 1 0 *x g 5 1 0 *xx
(022000 (22 ( &) ( ) ( O (18 (8 (20 (18 (100 ( 22 ( 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) c:b/ax100

Significant difference ¥ P = 0.05 #* 2 P S 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0242

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : RAT F344/DUCrj ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX © MALE PACE : 9
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® o o ® & & o ® & & W @ ® o
[Digestive system]
Liver <50> <50> <500 <B0>
bile duct hyperplasia 10 36 0 0 10 37 0 0 18 22 2 0 * 18 22 1 0 x
(20 (72) C ) ( O) (200 (79) C ) ( O) (86 (44 ( O ( O (36 (40 ( 2 ( O
cholangiofibrosis 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
LG ) I QI ) I G ) B Q1)) (oo (2200000 (00
biliary cyst 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(oo (oo (o000 coC200 0 Q) B QRO B Q) B Q)]
pancreas <50> <50> <50> <50
atrophy 3 3 0 0 5 7 2 0 7 5 1 0 10 8 0 0 x
(ey(e (0o (1) (1 ( 9 ( 0 (149 (10) ( 2) ( 0 (20) (12 C 0) (C 0)
hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0l (000 (22000 (000
arteritis 0 0 ] 0 0 0 0 0 0 2 0 0 0 0 0 0
(o0 (OO C0on (000 o oo
[Urinary system]
kidney <50> <50> <50> <50
hyperplasia:tubular epithelial celtl 0 0 0 0 4 0 0 0 0 0 0 0 2 0 0 0
0o (000 0o lon (G QI B Q) B G0)]
Grads 1 : Slight 2 ¢ Noderate + Marked 4 : Severse
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*100

Significant difference : x ! P = 0.05

** 1 P = 0.01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0242

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 10
Group Name Contrat 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & o o @ ® & O ® & o o @ & o O
[Urinary system]
kidney <50> (G B0 50>
infarct 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(00 (220000 o000 (oo co(on
cyst 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (000 (000 ool o
deposit of hemosiderin 0 0 0 0 1 0 0 0 0 0 0 0 0 1 0 0
QI B G 1) B G 1) B Q)] (200 (G B G ) B Q) N Q)] (o200
ensinophilic body 0 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0
(GO RGO B G ) B Q0] (022000 (GO B GO B G ) BE G )] co 2o
chrenic nephropathy 6 12 17 10 1 15 11 15 3 13 14 15 7 13 16 7
(12) (24) (34 (20) (2) (30) (22) (30) ( 8) (26) (28) (30) (14) (26) (32) (14
tubular necrosis 0 0 2 0 0 0 1 0 0 0 2 0 0 1 1 0
Q) B B G B Q) (o020 (oo (o220
papi Llary necrosis 0 1 0 0 4 0 0 0 5 1 0 0 1 1 0 0
(022000 (oo (1 (2200 (2202000
mineralization:cortico-medullary junction 0 2 0 0 0 1 0 0 0 0 0 0 0 1 0 0
(0CH (o (o200 (o Co 0o (o200
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
(¢) cib/ax*100

Significant difference ; * 1 P = 0.05

** 3 P = 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0242
ANINAL t RAT F344/DuCrj
REPORT TYPE : Al

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ALL ANIMALS (0-105W)

SEX © MALE

PAGE : 11
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings ® o o o @ & o o & ® B o ® ®m & O
{Urinary system]
kidney <50> <50> 60> <50
mineralization:papilla 2 0 0 0 4 2 0 0 8 0 0 0 6 1 0 0
QY I G 1) I G ) B Q1) (800 (18 0 (0 (0 (1 2000
mineralization:peluis 0 0 0 0 1 1 0 0 1 1 0 0 2 2 0 1
(000 (22200 (202000 (a0 (2
mineralization:cortex 0 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(0200 (000 (o200 0 [0 RGN ) B Q) B Q)]
simple hyperplasiattransitional epithelium 2 0 0 0 5 0 0 0 4 1 0 0 7 0 0 0
(G G O I G ) R Q1) (1 oo (00 (10 00
nodular hyperplasiaitransitionat epithelium 4 0 0 0 5 3 0 0 8 0 0 0 5 0 0 0
(00 (1 (800 (18) (. O C 0 (0 (ool
eosinophilic droplet:proximal tubule 1 0 0 0 19 4 0 0 *xx 27 5 0 0 % 23 13 0 0 *x
(22000000 (88 (8 (00 (54) (10) C 0) ( 0 (46) (28) ( 0) ( 0)
urin bladd <50> <50> <50 <500
hemorrhage 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(20000 (0000 () I G ) B Q) B Q)] (ool
simple hyperplasiastransitional epithelium 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(00 LG RGN ) B QI ) B Q)] (200000 (20000
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 3 ¥ P = 0.0 ** 1 P £ 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0242 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE = 12
Group Name Control 8000 ppm 20000 pom 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® ®» & O ® ® o ® @ ® & ® @ & W W
[Urinary system)
uin bladd <50 50> <50 <60>
nodular hyperplasiatransitional epithelium 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(0000 (G RGN B Q) B QD) (20000 QIS B G ) B GV B Q)]
{Endocrine system}
pituitary <49 <50> <500 <50>
angiectasis 2 1 0 0 1 0 0 0 0 0 0 0 1 2 0 0
(000 (2200 o0 () B Q) B Q) B ) (2200
cyst 1 0 0 0 1 0 0 0 1 0 0 1 0 0

0 0
(2000000 (2200000 (20000 (2200000

hyperplasia

6 2 1 3
(120 C 9 (00 (22000 (120 (8 C 0 (O (| o0

hyperplasia:gland 0

0 0
(GRUNGRY I QRO QN (2200000 (GRON GV GRON G (o0

Rathke pouch 0 0 0 0 2 0 0
(000 (000 (000 (000

thyroid <50> <50> <50 <50
C-cell hyperplasia

1 2 0 3
(2209000 (8 (00 (00 tace) o0l

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) c:b/ax*100

Significant difference 3 *: P < 0.05 xx 1 P = 0,01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO.  : 0242 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 13
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50.
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® & O ® ® O O @ ® W ® & ® o
[Endocrine system]
thyroid <50> <50> <GB0 B

focal follicular cell hyperplasia 0 0 0 0 0 0 0

0 0 0
(oo (000 oo 0o (220000

panc istet <G <50> <50> <50>
islet cell hyperplasia 1 1 0 0 2 0 0 0 1 1 0 0 0

0
(202000 (9000 (202200009 o000

adrenal <50> <GB0 <50> B0
peliosis-like lesion 0 0 1 0 0 0 2

0 0 0
(oo (a0 (9o (oo {0

hyperplasia:medulla 3 5 0 0 4 7 0 1
(8 (100 (8 (1o (1 8 (00 (1) €200

focal fatty change:cortex 1 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
(22000000 (2200000 (G R G ) BE G ) B Q)] Co oo
[Reproductive system]
testis <50 <50> <50> <50>
atrophy 1 0 0 0 1 0 0 0 1 0 0 0 3 0 0 0
(2200000 (200000 (2200000 (8 0oy
Grade 1 : Slight 2 : Moderate 3 ¢ Marked 4 : Severe
Cad> a * Number of animals examined at the site
b b : Number of animals with tesion

(c) c:b/ax100
Significant difference 3 *: P < 0.0 ** 1 P £ 0.01 Test of Chi Saquare

(HPT150) BAIS3



STUDY NO. : 0242 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 14
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings o @ W W ® o o ® & & o ® ® & &
[Reproductive system]
testis <50 <50> <50> <60>
mineralization 6 0 0 0 7 0 0 0 14 1 0 0 16 1 0 0 x
(12 0ol (100 (28) ( 2y C 0) C 0) (82) 2000

arteritis

5 0 0
(1, C 0 (0o (0000 (ool (2000000

interstitial cell hyperplasia

8 0 0 0
(1) C 0 (0 (0 (9000 a0 o0 (800

prostate ’ &> 50> 50> <505
inflammation 4 0 0 0 7 0 0 0 4

0
(800 (ool (a2 (1) o0l

hyperplasia

8 0 0
(18 ( 000 (12 C 0 (0o (22) C ) C 0 (0 (z22) C 0 0o

mammary gl <50> <50> <50> <50>
hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(GO B G B Q) B Q)] (G B GIE ) B Q) B Q)] (2200000 CoCoCooCn
galactocele 0 0 0 1 0 0 0 0 0 0 0 0

0 1 1 0
(0220000 (o200 (o200 00 (0000000

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

{(c) c:b/ax100
Significant difference ; *: P = 0.05 #* 1 P S 0,01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO. @ 0242

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 15
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® o B o @ w® ® W @ & ® W @ ® & W
[Neruous system]
periph nerv <50> <50 <GB <50>
adhesion 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(oo (o0 (00000 (020000
[Special sense organs/appandags]
eye <50> <50> <50 <GB0
hemorrhage 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o oy (o0 n (220000 (oo n
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(ool (OO0 (oo oo coc2 ol
cataract 0 5 0 0 0 4 0 0 0 3 0 0 0 4 0 0
(o oo QIR O RGN I QR O) B Q)| (00 QIR GEE:) I Q) I G 0)]
retinal atrophy 2 10 0 0 2 16 0 0 0 9 0 0 4 9 0 0
(492000 QYR I GO RG] o (o0 ({1’ oo
keratitis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(020000 (O (0 (OCoCn o (0000
Harder st <50> <60> <50> <50
degeneration 2 0 0 0 1 0 0 9 0 [ 0 0 0 2 0 0
(a0 (20000 (oo o a0
Grade 1 : Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
<a> a ! Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference : *: P £ 0.0 ** 1 P S 0,01 Test of Chi Square

(HPT150) BAIS3



STUDY NO.
ANIMAL

¢ 0242
+ RAT F344/DuCrj

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ALL ANIMALS (0-105W)

REPORT TYPE : Al
SEX : MALE PAGE : 18
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings @ O & O @ ® & W @ o & ® @ ® o ®
[Special sense organs/appandags]
Harder gl <50> <50> <50 <50>
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(GG R G B Q)] (OO0 lon 0o (o0 02000
lymphocytic infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(200000 (G R G ) B G ) B Q)] (N QR IE G 1) BN Q! OO0
nasolacr d <50> (6114 <502 <50
inflammation 0 0 0 0 0 1 0 0 0 0 0 0 1 0 0 0
(GO R QIO B GO B Q)] (0220000 000 (o0 2y C 0 (00
[Body cavities]
retroperit <60> 50> <505 <50>
hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(oCcCn(n (OO0 g0 020000
adipose <50> <50> 50> <50>
necrosis 0 0 Y 0 0 0 0 0 0 1 0 4} 0 0 0 0
oo (o0 (oo 0200 0o oo
Grade 1 : Stight 2 * Noderate 3 : Harked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference

* 1P S 0,05

*»* 1 PS5 0.01

Test of Chi Square

(HPT150)

BAIS3



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

RAT @ FEMALE : ALL ANIMALS



STUDY NO. @ 0242 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 1
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & ®» o ® ® ® o @ W & W @ & & W

[Integumentary system/appandage]

skin/app <50> <50> <50 <50>
inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 Q
(o0 (ool (0000 (02000
[Respiratory system}
nasal cavit <50> <50 <50> <80>

follicle 1 0 0 0 0 0
(200000 (a0 Q1) B QI O B G ) B Q1)) (G B G ) B Q) B G 1)

atrophy 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0000 (o0 (o0 (2000

eosinophilic changs:olfactary epithelium 4 28 16 0 0 0 0 0 *xx 0 0 0 0 *x 0 0 0 0 *x
( 8 (58 (32 ( O (oo (n Q) B Q) B Q) R Q)] oo

eosinophi lic change:respiratory epithelium 36 0 0 0 0 0 0 0 xx 0 0 0 *x 0 0 0 0 *xx

0
(2 (000 (oo (0o o0

inflammation: foreign body

5 2 0 1
(1 (D (0 (20220000 (000 (200

disarrangement:olfactory epithelium

0 0 0 0
(oo (o (0000 (ool 200000

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

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

Significant difference *: P = 0.0 ** 1 P S 0.01 Test of Chi Square

(HPT150) BAIS3




STUDY NO.  : 0242

~~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY) —

ANINAL : RAT F344/DuCrj ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE = 2
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® & & o ® ® & ® W o ® W w ® & ®
[Respiratory system]
nasal cavit <50 <50> <50> <50>
respiratory metaplasiatolfactory epithelium 0 0 0 0 0 0 0 0 0 0 0 0 8 0 0 0 *x
(GO RGO B QIO B Q)] QI ) B QI ) B Q) B Q) (o000 (18) C OO C 00
respiratory metaplasiatgland 30 2 0 0 18 0 0 0 % 23 0 4} Q 156 0 0 0 ®%
(80) ( & C 0 ( O (3 (000 (48) ( 0) C O ( 0 (300 C 0 (0 (O
necrosis:olfactory epithelium 0 0 0 0 3 0 0 0 14 0 0 0 xx 25 0 0 0 *x
(ool (8o (28) ¢ 00 C0) (O (5) C OO C O (O
lung <50 <50 <50> 50>
congestion 1 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(20000 ) I G B GO I Q)] (oo o (OO0
hemorrhage 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(22000 (0 (O B Q) B Q) B Q)] (oo o0 (oo
inflammation 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(o000 (o0 (ool o ooy
inflammatory infiltration 1 0 0 0 1 0 0 0 3 0 0 0 1 0 0 0
(2000 (2200000 (8000 (20000
tymphocytic infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(200000 (oo oo oo QIO B GO B G O B )]
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severs
<ad a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference ; *: P = 0.05 ** 1 P S 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0242 -~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANINALS (0-~105W)
REPORT TYPE : Al
SEX : FEMALE PAGE = 3
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Orean Findines W ® ® O W ® ® O W ® ® ® W ® ® ®
[Respiratory system]
tung <50> <50 <60> <50
accumulation of foamy cells 0 0 0 0 1 0 0 0 0 0 0 0 0 1 0 0
(o Co oo (220000 OO0 o200 0
bronchiolar-alvestar cell hyperplasia 1 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(2200000 (0000 4 0 (0 (0 (ool
[Hematopoietic system]
bone marrow <50> <50> <50 <50>
granulation 2 4 0 0 2 5 0 0 1 2 0 0 5 5 0 0
(9800 (oo 2900 (10) (10 C © C O
increased hematopoiesis 5 0 0 0 2 0 0 0 4 0 0 0 4 1 0 0
(I o0 (000 8 (0 (00 (82200
decreased hematopoiesis 0 1 0 0 0 0 0 0 0 0 0 0 0 2 0 0
(22000 (o000 0000 (a0
granulopoiesis: increased 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(000 (220000 2) C 000 (G RGN )  GI) QI )
spleen <50 <50> <50> <50>
atrophy 1 0 0 0 0 1 0 0 0 2 0 0 0 1 0 0
(2200000 (22000 OCH oo ) B G B Q) B Q1))
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:b/ax100

Significant difference : *: P = 0.05

*% 1 P 5 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0242 ~— HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY) —
ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105%)
REPORT TYPE : Al
SEX : FEMALE PAGE = 4
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings m ® & W ® ® & W wm o o O @ W o6 W
[Hematopoietic system)
spleen 50> <50> <50> <50>
congestion 6 0 0 0 6 0 0 0 2 0 0 0 7 0 0 0
(2 (000 (12 000 (000 (oo
deposit of hemosiderin 15 9 0 0 22 8 1 0 28 7 1 [ 21 g 0 0
(30) (18 ( O ( O (4) (18) ( 22 ( O (56) (14) ( 2) ( O (42) (18 ( 0 ( 0)
extramedullary hematopoiesis 3 3 0 0 2 1 0 0 0 2 0 0 2 3 0 0
({8 (00 (o c2200C0 CoOCaH 0o 4H 800
engorgement of erythrocyte 0 0 0 0 22 [ 0 0 *x 29 4 0 0 *x 20 8 0 0 xx
(GO R G ) I QR B Q)] (44) (120 ( ) ( O (88 { 8 ( O ( O (40) C18) C 0 C 0)
[Circulatory system]
heart <50> <50 50> <50>
thrombus 0 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0
(0020 (0220000 (o0 (O RE QI NG ) I Q)]
necrosis: focal 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2200000 (OO0 (G B G I Q) I Q)] (ONEQI ) RGN \) B QI0)]
mineralization 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
: (02000 QIO B QI 1) B G 1) B Q)] (o000 OO0
Grade 1 ¢ Slight 2 * Moderate 3 : Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with {esion
(c) c:b/ax*100
Sionificant difference : *: P = 0.05 ** 1 P S 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0242 - HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY) —

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE: 5
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ & & @ ® ® o @ & & O @ ® & W
[Circulatory system]
heart <50> <50> <60> <50>
myocardial fibrosis 1 0 0 0 2 0 0 0 0 1 0 0 3 0 0 0

(220000000 (a0 (00 (8 (0lnn

artery/aort <50> <50> <50> <50>
arteritis 0 0 0 0 0 0 0 0 0

1 0
(0o (OO0 totac0lo0 (SRR GO QRO

{Digestive system]

tooth <50> <50> <50> <50>
epidermal cyst 0 0 0 0 0 0 0 0 0 1 0 0 0

0
(oo (GG B GRON G (o200 (o0

‘tongus <60> <50> <500 <50>
arteritis 1 0 0 0 1 1 0 0 2 1 4} 0 1 0 0 0
(2200000 (2202000 (a0 (200000

stomach 50> <50> <50> B0
mineralization 0 0 0 0 1 0 0 0 1 1 0 0 0 0 0

0
(0000 (D000 (20000 (00

arteritis 0 0 0 0 0 0 0 0 0 1 0 0 1 0 0 0
(G BRI ) 2 GO B )] Q) I QI O B Q1) B Q)] (220000 (2000000
Grade 1 : Stight 2 : Moderate 3 : Marked 4 : Severe
<ad a : Number of animals examined at the site
b b ¢ Number of animals with lesion

(c) c:b/ax*100
Significant difference 3 * 3 P = 0.05 *>* : P =S 0.01 Test of Chi Saquare

(HPT150) BAIS3



STUDY NO.
ANIMAL

2 0242
¢ RAT F344/DuCrj

~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ALL ANIMALS (0-105W)

REPORT TYPE : Al
SEX ¢ FEMALE PAGE: 6
Group Name Cantrol 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & W o @ & & o M o W ® & o o
[Digestive system]
stomach <50> <50> <500 <50
ulcer:forestomach 0 0 0 0 0 1 0 0 0 0 1 0 1 0 0 0
(GO QI ) 2R QIO JE Q)] (o200 (0 OO0 220000
hyperplasia: forestomach 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(0000 (0000 )G IR G ) I Q)| (0N QN B QI 1) I QO]
erosion:glandular stomach 0 0 0 0 2 0 0 0 1 0 0 0 0 0 0 0
CoCo (o0 (o (8O0 2 (0 C0 0 0 C 00O
ulcertglandular stomach 2 ¢ 0 0 0 0 0 1 0 0 0 0 1 1 0 0
(0l (o2 0 CoC0 (o0 2 (200
hyperplasiaiglandular stomach 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o000 (0 0o o0 2) (000
small intes <50> <50> <50 <50>
inflammation 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(G B G ) I Q) I Q)] (0000 0200 0 (0 (0 ( 0
Liver <60> <500 <50 <50
herniation 3 0 0 0 2 0 0 0 1 0 0 0 1 0 0 0
(o0 (OO0 2) 000 200000
Grade 1 @ Slisht 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*100

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

(HPT150)

BAIS3



STUDY NO.  : 0242 ~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY) -

ANTHAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE , PAGE : 7
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings M & & o ® ® & o @ ® % @ & % o
[Digestive system]
Liver <50> <50> <50> <560>
peliosis-like lesion 0 0 0 0 2 0 0 0 1 0 0 0 0 0 0 0
0o (a0 (0 (2200000 (OCCoCy

necrosis:central

0
tota(oCo (oo o (a0 (o020

necrosis: focal 0 1 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(22000 (OO0 (G YRR G ) I Q) B G ) (GBI Q) Q)]

fatty change

1
(20000 (o2 (0o (a0

lvmphoeytic infiltration 0
(o200 (0200 (222000 Q) I G ) B Q) B G 0)|

granulation 17 9 0 0 20 8
(8 (18 ( 0 ( 0 (40) (18) ( 2 ( O (48) (200 ( &) ( O (40) (24) ( 4 ( O)

extramedul lary hematopoiesis

0 0
(0o Q) B Q3 B G ) B Q) o0 (000

clear cell focus 1 0 o 0 3 8 0 0x 8 7 0 0= 5 6 2 0w
(2000 (e (12 0o (18 (1 C 0 ( 0 (10 (12) ¢ @) € 0

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

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

Sianificant difference ; x: P = 0.05 *x 1 P £ 0.01 Test of Chi Square

(HPT150) BAIS3



STUDY NO. & 0242 ~— HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 8
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings, w ® & o @ ® & O ® & & O @ & & o
[Digestive system]
Liver <50> <50 <50> B0
acidophilic cell focus 0 0 [ 0 6 11 3 0 *x 8 10 3 1 *x% 10 5 1 1 *x
(ocoCo (o (12) (22) ( 8) ( O (12) (200 ( 6 ( 2) (20) (10) ( 2) ( 2)
basophi lic cell focus 12 10 0 0 7 11 0 0 9 10 1 1 g 5 1 0
(24) (200 ( 0) ( O) (14) (22) C 0) ( O (18) (200 ( 2) ( 2) (18) (100 ( 2) ( 0)
mixed cell focus 0 0 0 0 1 1 0 0 0 0 0 0 0 1 0 0
(0000 (222000 cocoCo(o (o000
spongiosis hepatis 0 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
(OO0 (200000 (H 000 (000
bile duct hyperplasia 4 0 0 0 3 1 0 0 1 1 0 0 1 1 0 0
(8 oo (22000 (22000 (22000
cholangiofibrosis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(O (nCo (OO0 COCoCoCo (20000
biliary cyst 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (OO0 (2000000 (o0
pancreas <50> <500 <50 <50>
atrochy 4 0 0 0 3 3 0 0 3 7 0 0 * 5 3 0 0
(00 (e (oo (6 (140 (0 (1) ¢ 8 C 0 ( O
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 : Severs
Ca> & * Number of animals examined at the site
b b : Number of animals with Llesion
(c) c:b/ax100

Significant difference : *: P S 0.05

*x 1 P = 0,01

Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO.

: 0242

~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : RAT F344/DuCrj ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 9
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
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 & O
[Urinary system]
kidney <50> <50> <50 50>
infarct 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(00 (oo (o200 (0 ooy
cyst 0 1 0 0 1 0 0 0 0 0 0 0 1 0 0 0
({22000 (2200000 (0000 (2200000
chronic nephropathy 23 11 3 3 10 15 15 4 *x 10 21 8 5 % 17 18 7 0
(46) (22) ( 6) ( B) (20) (30) (30 ( 8 (20) (42) (18) (10 (34) (36) (14 ( O
hydronephrosis 0 0 1 0 0 0 0 0 0 1 0 0 0 1 0 0
(20 (G R G B G ) B Q)] COC200 0 (o200
tubular necrosis 0 3 4 0 0 1 3 0 0 1 1 0 0 1 2 0
(o (80 (o208 (0 (o220 (o224 0
papillary necrosis 0 0 0 0 0 1 0 0 1 0 0 0 0 0 0 0
(00 (o200 0 (220000 (ool
mineralization:cortico-medullary junction 21 2 0 0 13 4 0 0 15 0 0 0 13 0 0 0
(@2 (00 (28) ( 8 C (O (300 (28 C 0 C ) C )
mineralizationtpapilla 2 0 0 0 11 1 0 0 * 7 0 0 0 5 0 0 0
QY I GO B ) B ) (22 ( 22 (0 (O (19 C 0 C 00 (10 ¢ 0y C 0 (0
Grade 1 Slight 2 * Moderate 3 ¢ Marked 4 : Severs
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference 3 *x: P = 0.05 ¥ P = 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. ¢ 0242 ~— HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344/DuCrj ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PACE @ 10
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® o oM O @ & o o @ & o’ o @ & W W
[Urinary systen]
kidney <50> <50> <50 B
mineralization:pelvis 5 1 0 0 4 2 0 0 7 0 0 0 7 1 0 0
(1200 (a0 o0 (1 (000 (1 (200
mineralization:cortex 0 0 0 0 0 1 0 0 1 0 0 0 0 0 0 0
(0000 (o200 (2200000 (o0
dilatation:tubular lumen 0 0 0 0 1 0 0 0 0 0 0 0 0 4 0 0
(G BRI O B GO B Q)] (220000 (ool (OB QO B Q) R Q)]
simple tubule hyperplasia 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(000 (000 QI I G ) B G ) B Q)] oo o
atypical tubule hyperplasia 0 0 0 0 12 0 0 0 xx 13 0 0 0 *x 7 0 0 0 *
Q1) I G 1) 2 G () B Q)] (20 C OO (0 (260 C OO C O (0O (19 C 0 o0
eosinophilic droplet:proximal tubule 2 0 0 0 14 32 0 0 *x q 38 0 0 xx 8 37 0 0 xx
(D00 (28) (64) ( O ( O (8 (1 (00 (18) (714 C 0 (0
uin bladd <500 <50> <50 <50>
nodular hyperplasiattransitional epithelium 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(OCoCn 0 (o0 (220000000 QDR G ) I GO B Q)]
[Endocrine system]
pituitary <60 B0 <50> <50
angiectasis 8 5 0 0 0 1 0 0 *x 1 0 0 0 *x 4 0 0 0
(12) (10 ( 0 C O (020000 (a0 (800l
Grade 1 Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
Ca> a : Number of animals examined at the site
b b : Number of animals with Llesion
(c) c:ib/ax100
Significant difference *: P = 0.0 ¥* ¢ P = 0.01 Test of Chi Square

(HPT150) BAIS3



STUDY NO.  : 0242 ~— HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY) —

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 11
Group Name Controt 8000 ppm 20000 pom 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findines ® ® ® o @ & o W @ & & o @ ® & O
[Endacrine system]
pituitary <505 <50> <50> <500

cyst 3 0 1
(8 (000 (18 (000 (220200 (18 (000

hyperplasia

8 0 0 0 [ 1 0 0 4 1 0 0 7 1 0 0
(122000 (12 C 200 (82000 (i 200
Rathke pouch 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(GO RGO 2 G ) BRI 1)] (2200000 (200000 (oo

thyroid <50> <50> <50> <49>
cyst 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 (2200000 LG B G ) B QR ) B Q)] oo Cn
ultimibranchial body remanst 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(GRS QIO B Q) RG] (220000 (000 o0 (0o
C-cell hyperplasia 4 0 0 0 3 1 0 0 2 0 0 0 1 0 0 0
(00 (200 QIS G ) B G ) B Q)| (200000
focal follicular cell hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(o0 (oo (2200000 (22000

adrenal <50> <50> 50> <50

peliosis-like lesion 0 0 0 5

6 0 0 5 0 0
(12 C 0 (00 (1 C 0 (0o (900000 (13 C 0y (C0)( 0

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

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

Significant difference ; * 1P =005 #x:P <0.01 Test of Chi Square

(HPT150) BAIS3



STUDY NO.  : 0242 ~— HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY) —

ANTHAL + RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 12
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & & O @ o & @ o & o @ @ % W
[Endocrine system]
adrenal <50 <502 <50> <50>
cyst 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0

0 .
(0o oo (oo o (200000

hyperplasiatcortical cell 0 0 0 0 0 0 0 0 0 0 1 0 0 0

0 1
(0000 (a0 (oo (22000000

hyperplasiatmedulla 0 0 3 1 0 0 2 0 0

6 1 0 9
(20000 (12) (000 ({00 (B (00

focal fatty change:cortex 0 0 3 0 0 0 0 0 0

2 1 0 0
(9 (000 (B (0o Con (800 Con 00l

[Reproductive system]

ouary 50 <505 <505 <50
oyst 00 0 0 10 0 0 0 2 0 0 0 0 0o o0
(oo Co (0000 Co (0o (oo (0o

uterus <50> <50> <50 <60>
dilatation 0 0 0 0 1 6 0 1 0 0 0 1 0 0 0

1
(22(0(0o0 (00000 (220000 (220000

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

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

Significant difference 3 *: P = 0.05 ¥ 1 P < 0.01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO.  : 0242

~— HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 13
Graup Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ & & O ® o o o @ o m W M w ®m W
{Reproductive system]
uterus <50> <50 B0 <50
cystic endometrial hyperplasia 3 2 0 0 4 1 0 0 4 5 0 0 g 2 0 0
(8 (00 (2200 8 (100 C 0y ( 0 (184000
mammary gl <50> <50 50> <50
duct ectasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2200000 (O B G B ) B ) 0 Co (oo oo
hyperplasia 3 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(00 (oo OO0 (GO RGO B G ) R G)]
[Neruous system]
brain <50> <50 <50 <50>
hemorrhage 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(GO ZE QI ) B QR B Q)] Q) B G ) B Q) B Q1)) 0200 oo
[Special sense organs/appandage]
oye 60> <50> <50> <B0>
cataract Q 3 0 0 0 2 0 0 0 3 0 0 0 2 0 0
CoL8 (00 (a0 e (000 COCaCnCoy
Grade 1 : Stight 2 : Moderate 3 * Marked 4t Severe
<Ca> a : Number of animals examined at the site
b b : Number of animals with lesion

(c) c:ib/ax100
Significant difference *x: P =0.05

*x ! P S 0.01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0242

"~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : RAT F344/DuCrj ALL ANIXALS (0-105W)
REPORT TYPE : Al
SEX ¢ FENALE PAGE : 14
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & O » @ & o’ W @ & o o @ & o o
[Special sense organs/appandage]
eye <502 <50> <50 <50>
retinal atrophy 9 4 0 0 5 4 1 0 1 g 0 0 x 2 5 0 0
(18 (8 (00 (1) 8 (20 2) (18 (0 (0 4 (10 ¢ 0 (0
keratitis [4] 0 0 0 0 1 0 0 0 0 0 0 1 0 0 0
o000 (200 0000 2 (000
vascularization:cornea 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 oo 22000 0 Co 0o
Harder gl <50> <50 <50> <50
atrophy 0 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0
(0o (o0 ) B GV B G ) I Q) 020 0o
degeneration 0 1 0 0 2 0 0 0 0 0 0 0 2 0 0 0
(o200 (00 0 C0 00 400
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0
(G R QIO B Q) B )] (G I G ) B Q) B Q)] OCoO 00 220200
lymphocytic infiltration 3 1 0 0 1 1 0 0 0 1 0 0 2 0 0 0
(83200 (22022000 0200 Qo0
nasolacr d <60> <50> <50 <560>
inflammation 1 0 0 0 3 0 0 0 1 0 0 0 1 0 0 0
(2200000 (e (000 2) 0 (00 2) (0 C 0 (o0
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/ax*100

Significant difference : ¥ P = 0.05

x> ! P = 0,01

Test of Chi Sauare

(APT150)

BAIS3



STUDY NO. ¢ 0242 ~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344/DuCrj ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 15
Group Name Contral 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® & o ® & & o ® % M W @ & ® o
[Musculoskeletal system)
muscle <50> <50 <50> (G
hematoma 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0
COCo o0 (2 (GO B ) I ) R Q)] (OB B ) I Q) (O NEQE) B G) BE Q)]
mineralization 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oCcoCo o0 (o200 0BG ) I 1) I Q)] (RGO B G ) BRG]
bone <560> <50> 50> B0
osteosclerosis 5 6 0 0 4 3 3 0 2 4 1 0 2 2 2 0
(10 (120 C 00 ( O (8 ({6 (0 H 820 H a0
[Body cavities]
pleura <560> <50> <50 <50>
inflammation 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(000 (00200 OO0 OO0
per-itoneun <50 <50 <560> B0
inflammation 0 0 0 0 0 0 1 0 0 0 0" 0 0 0 0 0
(o000 (0020 0000 (UNEG ) BRI ) B Q)]
retroperit <560> <50> <50> <50>
hematoma 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1
(G I QIO B Q) IR Q) (o0 0 OO0 0 Co o2
Grade 1 @ Slight 2 ¢ Moderate 3t Marked 4 ¢ Severe
Ca> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) citb/ax*100

Significant difference : *:1 P = 0.0

** 1 P 50,01

Test of Chi Square

(HPT150)

BAIS3



APPENDIX K 3
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (2-YEAR STUDY: SUMMARY)

RAT @ MALE : SACRIFICED ANIMALS



STUDY NO.
ANIHAL

: 0242
: RAT F344/DuCrj

SACRIFICED ANIMALS (105W)

~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMKARY) —

REPORT TYPE : Al
SEX : MALE PAGE ¢ 1
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 33 43 43 38
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, ® & ®» o ® & ® o @ & O ® o o o
[Integumentary system/appandage]
skin/app <33> 43 U3 38>
epidermal cyst 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(G B G ) B ) B Q1)) (022000 (GO B G) B Q) B ) (0o Con
subcutis ‘ <33 U3 43> <38>
abscess 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
CoCo o (o0 (oo o200 Co oo
[Respiratory system]
nasal cauit 33> <43> <43> 38>
inflammation 0 0 0 0 0 0 0 4] 1 0 0 0 2 0 0 0
(oo (GO R Q) B ) I Q)] (20000 (8000
easinophi lic change:olfactory epithelium 15 18 0 0 1 0 0 0 *x 0 0 0 0 *x 0 0 0 0 *x
(45) (55) ( 0 ( 0 (a0 (GO R QIO B GO BE G )] oo
eosinophi lic change:respiratary epithelium 28 1 0 0 1 0 0 0 *x 0 0 0 0 xx 0 0 0 0 *xx
(19 3 (00 (200000 (GO RE QI OB QI ) IR Q)] oo
inflammation: foreign body 8 7 0 4] 7 10 0 0 12 10 2 0 2 7 1 0
(24) (2 C ) ( O (16) (23) ( O) ( O (28) (23) ( 8 (0 (85 (18 (3 (0
Grade 1t Slight 2 t Moderate 3 ¢ Marked 4 : Severe
<ad> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) citb/ax*100

Significant difference ;

*: P = 0.0 *x 1 P = (.01 Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO. & 0242

~— HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 2
Group Name Cantrol 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 33 43 43 38
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ W & o @ o & o ® ® & o @ o % ®
[Respiratory system]
nasal cavit 3 UD 43> <38>
respiratory metaplasia:olfactory epithelium 4 0 0 0 2 0 0 0 4 0 0 0 4 0 0 0
(2 (0000 (8O0 (OO0 (i o o0
respiratory metaplasiatgland 24 3 0 0 25 3 0 0 18 0 0 0 *x 15 1 0 0 *x
(B a0y (s (oo (&2 C 000 (39 ( 3y (0 (0
lung <83> 43> <43> 38>
osseous metaplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
() B G ) B Q) I Q)] (0000 (22000000 (OConon
bronchiolar-alueolar cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
o0 (o0 (oo ooy (300
{Hematopoistic system]
bone marrow <33 43 43> <38>
granulation 1 2 0 0 2 1 0 0 0 0 0 0 3 0 0 0
(a8 00 (20000 COCH oo (o0
increased hematopoiesis 1 0 0 0 2 1 0 0 3 0 0 0 0 0 0 0
(3000 (22000 (D00 (OO0
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/ax*100

Significant difference 5

*x: P =0.05 ** 1 P £ 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. ¢ 0242

~— HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL * RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 3
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 33 43 43 38
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, w | ® & @ & % O ® o & o @ ® & W
[Hematopoietic system]
bone marrow 33> 43> 43> <38>
decreased hematopoiesis 0 0 0 0 1 0 0 0 0 1 0 0 0 1 0 0
QO B G 1) B Q1) B Q)] (2000 (22000 QOB Q) B G 1) B Q)]
granulopoiesis: increased 1 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(3000 (8000 (o0 ooy
Lymph node 33> 43> 43 (38>
tymphocytic infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o000 (20000 (oo ln (000
spleen <33 <43> <43> <38>
atrophy 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
Q) B G B Q) B Q)] (000 (o200 0 (G RGN ) B Q) B Q)]
congestion 6 4 0 0 8 1 0 0 12 0 0 0 ) 0 0 0
(18 (12) ( 0 ( 0 (200 (28 C0)C 0 (0 (18) ¢ ) C 0) ( O
deposit of hemosiderin 0 0 0 0 2 1 0 0 7 0 0 0 * 7 3 0 0 *x
) B G ) B ) B Q1)) (8 (2000 (8 (0009 (188 (00
fibrosis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(o0 (22000 (GO R G B Q) I V)] ooy
Grade 1 : Stight 2 : Moderate 3 & Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100

Sianificant difference : x: P <0056 =xx:P < 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. = 0242 — HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY) -

ANIMAL © RAT F344/DuCrj SACRIFICED ANINALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 4
Group Name Control 8000 ppm 20000 ppm 50000 pem
No. of Animals on Study 33 43 43 38
Grade . 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® W o o ® & & & @ o & ® @ & o o
{Hematopoietic system]
spleen <33 <43 <43 <38>

extramedul lary hematopoissis 2 0 0 0 2 2 0 0 1 1 0 2
(&0 (s 0o (22000 (9 (s (0nln

engorgement of erythrocyte 0 0 0 0 12 2 0 0 ¥x% 14 0 0 0 *x 10 0 0 0 *x
(GO Q) I QIO B Q)] (28) ( 5 (o) (0 (3 (. 0 €0 (0 (28) ( 0) C 0 (O

[Circulatory system]
heart <33> <43> <43> <38>

myocardial fibrosis 3 0 0 0 0 0 1 0 0 0 2 3
(0000 (0000 (220000 (800

arteritis

0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (oo (20000 Q) I Q) B G ) B Q)]

artery/aort <383 <43> <43> <38>
arteritis 0 0 0 0 0 0 0 0 1 0 0 0 0 0

0 0
(oo (0000 (2000000 (o0 Co

[Digestive system]

tongue D <43> 43> <38>
arteritis 0 0 3 0 0 0 3 0 0 0 2

3 1 1
(a9(a(0C0 (DO (D000 (N

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

b b : Number of animals with lesion
(c) cib/ax*100
Sionificant difference 3 *x: P = 0.05 x ! P S 0.01 Test of Chi Square
(HPT150)

BAIS3



STUDY NO.
ANINAL

: 0242
: RAT F344/DuCrj

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

REPORT TYPE : Al
SEX : MALE PAGE: 5
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 33 43 43 38
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & W ® ® ® W ® @ ® ® ® ® W ® ®
[Digestive system]
salivary gl 3D 4D 4D <38>
inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(0000 QIO B Q) B Q) B Q)] 00 OO
stomach 3 <43 43> <38>
ulcer:forestomach 0 0 0 0 0 0 0 0 1 1 0 0 0 0 0 0
(o0 (OO0 2 (200 0o oo
erosiontglandular stomach 1 0 0 0 0 0 0 0 0 ¢ 0 0 2 0 0 0
(A0 (0000 0 CoCo0 o 5 000
ulcer:glandular stomach 2 0 0 0 5 0 0 0 2 0 0 0 2 0 0 0
(8000 (12 C 000 5) ( 0) ( 0) ( 0) S0
hyperplasia:glandular stomach 1 0 0 0 2 0 0 0 1 1 0 0 2 1 0 0
(000 (5000 2 (200 ) (3 (0 {0
small intes <33> 43> <43> <38>
diverticula 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(00 20000 0OCOCo o0 OO
Liver <33 43> 43> <38>
herniation 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(000 (00 OO0 OO0
Grade 1 Slight 2 : Moderate 3 : Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) ctb/ax100

Significant difference

*x ! P = 0.00 ** 1 P S 0,01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO. & 0242
ANIMAL ¢ RAT F344/DuCrj
REPORT TYPE : Al

SEX : HALE

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

PAGE : 6
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 33 43 43 38
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® o & o @ B & O @ w® & o @ | W W
[Digestive system]
Liver <33 43> <43> <38>
necrosis: focal 1 0 0 0 1 0 0 0 0 1 0 0 0 0 0 0
(3000 (22000 o200 (GO B ) B G ) B G )]
granulation 0 0 0 0 1 0 0 0 0 0 [4} 0 1 4 0 0
(000 (220000 oo 0o (30
clear cell focus 6 2 1 0 2 10 17 11 *x 1 12 14 14 *% 2 19 8 5 o*xx
(18 ( 8 (3 (0 ( 5) (23) (40) ( 26) ( 2) (28) (33) (33) (¢ 5 (50 (21) (13)
acidophilic cell focus 4 0 0 0 4 13 4 7 xx 2 g 13 15 *x 2 5 8 15 *x
(2000 (9 (30 (33 (18 ( 8) (21) (30) (35) ( 5y (13) (21) (39
basophilic cell focus 5 7 0 0 8 9 4 0 6 18 0 1 9 8 3 0
(1) (21 C 0 ( 0 (19 (21 ( 9 ( O (14) (30) ( 0 ( 2 (24) (21) ( & ( O}
spongiosis hepatis 0 0 0 0 9 3 0 0 xx 7 3 1 0 * 9 5 0 0 xx
LG ORE QIR 1) B QRN 1) B Q)] (2 (D (0O (0 (B (200 (20 (1Y ( 0 ( O
bile duct hyperplasia 4 28 0 0 g 33 0 0 16 22 2 0 * 15 v 19 1 0 x
(12) (8) ( ) ( O (21) (7 C 0) ( ) (3N (5 ( 8 (O (39) (80) ( & (0
cholangiofibrosis 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(G B Q) B ) B Q)] (0o o0 (22000000 (000
Grade 1 : Slight 2 * Moderate 3 ¢ Marked 4 : Severs
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference :

* 1P =005 *:P=0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. = 0242

~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ HALE PAGE : 7
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 33 43 43 38
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
[Digestive system]
Liver <33 43> 43> <38>
biliary cyst 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(oo (o0 ({20000 (o ooy
pancreas <33 <43> 43> <38> -
atrophy 3 3 0 0 5 6 2 0 7 5 1 0 3 6 0 0
(a9 (990 ln (12) (14) ( 5 ( 0 (18) (12) ( 2) ( 0 (24) (18) ( 0) ( 0
hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(GO IO ) ) B G )] () I G ) B Q) B G )] (2200000 ool
arteritis 0 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0
(o000 (ocoCon 0 (000 ool
[Urinary system]
kidney 33> 43> U3 <38>
hyperplasiattubular epithelial cell 0 0 0 0 4 0 0 0 0 0 0 0 2 0 0 0
(G0 BRI ) I Q) R )] (000 (ool (5000
infarct 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 (2200000 ) RO B Q) B Q)] (o000
Grade 1 : Slight 2 : Moderate ¢ Marked 4 : Severs
<a> a : Number of animals examined at the site
b b : Number of animals with lesion

(c) c:b/ax100
Significant difference ¥ 1P S 0.05

** 1 P = 0,01

Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO. = 0242

— HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL * RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PACE : 8
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 33 43 43 38
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® &0 O @ ® & O o % & o @ & % O
[Urinary system]
kidney <33 43> <U43> 38>
cyst 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(G I G ) R G I Q)] (0o (0 (220000 oo
deposit of hemosiderin 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(OO0 (o0 (220000 o0 (O B Q) B Q) I Q) (G REGI) B Q) B Q)]
eosinophilic body 0 0 0 0 0 1 [ 0 0 0 0 0 0 1 0 0
QIO RGO B G ) R Q)] (0020000 (GO R B GO B )] o300
chronic nephropathy 3 9 14 7 1 15 11 15 3 11 14 14 4 11 15 6
(9 (270 (42) (21) ( 2) (35 (26) (35 (7)) (28) (33) (33 (11) (29) (39) { 18)
papi Llary necrosis 0 0 0 0 4 0 0 0 5 1 0 0 1 0 0 0
(O B G) BE Q) B Q)] (90 (22000 (00
mineratization:cortico-medullary junction 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(000 (o200 (GO RGO R QI R Q1) (G B G I G )]
mineralization:papiLla 2 0 0 0 3 1 0 o 8 0 0 0 5 1 0 o
(8 (00 (22000 (1 000 (1330
mineralizationipeluis 0 0 0 0 1 1 0 0 0 1 0 0 2 1 0 1
(ocoCn 0 (202000 (220000 (30l 3
Grade 1 @ Slight 2 : Moderate 3 : Marked 4 : Severe
<a> a * Number of animals examined at the site
b b Number of animals with Llesion
(c) c:b/ax*100

Significant difference 3 *x 1P = 0,05

*x 1 P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.

+ 0242

~— HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 9
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 33 43 43 38
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® w % o ® & & ® ® & W @ & o o
{Urinary system]
kidney {33 43> U3 38>
_simple hyperplasia:transitional epithelium 2 0 0 0 5 0 0 0 4 1 0 0 7 0 0 0
(8000 (12) (000 (9220000 (1800
nodular hyperplasiatransitionat epithelium 3 0 0 0 5 3 0 0 8 0 0 0 4 0 0 0
(000 (12 (D00 (000 (oo
eosinophilic dropletiproximal tubule 1 0 0 0 19 4 0 0 xx 26 5 0 0 *x 20 13 0 0 *x
(3000 (40) C 9 C 0 C O (60) (12) ( O ( O (53) (31 ( ) { O
urin bladd <33> 43> 43> <38>
simple hyperplasia:transitional epithelium 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
LGN B QI ) B QI 1) B Q)] (OO0 (220000 (OO0
nodular hyperplasiattransitional epithelium 0 0 0 0 0 0 0 0 1 0 0 0 2 [4 0 0
(GO RGN B Q) I Q)] Q) B Q) B Q) B Q)| (2200000 (8000
{[Endacrine system]
pituitary 32> 43> 43> <38>
angiectasis 2 1 0 0 1 0 0 0 0 0 0 0 1 1 0 0
(B30 (20000 (oo (33
Grade 1 : Slight 2 Moderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢c) ¢c:ib/ax100

Significant difference ; *: P = 0.05 x* ¢ P S 0,01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0242 ~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY) -

ANIMAL ¢ RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX T MALE PAGE : 10
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 33 43 43 38
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, M ® O o ® & & ® @ ® &% O @ & %
[Endocrine system]
pituitary 32> 43> 43> <38>

cyst 1

0
(a0 (220000 (220000000 (a0 o0

hyperplasia 5 2 0 0 4 1 0 0 [} 3 0 0 7 2 0 0
(1 (6 (000 (200 (1 (7 o0 (18 {5 (0 ( O
hyperplasiatgland 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(00 (22000 (GO GO G R G0 (GO B QI 1) B G 1) B Q)]
Rathke pouch 0 0 0 0 2 0 0 0 2 0 0 0 2 0 0 0
(oo (5 (000 (L0000 (L0000

thyroid <3 <43 43> <38>
C-cell hyperplasia 0 1 0 0 4 0 0 0 3 0 0 0 1 3 0 0
(o300 (o0 (n (D0 (8 nln

panc islet 3 43> 43> {38>
islet cell hyperplasia 1 1 0 0 2 0 0 0 1 1 0 0 0 0 0 0
(DO (3000 (20220000 (ool o

adrenal <33 A43> 43> <38

peliosis-like lesion 0 2 0 0 0 0 0 0 0

0 0 0
(000 (2200000 (800000 (oo

Grade 1 : Slight 2 t Noderate 3 ¢ Marked 4 : Severs
Ca> a * Number of animals examined at the site
b b : Nunber of animals with lesion
(c) ctib/ax100
Significant difference ; ¥ P = 0.05 xx ¢ P =5 0,01 Test of Chi Sauare

(iPT150) BAIS3



STUDY NO.  : 0242 ~— HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY) —

ANIMAL ¢ RAT F344/DuCrj SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX ¢ HALE PAGE : 11
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 33 43 43 38
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & ® o ® ® ® » @ & ® o @ & W o
[Endocrine system]
adrenal <33 43> 43> <38>
hyperplasiatmedulla 3 4 0 0 4 7 0 0 7 4 0 0 5 1 0 0
(12 (0 (0 (911 oo (18 ¢ 9 (0 (13000

focal fatty change:cortex 0 0 0 0 1 0 0 0 1

0 0
(0o o (a0 Co O (oo {on

R
—
<o
N
—~
™o
~r
—

[Reproductive system)

testis <33> <43> 43> <38
atrophy 1

0 1 0 0 0
(0000 (D000 (200000 (00l

mineratization 5 0 0 0 7 0 0 0 13 1 0 0 10 0 0 0
(1B (000 (18 (O (0 (0 (30 ( 2)C o) (0 (28) C 0 C O ( O
arteritis 3 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
(900 (OO0 (a0 o0 (00
interstitial cell hyperplasia 3 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(900 (o0 () B QI B G B Q)| (2000 COCCnn
prostate <33> 43> 43> <38>
inflammation 3 0 0 0 6 0 0 0 2 0 1 0 7 0 0 0
(000 () (000 (0020 (B0
Grade 1 ¢ Stight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
Cad a * Number of animals examined at the site
b b : Number of animals with lesion

(¢) c:ib/ax100
Significant ditference ; *x: P = 0.05 ** 1 P £ 0.01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO.
ANIMAL

T 0242
: RAT F344/DuCrij

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

REPORT TYPE : Al
SEX : HALE PAGE @ 12
Group Name Cantrol 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 33 43 43 38
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & & o m & ® & @ & & o ® ® B ®
[Reproductive system)
prostate 33D <43> 43> 38>
hyperplasia 8 0 0 0 6 0 0 0 10 0 0 0 11 0 0 0
(2 (00 () (O (19 C 00 (o0 (28) C O C 0 (0 (2 (0 (00
mammary gl <33 43> 43> <38>
hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo (0 (OO0 (2000 (000
galactocels 0 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(DN (DCDCOCO  (D(OCNCO (000
[Special sense organs/appandage]
eye <33> <43> <43> <38>
cataract 0 4 0 0 0 4 0 0 0 3 0 0 0 4 0 0
o2y (oo (a0 (n (o(nolon oo
retinal atrophy 2 7 0 0 1 16 0 0 0 g 0 0 4 g 0 0
(e (21) (00 (23N (00 (o200 (1) (20 C 0 ( 0
Harder ol 33> U3 43> <38>
dsgeneration 0 0 0 0 1 0 0 0 0 0 0 0 0 2 0 0
(00 (2000 ) B GY) IR Q) IR Q)] (GO G) B Q) B V)]
Grade 1 ¢ Slight 2 ¢ Moderate 3 : Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(¢ c:b/ax*100

Significant difference ;

x 1P = 0.05 xx ¢ P = 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0242 ~- HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY) —

ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ HALE PAGE : 13
Group Name Control 8000 ppm 20000 ppm 50000 pom
No. of Animals on Study 33 43 43 38
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® o ® 0 ® & ® & ® &% & o @ o o o
[Special sense organs/appandage}
Harder gl <33 U3 U3 38>
lymphocytic infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
. (3000 (O B GY) B G ) B G (o009 QRO G O I G 1) B Q)]
nasolacr d <3 43> <43 38>
inflammation 0 0 0 0 0 1 0 0 0 0 0 0 1 0 0 0
(0000 (020000 (oo Cn (3000
{Body cavities]
retroperit 33> 43> 43> 38>
hemarrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(G B QI 1) G ) I Q)] (GO RGN B G ) B Q)] Q) B Q) I Q) B )] (O30
adipose {33 43> 43> <38>
necrosis 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
() B G B G ) B G )] QD) B G B ) B Q)| (o200 [ B G B Q) B )]
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:ib/ax*100
Significant difference ; ¥ P S 0.0 ** 1 P S 0,01 Test of Chi Square
(HPT150)

BAIS3



APPENDIX K 4
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (2-YEAR STUDY: SUMMARY)

RAT @ FEMALE : SACRIFICED ANIMALS



STUDY NO. ¢ 0242
ANTHAL : RAT F344/DuCrj

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

REPORT TYPE : Al

SEX : FENALE PAGE ¢ 1
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 40 40 40 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ & o’ o ®» & ® O @ @ & ™ o ® %
[Intestmentary system/appandage]
skin/app <40> <40> <40> 8D
inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(o000 0C 00 (o0 oo ({3 Conlon
[Respiratory system]
nasal cavit 4 <40> <40> 3D
follicle 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(00 D0 0o oo (000
atrophy 0 0 0 0 [ 0 0 0 0 0 0 0 1 0 0 0
(ool (OGN B G BRG] (0BG 1) B Q1) B Q)] (DL
sosinophilic change:olfactory epithelium 3 22 15 0 0 0 0 0 xx 0 0 0 0 *x 0 0 0 0 *x
(8 (55 (38 ( O 00000 0o oo (oo
sosinophilic change:respiratory epithelium 30 0 0 0 0 0 0 0 xx 0 0 0 0 *x 0 0 0 0 *xx
(B (000 D0 0o o0 o0
inflammation: foreign body 4 2 0 0 1 1 0 0 2 1 0 0 4 1 0 0
(v (5 0y A (N0 5 (3 (0 (0 (I 3 o0y
disarrangement:olfactory epithelium 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo 0 (o0 (o0 1) BN B B )] (3000
Grade 1 : Slisht 2 ¢ Moderate 3 : Harked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax*100

Significant difference ;

x : P X005 #:P = 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0242

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX . FEMALE PAGE : 2
Group Name Control 8000 pom 20000 ppm 50000 ppm
No. of Animals on Study 40 40 40 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings o M | o @ & ® W @ ® B o @& ® % W
[Respiratory system]
nasal cavit <40> <40> <40> (&Y
respiratory metaplasia:olfactory epithelium 0 0 0 0 0 0 0 0 0 0 0 0 6 0 0 0 *
(o0 (n (0000 (000 (1B {000
respiratory metaplasia:gland 24 1 0 0 17 0 0 0 21 0 0 0 14 0 0 0
(80 ( 3 (0 (0 (43) C O C 0 (0 (83) ( 0 C 0)( 0 (38 (0000
necrosis:olfactory epithelium 0 0 0 0 3 0 0 0 14 0 0 0 *x 24 0 0 0 *x*
(L0 (0 (oo o (33 C 000 (65 C 0 C 0 (0
lung <40 [l 40> (&M
hemorrhage 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3000 (000 (0000 (00
inflammation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
Q) I G ) I ) B ) (000 (GRORE G O B G ) RGN Y)] (oo oo
inflammatory infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(00 (oot (AL (oo
lymphacytic infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(33000 (0000 (ococon (ool
accumulation of foamy cells 0 0 0 0 1 0 0 0 0 0 0 0 0 1 0 0
(00 (30 (OO0 (30
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severe
<a»> a : Number of animals examined at the site
b b : Number of animals with Llesion
(c) c:b/ax100

Significant difference : *: P = 0.05 % P £ 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. ¢ 0242

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 3
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 40 40 40 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ ® o’ O @ ® @® o @ & o o @ & o o
[Respiratory system]
lung <40> <40> <40% <37
bronchiolar-alveclar cell hyperplasia 1 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(3000 (000 (8000 ool
[Hematopoietic system)
bone marrow <40> <40> <40> (€752
granulation 2 3 0 0 2 5 0 0 1 2 0 0 5 5 0 0
(800 (5 (13 0o (s 000 (1) (19 (0 (0
increased hematopoiesis 1 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
(300 (oo (8000 (3 C0CnCon
granulopoiesis: increased 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(G B G B Q) B Q)] (30 oo (O RO ) I G B Q)
spleen <40> <40> <40> <37
congestion 8 0 0 4 6 0 0 0 2 0 0 ] 7 0 0 0
(B0 (1B 000 (00 (oo
deposit of hemosiderin 14 8 0 0 21 7 0 0 25 5 0 0 * 21 6 0 0
(3) (200 ( 00 ( O (83) (18) ( 0 ( 0 (83) (13) C 0 ( 0 (87 (18) C O ( 0
Grade 1 ¢ Stight 2 : Moderate 3 ¢ Marked 4 ¢ Severe
<a> a * Number of animals examined at the site
b b * Number of animals with lesion
(c) c:b/ax100

Sisnificant difference ; *x: P < 0.05

*»* 1 P = 0,01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO.
ANIHAL

1 0242
 RAT F344/DuCrj

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

REPORT TYPE : Al
SEX : FEMALE PAGE : 4
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 40 40 40 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o & O @ ® % W ® ® O o @ ® & W
[Hematopoietic system]
spleen <40> <40> <40> <37
extramedul lary hematopoissis 2 1 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(B (300 (o0 (GO B G ) B G B G )] (3ol on
engorgement of erythrocyte 0 0 0 0 21 6 0 0 xx 27 4 0 0 *x 17 7 0 0 *x
Q) B G ) B Q) B Q1)) (83) (18) C 0 ( O (68 (10) C 0 ( O (48) (19) ( 0 ( 0)
[Circulatory system]
heart <40> <40> <40> 87
thrombus 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo (O30 Q) B G ) B G ) B Q)] CoCco o
mygcardial fibrosis 0 0 0 0 2 0 0 0 0 1 0 0 3 0 ¢ 0
(oo (000 (o3 0o (800 {on
artery/aort <40> 40> 40> 3D
arteritis 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(oo (o (OO0 ({300 (o000
[Digestive system]
‘tongue <40> <40 <40> 37>
arteritis 0 0 0 0 1 1 0 0 2 1 0 0 1 0 0 0
(0000 (a0 (L0 (0o
Grade 1 : Slight 2 ¢ Moderate 3 * Marked 4 : Severe
<ad> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference ;

*: P = 0.05

% : P S 0.01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. = 0242

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢+ FEMALE PAGE: 5
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 40 40 40 37
Grrade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings @ ® &% O ® & W W ® ® ® » ® W & W
[Digestive system]
stomach <40> 40> <40> [&1ps
arteritis 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(GO 2N QI ) B G ) I Q)| (G B GR) BE GO ) I Q)] (300 0 Co oo
ulcer:forestomach 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(00 (O B B Q) B )] (O30 O Co oo
hyperplasia: forestomach 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(0000 (o CoCo o ) B Q<) I Q) B Q)] 0o
erosion:glandular stomach 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(OO0 (000 (00 (OBE QIR O B G 1) B QR )]
ulcer:glandular stomach 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
O B G BN B G 1)] OO0 (o0 (oo oo
Liver <40> <40> <40> (&P
herniation 3 0 0 0 2 0 0 0 1 0 0 0 1 0 0 0
(00 (8000 (D00 000
peliosis-like lesion 0 0 0 0 2 0 0 0 1 0 0 0 0 0 0 0
(OO0 (9000 (o0 (ONE Q) G ) B G )]
lymphocytic infiltration 0 1 0 0 0 1 0 0 1 1 0 0 0 0 0 0
Q) Q) B Q) B Q)] (a0 n (ALY (BRI ) B ) B Q)]
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) c:b/ax100
Significant difference ; ¥ P =0.05 ¥ 1 P = 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0242 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢ RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 8
Group Name Canvtrol 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 40 40 40 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings ® & & o ® ® ® W @ ® o O ® & W W
[Digestive system]
Liver <40 <40> <40> <3
granulation 15 g 0 0 20 8 1 0 21 9 2 Q 18 10 2 0
(38) (23) (0 ( 0 (50) (200 ( 3 ( O (53) (23) ( 5 (0 (49) (27) ( 8 ( O
clear cell focus 1 0 0 0 3 6 0 0 % 8 7 0 0 sk 5 6 2 0 %
(D00 (8w {o0(n (20) (18 ( 0) ( 0) (14) (18) ( 8) ( )
acidorhilic cell focus 0 0 0 0 6 11 3 0 *x 6 10 3 1 % 7 4 1 1 ok
Q) B Q) B Q1) B Q)] (16) (28 ( 8 ( O) (18) (25) ( & ( 3 (19 (1) ¢ 3 (3
basophilic cell focus 10 10 0 0 7 10 0 0 g 10 1 1 8 4 1 0
(25) (280 ( 0) ( O) (18) (280 ( 0) ( ) (23) (28) ( 3 (3 (22) (1) C 3 (O
mixed cell focus 0 0 0 0 1 1 0 0 0 0 0 0 0 1 0 0

spongiosis hepatis 0 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0

bile duct hyperplasia

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

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

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

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

(HPT150) BAIS3



STUDY NO. : 0242

ANTMAL

¢ RAT F344/DuCrj
REPORT TYPE : Al

SEX © FEMALE

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

PAGE : 7
Group Name Cantrol 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 40 40 40 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings M ® & o @ ® o o ® ® & o @ | W W
{Digestive system]
Liver 40 40> <40> (&1
biliary cyst 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(GO Q) B Q) B Q)] (OO0 0o o0 (oo
pancreas <40> <40> <40> L3
atrophy 3 0 0 0 3 2 0 0 2 7 0 0 * 5 3 0 0
(00 (8 ({00 5 (18 ( 0) (0 (w80l
{Urinary system]
kidney <405 <40> <40> <37
infarct 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(000 (OO0 0 (3 (00 (GO B G ) I Q) B V)]
cyst 0 1 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(0300 (N0 0 Co 0o (ool
chronic nephropathy 22 10 2 3 7 15 15 2 xx 8 20 7 4 xx 14 16 6 0
(55) (25) ( 5) ( 8 (18) (38) (38) ( 5 (20) (50) (18) (10) (38) (43) (16) ( 0)
papillary necrosis 0 0 0 0 0 1 0 0 1 0 0 0 0 0 0 0
Q) I G ) I G 1) B Q1)) (O30 (300 (oo oo
Grade 1 Slight 2 : Noderate 3 ¢ Marked 4 ¢ Severe
Ca?> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference ;

* 1P = 0.05 *»* : P =< 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0242

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 8
Group Name Control 8000 ppm 20000 ppm 50000 ppom
No. of Animals on Study 40 40 40 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ ® o ® ® & ®» @ ® o o @ ® ® o
[Urinary system}
kidney 4n <40> <40> (€753
mineralizationicortico-medullary junction 18 1 0 0 13 2 0 0 13 0 0 0 9 0 0 0
(B (300 (8 (5 (0 (0 (3B (0o (2 C o (0O (0
mineralization:papilla 1 0 0 0 10 0 0 0 *x 6 0 0 0 3 0 0 0
(3300 (28) (OO0 (15) (. 0 C 0 ( 0) (8o ln
mineralization:peluis 5 0 0 0 3 1 0 0 4 0 0 0 6 0 0 0
(1o oo (8300 (100 ¢ 0 o0 (18 (0 o0
mineralization:cortex 0 0 4} 0 0 0 4 0 1 0 0 4 0 0 0 0
(GO B G B Q) B )] oo Cn oo (OO0 ool
dilatation: tubular lumen 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0O o0 (OO0 (GO Q) B QI ) B Q)] (oo o
simple tubule hyperplasia 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(ocoCn o (OO0 (B (000 QRO B G 1) B G ) R G 1)
atypical tubule hyperplasia 0 0 0 0 10 0 0 0 *x 13 0 0 0 xx 7 0 0 0 *
(GO B G O B G ) R Q)] (28 C OO C ) ( O (3 (000 (ool
eosinophilic dropletiproximal tubule 2 0 0 0 11 29 0 0 *x 1 37 0 0 xx 4 33 0 0 *x
(8000 (28 (73 ( 0 ( 0 (3 (\Y( (0 (11) (89) ( O ( O
Grade 1 ¢ Slight 2 ¢ Noderate 3 ¢ Marked 4 Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference 3 ¥ P = 0.05 x> @ P 5 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. : 0242

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 9
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 40 40 40 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® ® & O @ & O W @ & o O ® ® & W
[Urinary system]
uin bladd <40 40> <40> (&Y
nodular hyperplasiattransitional epithelium 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(GO QI O R Q) B Q)] (o0 (oo (OO0
[Endocrine system]
pituitary <40> <40> <40> <37>
angiectasis 6 3 0 0 0 1 0 0 % 1 0 0 0 * 3 0 0 0
(1B (8 (00 (30 (3000 (8o on
cyst 3 0 0 0 7 0 0 0 1 1 0 0 g 0 0 0
(800 n (1) 000 (00 (24) C OO CO (O
hyperplasia 5 0 0 0 6 1 0 0 4 1 0 0 7 1 0 0
(1) o0 (1B (3H(C0 (0 (10 ¢ 30 (0 (1) 3o
Rathke pouch 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(ocoCcn (0 (3OO (3000 (oo {on
thyraid <40> <40> <40> 3D
ultimibranchial body remanet 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(00 (30 (OO0 ool
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Seuvere
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference ; x P = 0.0 ** 1 P = 0,01 Test of Chi Sauare
(HPT150)

BAIS3



STUDY NO.  : 0242

__ JSTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL * RAT F344/DuCrj SACRIFICED ANIMALS (105W) -
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 10
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 40 40 40 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings @ & ®m O @ @ & O @ ® & ™ @ o & W
[Endocrine system}
thyroid <40> <40> 40> 37T
C-cell hyperplasia 4 0 0 0 3 1 0 0 2 0 0 0 1 0 0 0
(1 C o0 (a0 (B 000 (oo ln
focal follicular cell hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(GO RE QIO B QI ) B )] (000 (0o (3o
adrenal <40> <40 <40> 38D
pelicsis-like lesion 8 0 0 0 5 0 0 0 2 0 -0 0 5 0 0 0
(1B (0 (00 (13 C 0 (0 (0 (000 (1) C 0 00
cyst 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (oo (oo (000
hyperplasia:cortical cell 0 1 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(a0 Cn (oo n ool (3000
hyperplasiatmedutia 8 0 0 0 5 0 0 0 3 1 0 0 8 2 0 0
(1B (000 (13 o 0o (8 a0y (22) ( 8 C 0) C O
focal fatty changs:cortex 2 1 0 0 1 0 0 0 3 0 0 0 0 0 0 0
(300 (3000 (8 (00 ln oo oo
[Reproductive system]
ouary <40> 40> <40 3D
cyst 0 0 0 0 1 0 0 0 0 1 0 0 0 0 0 0
ooy (o000 (o300 (OO0
Grade 1@ Slight 2 * Moderate 3 ¢ Marked 4 : Severe
<a?> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(e¢) cib/a*100

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

(HPT150)

BAIS3



STUDY NO. ¢ 0242

RISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj SACRIFICED ANTMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 11
Group Name Cantrol 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 40 40 40 7
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ ® o O @ ® & o ® & w W @ ®w W W
[Reproductive system]
uterus <40> <40> <40> @D
dilatation 0 0 0 0 0 1 0 0 1 4] 0 0 1 0 0 0
(G B QD) B Q) I Q)] o300 (30 n (00
cystic endometrial hyperplasia 3 2 0 0 3 1 0 0 4 4 0 0 7 2 0 0
(8 (s {nln (a0 (10 (100 C 0 C O (1) (8 oo
mammary gl <40> <40> <40> 3D
duct ectasia 1 0 0 4} 0 0 0 0 0 0 0 0 0 0 0 0
(3000 (oo oo (oo oo o0
hyperplasia 3 0 0 0 0 0 0 0 0 0 i} 0 0 0 0 0
(o000 (oo ooy LG I GO B Q) B Q)]
[Special sense organs/appandage]
oye <40> <40> <40> (&Y
cataract 0 1 0 0 0 1 0 0 0 2 0 0 0 1 0 0
(03009 (O3 00 (000 (o3 (nln
retinal atrophy 8 3 0 0 5 4 1 0 1 8 0 0 x 2 5 0 0
(200 ( 8 ( ) ( O (13) (100 ¢ 3 ( O (3 (2000 (5 (1000
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 ** ! P £ 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0242

HISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE @ 12
Graup Name Control 8000 ppm 20000 ppm 50000 ppm
Na. of Animals on Study 40 40 40 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings @® ® » O @ ® & o & ® & W @ & & W
[Special sense organs/appandage]
eye <40> <40 <40> (&7
keratitis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o CcCocon 0 (G IR GIEO) BE Q) B Q)] 0 o0 o0 OO0
vascularization:comnea 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(ool (oo 00 0) ( 0) C o ( 0
Harder gl 40> 40> <40> (&7
atrophy 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(GO G ) RGO B Q)] (o Co 0y O ORI B GO I )
degeneration 0 1 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(0300 (800 0 Co o0 0000
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0
(GO B QI Y) B Q) B Q)] (GO R Q) B G ) B Q)] 0 C0 0 (o0 (0
lymphaocytic infiltration 3 1 0 0 1 1 0 0 0 1 0 0 2 0 0 0
(8300 (Do 0300 5 C 0y (0 ( 0
nasolacr d 40> <40> <40> <387
inflammation 1 0 0 0 1 0 0 0 1 0 ] 0 0 0 0 0
(300 (3OO0 L0 0o oo
Grade 1 : Stight 2 : Moderate 3 ¢ Marked 4 : Severe
<a? a ! Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*100
Significant difference *: P < 0.0 ** 1 P = 0,01 Test of Chi Saquare
(HPT150)

BAIS3



STUDY NO.  : 0242

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL : RAT F344/DuCrj SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX : FEMALE PAGE : 13
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 40 40 40 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® o O o ® & & O @ ® o o @ ® & o
[Musculoskeletal system]
bone <40> <40> <4 <37
osteosclerosis 4 4 0 0 2 3 2 0 1 3 1 0 2 2 2 0
(100 (100 C ) ( O (B (85 (o (3830 (5 (8 (5 (0
Grade 1 ¢ Slight 2 : Noderate 3 : Narked 4 : Severe
Ca> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) ¢:b/ax*100
Significant difference * 1 P = 0.05 *x : P = 0,01 Test of Chi Square

(1IPT150)

BAIS3



APPENDIX K 5
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (2-YEAR STUDY: SUMMARY)

MOSUE : MALE ‘ALL ANIMALS



STUDY NO.  : 0243 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIHAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX T HALE PAGE : 1
Group Name Control 3200 ppm 8000 ppm 20000 pom
No. of Animals on Study 49 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings, @ ®W ® O @& % % WM ® B W o @ W ® W
[Integumentary system/appandage]
subcutis <49 <50> <50> <50
inflammation 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0

0
(oo (oo oo (2 (o0 (oo o0 oo

[Respiratory system}

nasal cavit <4 <50> <50> <50>
inflammation 1 0 0 0 0

0 0
(220000 (00 o0 o000 (O B G B G I G )

inflammatory infiltration

0 1 0
(000 (n (000 (oo (00l

eosinophilic change:olfactory epithelium 3 1 0 0 7 0 5 0 5
(2000 (1) 000 (10 C 0) C ) (C O (100 C 0 C 0 0

easinophilic change:respiratory epithelium 3

2 1
(89200 (800 (a0 (12 C 2000

respiratory metaplasia:olfactory epithelium 0 0 11

6 1 0 3 2
(1zy (20 (o0 (ool 22086 0o (22 CaC0Co

respiratory metaplasia:gland 7 2 0 0 12 2 0 0 5 3 1 0 11 2 1 0
(900 (2 ( 0 (® (1) (8 (2 (0 (22 (& (20
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 : Severs
Cad> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:ib/ax*100

Significant difference ; * 1 P = 0.05 *x : P 50,01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO.  : 0243

= HISTOLOGICAL FINDINGS :NON-NEQPLASTIC LESIONS (SUMMARY)

ANTMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE = 2
Group Name Control 3200 ppm 8000 ppm 20000 ppm
No. of Animals on Study 49 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & B o ® o & O @ & & o ® & W o
{Respiratory system}
lung <4 <50 <60> <50
congestion 0 0 0 0 0 1 0 0 1 0 0 0 0 0 0 0
(GO QIO B QIO B Q)] (o200 20000 0000
hemorrhage 0 0 0 0 0 0 0 0 1 0 0 0 0 1 0 6
Q) B G ) B Q) B Q)| (GO B G ) B Q1) B Q)] 2 C0Co 0 0200
inflammatory infiltration 0 1 0 0 2 0 0 0 3 0 0 0 0 1 0 0
(o200 (00 6) ( 0 C 0 ( 0 0 Cc2(0Co0
bronchiolar-alveglar cell hyperplasia 1 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(2200000 (00 0 C 0 (o o 0 C oo o0
[Hematopoietic system]
spleen 49> <50 <50> <50>
atrophy 0 0 3 0 0 0 0 0 1 0 0 0 0 0 1 0
(ocoCe (0 (0000 22000 00200
deposit of melanin 0 3 0 0 2 2 0 [} 0 0 0 0 1 0 0 0
QIO B Q) I G ) B Q)] (a0 0o o0 2) (000
extramedullary hematopoiesis 1 2 0 0 0 5 2 0 1 4 2 0 1 3 1 0
(229000 (0140 2) (8 (4 (0 22 (6 (20
Grade 1 : Slight 2 : Moderate 3 : HMarked 4 @ Severe
<a>d 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 S 0,01

Test of Chi Square

(BPT150)

BAIS3



STUDY NO.
ANINAL

: 0243
: MOUSE Crj:BDF1

=~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ALL ANTMALS (0-105W)

REPORT TYPE : Al
SEX ¢ MALE PAGE : 3
Group Name Control 3200 ppm 8000 ppm 20000 ppm
No. of Animals on Study 49 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings & ® % o @ o O O @ o W& o @ & o W
[Hematopoietic system]
spleen 4P <GB0 <50> <60>
follicular hyperplasia 3 1 2 0 1 0 2 0 3 3 1 0 3 2 1 0
(82090 (2200 6 (6 (2 (0 6 (4200
[Circulatory system]
heart <49> <50> <50> <GB0
arteritis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
Co 00 o (200000 oo (o 0Co oo
{Digestive system]
oral cavity <49 <50> <60> <50>
cyst 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(00 (OO0 0o oo o200
inflammation 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(020000 (oo 0000 0y C 0 (0 o0
tooth 49> <50> <50 <50>
cyst 0 2 0 0 1 1 0 0 0 0 0 0 0 0 0 0
(oo (222000 000 0 C0OCo o0
Grade 1@ Slight 2 : Noderate 3 ¢ Marked 4 : Severe
<a> a * Number of animals examined at the site
b b ! Number of animals with lesion
(c) ¢c:b/a*100

Significant difference ;

x: P = 0.0

** 3 P = 0.01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO.
ANINAL

+ 0243
: MOUSE Crj:BDF1

~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ALL ANIMALS (0-105W)

REPORT TYPE : Al
SEX : MALE PAGE : 4
Control 3200 ppm 8000 ppm 20000 ppm
No. of Animals on Study 43 50 50 50
1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® ®» O ® O & O w m % o ® ® ® O
[Digestive system]
‘tooth <49 <50> <50> <50
inflammation 0 0 0 0 0 0 0 0 1 0 0 0 5 0 0 0
(000 (G B G ) B Q) B Q)] 2 (000 (10 ¢ 0 C 0 ( 0
foreisn body granuloma 1 0 0 0 0 0 0 0 1 0 0 0 3 2 0 0
(22000 (00 200000 (G R QY I ) R Q)]
dysplasia 13 4 0 0 7 2 0 0 4 0 2 0 *x 8 5 0 0
(2 ¢ 8y (0 (0 (1 90w Y Q) B G B Q)] (18) (100 ( O ( 0
tongue <43 <GP <50> <50>
arteritis 0 0 [} 0 1 0 0 0 1 0 0 0 0 0 0 0
(00 (2200000 2) (o000 (oo
stomach AP <50> <505 50>
ulcer:forestomach 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(220000 (o220 C0 0o 0o o0l
hyperplasia: forestomach 0 0 0 0 1 1 0 0 0 0 0 0 1 0 0 0
(0000 (2020000 0O Co o (o0 (20000
erosion:glandular stomach 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (220000 OO0 CoOCon 0o
Grade 1 @ Stight 2 ¢ Moderate 4 : Severe
<ad 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 S 0.01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0243 ~— HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL * MOUSE Crj:BDF1 ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX ¢+ MALE PACE : 5
Group Name Control 3200 ppm 8000 ppm 20000 ppm
No. of Animals on Study 49 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o W o m ® ® o w @ W » @ W W W
[Digestive system]
stomach <49> <50> <50> <50>
ulcer:glandular stomach 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0l (oo (220000 ool
hyperplasia:glandular stomach 1 1 0 0 0 2 0 0 2 1 0 0 1 1 0 0
(22000 (a0 0 (aC2000C0 (22000
Liver <49 <50> <GB <50>
angiectasis 0 [} 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(o220 (oo (n (OO0 oo o000
necrosis 0 0 0 0 0 0 i 0 0 0 0 0 0 0 0 0
QD) B Q) B Q) B Q)] (0020 (o000 (oo
leucocytic infiltration 0 0 0 0 0 0 0 0 1 0 4} 0 0 0 0 0
(oo (o0 (oo (oo (200000 COCoCo o
granulation 10 1 0 0 8 2 0 0 7 0 0 0 7 0 0 0
(200 ( 20 () ( O (18) ( & C 00 (1 C O o0 (1 0 o0
clear cell focus 0 1 0 0 0 0 0 1 0 0 1 0 0 0 0 0
(o200 (o002 (o020 LG ) B G O I G ) B Q)]
basophilic cell focus 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(000 ({000 (oo lo (o200
Grade 1 @ Stight 2 : Moderate 3 : Marked 4 : Severe
Ca> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) c:b/ax100
Significant difference *: P = 0.0 % 1 P S 0.01 Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO.  : 0243

~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 6
Group Name Control 3200 ppm 8000 ppm 20000 ppm
No. of Animals on Study 43 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® o o O ® & o W @ & & o @ & o o
[Urinary system]
kidney <49 <500 <50> <50
hyperplasiattubular epithelial cetl 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(000 oo (o0 (220000 (200000
infarct 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2200000 (O B G B QI ) B Q)] GO B Q) B Q) B )] cococoln
hyaline droplet 2 0 0 0 3 0 0 0 6 0 0 0 3 0 0 0
(a0 (8000 (12 C 0 C 0 (0 (000
basophi lic change 16 0 0 0 21 0 0 0 21 0 0 0 20 0 0 0
(a3 (000 (42 ( 00 C 0 ( 0O (a2 (000 (40) C 0 C ) ( O
inflammation 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
Q) B QI ) B Q) B Q1)) (OO0 coC200C0 (OC oy
lymphocytic infiltration 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(22000 (00 (000 (O RGO I Q) B Q)]
inflammatory polyp 0 0 0 0 0 1 1 0 0 0 1 0 0 0 1 0
(GO B Q) B Q) B Q)] o202 0 (o209 (020
vacuolization of proximal tubule 21 1 0 0 14 0 0 0 0 0 0 0 xx 0 0 0 0 *x
(¢ (200 (28) C ) C O) ( Q) (DB G ) RG) B QI )] QO I G 1) I Q) B Q)|
Grade 1 @ Slight 2 : Noderate ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) ¢c:ib/ax*100

Significant difference *: P = 0.05

** ! P £ 0.01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO. & 0243

=~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 7
Group Name Control 3200 ppm 8000 ppm 20000 ppm
No. of Animals on Study 49 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ o & o @ & & O @ ® B o @ ® o o
[Urinary system]
kidney <49> <50 <50> <50>
hydronephrosis 0 0 0 0 1 0 2 0 3 2 1 0 1 0 2 0
(GO R Q) I G ) R Q)] (200900 (a2 (200
mineralization:papilla 1 0 0 0 1 0 0 0 3 0 0 0 3 0 0 0
(22000 (2000 (e 000 (e (000
mineralization:peluis 3 0 0 0 2 0 0 0 1 0 0 0 4 0 0 0
(8ol (oo Con (2200000 (8 (0o
mineralization:cortex 33 1 0 0 34 1 0 4} 33 3 0 0 33 0 0 0
(en (200 (68 ¢ 2) C 0) (0 (86 ( 8 C 0 ( 0) (66) ( 0) ( 0) ( O
urin bladd <49 <50> 50> <500
hyaline droplet dsgeneration:superficial cell of transit 0 0 0 0 28 0 0 0 xx 38 4 0 0 *x 20 27 0 0 *x
ional epithelium (G B G B Q) B Q)] (s6) ( (0 (0 (78) ( 8 (0 (0 (40) (54) ( 0) C 0)
{Endocrine system]
pituitary 4P <50> <49> <50>
angiectasis 0 0 0 0 0 0 0 ¢ 1 0 0 4} 0 ¢ 0 0
(ool n (GO B G B Q) B G0)] (20000 coco oo
Grade 1 ¢ Slight 2 * Moderate 3 ¢ Marked 4 @ Severs
Cad a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/ax100

Significant difference ; *x 1 P = 0.05 *x ¢ P S 0.01 Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO. @ 0243 ~— HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY) —

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : HALE PAGE : 8
Group Name Control 3200 ppm 3000 ppm 20000 pom
No. of Animals on Study 43 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings @ & & o @ wm & W ® 8 & O @ ® ® W
[Endocrine system]
pituitary <49 <50 <49 <50>
cyst 4 2 0 0 3 0 0 0 4 0 0 4 g 0 0 0

(a0 (800 o (o0 Con (18) ¢ 0 (0 (0

hyperplasia 0 0 0 0 1

0 0
(oo (220000000 (o0l (GRORGROR GO

Rathke pouch 1 0 0 0 1 0 0 0 2 0 0 0 3 0 0 0
(000 (200000 (000 (8000

thyroid <49 <50> <50 <502
focal follicular cell hyperplasia 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0

0
(o200 oo Co (GRON QR I QRO B GRY oo 0o

adrenal <49 <50 <505 <50>
extramedullary hematopoiesis 0 0 0 0 0

0 0
0o (ool (oo o0 (2000 C0

spindle—cel!l hyperplasia 1 0 0 0 0

0
(2200000 (000 o (SO R GRYEGRON G (oo o

hyperplasiatcortical cell 5 3 0 0 5 3 0 0 6 1 0 0 7 4 0 0
(1) (8 (0 (0 (10 (8 (00 (12) ¢ 2 C 0 (0 (149) ¢ 8 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) c:ib/ax 100
Sienificant difference : ¥* 1P =005 xx:P =0.01 Testof Chi Sauare
(HPT150)

BAIS3



STUDY NO.  : 0243

~~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE :
Group Name Control 3200 ppm 8000 ppm 20000 ppm
No. of Animals on Study 49 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o o W @ @& o o @ & ® o @ & & W
[Endocrine system]
adrenal <49 <50> <G> <500
hyperplasiatmedulla 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0o (o0 (22000 (oo o (GO RGN ) B Q) B 1))
{Reproductive system]
testis <49 <50 <50> <50>
atrophy 0 0 0 0 0 0 0 0 1 2 0 0 1 0 0 0
(GO 2 Q) IR Q) B Q)] (G I G B Q) B Q)] (220800000 (220000
mineralization 12 0 0 0 [ 0 0 0 7 1 0 0 11 0 0 0
(20 () C ) C O) (12 C o0 (19 (20 (0 (0 (22) C 0y C O (O
epididymis <49> <50> <50 <505
tymphocytic infiltration 0 0 0 0 0 1 0 ¢ 0 0 0 0 0 0 0 0
(000 (o000 (G R G B Q) B Q1) (000
spermatogenic granuloma 0 3 0 0 1 0 0 0 0 2 0 0 1 1 0 0
cocs (oo (22000 coCaCnCn (220000
prep/cli ol 49> <50> <50> <505
duct ectasia 0 5 0 0 0 2 0 0 0 1 0 0 0 2 0 0
000 (oo oo (220000 (a0
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) ¢:ib/ax100

Significant difference ; *: P < 0.0 x : P = 0,01

Test of Chi Square

(HPT150)



STUDY NO. : 0243

— HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUNMARY)

ANTHAL © MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 10
Group Name Control 3200 ppm 8000 ppm 20000 ppm
No. of Animals on Study 48 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & o @ & B O @ o W W M w & W
[Reproductive system]
prep/cli gl 49> <500 <50> <50
inflammation 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(o0l (o200 (00 O B G I Q) I V)]
[Neruous system]
brain <49 <500 <50> <50
mineralization 17 16 0 0 18 24 0 0 9 22 0 0 14 29 0 0 *
(3) (33 (0 (0 (36) (48 ( 0) ( O (18) (44) ( O ( O (28) (88) ( ) ( O
[Special sense organs/appandage]
Harder gt <49 <50> <G <50>
degeneration 1 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0
(2200000 oo o (000 (o0
hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(000 (OO0 (oo o (OO0
[Musculoskeletal system]
muscle <49> <50 <50 <50>
mineralization 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(02000 (2200000 (OO0 coCoCoon
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) ctb/ax100
Significant difference 5 x P = 0.05 ** 1 P S 0.01 Test of Chi Square
(HPT150)

BAIS3



STUDY NO. = 0243 ~— HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY) ~-

ANITHAL © MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX T MALE ' PAGE : 11
Group Name Control 3200 ppm 8000 ppm 20000 ppm
No. of Animals on Study 49 50 50 50
Grade 1 2 3 4 i 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® om B W @ ® o O @ @ ’ W @ & o O

[Musculosketetal system]

muscle AP <50 <GB0 <50
inflammatory infiltration 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(ool (o200 (oo oo o0
[Body cavities]
adipose <49 B0 <50 <50>
hemorrhage 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
ool (00 (220000 (000
Grade 1 + Slight 2 : Moderate 3 : Marked 4 : Seuvers
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference ; ¥ ! P = 0.05 *x 1 P S 0.01 Test of Chi Sauare
(HIPT150)

BAIS3



APPENDIX K 6
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (2-YEAR STUDY: SUMMARY)

MOSUE : FEMALE :© ALL ANIMALS



STUDY NO.  : 0243

~~ HISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMMARY)

ANTMAL + MOUSE Crj:BDF1 ALL ANIMALS {0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 12
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ % % W @ ® W W @ & o, o (VIR ¢ Y B ¢ YR 09
[Respiratary system]
nasal cavit <50> <BO> <50 <B0>
atrophy 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(00 (0220000 (o000 (GO R G ) B G ) R Q)]
inflammation 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
Q) B G B Q) B Q)] (o000 (20000 Q) B G ) B Q) I Q)]
inflammatory infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(GO B G ) B Q) B Q)] oo o0 (20000 CoCo 0o
eosinophilic change:olfactory epithelium 2 0 0 0 1 1 0 0 1 0 0 0 3 1 0 0
QIS I G ) B G ) B Q)] (222000 (22000000 (822000
eosinophi lic changeirespiratory epithelium 13 4 0 0 14 7 0 0 14 10 2 0 14 10 2 0
(26) ( 8 C 0 (O (28) (19 C O (0 (28) (200 ( (0 (28) (200 C & ( O
disarrangement:olfactory epithelium 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(GO B QIO BRI B Q)] (GO B G ) B G ) B V)] (220000 (ool
respiratory metaplasiatolfactory epithelium 0 0 0 0 0 0 0 0 0 ¢ 0 0 1 0 0 0
Q1) B QI ) B G ) B Q)] Co oo n GO B ) B Q) R Q) (220000
respiratory metaplasiatgland 4 3 0 0 6 5 0 0 2 2 0 0 5 4 0 0
(8 (800 (12) (100 ¢ 00 ( O (0o (100 C 8 (C 0 ( O
Grade 1 ¢ Slight 2 ¢ Moderate : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/ax100

Significant difference ; x 1 P = 0.05

** : P = 0,01

Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0243 — HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY) -

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANINALS {0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 13
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings W@ & o @ o & o @ o o o (¢S I C SR ¢S I )
[Respiratary system]
lung <50> <500 <50> <60>
congestion 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(0o (o o200 0 (000
hemorrhage 0 0 0 0 0 0 0 1 0 0 0 0 0 ¢

0 0
oo (o0 (0o 2000 o0l

inflammatory infiltration

1 1
(220000 Co0 (oo ({20000 (2200000

lymphocytic infiltration

0 0 0
(000 oo o (2200000 (2200 00C0

bronchiolar-alueslar cell hyperplasia 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
oo 2000 (o0 (22000 o000 Con
[Hematopoietic system]
bone marrouw <50> 50> 50> <50>
granulation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2000 (GBI B Q) B Q)] ool tocoCo oy
spleen <50> <GB0 <BO 438>
atrophy 0 3 1 0 0 0 1 0 0 1 0 0 0 0 2 0
(GO R Q) IR QI B Q)] (o2 o200 ooy
Grade 1 @ Stight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:b/ax*100

Significant difference ; * 1 P = 0.05 * 1 P < (.01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO.  : 0243

~— HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)

ANIMAL * MOUSE Crj:BDF1 ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 14
Group Name Control 8000 pom 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
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 ®
{Hematopoietic system]
spleen <50> <50> <50> 49>
deposit of melanin 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(202000 0) C 0) C 0)( 0 0000 0) ¢ 0) C o) ( 0
extramedullary hematopoiesis 0 3 2 0 3 4 4 ¢ 0 5 5 0 2 5 1 0
(a0 6) ( 8 ( 8 (0 0010 (100 4 (100 20
fotlicular hyperplasia 6 1 1 0 0 3 0 0 x 2 1 2 0 1 1 1 0
(122020 e (0o 920490 2) 2 (200
[Circulatary system]
heart <50> <50> <50> <500
Thrombus 0 1 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(o200 o0 2) (oo (o0 2) 00 (o0
mineralization 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(220000 (ONE Q) GO B G)] 2000 22000000
granulation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000 2000000 OO0 0 C0 (00
arteritis 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(o000 OO0 0000 0200
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 ; *x I P =0.05 ** : P = 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0243 = HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY) —

ANINAL + MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 15
Group Name Control 8000 pem 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® & @ & & ™ ® & & M W W o
[Digestive system]
‘tooth <60 <50 <50 B0
cyst 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0

0
oo o (ool (o200 o Ccou ol 0

inflammation 3 0 0 0 0 0 0
(80 (oo (200000 (900

foreign body granuloma 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(o0l oo (oo (220000

dysplasia 1 0 0 0 1 1 0 0 2 1 1 0 1 3 2 0
200000 (202000 (82020 (220840

‘tongus <49 <50 <50> 50>
arteritis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 oo o oo o (220000

stomach 4P <50 <50 <50
hyperplasia: forestomach 0 0 0 0 0 0 0 0 0 2 0 0

1 0 0 1
(o200 C0 (oo (oo o (ac2a00{0

inflammation: forestomach 0 0 0 0 0 0 0 0 Q 0 ¢ 0 0 1 0 0
Q) G ) B Q) B Q)] (G B G B G ) B Q)] Q) B Q) B Q) B Q)] (o200
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:b/ax100
Significant difference ; * 1P = 0.05 ** 1 P S 0.01 Test of Chi Square
(HPT150)

BAIS3



STUDY NO.  : 0243

~— HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © HOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 16
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ o oW o ® & & O @ w W W T ¢S I ¢ B ()]
[Digestive system]
stomach <49 <50> <50> <50>
erosion:glandular stomach 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(220000 (GO RGO B GO R Q1)) Q) B G ) B Q) N Q)] (ool
hyperplasiatglandular stomach 2 1 0 0 4 0 0 0 4 0 0 0 1 0 0 0
920000 ({00 ({00 (22000000
small intes <50> B0 <B0> [GH
ulcer 0 0 1 ] 0 0 0 0 0 0 0 [ 0 0 0 0
(o020 (oo o0 (OO0 (000l
Liver <50> <50> <50 <50>
angiectasis 0 0 2 0 0 0 1 0 0 3 0 0 2 1 0 0
(a0 (o2 (o8 (00 (o200 0
necrosis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
ool (G B GIO B Q) B GI0)] ool o (20000
granulation 7 18 3 0 [ 12 0 0 14 5 1 0 *x 6 10 1 0
(19 (38 ( 8 ( O (12) (299 C O ( O (28) (10) ( 2 ( 0) (12) (200 ( 2) C O
extramedul lary hematopoiesis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(220000 0ol oo oo (00l
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 = 0,00 ** P S 0,01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0243 " HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY) e

ANTMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 17
Group Name Cantrol 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® & O ® & ®» W ® ® W o @ W & o

[Digestive system]

Liver <505 <500 <50> <B0>
clear cell focus 1 10 3 1%

1 1 0 1
(220208 (2222000 coCe (02 (2 (205 ( 8 ( 2)

acidophilic cell focus 0 0 1 1 1 1 0 3 0 0 1 0 0 1 1 3
(o2 (2 (2202008 (o0 o228

basophi lic cell focus 0 0 0 0 1 1 0 0 2 4 0 0 x 0 8 4 2 %%
(ool (202000 QIR QI ) B QR O B Q)] 018 (8 (49

pancreas <50> <B60> <B0> <50>
atrophy 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0

0
(OO0 (00l 00y (220000 C0

[Urinary system]

kidney <50> <50> <50 <50>
atrophy 0 0 0 0 0 0 ¢ 0 0 0 1 0 0 0 0 0
(000 OO R G I GO B G (OCOC200 o Co 0o

hvaline droplet 0 0 0 g 1 0 0 8 0 0 0 8 0 0 0

5
(i o0 (B (2000 (18000 (12) C 0 00

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

b b : Number of animals with lesion
(c) c:b/a*100
Significant difference : *: P = 0.05 *x 1 P S 0,01 Test of Chi Square
(HPT150)

BAIS3



STUDY NO.  : 0243

-— HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PACE : 18
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 12 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Orean Findings W W ® ® W ® ® ® W W ® ® ® @ W ®
{Urinary system]
kidney <50> <50 <50 50>
deposit of amyloid 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(0OC0 (00 (0200 DO 0000
hyaline cast 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
ool (G B G B Q) B Q)] 0 Co o0 2 (0 (oo
tymphocytic infiltration 1 0 0 0 2 0 0 0 2 0 0 0 0 1 0 0
(220000 (00 H 000 o OC2y(0 0
hydronephrosis 0 2 0 0 1 1 0 0 0 0 1 0 0 0 1 1
(o a0 (220220000 0 C 0 (20 0 C0 (2 (2
tubular necrosis 0 0 0 0 0 1 0 0 0 1 0 0 0 0 0 ¢
(G B B Q) B G ) (220000 020y ool
mineralizationipapilla 2 0 0 0 2 0 0 0 0 0 0 0 3 0 0 0
(00 (D000 OO0 8 (0 (0 (0
mineralizationipelvis 0 0 0 0 1 1 0 0 0 0 0 0 0 1 0 0
(G RGN B Q) B Q)] (2220000 0Co o0 0200
urin bladd <50 <50 <50> <4
lymphocytic infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo (2200000 (G I G ) B Q)] 0 Co o0
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 : Severs
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) ¢:ib/ax100
Significant difference ; x: P = 0.0 ** 1 P £ 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. & 0243 ™" HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FENALE PAGE : 18
Group Name Controt 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @& ® ® ® & & & ® & & W & & & W
{Urinary system]
urin bladd <500 <50> <50> <49
hyaline droplet degeneration:superficial cell of transit 0 0 0 0 5 0 0 0 12 0 0 0 *x 24 0 0 0 *x
ional epithelium (000 (10 C 03 C ) C 0 (20 C 00 C 0 (0 (49 C 0 C &) ( O
[Endocrine system]
pituitary <50> <50 <BO <50>
cyst 7 0 0 0 8 0 0 0 8 0 0 0 8 0 0 0
(1 Co o0 (18 ( 000 (18 C 0 (00 (12 C 0 C 0 ( 0
hyperplasia 1 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(20000 (220000 (2200000 (GO I G 1) 2 G 1) B Q)]
Rathke pouch 0 0 0 0 ¢ 0 0 0 1 0 0 0 0 0 0 0
(oo oo (2000 o0 CoCo 0
adrenal <50> <50 <50> <G
hyperplasiatcortical cell 0 0 0 0 1 1 4 0 0 0 0 0 0 0 0 0
(000 (2220000 ) B G ) B Q) B Q) oo Con
focal fatty changs:cortex 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (o0 (0000 (220000 (GO REG ) I G I G|
Grade 1+ Slight 2 @ Moderate 3 : Marked 4 @ Seusre
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference ; ¥ ! P = 0.05

* 1 P = 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0243

*~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIHAL © MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 20
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & B O @ W ® o ® & % W @& W w ®
[Reproductive system]
ovary <50 <50> <50> <50>
angiectasis 0 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(2000 (02000 ool Q) G O G ) B )]
cyst 4 0 0 0 5 0 0 0 7 0 0 0 4 0 0 0
(8 (ol on (1 0w (19 C 0 C 0 (0 (800
mineralization 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
oo o0 (o200 C0 (o0 Con o0 QO B Q) B ) B Q)]
uterus <50> <50 <B0O> <50>
dilatation 0 1 0 0 0 0 0 0 0 1 0 0 0 2 0 0
(o200 (oo (o200 (o0
cystic endometrial hyperplasia 13 14 0 0 13 11 0 0 18 13 0 0 12 15 0 0
(26 (28) ( ) ( O) (26 (22) ( 0) (O (36) (26) ( 0 ( 0 (24) (30) C ) ( O
xanthogranuloma 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
coCo 00 coa0C0 oo oo oo {on
{Neruous system]
brain <50> <50> <50> <50>
mineralization 4 13 0 0 8 13 0 0 10 10 0 0 8 14 0 0
(8 (28 (0 (0 (18) (26) C 0) ( O) (20 (200 C ©) ( O (12) (28 ( ) ( O
Grade 1 ¢ Slight 2 : Moderate 3 : Marked 4 : Severs
<a> a @ Number of animals examined at the site
b b : Number of animals with Llesion
{(c) c:ib/ax*100

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

(HPT150)

BAIS3



STUDY NO. ¢ 0243 -~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX t FEMALE PAGE : 21
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings ® & ® O ® & W O @ & & o @ o o o
{Special sense organs/appandage]
Harder gl <50 <500 <50 <50>
degeneration 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0

(a0 (0 (ool

hyperplasia 0 0 0 0 0 0 0 0
QIO B QI ) B G ) B Q)] (G B G B QI ) B G V)]

[Musculoskeletal system]

oo oo

<

o0 0 0
coco oo

Nl

220000

~

10 0 0
(000

Rrd

bone <50> <50> <50> <50>

fracture 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(000 (o200 00 (GO RGO B QIO BE Q)] cocoCo (o0
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/a*100

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

(HPT150)

BAIS3



APPENDIX K 7
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (2-YEAR STUDY: SUMMARY)

MOSUE : MALE @ SACRIFICED ANIMALS



STUDY NO.  : 0243

=~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 1
Group Name Contral 3200 ppm 8000 ppm 20000 ppm
No. of Animals on Study 41 41 37 42
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® ® & O @ O O o @ ® o & @ & o o
[Respiratary system]
nasal cavit <41> A4 @D 42>
inflammation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2000 (0000 (oo lon (GO B QI 1) B ) R Q)]
eosinophilic change:olfactory epithelium 3 1 0 0 6 0 0 0 4 0 0 0 3 0 0 0
(D200 0 (13 . 0 C 0 (0 (1) C 0 o0 (o0 (DO on
eosinophitic changeirespiratory epithelium 3 2 1 0 4 0 0 0 1 1 1 0 6 1 0 0
(DB 20 (1 C 000 (DO (1 200
respiratory metaplasiatolfactory epithelium 5 1 0 0 7 0 0 0 1 3 0 0 10 2 0 0
(122000 (M0 on (L0 (20 ( BY C O C O)
respiratory metaplasia:gland 7 2 0 0 11 2 0 0 5 3 1 0 10 2 1 0
(M (8 (00 (2 (5 (0 (o (19 ( 8 (. 3) ( O (20) ( B ( 2) (0
lung 41> 41> 37> <42>
bronchiolar-aluealar cell hyperplasia 1 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(220000 (8 00 CoOCoCo o (OO0
[Hematopoietic system]
spleen <4 4 <37 <42>
deposit of melanin 0 2 0 0 2 2 0 0 0 0 0 0 1 0 0 0
(s 0 (0 (8500 (O o0 (0000
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
(c) c:b/ax*100
Significant difference ; * P = 0,05 *¥ 1 P = 0,01 Test of Chi Saquare
(HPT150)

BAIS3



-~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

STUDY NO. : 0243
ANIMAL + MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 2
Group Name Control 3200 ppm 8000 ppm 20000 ppm
No. of Animals on Study 41 41 37 42
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & & ® @ & W W ® ® & @ W ® o
[Hematopoietic system]
spleen <A4n 41> <37 <42>
extramedullary hematopoiesis 1 0 0 0 0 2 0 0 1 0 0 0 0 1 0 0
(2200000 (o (s 00 (L0000 (o200
follicular hyperplasia 3 1 2 0 1 0 2 0 3 3 1 0 3 2 1 0
(D250 (22085 (9 (8830 (D5 200
[Digestive system]
tooth 41> 41> <37 42>
cyst 0 2 0 0 1 1 0 0 0 0 0 0 0 0 0 0
(GO R G-) B GO B GV (22000 (OO0 (GO RGN B G ) B Q)]
inflammation 0 0 0 0 0 0 0 0 1 0 0 0 5 0 Q 0
o0y Q) B G ) B Q) B Q)] (300 (12 C 0 C 0 (0
fareign body granuloma 1 0 0 0 0 0 0 0 0 0 0 0 3 1 0 0
(22000000 (GO R QIO BE GO B Q)] (GO B QIO B G ) B G0)] (D200
dysplasia 13 2 0 0 7 2 0 0 4 0 2 0 * 8 4 0 0
(32 {( 5 0 (0 (M (800 (I 050 (19 (1 C 0 C O
‘tongue 41> 41 an 42>
arteritis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
({0 (o o0y (300 (o0 (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) c:b/ax100
Significant difference 3 * 1 P = 0,05 ** 1 P = 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. : 0243
ANIMAL : HOUSE Crj:BDF1
REPORT TYPE : Al

SEX ¢ HALE

~— RISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANINALS (105W)

PAGE : 3
Group Name Control 3200 ppm 8000 ppm 20000 ppm
No. of Animals on Study 41 41 37 42
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings @ ® & O @ & ® ® ® & W @ W & W
[Digestive system]
stomach 41> 41> 3D <42>
ulcer: forestomach 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(22000000 (o200 (0000 (ool o
hyperplasia: forestomach 0 0 0 0 1 1 0 0 0 0 0 0 1 0 0 0
ool (222000 (OC0C0 o0 a0y
hyperplasiatglandular stomach 1 1 0 0 0 2 ¢ 0 2 1 0 g 1 1 0 0
(2222000 (o (s 0y (5 (300 (202000
Liver 4D <4 <37 <42>
angiectasis 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(o020 ooy (o CoCon o0 ool
leucocytic infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
o000 (o0 (o0 (oo o
granulation 10 1 0 0 8 2 0 0 7 0 ¢ 0 7 0 0 0
(20 (2 C 0 (0 (200 ( 8 C o) ( O) (199 C 0 C 0 (0 (1m0l
clear cell focus 0 1 0 0 0 0 0 1 0 0 1 0 0 0 0 0
(02200 oo (2 (O30 (o0l n
basophi lic cell focus 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(0000 (GO B G B Q) B Q)] (GROR GO B G ) RGN0 (o200
Grade 1 : Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) ¢ :ib/ax100

Significant difference 3

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

(HPT150)

BAIS3



STUDY NO.  : 0243

~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © MALE PAGE : 4
Group Name Control 3200 ppm 8000 ppm 20000 ppm
No. of Animals on Study 41 41 37 42
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® W W W @ W W MW @ & o o ® & & O
{Urinary system]
kidney <4 41> K37 <42>
hyperplasia:tubular epithelial csll 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
CococonCn (0000 (00 (22000
infarct 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2200000 o0 (V) B G B G ) I G ) (o0
hyaline droplet 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(GO I G ) I Q) B G LGN B Q) B Q) B Q)] o oo (220000
basophi lic change 18 0 0 0 21 0 0 0 21 0 0 0 19 0 0 0
(3 C 000 (51) ¢ O C 0 (C O (s C 0 (00 (45) C 00 C ) ( 0)
inflammation 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
) B G B G ) I Q)| IO B QI B QR B Q)] (033000 (G B Q) B G ) B Q)]
lymphocytic infiltration 0 1 0 0 0 0 0 0 0 6 0 0 0 0 0 0
(22000 (oo n CoCo oo oo
vacuglization of proximal tubule 21 1 0 0 13 0 0 0 0 0 0 0 *x 0 0 0 0 xx
(1) ( 20 ( OO ( O (32 ( 0000 (GO B QI ) B QR B Q)] (ool n
hydronephrosis 0 0 0 0 1 0 0 0 3 2 0 0 1 0 1 0
(0000 (22000 (85 (00 (22000200
Grade 1 : Slight 2 : Moderate ¢ 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 S 0.05

xx 1 P S 0.01

Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO. & 0243

~" HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL * MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 5
Group Name Control 3200 ppm 8000 ppm 20000 ppm
No. of Animals on Study 41 41 37 42
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 @ & & ®
{Urinary system]
kidney 41 Un 3D <42>
mineralization:papilla 1 0 0 0 1 0 0 0 2 0 0 0 3 0 0 0
(200000 (2200000 (3000 (D00
mineralization:pseluis 3 0 0 0 1 0 0 0 0 0 0 0 4 0 0 0
(D00 (200000 (oo (10 C 00 C 0 (0
mineralization:cortex 30 1 0 0 29 1 0 0 30 3 0 0 31 0 0 0
(200 (7 C 20 (0 (81) ¢ 8 (0 (0 (79) ¢ 0 C0) ( O
urin bladd AU 41> 3D <42>
hyaline droplet desenerationtsuperficial cell of transit 0 0 0 0 26 0 0 0 *x 30 4 0 0 xx 16 26 0 0 *x
ional epithelium (000 (3 (O 00 (s (1 (O (0 (38 (62) ( 0 ( 0
[Endocrine system)]
pituitary AUn <4 <36> 42>
angiectasis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(ool (0o (3000 oo ln
cyst 3 2 0 0 3 0 0 0 4 0 0 V] 7 0 0 0
(D000 (D00 (I o oo (im0 o0
Grade 1 @ Slight 2 ¢ Moderate 3t Marked 4 : Severe
<ad a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) ctb/ax100

Significant difference ; * ! P = 0.05 *x @ P S 0.01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO. = 0243

~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 6
Group Name Control 3200 ppm 8000 ppm 20000 ppm
No. of Animals on Study 41 41 37 42
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Firdings o o o o @ & & o M wm & @ & o0 o
[Endocrine system]
pituitary <4 4 <36> 42>
hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(G RGO B GO B Q)] (22000 (OO0 ool 0
Rathke pouch 1 0 0 0 1 0 0 0 2 0 0 0 2 0 0 0
(2200000 (2200000 (8 oo (8 oo n
thyroid <4 4 37 42>
focal follicular cell hyperplasia 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o200 (o (oo (oo (o0 ool 0
adrenal U 41 37 42>
extramedutlary hematopoiesis 0 0 0 0 0 0 0 0 0 ¢ 0 0 1 0 0 0
(oo (n o0 (oo (ool (200 C0H00
spindle-cell hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(220000 (G B G ) B Q) B V)| (ORI G )R B G ) oo co o
hyperplasiatcartical cell 5 3 0 0 5 3 0 0 6 1 0 0 7 4 0 0
(12 (D00 (120 (D00 (1) ( 3 C 0 (0 C17) (1) C 0) C 0)
hyperplasiatmedulla 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo (220000 o0 oo (on
Grade 1 : Slight 2 : Moderate 3 : Marked 4 : Severe
Ca> a : Number of animals examined at ths site
b b : Number of animals with lesion
(e¢) c:tb/ax*100

Significant difference ; ¥x: P = 0.05

** : P = 0,01

Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO.  : 0243 — HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY) -

ANIMAL + MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 7
Group Name Control 3200 pem 8000 ppm 20000 ppm
No. of Animals on Study 41 41 37 42
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & & O @ & & o @ ® & O & & W W
{Reproductive system)
testis A1 41> <37 <42>
atrophy 0 0 0 0 0 0 0 0 1 2 0 0 1 0 0 0
OO0 o0 (000 (3000 (2000
mineralization 12 0 0 6 0 0 6 1 0 0 0 0 0

0 0 8
(29) C 0) C ) C O (Bl (B30 (19) ¢ 00 C 0 C 0

epididymis 41> A4 3D <42>
Lymphocytic infiltration 0 0 0 0 0 0 0 0 0 0 0

0 1
ool o200 00 (A G R G L G )]

spermatogenic granuloma 0

2 0 0 1 0 0 0 0 2 0 0 1 0 0 0
(a0 (220000 (O o0 20000

prep/cli gl [<:4)) 41> 8D <42>
duct ectasia 0 0 0 0 2 0 0 0 0 0 0 0 0

5 1 2
o010 (s oo o300 (s (0lo0

inflammation 0

0 1 0
(00 (o200 (oo Co o ool

[Neruous systenm)

brain (€102 U 37> 42>
mineralization 14 15 0 0 15 21 0 0 7 21 0 0 g 28 0 0 *
(3 (3 ( 0 ( 0 (30 (s C 0 (O (19 (57) C 0) ( O (21) (67) C O ( 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:b/ax*100

Significant difference 3 * ! PS5 0.05 *x 1 P £ 0,01 Test of Chi Saquare

(HPT150) BAIS3



STUDY NO.  : 0243 ~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY) -

ANTMAL + MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ HALE PAGE : 8
Group Name Control 3200 ppm 8000 ppm 20000 ppm
No. of Animals on Study 41 41 37 42
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings @ ® & O M o o o @ ® % O ® W ® O
[Special sense organs/appandage]
Harder gl A <41> 38D <42>

degeneration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(22000 (OO0 oo o (G RE G ) B Q) B Q)

hyperplasia 0o 0 0 0 00 00 00 0 0 0100
(totatalo ooy OO0 (0000

[Body cavities]

adipose <41 A4n a7 42>

hemorrhage 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(OO0 (000 (0300 (GO B Q) B Q) B Q)]
Grade 1 : Stight 2 : MNoderate 3 : Marked 4 Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*x100
Significant difference *x P = 0.05 xx ¢ P = 0.01 Test of Chi Saquare

(HPT150) BAIS3



APPENDIX K 8
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (2-YEAR STUDY: SUMMARY)

MOSUE : FEMALE : SACRIFICED ANIMALS



STUDY NO.  : 0243

~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ NOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 8
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 35 31 34 34
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings W ® ® ® ® ® ® ® @& ® ® ® W ® ® ®
[Respiratory system]
nasal cavit <35> B 34> <34>
atrophy 0 0 0 [ 0 1 0 0 0 0 0 0 0 0 0 0
() I G ) B ) B )] (LD (OO0 (GO I G 1) I G ) B G )]
inflammation 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
oo (o0 (000 QO B Q) B Q) B Q)| oo
eosinophi Llic change:olfactory epithelium 2 0 0 0 1 1 0 0 1 0 0 0 2 1 0 0
(800 o (300 (300 (8300
eosinophilic change:respiratory epithelium 8 3 0 0 9 5 0 0 10 8 2 0 12 9 2 0 *
(23 (9 (0 (0 (29 (18) ( 0 (0 (29) (24) ( 8) ( O) (3) (28 ( 6) (0
disarrangement:olfactory epithelium 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0000 (OO0 (D00 (o {ln(n
respiratory metaplasia:olfactory epithelium 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(GRORE GO B GO B QY] oo n (OCOCn 0 (3O
respiratory metaplasia:gland 4 2 0 0 3 4 0 0 2 2 0 0 5 2 0 0
(I 8 0o (100 (13 ( 0 ( O (8800 (1Y ( 8 (0 ( O
lung <35> <S8 <34> <34
inflammatory infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3300 (GO B QI O I G ) B Q)] (GO RO ) I Q) B GIR ) (ool
Grade 1 : Slight 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 = 0,01 Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO.  : 0243 =~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY) -

ANTHMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © FEMALE PAGE @ 10
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 35 31 34 34
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings ® W & o m & & W ® o o O @ o W W
[Respiratory system]
lung <35 (&) % <34> 34>
lymphocytic infiltration 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(000 (OO0 (3000 (30l
bronchiolar-alueclar cell hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo (ool (00w GO B GY) B Q) B Q)]
{Hematopoietic system]
bone marrow <35> 31> <34> 34>

granulation

1 0 0 0 0
(3000 (00 (0000 co ool

spleen <35> <31 <34> 33>
deposit of melanin 1 0 0 0 0 0 0

1 0
(300 (oo o0 cou oo (0

extramedullary hematopoiesis 1 1 0 0 1 0 0 2

0 2 2
(oo (8 (3o (3o (e 0o

follicular hyperplasia 1 1 0 0 3 0 0 2 1 2 0 1

5 1 1
(| (330 o Cw (0o (e (el (DO

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

(c) c:b/ax100
Significant difference 3 * ! P = 0.05 *x 1 P 5 0,01 Test of Chi Square

(HPT150) BAIS3



STUDY NO.  : 0243 " HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY) —

ANIMAL : MOUSE Grj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX . FEMALE PAGE : 11
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 35 31 34 34
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Orsan_____ Findings ® ® o @ & % W @ & & W ® ® ® W
[Circulatory system]
heart <35> (€392 <34> <34>

thrombus 0 1 0 0 0 0 0
(o(acoCo (ool (0 (G0N QN R GRON Q) (oo

mineralization 0

0 0
oo o0 o (0000 oo o0 o0 (00

[Digestive system]

tooth 35> <3 <34> <34>
cyst 0

0 1
(0000 (0000 (000 (oo

inflammation 2 0 0 0 0 4] 0 0 1 0 0 0 2 0 0 0
(8000 CoCo oo (a0 on (8o oo
foreign body granuloma 0 0 0 0 0 0 0 0 0 0 1 0 0 0

0 0
(oo oo Co o COCOCn o (OO

dysplasia 1 0 0 0 0 0 2
(33000 (oo (n (O30 (38 (860

stamach <35> <315 <34> 34>
hyperplasia: forestomach

0 0 1
(o(a(o(on (00000 (oo (8300

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 3 * P = 0.05 ** ¢ P = 0.01 Test of Chi Sauare

(HPT150) BAIS3



STUDY NO.  : 0243 -~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY) -

ANITHAL ¢ MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 12
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 35 31 34 34
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings ® ® o W @ ® & O ® & & W @ ® % W
[Digestive system]
stomach <35> <3 <34> <34>
inflammation: forestomach 0 0 0 0 0 0 0 4 0 0 0 0 0 1 0 0
(o000 (G R G ) B G ) B Q)] o000 o3 o0l
erosion:glandular stomach 1 0 0 0 0 0 0 0 0 0 0 0 0

0 0 0
(300 (GNOR G A GO I Q) o0l o000

hyperplasia:glandular stomach 2 1 0 0 4 0 0 0 4 0 0 0 1 0 0 0
(e300 (1) oo o0 (12 C 0 0 (0 (00

Liver <35> S <34> <34>
angiectasis 0 1 0 0 1 0 0 3 0 0 2 0 0

0 0 1
(0030 (0030 oy 00 (e300

necrosis 0

0 0 0 0 0 0 0 0 0 0 0 1 0 0 0

oo (0 on D B G B Q) B )] (33000

granulation 6 18 3 0 6 12 0 0 14 5 -1 0 *xx 6 10 1 0
(1D (81 ( 9 (0 (19 (39 ( ) (O (4) (18) ( 3) ( O (18) {29) ( 3) ( O

extramedul lary hematopoiesis 1 0 0 0 0 0 0 0 0 0 0 0

0 0 0 0
(000 Cn () G R G ) B G )] o0 o (GRON GV GO NG

clear cell focus

1 1 3
(30 (3N (o0 (32993

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

b b : Number of animals with lesion
(c) c:b/ax100
Significant difference : * P = 0.05 *x ¢ P £ 0.01 Test of Chi Saquare
(HPT150)

BAIS3



STUDY NO.  : 0243

- HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * MOUSE Crj:BDF1 SACRIFICED ANINMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 13
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 35 31 34 34
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® o o @ o o o @ & W o @ & & W
[Digestive system]
Liver <35> <31 <34> 34>
acidophilic cell focus 0 0 1 1 1 1 0 2 0 0 1 0 0 1 1 2
(033 (3308 0030 0338
basophilic cell focus 0 0 0 0 1 1 0 0 2 4 0 0 * 0 8 3 2 *%
(oo (0 6) (12) ( 0) ( O 0 (20 ( 9 ( 8)
pancreas <35> (&304 <34> 34>
atrophy 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(ool (D B Q) N Q) B Q)] 0y C 0) C 0) (O oo
{Urinary system]
kidney <35> <31 <34> <34>
atrophy 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
Q) B QI B Q) B Q)] (oo oo 003 (o0 0 C 0 (0 0)
hyaline droplet 1 0 0 0 1 1 0 0 1 0 0 0 0 0 0 0
(D00 (ACHCO(O 000 0 Co 0o
deposit of amyloid 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(o000 GO B ) B G ) I Q)] 0O Co oo ()G B G O I G
Grade 1 @ Stight 2 ¢ Noderate 3 : Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:ib/ax100

Significant difference : *x P = 0.05

*»* ! P = 0.01 Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO.  : 0243

~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 14
Group Name Controt 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 35 31 34 34
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ % % o @ o & o @ ® & O ® ® ®» W
[Urinary system]
kidney <35> <31 34> 34>
hyaline cast 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0000 QO B QI ) I G ) B Q)] {000 (3ol
lymphocytic infiltration 1 0 0 0 2 0 0 0 2 0 0 0 0 1 0 0
(300 (e (000 (800 ln ({30 ln
hydronephrosis 0 2 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(V)R G:) B GY) B Q)] (3000 oo o CoCoCoo
mineralizationtpapilla 2 0 0 0 2 0 0 0 0 0 0 0 2 0 0 0
(e coCno (8000 (0o o0 (8 (000
mineralizationtpeluis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo (0300 (OO0 (GO GO R GO B0
urin bladd <35 31> <34> 33>
lymphocytic infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(GO RE G B QIO B Q)] (00 Cy (00 (RO GO B GO B Q)]
hyaline droplet degeneration:superficial cell of transit 0 0 0 0 3 0 0 0 11 0 0 0 *x 20 0 0 0 *x
ional epithelium COCOC0 (o0 (1 C 0 (0 (o (s2) C O (00 (1) C ) C 0 (O
[Endocrine system]
pituitary <35> <31> <34> (34>
cyst 4 0 0 0 5 0 0 0 6 0 0 0 5 0 0 0
(I oo (10000 (18 (000 (1B 0ol
Grade 1 ¢ Slight 2 ¢ NModerate 3 ¢ Marked 4 : Severe
<a>d> 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 ¥ ! P = 0,01 Test of Chi Square

(HPT150)

BAIS3



STUDY NO.  : 0243

~~ HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL t HOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FENALE PAGE : 15
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 35 31 34 34
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings w & m W ® & & W @ ® & o @ & & W
[Endocrine system]
pituitary <35> (&30 34> 34>
hyperplasia 1 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(A0 (30 (3000 6 (0o (o0
Rathke pouch 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 QI B QI 1) B G 1) R Q)] (A0 Cn (NS QIO B G ) IR G )]
adrenal <35> (&394 <34> <34>
hyperplasia:cortical cell 0 0 0 0 1 1 0 0 0 0 0 0 0 0 0 0
(oo o0 (a0 Cn (ool 0 Co o0
focal fatty change:cortex 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(00000 (D CO0 (0 (OO0 DN
[Reproductive system]
ouary <35> (4194 <34> 34>
angiectasis 0 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(a0 (0300 (ococo 0 ool o0
cyst 4 V] 0 0 5 0 0 0 7 0 0 0 3 0 0 0
(i 0 o0 (1. (0o (zp (0 C o (0 9 0o
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) c:b/ax*100
Significant difference : x ! P = 0.05 *x ¢ P S 0.01 Test of Chi Sauare

(HPT150)

BAIS3



STUDY NO. @ 0243

7 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL + MOUSE Crj:BDF1 SACRIFICED ANINALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 16
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 35 31 34 34
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings o o W W @ ® W o & o & o @ o o ™
[Reproductive system]
ovary <35> (&1 34> <34>
mineralization 0 0 0 0 0 1 0 0 ) 0 0 0 0 0 0 0
(0000 (o300 (G BN GIE) BE G ) B G ) (ool
uterus <85> <@L <34> 34>
dilatation 0 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0
(0300 (0000 (0300 (030
cystic endometrial hyperplasia 11 14 0 0 12 10 0 0 15 11 0 0 g 15 0 0
(31 (40 C 0 ( O (39) (82) ( ) ( O (44) (32) ( ) ( 0) (26) (49) C ) ( O)
xanthogranuloma 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(ool (o300 ) B Q) B Q) B ) ooy
[Neruous system]
brain <35> <31 <34> <34>
mineralization 2 10 0 0 8 10 0 0 10 7 0 0 * 8 11 0 0
(6 (29 (0 (0 (19) (32) ( 0 ( ) (29) (21) C 0) C 0) (18) (32) ( 0) ( O)
{Special sense oreans/appandage]
Harder gl <35> (€39 <34> <34>
degeneration 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(300000 (GO B Q) B Q) IR Q)] (G B G I Q) B Q)] (3o
Grade 1 ¢ Slight 2 * Moderate 3 ¢ Marked 4 : Severe
Ca> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/ax100
Significant difference ¥ P = 0.05 *x 1 P = 0.01 Test of Chi Saquare

(HPT150)

BAIS3



STUDY NO.
ANIMAL

© 0243
* MOUSE Crj:BDF1

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

REPORT TYPE : Al
SEX : FEMALE PAGE : 17
Group Name Control 8000 ppm 20000 pom 50000 pem
No. of Animals on Study 35 31 34 34
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings M o0 o o @ & o W @ & B W @ w ’ o
[Special sense organs/appandage]
Harder gl <35> 31> <34> <34>
hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(GGG IR (009 (000 (D0
{Musculoskeletal system]
bone <35> 3D <34> <34>
fracture 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(o0 (o a0 Cn (D I G B Q) B Q)] (oo 0
Grade 1 Slight 2 : Moderats 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/a*100
Significant difference ; *x P = 0,05 * @ P = 0.01 Test of Chi Square

(HPT150)

BAIS3



APPENDIX L 1

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

RAT : MALE



STUDY NO.
ANINAL

REPORT TYPE :
SEX

: 0242
: RAT F344/DuCrj

Al

¢ MALE

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

PAGE : 1

Time-related Items Group Name Control 8000 ppm 20000 ppm 50000 pom
Weeks,

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

NO. OF ANIMALS WITH SINGLE TUMORS 0 0 0 0

NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0

NO. OF BENIGN TUMORS 0 0 0 0

NO. OF MALIGNANT TUMORS 0 0 0 0

NO. OF TOTAL TUMORS 0 0 0 0

53 - 178 NO. OF EXAMINED ANIMALS 3 1 1 2
NO. OF ANIMALS WITH TUMORS 3 1 1 2

NO. OF ANIMALS WITH SINGLE TUMORS 1 1 1 0

NO. OF ANIMALS WITH MULTIPLE TUMORS 2 0 0 2

NO. OF BENIGN TUMORS 4 0 0 3

NO. OF MALIGNANT TUMORS 1 1 1 1

NO. OF TOTAL TUMORS 5 1 1 4

79 - 104 NO. OF EXAHINED ANIMALS 14 6 5 10
NO. OF ANIMALS WITH TUMORS 14 6 5 10

NO. OF ANIMALS WITH SINGLE TUMORS 4 1 0 1

NO. OF ANIMALS WITH MULTIPLE TUMORS 10 5 5 9

NO. OF BENIGN TUMORS 24 7 10 19

NO. OF MALIGNANT TUMORS 7 4 5 5

NO. OF TOTAL TUMORS 31 11 15 24

105 - 105 NO. OF EXAMINED ANIMALS 33 43 43 38
NO. OF ANIMALS WITH TUMORS 33 42 43 38

NO. OF ANIMALS WITH SINGLE TUMORS 14 8 8 8

NO. OF ANIMALS WITH NULTIPLE TUMORS 19 34 35 30

NO. OF BENIGN TUMORS 56 90 93 69

NO. OF MALIGNANT TUMORS 10 11 13 20

NO. OF TOTAL TUMORS 66 101 106 89

(HPT070)

BAIS3



STUDY NO.
ANIHMAL

: 0242
: RAT F344/DuCrj

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

REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 2
Time-related Items, Group Name Control 8000 ppm 20000 ppm 50000 ppm
Weeks
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 50 49 49 50
NO. OF ANIMALS WITH SINGLE TUMORS 18 10 g g
NO. OF ANIMALS WITH MULTIPLE TUMORS 31 39 40 41
NO. OF BENIGN TUMORS 84 97 103 91
NG. OF MALIGNANT TUMORS 18 16 18 26
NO. OF TOTAL TUMORS 102 113 122 117
(HPTO70)

BAIS3



APPENDIX L 2

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

RAT @ FEMALE



STUDY NO.  : 0242

ANINAL  RAT F344/DuCrj

REPORT TYPE : Al

SEX © FEMALE

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

PAGE : 3

Time-related I'tems, Group Name Control 8000 ppm 20000 ppm 50000 ppm
Weeks

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

NO. OF ANIMALS WITH SINGLE TUMORS 0 0 1 1

NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0

NO. OF BENIGN TUMORS 0 0 1 0

NO. OF MALIGNANT TUMORS 0 0 0 1

NO. OF TOTAL TUMORS 0 0 1 1

53 - 178 NO. OF EXAMINED ANIMALS 2 4 2 1
NO. OF ANIMALS WITH TUMORS 1 4 2 1

NO. OF ANIMALS WITH SINGLE TUMORS 1 3 2 1

NO. OF ANIMALS WITH MULTIPLE TUMORS 0 1 0 0

NO. OF BENIGN TUMORS 1 1 1 0

NO. OF MALIGNANT TUMORS 0 4 1 1

NO. OF TOTAL TUMORS 1 5 2 1

79 - 104 NO. OF EXAMINED ANIMALS 8 6 7 11
NO. OF ANIMALS WITH TUMORS 7 6 7 10

NO. OF ANIMALS WITH SINGLE TUMORS 3 5 5 6

NO. OF ANIMALS WITH MULTIPLE TUMORS 4 1 2 4

NO. OF BENIGN TUMORS 6 4 7 12

NO. OF MALIGNANT TUMORS 7 3 3 8

NO. OF TOTAL TUNORS 13 7 10 18

105 ~ 105 NO. OF EXAMINED ANIMALS 40 40 40 37
NO. OF ANIMALS WITH TUMORS 24 23 26 25

NO. OF ANIMALS WITH SINGLE TUMORS 18 11 9 18

NO. OF ANIMALS WITH MULTIPLE TUMORS 6 12 17 7

NO. OF BENIGN TUMORS 28 32 42 29

NO. OF MALIGNANT TUMORS 8 5 11 7

NO. OF TOTAL TUMORS 34 37 53 36

(HPT070)

BAIS3



STUDY NO.  : 0242 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED

ANIMAL ¢ RAT F344/DuCrj
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 4
Time-related [tems Group Name Control 8000 ppm 20000 ppm 50000 pem
Weeks
0~ 105 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 32 33 36 37
NO. OF ANIMALS WITH SINGLE TUMORS 22 19 17 26
NO. OF ANIMALS WITH MULTIPLE TUNORS 10 14 19 11
NO. OF BENIGN TUMORS 35 37 51 41
NO. OF MALIGNANT TUMORS 13 12 15 15
NG. OF TOTAL TUMORS 48 49 66 56
(HPT070)

BAIS3



APPENDIX L 3

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

MOUSE : MALE



STUDY NO.
ANIMAL

© 0243
: MOUSE Crj:BDF1

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

REPORT TYPE : Al
SEX ¢ MALE PAGE : 1
Time-related Items, Group Name Controt 3200 ppm 8000 ppm 20000 ppm
Weeks
0~ 52 NO. OF EXAMINED ANIMALS 1 2 1 0
NO. OF ANINALS WITH TUMORS 0 1 0 0
NO. OF ANIMALS WITH SINGLE TUMORS 0 1 0 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 0 0 0
NO. OF MALIGNANT TUMORS 0 1 0 0
NO. OF TOTAL TUMORS 0 1 0 0
53 - 178 NO. OF EXAMINED ANIMALS 2 0 5 1
NO. OF ANINALS WITH TUMORS 1 0 3 1
NO. OF ANIMALS WITH SINGLE TUMORS 1 0 2 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 1 0
NO. OF BENIGN TUMORS 0 0 0 0
NO. OF MALIGNANT TUMORS 1 0 4 1
NO. OF TOTAL TUMORS 1 0 4 1
79 - 104 NO. OF EXAMINED ANIMALS 5 7 7 7
NO. OF ANIMALS WITH TUMORS 2 5 4 7
NO. OF ANIMALS WITH SINGLE TUKORS 1 4 4 7
NO. OF ANIMALS WITH MULTIPLE TUMORS 1 1 0 0
NO. OF BENIGN TUMORS 0 1 0 0
NO. OF MALIGNANT TUMORS 3 5 4 7
NO. OF TOTAL TUMORS 3 6 4 7
105 - 105 NO. OF EXAMINED ANIMALS 41 41 37 42
NO. OF ANIMALS WITH TUMORS 17 21 13 15
NO. OF ANIMALS WITH SINGLE TUXORS 16 18 10 13
NO. OF ANIMALS WITH MULTIPLE TUMORS 1 3 3 2
NO. OF BENIGN TUMORS 8 12 g 9
NO. OF MALIGNANT TUMORS 10 12 7 8
NO. OF TOTAL TUMORS 18 24 16 17
(HPT070)

BAIS3



STUDY NO.
ANIMAL

: 0243
: MOUSE Crj:BDF1

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

REPORT TYPE : Al
SEX : MALE PAGE ¢ 2
Time-related Items Group Name Control 3200 ppm 8000 ppm 20000 pem
Weeks
0 - 105 NO. OF EXAMINED ANIMALS 49 50 50 50
NO. OF ANIMALS WITH TUMORS 20 27 20 23
NO. OF ANIMALS WITH SINGLE TUMORS 18 23 16 21
NO. OF ANIMALS WITH MULTIPLE TUMORS 2 4 4 2
NO. OF BENIGN TUMORS 8 13 g 9
NO. OF MALIGNANT TUMORS 14 18 5 16
NO. OF TOTAL TUMORS 22 31 24 25
(HPTO70)

BAIS3



APPENDIX L4

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

MOUSE: FEMALE



STUDY NO.
ANIMAL

: 0243
* MOUSE Crj:BDF1

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

REPORT TYPE : Al
SEX : FEMALE PAGE : 3
Time-related Items Group Name Control 8000 ppm 20000 ppm 50000 ppm
Weeks
0- 52 NO. OF EXAMINED ANIMALS 0 0 1 i}
NO. OF ANIMALS WITH TUMORS 0 0 1 0
NO. OF ANIMALS WITH SINGLE TUMORS 0 0 1 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 0 0 0
NO. OF MALIGNANT TUMORS 0 0 1 0
NO. OF TOTAL TUMORS 0 0 1 0
53 - 78 NO. OF EXAMINED ANIMALS 4 2 2 4
NO. OF ANIMALS WITH TUMORS 3 2 2 3
NO. OF ANIMALS WITH SINGLE TUMORS 2 2 2 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 1 0 0 2
NO. OF BENIGN TUMORS 2 0 0 1
NO. OF MALIGNANT TUMORS 2 2 2 4
NO. OF TOTAL TUMORS 4 2 2 5
79 - 104 NO. OF EXAMINED ANIMALS 11 17 13 12
NO. OF ANIMALS WITH TUMORS ¢} 17 13 11
NO. OF ANIMALS WITH SINGLE TUMORS g 14 9 7
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 3 4 4
NO. OF BENIGN TUMORS 0 3 3 2
NO. OF MALIGNANT TUMORS g 18 15 13
NO. OF TOTAL TUMORS g 21 18 15
105 - 105 NO. OF EXAMINED ANIMALS 35 31 34 34
NO. OF ANIMALS WITH TUMORS 21 21 23 25
NO. OF ANIMALS WITH SINGLE TUMORS 18 13 18 12
NO. OF ANIMALS WITH MULTIPLE TUMORS 5 8 4 13
NO. OF BENIGN TUMORS 10 10 14 25
NO. OF MALIGNANT TUMORS 18 21 13 17
NO. OF TOTAL TUMORS 28 31 27 42
(HPTO70)

BAIS3



STUDY NO.
ANTMAL

: 0243
: MOUSE Crj:BDF1

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

REPORT TYPE : Al
SEX : FEMALE PAGE : 4
Time-related Items, Group Name Control 8000 ppm 20000 ppm 50000 ppm
Weeks,
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 33 40 39 39
NO. OF ANIMALS WITH SINGLE TUMORS 27 29 31 20
NO. OF ANIMALS WITH MULTIPLE TUMORS 6 11 8 19
NO. OF BENIGN TUMORS 12 13 17 28
NO. OF MALIGNANT TUMORS 28 41 31 34
NO. OF TOTAL TUMORS 41 54 48 62
(HPT070)

BAIS3



APPENDIX M 1
HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (2-YEAR STUDY: SUMMARY)

RAT : MALE



STUDY NO.  : 0242

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANINAL * RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ HALE PAGE ¢ 1

Group Name Control 8000 ppm 20000 ppm 50000 ppm

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

[Integumentary system/appandage]

skin/app <50> <50> <50 <50>
saquamous cell papilloma (2% 0 ( o% 1 (2% 1 (2%
trichaepithelioma 0 ( op 0 ( o% 1 (2% ¢ ( 0n
keratoacanthoma 4 ( 8% 3 ( &%) 2 (4% 4 ( 8p
sebaceous adenoma 0 ( 0% 1 { 2% 1 (2% 0 ( op
squamous cell carcinoma 1 (29 0 ( 0% 0 ( o 0 ( o

subcutis <50 <50> <50> (6102
Fibroma 2 (4% 4 ( 8y 1 (2% 4 ( 8p
Lipoma o ( 0% 1 (2% 0 (0% 0 ¢ oh
fibrosarcoma 0 ( 0% 0 ( 0% 1 (2% 0 ( 0%)
schwannoma:mal ignant 1 (2% o (0B 1 (2% 0 ( 0%

[Respiratory system]

lung <500 <E» <500 <50>
bronchiolar-alueslar adenoma 0 ( op 3 ( &%) 3 ( &%) 2 (4
osteosarcona 0 (0% 1 (2 o (0% 0 ( of)

[Hematopoietic system]

bone marrow <GB0 <50> <50> B0
histiocytic sarcoma 0 ( 0% 1 (2% 0 ( 0% 0 ( 0P

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

BAIS3



STUDY NO.  : 0242

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ MALE PAGE ¢ 2

Group Name Cantrol 8000 ppm 20000 ppm 50000 ppm

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

[Hematopoietic system)

spleen <50> <50> <5H <50>
sarcomas NOS 0 ( o (2% 0 ( 0% 0 ( o%
mononuclear cell Leukemia 8 ( 16%) ¢ 2% 1 (2% 1 (2%
hemangiosarcoma 0 ( 0B ( 29 0 ( 0% 2 (4%

[Digestiuve system]

oral cavity <50> B0> <50 <BM
squamous cell papilloma 1 (29 ( 0% 1 (28 0 C o

small intes <50 <&0> <50 <502
adenoma 0 ( 0% ¢ 0%) 1 (2% o ( op

Liver <50 <50> <50> <50>
hepatacel lular adenoma 0 ( 0% ( 8% 9 (18%) g (18%
hepatocellular carcinoma 0 ( o ( op 5 ( 10%) 5 (109

pancreas <50> <50> <50 <50>
islet cell adenoma 3 ( 6% ( 4% 0 ( o% 2 (49
acinar cell adenocarcinoma 0 (0% (o 0 ( o 1 (2%

{Urinary system]

kidney <50 <50> <500 <50>
renal cell adenama 0 ( 0B ¢ om 1 (29 0 ( 0%
Liposarcoma 0 ( 0% o 0 ( 0% 1 (2%

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

BAIS3



STUDY NO. @ 0242 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX : MALE PAGE : 3
Group Name Control 8000 ppm 20000 ppm 50000 ppm

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

[Urinary system]

uin bladd <50> <50> <50> <500
transitional cell papilioma 0 ( o% 0 ( op 2 ( 4n 0 ¢ 0%
masteytoma:benion 0 ( 0% 1 (2% 0 ( o 0 ( o
transitional cell carcinoma 0 ( o 1 (29 4 ( 8P 3 ( &%)

[Endocrine system]

pituitary AUg> <50> <500 <50>
adenoma 15 ( 31%) 10 ( 20%) 10 ( 20%) 10 20%)

thyroid <50 50> SO <500
C-cell adenoma 3 ( 6% 5 (10%) 5 (10%) 2 (4%
fallicular adenoma 0 (0% 0 (% 0 ( 0% 1 (2%
C-cell carcinoma 0 ( 0% 2 (4% 1 (29 0 ( 0%
follicular adenocarcinoma 4 ( 8% 3 (6% 1 (2% 5 (108

adrenal <50> <50> <50> <50>
pheochramocy toma 6 (12%) 10 (20%) 12 ( 24%) 3 ( 6%
ganglioneurona 0 ( o% ¢ (0% 0 ( 0% 1 (2%
pheochromocytoma:mal isnant 2 (49 2 (4% 2 (4% 2 (4%

[Reproductive system]

testis <50 <50 <50 <50>
interstitial cell tumor 43 ( 86%) 46  ( 92%) 47 ( 94%) 47 ( 94%)
<a> a : Number of animals examined at the site
b (¢) b ¢ Number of animals with neoplasm ¢c:ib/ax100
(HPT085)

BAIS3



STUDY NO.  : 0242

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE : 4

Group Name Control 8000 ppm 20000 ppm 50000 ppm

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

[Reproductive system]

mammary gl <50 <50 <50> <500
adenoma 0 (o ( 2% 0 ( 0% 1 (2w
fibroadenoma 2 (4% ( o%) 3 ( &%) 2 (4%

prep/cli gl 50> 50> 50> 50>
adenoma 4 ( 8% ( 8% 2 (4% 0 o%
keratoacanthoma 0 ( 0% ( 4% 0 (0B ¢ ( op
sauamous cell carcinoma 1 (2% ¢ o 0 ( 0% 0 ( o

[Nervous system]

brain <50> <50> <50> <500
malignant reticulosis 6 ( o) ( op 0 ( 0B 2 (4%
glioma 0 ( o% ( 0% 0 ( 0% 1 (2%

[Special sense organs/appandage]

Zymbal gl <50> <50> <500 <50>
adenoma 0 ( 0% (o 1 { 2% 2 (4%
squamous cell carcinoma 0 ( 0% (¢ 0% 0 ( 0% 1 (2%

[Musculoskeletal system]

bone <50> <50> <50> <50>
osteosarcoma o (0% ( op 1 (2% 1 (2%

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

BAIS3



STUDY NO. @ 0242

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUKMARY)

ANTNAL © RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX > MALE PAGE :

Group Name Control 8000 ppm 20000 ppm 50000 pem

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

{Body cavities]

peri toneum &0 <50> <50> <50
mesotheliona 0o ( o 3 ( 6% 2 (49 1 (2p

retroperit <50> <50> <50> <50>
paraganglioma:malignant 1 (29 0 ( 0% 0 ( o 0 ¢ o

<a> a : Number of animals examined at the site
b (¢) b : Number of animals with neaplasm cib/a=*100
(PT085)

BAIS3



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

RAT @ FEMALE :



STUDY NO. ¢ 0242

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANTHAL * RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE: 6

Group Name Control 8000 ppm 20000 ppm 50000 ppm

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

{Intesumentary system/appandage]

subcutis (12 <BO> B <50>
fibroma 1 (2% 1 (2% 0 (0% 0 0%
Lipoma 1 (2% 0 ( op o ( 0B 0 (0P
schwannoma 0 ( 0% 0 (0% 0 ( 0% 1 (2%
sarcoma: NOS 0 ( 0% 1 (2% 0 (0% 0 ¢ 0%

{Respiratory system}

lung <50> <50> <50 <500
bronchiolar-alusolar adenoma 1 (2% 0 ( op 3 ( &%) 0 (0

[Hematopoietic system]

bone marrow <50> <50 <50> <B0>
histiooytic sarcoma 2 (4% 0 ( 0% 0 ( 0% ¢ (0

thymus <50> <50> <50 <49
thymoma:benisn 1 (20 0 ( 0% 0 ( 0% 0 ( o%

spleen <502 <50> <500 <50>
monoruclear cstl leukemia 6 (12%) 7 (14%) 2 (4% 6 (12%)

[Digestive system]

esophagus <50> <50> <50> <48
squamous cell papitiloma 1 (29 0 ¢ o 0 ( o 0 ( o

large intes <50> <50> <50> <B0>
adencma 0 ( o% 0 ( o 0 ( op 1 (2%

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

(HPT085)

BAIS3



STUDY NO.  : 0242

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIHAL * RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE ¢ 7

Group Name Controt 8000 ppm 20000 ppm 50000 ppm

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

[Digestive system]

Liver <50> <50> <50> <50
hepatocel lutar adenoma 1 (2% 3 ( &%) 3 ( 8% 2 (49
cholangiacel lular adenoma 0 ( o% 0 (0% 1 (21 o ( op
hemang i osarcoma 0 ( 0% 0 (0% 0 ( 0% 1 (2%
hepatocel lular carcinoma 0 (0% 0 ( 0%) 1 (2% 0 ( 0%

pancreas <50> <50> <50> B0
islet cell adenoma 1 (29 0 ( 0% 1 (2% 1 (2%

[Urinary system]

kidney <50> <50> <50> <50>
mesenchymona 0 ( 0% 0 ( o% 1 (2% 0 ( 0%
renal cell adenoma 0 ( 0% 3 ( &%) 6 (12%) 4 ( 8%
renal cell carcinoma 0 ( 0% 0 ( 0% o ( o% 1 (2%

urin bladd <50> <60> <50> <500
mastoytoma:benign 1 (2% 0 ( 0% 0 ( o% 0 ( o
transitional cell carcinoma 0 ( op 2 (4% 3 ( 6% 2 (49

{Endocrine system]

pituitary <50> <50> <50> <50>
adenoma 11 ( 22%) 12 ( 24%) 16 ( 32%) 11 { 22%)

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

b (¢) b ¢ Number of animals with neoplasm ctb/ax*100

(HPT085)

BAIS3



STUDY NO.
ANINAL

: 0242
: RAT F344/DuCrj

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ALL ANIXALS (0-105W)

REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 8
Group Name Control 8000 ppm 20000 ppm 50000 ppm

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

[Endocrine system]

pituitary <GB0 50> <50 <BH
adenocarcinoma 0 ( 0% 0 ( 0% 1 (2% 0 ( 0w

thyroid <500 <50> <50> <49
C-cell adenoma 5 (10%) 2 (4% 5 (108 1 (29
follicular adenocarcinoma 2 (4% 0 ( op 1 (2% 0 ( op

adrenal <50> <50> <B0> <50>
pheochromocytoma o ( op 3 ( 6% 2 (49 3 ( &%)
cortical adenoma 1 (2% 0 ( 0% 0 ( 0% 0 ( o
pheochromocytoma:mal ignant 1 (28 0 ( o 0 ( 0% 1 (20
cortical adenocarcinama 0 ( 0% o ( 0% 1 (25 o (0%

[Reproductive system]

ovary <50 <50> <50 <50>
granulosa-theca cell tumor:malignant 0 ( op 1 (29 0 ( 0% 0 (0w

uterus <50> <50> <GB0 <50>
leiomyoma o ( op 0 ( op 0 (o 1 (2%
endometrial stromal polyp 4 ( 8% g (18%) 8 ( 16%) 5 (109
adenocarcinoma 0 (0% ¢ (0% 2 (4 0 ( op
endometrial stromal sarcoma 0 (% 0 ( 0% 0 o 3 ( 6%

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

BAIS3



—

STUDY NO.  : 0242 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL t RAT F344/DuCrj ALL ANIMALS (0~-105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE :
Group Name Controt 8000 ppm 20000 ppm 50000 ppm

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

[Reproductive system)

mammary gl <50> <50> <50> <50>
adenoma 0 ( 0% 2 (4% 0 ( op 1 (29
fibroadenona 3 ( 8% 2 (49 3 ( 6% 9 (18%)
adenocarcinoma 0 ( 0% 0 ( o% 2 ( 4n 0 ( 0%

prep/cli gl <50» 50> 50> 50>
adenoma 2 (4% 0 (0% 1 (29 0 (0B
keratoacanthoma 1 (2% o ( 0% 0 ( 0% 0 ( 0%

[Nervous system]

brain <50> <50 <500 <50
glioma 0 ( 0% 0 ( 0% 1 (2% 1 2%)

[Special sense organs/appandage]

Zymbal gl <B0> <50> <50> <50>
saquamaus cell carcinoma 0 (0% 1 (2% 0 ( 0% 0 ( on

[Musculoskeletal system]

bone <B0> <50> <50> <50>
osteosarcoma o ( 0% 0 ( 0% 1 (2% 0 ( 0%

{Body cavities]

mediastinum <505 <50> <500 <50
carcinoid tumor:malignant 1 (2% 0 ¢ op 0 ( op 0 ( 0B
<a> a : Number of animals examined at the site
b (c¢) b : Number of animals with neoplasm ctb/axl00
(HPT085)

BAIS3



STUDY NO.  : 0242

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANINMAL ¢ RAT F344/DuCrj ALL ANINALS (0-105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 10

Group Name Control 8000 ppm 20000 ppm 50000 ppm

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

[Body cauitises]

mediastinum 50> <60> <500 <50>
sarcoma:NOS 1 (2§ 0 (% 0 ( 0B 0 ( o

mesenterium <50> <50 <50 <50>
fibroma 0 (0% 0 ( op) 1 (2% 0 ( o

adipose <50> <50> 50> <50>
Lipoma 0 ( 0% 0 ( op 0 ( 0B 1 (2%

<a> a * Number of animals examined at the site
b (c) b : Number of animals with neoplasm c:b/ax*100
(HPT085)

BAIS3



APPENDIX M 3
HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (2-YEAR STUDY: SUMMARY)

MOUSE: MALE



STUDY NO.  : 0243

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANINAL : MOUSE Grj:BDF1 ALL ANIXALS (0~105W)

REPORT TYPE : Al

SEX s MALE PAGE : 1

Group Name Control 3200 ppm 8000 ppm 20000 ppm

Organ_____ Findings No. of animals on Study 43 50 50 50

[Integumentary system/appandage]

subcutis U9 <50> L1 B0
xarthoma 1 ( 2% 1 ( 2n 1 (2% ¢ (o0
histiocytic sarcoma 1 ( 2p 1 (29 1 (2§ 0 ( on

[Respiratory system]

nasal cavit UP» <50 <50> <50>
chondrama 0 ( 0% 0 ( 0% 1 ( 2p 0 ( 0%

lung U <GB0 <50 <50
bronchiolar-alueslar adenoma 1 (29 3 ( 6% 2 (4% 1 (2%
bronchiolar-alueolar carcinoma 1 (29 1 (20 2 (4% 0 ( om

[Hematopoietic system]

Lymph node <49 <50> <50> <50
malignant Lymphoma 2 (4% 4 ( 8% 4 ( 8p 3 ( &%)
mastoytomasmalisnant 2 (4% 1 (2% 1 (2% 2 (4%

spleen 48> <50> B0 (6102
hemangioma 0 ( 0P 0 ( 0% 1 (29 0 o®
malignant Lymphoma 1 (2% 2 (4% 0 (0% 2 (49
mastoytomaimalisnant o ( o% 0 ( o 0 ( o 1 (2%

{Circulatory system]

heart <49> <50 <500 <B0>
hemangioma 0 ( 0% 0 ( 0% 1 (2% 0 op

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

b (¢) b * Number of animals with neoplasm cib/ax100

(HPT085)

BAIS3



STUDY NO.  : 0243 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANTHMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ MALE ] PAGE : 2
Group Name Control 3200 ppm 8000 ppm 20000 ppm

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

[Digestive system]

salivary gl 4% (612 <50> <50>
histiocytic sarcoma 0 ( 0% 1 (2% 0 ( o 1 (29

Liver <49> <50> <50> <500
hepatocel lular adenoma 4 ( 8% 6 (129 1 (2% 5 ( 10%)
histiooytic sarcoma 2 (4% 4 ( 8p 5 ( 10%) 3 ( 6%
hemangiosarcoma 2 (4% 0 ( 0% 1 (2% 0 (o
hepatocellular carcinoma 1 (29 3 ( 89 0 ( 0% 0 ( 0%

[Urinary system]

kidney <49 <50> <GB0 <50
transitional cell carcinoma 0 (0% 0 ( om 0 ( o 1 (29

urin bladd 4P (&1 <50 <50>
xanthoma 0 (o 2 (4% 0 ( op 0 (o
histioeytic sarcoma 0 ( 0% 0 ( op 0 ¢ o 2 (4%

{Endocrine system]

adrenal <49> <50> <50> <BM
cortical adenoma ' 1 (2% 0. ( op o ( o 0 op

[Reproductive system)

testis A4 <50 <50> <50>
interstitial cell tumor 1 (2% 0 ( o% 0 ¢ o% 0 ( om
<a> a * Number of animals examined at the site
b (c¢) b : Nuwber of animals with neoplasm ctb/ax100
(HPT085)
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STUDY NO. & 0243 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANINALS (0-105W)

REPORT TYPE : Al

SEX ¢ HALE PAGE :
Group Name Control 3200 ppm 8000 ppm 20000 ppm

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

[Reproductive system]

testis <49> (6104 <50> <50>
histiocytic sarcoma 1 (29 0 ( 0% o ( 0% 0 0w

epididymis <49 <50> <500 <50>
histiooytic sarcoma 1 (29 1 (2B 1 (29 1 (2%

[Special sense organs/appandage]

Harder gl <49> <50> <50 S0
adenoma o (0% 1 (29 2 (4% 3 ( 6w

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

BAIS3



APPENDIX M 4
HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (2-YEAR STUDY: SUMMARY)

MOUSE: FEMALE



STUDY NO.  : 0243

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 ALL ANINALS (0-105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE ¢ 4

Group Name Control 8000 ppm 20000 ppm 50000 ppm

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

[Integumentary system/appandags]

skin/app <50> <50> <50 <5
trichoepithelioma 1 ( 2% 0 ( on ( om ¢ 0%

subcutis <B0> <GB0 <50> <50>
xarrthoma o (0% 1 ( 2p ( om ( op
histiocytic sarcoma 0 ( 0% 1 (2% ( o) ( 2%
hemangiosarcoma 1 (2% 0 ( 0% (o (o

[Respiratory system}

lung <50 <50> <GB <50>
bronchiolar-alveolar adenoma 1 (21 2 (40 ( 8% ¢ o0
bronchiolar-alueolar carcinoma 2 (4% 2 (4% ( 4% (2%

[Hematopoietic system]

tymph node <50> <50 <50> <50>
malignant Lymphoma 1 ( 22%) 13 ( 26%) ( 14%) ( 14%)
mastcytomasmalionant 0 (0% 0 ( o%) (2% ¢ 0%

spleen <50> <50 <BH <4
hemangioma 6 ( 0% 1 ( 2® (G (0%
malignant Lymohoma 4 ( 8p 1 (29 ( 8% { o%)

[Digestive system]

oral cavity <50> <50> <50 <50>
squamous cell papitioma 1 (29 0 (o (¢ o ( o

Ca> a ¢ Number of animals examined at the site
b (c) b Number of animals with neoplasm cib/ax100
(HPTO085)

BAIS3



STUDY NO.  : 0243

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANINMAL : MOUSE Crj:BDF1 ALL ANINALS (0-105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE: 5

Group Name Control 8000 ppm 20000 ppm 50000 ppm

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

[Digestive system]

salivary gi <50> <50> <50> <50>
histiocytic sarcoma 0 ( o% 1 (29 ( o%) o ( o

stomach <49 <GB <50 <50>
mastcytoma:malignant 0 ( op 0 ( o% ( 0% 1 ( 2h)

large intes <50> <50 (&1 <B0>
Leiomyosarcona 0 ( 0% 1 (2 (¢ 0% 0 (0w

Liver <50> <50> <500 <50
hepatocellular adenoma 2 (4% 3 ( 6 ( 12%) 20 ( 40%)
hepatocholangiocel lular adencma 0 ( 0% o ( op ( om 1 (2%
histiocytic sarcoma 0 ( 0% 3 ( 6% ( 8% 3 ( 8%
hemangiosarcoma 3 ( 6% 1 (29 ( 2m 1 (2p
hepatacellutar carcinoma 0 (0% 2 ( 4n ( 10%) 12 ( 24%)

[Urinary system]

urin bladd <50 <50> <50> 49>
histioeytic sarcoma 0 ( op) 1 (29 ( o%) 0 (0B

[Endocrine system]

pituitary <50> <50> <50 <50
adenoma 1 (21 o (0% ¢ o 1 (2%

thyraid U <50> <50> <50>
G-cell carcinoma o (0% 1 (29 Q) 1 (29

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

BAIS3



STUDY NO.  : 0243

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 6

Group Name Control 8000 ppm 20000 ppm 50000 ppm

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

[Endocrine system]

adrenal <50> <50> <50> <50
pheochromacytoma 0 ( op 0 ( op 1 (29 0 ( o
A-B cell tumor 6 (0% 0 ( 0% 0 ( 0% 1 ( 2p

{Reproductive system]

ovary <50 <50 <S50 (Gl
cystadenoma 0 (0% 1 (29 2 (4 0 ( o%
hemangioma 2 (4% 2 (4% 0 ( o% 0 ( op

uterus <50> <50> <50> <50>
Leiomyoma 0 ( 0% 0 ( 0% 1 (2% 0 ( 0%
xanthomna 0 (0B 0 ( 0% o ( 0% (2%
endometrial stromal polye 2 (4% 1 (2% 0 ( 0% ¢ (0w
leiomyosarcoma 1 (2% 0 ( 0% 0 ( o% 0 ( 0p
histiocytic sarcoma 6 (12%) 12 ( 24%) 7 (14%) 7 (14%)

mammary gl <50> <50> 50> <50
adenocarcinoma 0 ( o 2 (4% 0 0w 0 (o

[Special sense organs/appandage]

Harder gl <50> <BO> <50> <50>
adenoma 1 ( 29 2 (4% 3 (8% 3 ( 8%

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

BAIS3



STUDY NO. @ 0243

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANINAL : MOUSE Crj:BDF1 ALL ANINALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE :

Group Name Control 8000 ppm 20000 ppm 50000 ppm

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

[Musculoskeletal system)

muscle <S50 <50> <50> <50
hemangioma 0 ( 0% 6 (0% 0 ( 0% 1 (20

bone <50> <G> <50> <50
osteoma 1 (2% 0 (0% 0 (0% 0 ( on
osteosarcona 1 (2% o ( 0% 0 ( o 0 ( 0%

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

BAIS3



APPENDIX N 1

NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANIMALS

RAT @ MALE



STUDY No. : 0242

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ RAT F344/DuCrj
SEX : MALE PAGE : 1
Group Name Controt 8000 ppm 20000 ppm 50000 ppm
SITE skin/appendage
TUMOR keratoacanthoma
Tumor rate
Ouveratl rates(a) 4/50( 8.0) 3/50( 6.0) 2/50( 4.0) 4/50( 8.0)
Adjusted rates(b) 9.09 6.98 4.65 9.09
Terminal rates(c) 3/33( 9.1) 3/43( 7.0) 2/43( 4.7) 3/38( 7.9)
Statistical analysis
Peto test
Standard method(d) P=-—
Prevalence method{(d) P = 0.4130
Combined analysis{(d) P = wmmee
Cochran-Armitage test(e) P = 0.8740
Fisher Exact test(e) P = 0.4895 P = 0.3574 P = 0.3579
SITE skin/appendage
TUMOR sauamous cell papilloma,sauamous cell carcinoma,keratoacsnthoma
Tumor rate
Ouerall rates(a) 6/50( 12.0) 3/50( 6.0) 3/50( 6.0) 5/50( 10.0)
Adjusted rates(b) 15.15 6.98 6.98 11.36
Terminal rates(c) 5/33( 15.2) 3/43( 7.0) 3/43( 7.0) 4/38( 10.5)
Statistical analysis
Peto test
Standard method(d) P=-——-
Prevalence method(d) P = 0.4670
Combined analysis{d) Pz -
Cochran-Armitage test(e) P = 0.9734
Fisher Exact test(e) P =0.2728 P = 0.2728 P = 0.4872
SITE subcutis
TUMOR : fibroma
Tuwor  rats
Ouerall rates(a) 2/50( 4.0) 4/50( 8.0) 1/80( 2.0) 4/50( 8.0)
Adjusted rates(b) 3.03 8.30 2.33 7.32
Terminal rates(c) 1/33( 3.0) 4/43( 8.3) 1/43( 2.3) 2/38( 5.3)
Statistical analysis
Peto test
Standard methad{d) P = 0.3261
Prevalence method(d) P = 0,2803
Combined analysis(d) P = 0.2432
Cachran-Armitage test{e) P = 0.5403
Fisher Exact test(e) P = 0.3574 P = (.4926 P =0.3574

(HPT3604)

BAIS3



STUDY No. : 0242

——

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL : RAT F344/DuCrj
SEX s MALE PAGE : 2
Group Name Controt 8000 ppm 20000 ppm 50000 pom
SITE subcutis
TUMOR fibroma,fibrosarcoma
Tumor rate
Ouerall rates{a) 2/50( 4.0) 4/50( 8.0) 2/50( 4.0) 4/50( 8.0)
Adjusted rates(b) 3.03 9.30 2.33 7.32
Terminal rates(c) 1/33( 3.0) 4/43( 9.3) 1/43( 2.3) 2/38( 5.3)
Statistical analysis
Peto test
Standard method(d) P = 0.3469
Prevalence method(d) P = 0.2803
Combined analysis(d) P = 0.2502
Cochran-Armitage test(e) P = 0.5514
Fisher Exact test(e) P = 0.3574 P = 0.3088 P = 0.3574
SITE : lung
TUMOR bronchiolar-alueolar adenoma
Tumor rate
Ouerall rates(a) 0/50( 0.0) 3/50( 6.0) 3/50( 6.0) 2/50( 4.0)
Adjusted rates(b) 0.0 6.98 6.98 5.26
Terminal rates(c) 0/33( 0.0) 3/43( 7.0) 3/43( 7.0) 2/38( 5.3)
Statistical analysis
Peto test
Standard method{(d) P =
Prevatence method(d) P = 0.2996
Combined analysis(d) P2 e
Cachran-Armitage test(e) P = 0.5948
Fisher Exact test{e) P = 0.1325 P =0.1325 P = 0.2574
SITE splesn
TUMOR mononuclear cell leukemia
Tumor rate
Ouerall rates(a) 8/50( 16.0) 1/50( 2.0) 1/50( 2.0) 1/50( 2.0)
Adiusted rates(b) 10.26 0.0 0.0 2.63
Terminal rates(c) 3/33( 8.1) 0/43( 0.0) 0/43( 0.0) 1/38( 2.8)
Statistical analysis
Peto test
Standard method(d) P = 0.9857
Prevalence method(d) P = 0.8720
Combined analysis(d) P = 0.9924
Cochran-Armitage test(e) P = 0.0258%
Fisher Exact test(e) P = 0.0254x P = 0.0254% P = 0.0254%

(HPT360A)

BAIS3



STUDY No. : 0242

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ RAT F344/DuCrj
SEX T MALE PAGE ¢ 3
Group Name Control 8000 ppm 20000 ppm 50000 ppm
SITE : Liver
TUMOR : hepatocellular adenoma
Tumor rate
OQuerall rates(a) 0/50( 0.0) 4/50( 8.0) 9/50( 18.0) 9/50( 18.0)
Adjusted rates(b) 0.0 9.30 20.93 21.05
Terminal rates(c) 0/33( 0.0) 4/43( 9.3) 8/43( 20.9) 8/38( 21.1)
Statistical analysis
Peto test
Standard method{(d) P = e
Prevalence method(d) P = 0.0032%x
Combined analysis{(d) P=—
Cochran-Armitage test{e) P = 0.0056%x
Fisher Exact test(e) P = 0.0688 P = 0.0029%x P = 0.0029%x
SITE  : Lliver
TUMOR : hepatocellular carcinoma
Tumor  rate
Ouerall rates(a) 0/50( 0.0) 0/50( 0.0) 5/50( 10.0) 5/50( 10.0)
Adjusted rates(b) 0.0 0.0 11.63 10.53
Terminal rates(c) 0/33( 0.0) 0/43( 0.0) 5/43( 11.8) 4/38( 10.5)
Statistical analysis
Peto test
Standard method(d) P =0.1138
Prevalence method(d) P = 0.0158%
Combined analysis(d) P = 0.0056*x
Cochran-Armitage test(e) P = 0.0081*x
Fisher Exact test(e) P = 0.5000 P = 0.0360% P = 0.0360%
SITE : Liver
TUMOR : hepatocellular adenoma,hepatocsllutar carcinoma
Tumor rate
Ouerall rates(a) 0/50( 0.0} 4/50( 8.0) 13/50( 26.0) 13/50( 26.0)
Adjusted rates(b) 0.0 9.30 30.23 31.58
Terminal rates(c) 0/33( 0.0) 4/43( 9.3) 13/43( 30.2) 12/38( 31.8)
Statistical analysis
Peto test
Standard method(d) P = 0.1138
Prevalence method{(d) P = 0,0003xx
Combined analysis{d) P = 0.0001%x
Cochran-Armitage test(s) P = 0.0002%x
Fisher Exact test(e) P = 0.0688 P = 0.0003*x P = 0.0003%x

(HPT3604)

BAIS3



SIUDY No. : 0242

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL * RAT F344/DuCrj
SEX : MALE PAGE : 4
Group Name Controt 8000 ppm 20000 ppm 50000 pom
SITE pancreas
TUMOR islet cell adencma
Towmor  rate
Querall rates(a) 3/50( 6.0) 2/50{ 4.0) 0/50( 0.0) 2/50( 4.0)
Adjusted rates(b) 8.33 4,65 0.0 4,26
Terminal rates(c) 2/33( 6.1) 2/43( 4.7) 0/43( 0.0) 1/38( 2.6)
Statistical analysis
Peto test
Standard method(d) Pz ——
Prevalence method{(d) P = 0.6405
Combined analysis{d) Pz
Cochran-Armitage test(e) P = 0.6779
Fisher Exact test(e) P = 0.4909 P =0.1325 P = 0.4909
SITE urinary bladder
TUMOR transitional cell carcinoma
Tumor rate
Ouerall rates(a) 0/50( 0.0) 1/50( 2.0) 4/50( 8.0) 3/50( 6.0)
Adjusted rates(b) 0.0 2.33 8.33 7.89
Terminal rates{c) 0/33( 0.0) 1/43( 2.3) 3/43( 17.0) 3/38( 7.9)
Statistical analysis
Peto test
Standard method(d) P=———
Prevalence method{(d) P = 0.0552
Combined analysis{d) P =
Cochran-Armitage test(e) P = 0.1193
Fisher Exact test(e) P = 0.4950 P = 0.0688 P = 0.1325
SITE uinary bladder
TUMOR transitional cell papilloma,transitional cell carcinoma
Tumor rate
Overall rates(a) 0/50( 0.0) 1/50( 2.0) 6/50( 12.0) 3/50( 6.0)
Adjusted rates(b) 0.0 2.33 12.50 7.89
Terminal rates(c) 0/33( 0.0) 1/43( 2.3) 4/43( 9.3) 3/38( 7.9)
Statistical analysis
Peto test
Standard method(d) P = e
Prevalence method(d) P = 0.0689
Combined analysis{d) P=—
Cochran-Armitage test(e) P = 0.1563
Fisher Exact test(e) P = 0.4950 P = 0.0190% P =0.1325

(HPT360A)

BAIS3



STUDY No. : 0242

—~—

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ RAT F344/DUCrj
SEX ¢ MALE PAGE : 5
Group Name Control 8000 ppm

20000 ppm

50000 ppm

Tomor rate

SITE @ pituitary gland
TUMOR ¢ adenoma

Ouerall rates(a) 15/49( 30.6) 10/50( 20.0) 10/50( 20.0) 10/50( 20.0)
Adjusted rates(b) 21.88 18.60 20.00 21.05
Terminal rates(c) 7/82( 21.9) 8/43( 18.8) 8/43( 18.6) 8/38( 21.1)
Statistical analysis
Petc test
Standard method{(d) P = 0.9390
Prevalence method(d) P = 0.5542
Combined analysis(d) P =10.8294
Cochran-Armitage test(e) P =0.3632
Fisher Exact test(e) P = 0.2377 P = 0.2377 P = 0.2377
SITE @ thyroid
TUMOR : C-cell adenoma
Tumor rate
Ouerall rates(a) 3/50( 6.0) 5/50( 10.0) 5/50( 10.0) 2/50( 4.0)
Adjusted rates(b) 7.50 11.63 11.63 5.00
Termimal rates(c) 1/33( 3.0) 5/43( 11.8) 5/43( 11.8) 1/38( 2.6)
Statistical analysis
Peto test
Standard method(d) P=——
Prevalence method{(d) P = 0.7528
Combined analysis{d) P=-——
Cochran-Armitage test{e) P = 0.4581
Fisher Exact test(e) P = 0.3790 P = 0.3790 P = 0.4909
SITE : thyroid
TUMOR : follicular adenocarcinoma
Tumor rate
Ouverall rates(a) 4/50( 8.0) 3/50( 6.0) 1/50( 2.0) 5/50( 10.0)
Adjusted rates(b) 12.12 6.98 2.33 13.16
Terminal rates(c) 4/33( 12.1) 3/43( 7.0 1/43( 2.3) 5/38( 13.2)
Statistical analysis
Peto test
Standard method(d) P=—
Prevalence method(d) P = 0.2775
Combined analysis{(d) P=-——
Cochran-Armitage test(e) P = 0.5408
Fisher Exact test(e) P = 0.48% P = 0.1998 P = 0.4883

(HPT3604)

BAIS3



STUDY No. : 0242 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL : RAT F344/DuCrj
SEX : MALE PAGE : 6
Group Name Controt 8000 ppm 20000 ppm 50000 ppm
SITE : thyroid
TUMOR : C-cell adenoma,C-cell carcinoma
Tumor rate
Ouerall rates(a) 3/50( 6.0) 7/50( 14.0) 8/50( 12.0) 2/50( 4.0)
Adjusted rates(b) 7.50 16.28 13.95 5.00
Terminal rates(c) 1/33( 3.0) 7/43( 18.3) 8/43( 14.0) 1/38( 2.6)
Statistical analysis
Peto test
Standard method(d) P=——
Prevatence method(d) P = 0.8244
Combined analysis(d) P= -
Cochran-Armitage test(e) P = 0.3202
Fisher Exact test(e) P = 0.1917 P = 0.2728 P = 0.4909
SITE : thyroid
TUMOR ¢ follicular adenoma,follicular adenocarcinoma
Tumor rate
Ouerall rates(a) 4/50( 8.0) 3/50( 6.0) 1/50( 2.0) 6/50( 12.0)
Adiusted rates(b) 12.12 6.98 2.33 14,63
Terminal rates(c) 4/33( 12.1) 3/43( 7.0) 1/43( 2.3) 5/38( 13.2)
Statistical analysis
Peto test
Standard method(d) P=——
Prevalence method{(d) P = 0.1360
Combined analysis(d) P= -
Cochran-Armitage test(e) P = 0.3002
Fisher Exact test(e) P = 0.4895 P = 0.1998 P = 0.3944
SITE : adrenal gland
TUMOR : pheochromocytoma
Tumor rate
Overatl rates(a) 6/50( 12.0) 10/50( 20.0) 12/50( 24.0) 3/50( 6.0)
Adjusted rates(b) 16.22 23.26 26.67 7.89
Terminal rates(c) 4/33( 12.1) 10/43( 23.3) 11/43( 25.6) 3/38( 7.9)
Statistical analysis
Peto test
Standard method(d) P= -
Prevalence method(d) P = 0.9270
Combined analysis(d) P=———
Cochran-Armitage test(e) P = 0.1665
Fisher Exact test(e) P = 0.2557 P =0.1474 P =0.2728

(HPT3604)

BAIS3



STUDY No. : 0242 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL : RAT F344/DCrj
SEX T MALE PAGE : 7
Group Name Control 8000 ppm 20000 ppm 50000 ppm
SITE : adrenal gland
TUMOR : phecchromocytoma,pheochiromocytomasmalignant
Tumor rate
Ouerall rates(a) 6/50( 12.0) 12/50( 24.0) 14/50( 28.0) 5/50( 10.0)
Adjusted rates(b) 16.22 25,58 28.89 13.18
Terminal rates(c) 4/33( 12.1) 11/43( 25.6) 12/43( 27.9) 5/38( 13.2)
Statistical analysis
Peto test
Standard method{d) P = 0.5873
Prevalence method{d) P = 0.8030
Combined analysis(d) P = 0.8226
Cochran-Armitage test(e) P = 0.3599
Fisher Exact test(e) P =0.1474 P = 0.0810 = 0.4872
SITE @ testis
TUMOR : interstitial cell tumor
Tumor rate
Ouerall ratss(a) 43/50( 86.0) 46/50( 92.0) 47/50( 94.0) 47/50( 94.0)
Adjusted rates(b) 97.14 95.74 97.92 97.44
Terminal rates{(c) 32/33( 97.0) 41/43( 95.3) 42/43( 97.7) 37/38( 97.4)
Statistical analysis
Peto test
Standard method(d) P=——
Prevalence method(d) P = 0.0876
Combined analysis(d) P=-——
Cochran-Armitage ‘test(e) P = 0.2322
Fisher Exact test(e) P = 0.4659 P = 0.4362 P = 0.4362
SITE : mammary gland
TUMOR : fibroadenoma
Tumor rate
Overall rates(a) 2/50( 4.0) 0/50( 0.0) 3/50( 6.0) 2/50( 4.0)
Adjusted rates(b) 6.06 0.0 6.98 4.35
Terminal rates(c) 2/33( 6.1) 0/43( 0.0) 3/43( 7.0) 1/38( 2.6)
Statistical analysis
Peto test
Standard method(d) P = we——
Prevalence methad(d) P = 0.3144
Combined analysis(d) P =~
Cochran-Armitage test{e) P = 0.6340
Fisher Exact test(e) P = 0.2574 P = 0.4909 P = 0.3088

(HPT3604)

BAIS3



STUDY No. : 0242

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ RAT F344/DuCrj
SEX : MALE PAGE : 8
Group Name Control 8000 ppm 20000 ppm 50000 ppm
SITE  : mammary gland
TUMOR : adenoma,Tibroadenoma
Tumor rate
Ouerall rates(a) 2/50( 4.0) 1/50( 2.0) 3/50( 6.0) 3/50( 6.0)
Adjusted rates(b) 6.08 2.33 6.98 .52
Terminal rates(c) 2/33( 6.1) 1/43( 2.3) 3/43( 7.0) 2/38( 5.3)
Statistical analysis
Peto test
Standard method(d) P=c—
Prevalence method(d) P =0.2273
Combined analysis(d) P=—
Cochran-Armitage test{e) P = 0.4453
Fisher Exact test(e) P = 0.4926 P = 0.4909 P = 0.4909
SITE : preputial/clitoral gland
TUMOR : adenoma
Tumor rate
OQuerall rates(a) 4/50( 8.0) 4/50( 8.0) 2/50( 4.0) 0/50( 0.0)
Adjusted rates(b) 9.09 9.30 4.65 0.0
Terminal rates(c) 3/33( 9.1) 4/43( 9.3) 2/43( 4.7) 0/38( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 1.0000 ?
Prevalence method(d) P = 0.9836
Combined analysis{(d) P = 0.9925
Cochran-Armitage test(e) P = 0.0356%
Fisher Exact test(e) P = 0.3579 P = 0.3574 P = 0.0688

(HPT3604)

BAIS3



STUDY No. : 0242 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANIMAL t RAT F344/DuCrj

SEX s MALE PAGE : g
Group Name Control 8000 ppm 20000 ppm 50000 ppm
SITE  : peritoneum
TUMOR : mesothelioma
Tumor rate
Ouerall rates(a) 0/50( 0.0) 3/50( 6.0) 2/50( 4.0) 1/50( 2.0)
Adjusted rates(b) 0.0 4,65 4.65 2.38
Terminal rates(c) 0/33( 0.0) 2/43( 4.7) 2/43( 4.7) 0/38( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.5618
Prevalence method(d) P = 0.3815
Combined analysis(d) P = 0.4870
Cochran-Armitage test{e) P = 0.9478
Fisher Exact test(e) P = 0.1325 P = 0.2574 P = 0.48950
(HPT3604) BAIS3

(8): 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): Beneath the control incidence are the P-values associated with the trend test.
Standard method @ Death analysis
Prevalence methad @ Incidental tumor test
Combined analysis : Death analysis + Incidental tumor test
{e): The Cochran-Armitage and Fisher exact test compare directly the ouerall incidence rates.
? ¢ The conditional probabities of the larsest and smallest possible out comes can rot estimated or this P-ualue is beyond the estimated P-value.
-———— 1! There is no data which should be statistical analysis.
Significant difference ; * 1 P = 0.05 *»* P £ 0,01
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STUDY No. : 0242

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL : RAT F344/DuCrj
SEX ¢ FEMALE PAGE : 10
Group Name Controt 8000 ppm 20000 ppm 50000 ppm
SITE : lung
TUMOR : bronchiolar-alueolar adenoma
Tumor rate
Ouerall rates(a) 1/50( 2.0) 0/50( 0.0) 3/50( 6.0) 0/50( 0.0)
Adjusted rates(b) 2.50 0.0 7.50 0.0
Terminal rates{c) 1/40( 2.5) 0/40( 0.0) 3/40( 17.5) 0/37( 0.0)
Statistical analysis
Peto test
Standard method{d) P= -
Prevalence method(d) P = 0.6319
Combined analysis{d) P = —meee
Cochran-Armitage test{e) P = 0.8322
Fisher Exact test(e) P = 0.4950 P = 0.3235 P = 0.4950
SITE spleen
TUMOR mononuctear cell leukemia
Tumor rate
Ouerall rates(a) 8/50( 12.0) 7/50( 14.0) 2/50( 4.0) 6/50( 12.0)
Adjusted rates(b) 7.50 5.00 5.00 8.11
Terminal rates(c) 3/40( 7.5) 2/40( 5.0) 2/40( 5.0) 3/37( 8.1)
Statistical analysis
Peto test
Standard method(d) P = 0.6283
Prevalence method(d) P = 0.3734
Combined analysis{(d) P = 0.5188
Cochran-Armitage test(e) P = 0.8698
Fisher Exact test(e) P = 0.4863 P = (.1606 P = 0.3807
SITE  + Ljver
TUMOR hepatocel lular adenoma
Tumor rate
Overall rates(a) 1/50( 2.0) 3/50( 8.0) 3/50( 6.0) 2/50( 4.0)
Adjusted rates(b) 2.17 7.50 7.50 5.41
Terminal rates(c) 0/40( 0.0) 3/40( 7.5) 3/40( 17.5) 2/37( 5.4)
Statistical analysis
Peto test
Standard method(d) P=-—-
Prevalence method(d) P = 0.4239
Combined analysis(d) P=-—
Cochran-Armitage test(e) P = 0.8787
Fisher Exact test(e) P = 0.3235 P = 0.3235 P = 0.4926

(HPT360A)

BAIS3



-

STUDY No. : 0242 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL : RAT F344/DuCrj
SEX : FEMALE PAGE : 11
Group Name Controt 8000 ppm 20000 ppm 50000 ppm
SITE : Lliver
TUMOR : hepatocellular adenoma,hepatacel lular carcinoma
Tumor rate
Ouerall rates(a) 1/50( 2.0) 3/50( 6.0) 4/50( 8.0) 2/50( 4.0)
Adjusted rates(b) 2.17 7.50 10.00 5.41
Terminal rates(c) 0/40( 0.0) 3/40( 17.5) 4/40( 10.0) 2/37( 5.4)
Statistical analysis
Peto test
Standard method(d) P=———
Prevatence method(d) P = 0.4204
Combined analysis(d) P = e
Cochran-Armitage test(e) P = 0.8778
Fisher Exact test(e) P = (.3235 P = 0.1998 P = 0.4926
SITE @ Kidney
TUMOR : renal cell adenoma
Tumor  rate
Querall rates(a) 0/50( 0.0) 3/50( 6.0) 6/50( 12.0) 4/50( 8.0)
Adjusted rates(b) 0.0 7.50 14.63 8.89
Terminal rates(c) 0/40( 0.0) 3/40( 7.5) 5/40( 12.5) 3/37( 8.1)
Statistical analysis
Peto test
Standard method(d) P=
Prevalence method(d) P = 0.08937
Combined analysis(d) P=——
Cochran-Armitage test(e) P = 0.1717
Fisher Exact test(s) P =0.1325 P = 0.0180% = (,0688
SITE @ kidney
TUMOR : renal cell adenoma,renal cell carcinoma
Tumor rate
Querall rates(a) 0/50( 0.0) 3/50( 6.0) 8/50( 12.0) 5/50( 10.0)
AMjusted rates(b) 0.0 7.50 14.83 9.08
Terminal rates(c) 0/40( 0.0) 3/40( 17.5) 5/40( 12.5) 3/37( 8.1)
Statistical analysis
Peto test
Standard method{(d) P =0.1225
Prevalence method(d) P = 0.0899
Conbined analysis(d) P = 0.0441%
Cochran-Armitage test(e) P = 0.0775
Fisher Exact test(e) P =0.1825 P = 0.0190% P = 0.0360%

(HPT3604)

BAIS3



STUDY No. : 0242

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ RAT F344/DuCrj
SEX : FEMALE PAGE : 12
Group Name Control 8000 ppm 20000 ppm 50000 ppm
SITE : wurinary bladder
TUMOR : transitional cell carcinoma
Tunor rate
Ouerall rates(a) 0/50( 0.0) 2/50( 4.0) 3/50( 6.0) 2/50( 4.0)
Adjusted rates(b) 0.0 5.00 7.50 5.41
Terminal rates(c) 0/40( 0.0) 2/40( 5.0) 3/40( 17.5) 2/37( 5.4)
Statistical analysis
Peto test
Standard method(d) P=——-
Prevalence method(d) P = 0.1871
Combined analtysis(d) P=—-
Cochran-Armitage test(e) P = 0.4236
Fisher Exact test(e) P = 0.2574 P = 0.1325 P =0.2574

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

SITE : pituitary gland
TUMOR : adenoma

16/50( 32.0)
32.50
13/40( 32.5)

= 0.2625

11/50( 22.0)
21.43
8/37( 16.2)

P = 0.4072

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

11/50( 22.0) 12/50( 24.0)
22.50 26.19
8/40( 22.5) 9/40( 22.5)
P = 0.3824
P = 0.5781
P = 0.5235
P = 0.9383
P = 0.4826
SITE : pituitary gland
TUMOR : adenoma,adenocarcinoma
11/50( 22.0) 12/50( 24.0)
22.50 26.19
9/40( 22.5) 9/40( 22.5)
P = 0.3869
P = 0.5771
P = 0.5214
P = 0.9421
P = 0.4826

17/50( 34.0)
32,50
13/40( 32.5)

P = 0.2154

11/50( 22.0)
21.43
6/37( 16.2)

P = 0.4072

(HPT3604)

BAIS3



STUDY No. : 0242

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL : RAT F344/DuCrj
SEX ¢ FEMALE PAGE 13
Group Name Controt 8000 ppm 20000 ppm 50000 ppm
SITE thyroid
TUMOR ¢ C-cell adencma
Tumor rate
OQuerall rates(a) 5/50( 10.0) 2/50( 4.0) 5/50( 10.0) 1/48( 2.0)
Adjusted rates(b) 10.42 5.00 10.00 2.70
Terminal rates(c) 4/40( 10.0) 2/40( 5.0) 4/40( 10.0) 1/37¢ 2.7)
Statistical analysis
Peto test
Standard method(d) P = 0.3825
Prevalence method(d) P = 0.9078
Combined analysis(d) P = 0.8951
Cochran-Armitage test(e) P = 0.1947
Fisher Exact test(e) P = 0.2425 P = 0.3710 P = 0.1261
SITE adrenal gland
TUMOR pheochromocy toma
Tumor rate
Ouerall rates(a) 0/50( 0.0) 3/50( 8.0) 2/50( 4.0) 3/50( 6.0)
Adjusted rates(b) 0.0 7.50 4.55 8.11
Terminal rates(c) 0/40( 0.0) 3/40( 17.5) 1/40( 2.5) 3/37( 8.1)
Statistical analysis
Peto test
Standard method(d) P = —mee
Prevalence method(d) P = 0.1426
Combined analysis(d) P = -
Cochran-Armitage test(e) P = 0.2705
Fisher Exact test{e) P = 0.1325 P = 0.2574 P =0.1325
SITE adrenal gland
TUMOR pheochromacy toma , pheochromocytomatmal ignant
Tumor rate
Ouerall rates(a) 1/50( 2.0) 3/50( 6.0) 2/50( 4.0) 4/50( 8.0)
Adjusted rates(b) 0.0 7.50 4,55 10.81
Terminal rates{c) 0/40( 0.0) 3/40( 17.5) 1/40( 2.5) 4/87( 10.8)
Statistical analysis
Peto test
Standard method(d) P = 1.0000 ?
Prevalence method(d) P = 0.0640
Combined analysis{d) P =0.,1268
Cochran-Armitags test(s) P = 0.2385
Fisher Exact test(e) P = 0.3235 P = 0.4928 P = 0.1998

(HPT3604)

BAIS3



—

STUDY No. : 0242 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANIMAL t RAT F344/DuCrj

SEX ¢ FEMALE

PAGE : 14
Group Name Control 8000 ppm 20000 ppm 50000 ppm
SITE : uterus
TUMOR : endometrial stromal palyp
Tumor rate
Ouerall rates(a) 4/50( 8.0) 9/50( 18.0) 8/50( 16.0) 5/50( 10.0)
Adjusted rates(b) 8.30 20.00 17.07 13.51
Terminal rates(c) 3/40( 7.5) 8/40( 20.0) 6/40( 15.0) 5/37( 13.5)
Statistical analysis
Peto test
Standard method(d) P2
Prevalence method(d) P = 0.5848
Combined analysis(d) P =
Cochran-Armitage test(e) P = 0.7820
Fisher Exact test(e) P = 0.1562 P = 0.2169 P = 0,4883
SITE : uterus
TUMOR : endometrial stromal sarcoma
Tumor  rate
Ouerall rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 3/50( 6.0)
Adjusted rates(b) 0.0 0.0 0.0 2.63
Terminal rates(c) 0/40( 0.0) 0/40( 0.0) 0/40( 0.0) 0/37( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.0164% ?
Prevalence method(d) P = 0.1137
Combined analysis{(d) P = 0.0032xx?
Cochran-Armitage test(e) P = 0.0051%x
Fisher Exact test(s) P = 0.5000 P = 0.5000 P = 0.1325
SITE : mammary gland
TUMOR : fibroadenoma
Tumor rate
Ouerall rates(a) 3/50( 6.0) 2/50( 4.0) 3/50( 6.0) 9/50( 18.0)
Adjusted rates(b) 7.50 5.00 7.50 17.07
Terminal rates(c) 3/40( 17.5) 2/40( 5.0) 3/40( 7.5) 6/37( 16.2)
Statistical analysis
Peto test
Standard method{(d) P = 0.0172* ?
Prevalence method{(d) P = 0.0299x
Combined analysis{(d) P = 0.0057%x
Cochran-Armitage test(e) P = 0.0094*x
Fisher Exact test(e) P = 0.4908 P = 0.3392 P = 0.0898

(HPT3604)

BAIS3



STUDY No. : 0242 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANIMAL ¢ RAT F344/DuCrj

SEX ¢ FEMALE PAGE : 15
Group Name Control 8000 ppm 20000 ppm 50000 ppm
SITE  : mammary gland
TUHOR : adenoma,fibroadencma
Tumor rate
OQuerall rates(a) 3/50( 6.0) 4/50{ 8.0) 3/50( 6.0) 10/50( 20.0)
Adjusted rates{b) 7.50 7.50 7.50 18.860
Terminal rates(c) 3/40( 17.5) 3/40( 7.5) 3/40( 7.5) 6/37( 16.2)
Statistical analysis
Peto test
Standard method(d) P = 0.0822
Prevalence method(d) P = 0.0221%
Combined analysis(d) P = 0.0077xx
Cachran—Armitage test(e) P = 0.0122%
Fisher Exact test(e) P = 0.489%5 P = 0.3392 P = 0.0604
SITE : mammary gland
TUMOR : adenoma,fibroadenoma,adenocarcinoma
Tumor rate
Ouerall rates(a) 3/50( 6.0) 4/50( 8.0) 5/50( 10.0) 10/50( 20.0)
Adjusted rates(b) 7.50 7.50 10.00 18.60
Terminal rates(c) 3/40( 7.5) 3/40( 17.5) 4/40( 10.0) 8/37( 16.2)
Statistical analysis .
Peto test
Standard method(d) P = 0.1061
Prevalence methad(d) P = 0.0242%
Combined analysis{d) P = 0.0008%x
Cochran-Armitage test(e) P = 0.0157%
Fisher Exact test(s) P = 0.48%5 P = 0.3790 P = 0.0604
(HPT3604) BAIS3

(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-ualues 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 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-ualue.
——— : There is no data which should be statistical analysis.
Significant difference *x: P = 0,05 ¥ : P = 0,01



APPENDIX N 3

NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANIMALS

MOSUE : MALE



STUDY No. : 0243

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ MOUSE Crj:BDF1
SEX ¢ MALE PAGE : 1
Group Name Control 3200 ppm 8000 ppm 20000 ppm
SITE : lung
TUMOR : bronchiolar-alueolar adenoma
Turor rate
Ouerall rates(a) 1/49( 2.0) 3/50( 6.0) 2/50( 4.0) 1/50( 2.0)
Adjusted rates(b) 2.44 7.14 5.41 2.38
Terminal rates(c) 1/41( 2.4) 2/41( 4.9) 2/37( 5.4) 1/42( 2.4)
Statistical analysis
Peto test
Standard methad(d) P= -
Prevalence method(d) P = 0.6483
Combined analysis(d) P = -
Cochran-Armitage test{e) P = 0.6385
Fisher Exact test{e) P = 0.3312 P = 0.4851 P =0.2426
SITE : lung
TUMOR : bronchiolar-alueolar adenoma,bronchiolar-alueslar carcinoma
Tumor rate
Ouerall rates(a) 2/49( 4.1) 4/50( 8.0) 4/50( 8.0) 1/50( 2.0)
Adjusted rates(b) 4.65 9.52 8.11 2.38
Terminal rates{c) 1/41( 2.4) 3/41( 17.3) 3/37( 8.1) 1/42( 2.4)
Statistical analysis
Peto test
Standard method(d) P = 0.3941
Prevalence method(d) P = 0.8039
Combined analysis(d) P = 0.7909
Cochran-Armitage test{e) P = 0.3815
Fisher Exact test(e) P = 0.3668 P = 0.3668 = 0.5000
SITE : lymph node
TUMOR : malignant lymphoma
Tumor rate
Queratl rates(a) 2/49( 4.1) 4/50( 8.0) 4/50( 8.0) 3/50( 6.0)
Adjusted rates(b) 4,88 4,88 8.11 4.76
Terminal rates(c) 2/41( 4.9) 2/41( 4.9) 3/37( 8.1) 2/42( 4.8)
Statistical analysis
Peto test
Standard method(d) P = 0.4018
Prevalence method(d) P = 0.4925
Conbined analysis(d) P = 0.4509
Cochran-Armitage test(e) P = 0.9131
Fisher Exact test(e) P = 0.3668 P = 0,3668 P = 0.4816

(HPT3604)

BAIS3



STUDY No. : 0243

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ MOUSE Crj:BDF1
SEX ¢ MALE PAGE : 2
Group Name Control 3200 ppm 8000 ppm 20000 ppm
SITE Liver
TUMOR hepatocsl lular adenoma
Tumor rate
Querall rates(a) 4/49( 8.2) 6/50( 12.0) 1/50( 2.0) 5/50( 10.0)
Adjusted rates(b) 9.76 14.83 2.70 11.90
Terminal rates(c) 4/41( 9.8) 6/41( 14.6) 1/37( 2.7) 5/42( 11.9)
Statistical analysis
Petoc test
Standard method(d) P=
Prevalence method(d) P = 0.4730
Combined analysis{d) P= -
Cochran-Armitage test(e) P = 0.8515
Fisher Exact test(e) P = 0.4066 P =0.1936 P = 0.4783
SITE Liver
TUMOR histiogcytic sarcoma
Tumor rate
OQuerall rates(a) 2/49( 4.1) 4/50( 8.0) 5/50( 10.0) 3/50( 6.0)
Adjusted rates(b) 0.0 2.44 0.0 0.0
Terminal rates(c) 0/41( 0.0) 1/41( 2.4) 0/37( 0.0) 0/42( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.4006
Prevatence method(d) P = 0.5453
Combined analysis{d) P = 0.4660
Cochran-Armitage test(e) P = 0.9113
Fisher Exact +test(e) P = 0,3668 P = 0.2510 = 0.4816
SITE Liver
TUMOR hepatocel lular carcinoma
Tumor rate
OQuerall rates(a) 1/49( 2.0) 3/50( 6.0) 0/50( 0.0) 0/50( 0.0)
Adjusted rates(b) 2.44 4.88 0.0 0.0
Terminal rates(c) 1/41( 2.4) 2/41( 4.9) 0/37( 0.0) 0/42( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.5565
Prevalence method(d) P = 0.9107
Combined analysis{d) P = 0.9354
Cochran-Armitage test(e) P = 0.1480
Fisher Exact test(e) P = 0.3312 P = 0.5000 P = 0.5000

(HPT3604)

BAIS3



STUDY No. : 0243 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANIMAL * MOUSE Crj:BDF1

SEX ¢ MALE

PAGE : 3
Group Name Control 3200 ppm 8000 ppm 20000 ppm
SITE ¢ liver
TUMOR : hepatacellular adenoma,hepatocellular carcinoma
Tumor rate
Ouverall rates(a) 5/49( 10.2) ’ 9/50( 18.0) 1/50( 2.0) 5/50( 10.0)
Adjusted rates(b) 12.20 19.51 2.70 11.90
Terminal rates(c) 5/41( 12.2) 8/41( 19.5) 1/37( 2.7) 5/42( 11.9)
Statistical analysis
Peto test
Standard method(d) P = 0.5565
Prevalence method(d) P = 0.6847
Combined analysis{d) P = 0.7323
Cochran-Armitage test(e) P = 0.5351
Fisher Exact test(e) P = 0.2494 P =0.1163 P = 0.3592
SITE  : Harderian gland
TUMOR : adenoma
Tumor rate
Ouverall rates(a) 0/49( 0.0) 1/50( 2.0) 2/50( 4.0) 3/50( 6.0)
Adjusted rates(b) 0.0 2.44 5.41 7.14
Terminal rates(c) 0/41( 0.0) 1/41( 2.4) 2/37( 5.4) 3/42( 17.1)
Statistical analysis
Peto test
Standard method(d) P = -
Prevalence method(d) P = 0.0517
Combined analysis(d) P =
Cochran-Armitage test(e) P = 0.0792
Fisher Exact test(e) P = 0.4900 P = 0.2626 P =0.1364
(HPT3604) BAIS3

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

(b): Kaplan-Neire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.
(c): Observed tumor incidence at terminal kill.

(d): Beneath the control incidence are the P-ualues 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 overall incidence rates.

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

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

Significant difference ; ¥ P < 0,05 x* P < 0,01



STUDY No. : 0243

NEOPLASTIC LESIONS~INCIDENCE AND STATISTICAL ANALYSIS
ANIMAL : MOUSE Crj:BDF1
SEX © MALE PAGE : 1
Group Name Control 3200 ppm 8000 ppm 20000 ppm
SITE : ALL SITE
TUMOR : histiocytic sarcoma
Tumor rate
OQuerall rates(a) 5/49( 10.2) 7/50( 14.0) 7/50( 14.0) 7/50( 14.0)
Adjusted rates(b) 7.32 9.76 2.70 4,76
Terminal rates(c) 3/41( 17.3) 4/41( 9.8) 1/37( 2.7) 2/42( 4.8)
Statistical analysis
Peto test
Standard methad(d) P = 0.1637
Prevalence method(d) P = 0.7660
Combined analysis(d) P = 0.3687
Cochran-Armitage test(e) P = 0.6864
Fisher Exact test(e) P = 0.4195 P = 0.419% P = 0.4195
SITE : ALL SITE
TUMOR : malignant Lymphoma
Tumor rate
Oueratl rates(a) 3/49( 6.1) 8/50( 12.0) 4/50( 8.0) 5/50( 10.0)
Adjusted rates(b) 7.32 9.76 8.11 9.52
Terminal rates(c) 3/41( 17.3) 4/41( 9.8) 3/37( 8.1) 4/42( 9.5)
Statistical analysis
Peto test
Standard method(d) P = 0.4018
Prevalence method{(d) P = 0.3970
Combined analysis{d) P = 0.3735
Cochran-Armitage test(e) P = 0.7426
Fisher Exact test(e) P = 0.2829 P = 0.4788 P = 0,3898

(HPT360A)

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

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

(c): Observed tumor incidence at 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
Combined analysis @ Death analysis + Incidental tumor test
(e): The Cochran-Armitage and Fisher exact test compare directly the overall incidence rates.
?:

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

——=—— 1 There is no data which should be statistical analysis.
Significant difference ; * 1 P = 0,05 *x 1 P £ 0,01

BAIS3
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NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANIMALS
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STUDY No. @ 0243

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ MOUSE Crj:BDF1
SEX i FEMALE PAGE : 4
Group Name Control 8000 ppm 20000 ppm 50000 ppm
SITE : lung
TUMOR : bronchiclar-alueolar adenoma
Tumor rate
Querall rates(a) 1/50( 2.0) 2/50( 4.0) 4/50( 8.0) 0/50( 0.0)
Adjusted rates(b) 2.86 6.25 10.53 0.0
Terminal rates(c) 1/35( 2.9) 1/31( 3.2) 3/34( 8.8) 0/34( 0.0)
Statistical analysis
Peto test
Standard method(d) P = —me
Prevalence methad(d) P = 0.78%
Combined analysis(d) Pz -
Cochran-Armitage test(e) P = 0.4120
Fisher Exact test(e) P = 0,4926 P = 0.1998 P = 0.4950
SITE : lung
TUMOR bronchiolar-alusalar adenoma,bronchiolar-aluestar carcincma
Tumor  rate
Querall rates(a) 3/50( 6.0) 4/50( 8.0) 8/50( 12.0) 1/50( 2.0)
Adjusted rates(b) 8.57 9.38 15.79 0.0
Terminal rates({c) 3/35( 8.6) 2/31( 86.5) 4/34( 11.8) 0/34( 0.0)
Statistical analysis
Peto test
Standard method(d) P = {.2547
Prevalence method{(d) P = 0.9307
Combined analysis(d) P = 0.8548
Cochran-Armitage test(e) P = 0.3002
Fisher Exact test(e) P = 0.4895 = (.2728 P = (.3235
SITE ¢ lymph node
TUMOR : wmalignant lymphoma
Tumor rate
Querall rates(a) 11/50( 22.0) 13/50( 26.0) 7/50( 14.0) 7/50( 14.0)
Adjusted rates(b) 20.00 16.13 8.82 5.88
Terminal rates(c) 7/35( 20.0) 5/31( 16.1) 3/34( 8.8) 2/34( 5.9)
Statistical analysis
Peto test
Standard method{(d) P = 0.5802
Prevalence method{(d) P = 0.9690
Combined analysis{(d) P = 0.9127
Cochran-Armitage test(e) P = 0.16830
Fisher Exact test(e) P = 0.4450 P = 0.2711 P = 0.2711

(HPT3604)

BAIS3



STUDY No. : 0243

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL ¢ MOUSE Crj:BDF1
SEX ¢ FEMALE PAGE : 5
Group Name Control 8000 ppm 20000 ppm 50000 ppm
SITE splesn
TUMOR malignant Lymphoma
Tumor rate
Ouerall rates(a) 4/50( 8.0) 1/50( 2.0) 4/50( 8.0) 0/49( 0.0)
Adjusted rates(b) 11.43 3.23 8.82 0.0
Terminal rates(c) 4/35( 11.4) 1/31( 3.2) 3/34( 8.8) 0/33( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.3828
Prevalence method(d) P = 0.9606
Combined analysis(d) P = 0.8471
Cochran-Armitage test{e) P = 0.1204
Fisher Exact test(e) P =0.1998 P = 0.3579 P = 0.0715
SITE : Liver
TUMOR hepatocsllular adenoma
Tumor rate
OQuerall rates(a) 2/50( 4.0) 3/50( 6.0) 6/50( 12.0) 20/50( 40.0)
Adjusted rates(b) 5.71 9.68 15.79 58.82
Terminal rates{(c) 2/35( 5.7) 3/31( 9.7) 5/34( 14.7) 20/34( 58.8)
Statistical analysis
Peto +test
Standard method(d) P= o
Prevatence method(d) P < 0.0001xx
Combined analysis(d) P= -
Cochran-Armitage test(e) P < 0.0001%x
Fisher Exact test(e) P = 0.4909 P = 0.1606 P = 0.0003%x
SITE ¢ Lliver
TUMOR histiocytic sarcoma
Tumor  rate
Overall rates(a) 0/50( 0.0) 3/50( 6.0) 4/50( 8.0) 3/50( 6.0)
Adjusted rates(b) 0.0 0.0 2.56 0.0
Terminal rates(c) 0/35( 0.0) 0/31( 0.0) 0/34( 0.0) 0/34( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.16845
Prevalence method(d) P = 0.4029
Combined analysis(d) P = 0.1764
Cochran-Armitage test(e) P = 0.3135
Fisher Exact test(e) P =0.1325 P = 0.0688 P =10.1325

(HPT3604)

BAIS3



STUDY No. : 0243

NEOPLASTIC LESIONS-INCIDENGE AND STATISTICAL ANALYSIS

ANIMAL + MOUSE Crj:BDF1
SEX ¢ FEMALE PAGE : 6
Group Name Cantrol 8000 ppm 20000 ppm 50000 ppm
SITE Liver
TUMOR hemangiosarcoma
Tumor rate
Ouerall rates(a) 3/50( 6.0) 1/50( 2.0) 1/50( 2.0) 1/50( 2.0)
Adjusted rates(b) 5.71 3.23 0.0 2.94
Terminal rates(c) 2/35( 5.7) 1/81( 3.2) 0/34( 0.0) 1/34( 2.9)
Statistical analysis
Peto test
Standard method(d) P = 0.7236
Prevalence method(d) P = 0.6784
Combined analysis(d) P = 0.7963
Cochran-Armitage test(e) P = 0.3947
Fisher Exact test{e) P = 0.3235 P = 0.3235 P = 0.3235
SITE Liver
TUMOR hepatocellular carcinoms
Tumor rate
Ouverall rates(a) 0/50( 0.0) 2/50( 4.0) 5/50( 10.0) 12/50( 24.0)
Adjusted rates(b) 0.0 6.45 8.82 29.41
Terminal rates(c) 0/35( 0.0) 2/31( 8.5) 3/34( 8.8) 10/34( 29.4)
Statistical analysis
Peto test
Standard method(d) P = 0.1852
Prevalence method(d) P < 0.0001xx
Combined analysis{(d) P < 0.0001%x
Cochran-Armitage test(e) P < 0.0001%x
Fisher Exact test(e) P = 0.2574 P = 0.0360% P = 0.0005%x
SITE Liver
TUMOR hepatocellular adenoma,hepatocellular carcinoma
Tumor rate
OQuerall rates(a) 2/50( 4.0) 5/50( 10.0) 11/50( 22.0) 26/50( 52.0)
Adjusted rates(b) 5.71 16,13 25.00 70.59
Terminal rates(c) 2/35( 5.7) 5/31( 16.1) 8/34( 23.5) 24/34( 70.6)
Statistical analysis
Peto test
Standard method(d) P = 0.1852
Prevalence method(d) P < 0.0001%x7
Combined analysis(d) P < 0.0001%x?
Cochran-Armitage test(e) P < 0.0001%x
Fisher Exact test(e) P = 0.2425 P = 0.0170% P < 0.0001*x

(HPT3604)

BAIS3



STUDY No. : 0243 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANINAL : MOUSE Crj:BDF1

SEX : FEMALE PAGE : 7

Group Name Controt 8000 ppm 20000 ppm 50000 ppm

SITE @ uterus
TUMOR : histioccytic sarcoma

Tumor rate
Overall rates(a) 6/50( 12.0) 12/50( 24.0) 7/50( 14.0) 7/50( 14.0)
Adjusted rates(b) 2.86 18.35 5.88 11.63
Terminal rates{c) 1/35( 2.9) 6/31( 18.4) 2/34( 5.8) 3/34( 8.8)
Statistical analysis
Peto test
Standard method(d) P = 0.8854
Prevalence method{d) P = 0.2838
Combined analysis{(d) P = 0.8873
Cochran-Armitage test(e) P = (.699%
Fisher Exact test(e) P =0.1474 P = 0.4863 P = 0.4863

SITE : Harderian gland
TUMOR : adenoma
Tumor rate
Ouerall rates(a) 1/50( 2.0) 2/50( 4.0) 3/50( 6.0) 3/50( 6.0)
Adjusted rates(b) 2.86 5.13 7.32 8.33
Terminal rates{(c) 1/35( 2.9) 1/31( 8.2) 2/34( 5.9) 2/34( 5.9)
Statistical analysis
Peto test
Standard method(d)
Prevalence method(d)
Combined analysis(d) e
Cochran-Armitage test(e) 0.3645
Fisher Exact test(e) P = 0.4926 P = 0.3235 P =0.3235

I
i
|

0.1766

ha=lie v Hie - lie -}
mnw o uon

(HPT3604) BAIS3

(a): Number of tumor-bearing animals/nurber of animals examined at the site.
(b): Kaplan-teire 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-ualues assaciated with the trend tost.
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 overall incidence rates.
? ¢ The conditional probabities of the largest and smallest possible out comes can not estimated ar this P-value is beyond the estimated P-ualue.
-———  There is no data which should be statistical analysis.
Significant difference ; * 1P = 0.05 ** P < 0,01



STUDY No. : 0243

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL : MOUSE Crj:BDF1
SEX ¢ FEMALE PAGE : 2
Group Name Control 8000 ppm 20000 ppm 50000 ppm
SITE ALL SITE
TUMOR histioeytic sarcoma
Tumor rate
Ouerall rates(a) 6/50( 12.0) 18/560( 36.0) 11/50( 22.0) 11/50( 22.0)
Mdjusted rates(b) 2.86 25.81 7.69 14.83
Terminal rates(c) 1/35( 2.9) 8/31( 25.8) 2/34( 5.9) 4/34( 11.8)
Statistical analysis
Peto test
Standard method(d) P = 0.6823
Prevalence method(d) P = 0.2553
Combined analysis{(d) P = 0.4854
Cochran-Armitage test(e) P = 0.8805
Fisher Exact test{e) P = 0.0222% P = 0.1955 P =0.1955
SITE ALL SITE
TUMOR matignant lymphoma
Tumor rate
Ouerall rates(a) 15/50( 30.0) 14/50( 28.0) 11/50( 22.0) 7/50( 14.0)
Adjusted rates(b) 31.43 19.35 17.65 5.88
Terminal rates(c) 11/35( 31.4) 6/31( 18.4) 6/34( 17.8) 2/34( 5.9)
Statistical analysis
Peto test
Standard method(d) P = 0.5762
Prevalence method(d) P = 0.9965
Combined analysis{d) P = 0.9770
Cochran-Armitage test(e) P = 0,0395%
Fisher Exact test(e) P = 0.4810 P = 0.3167 = 0.0941
(HPT360A) BAIS3

(8): Number of tumor-bearing animals/number of animals examined at the site.
(b): Kaptan-Neire estimated tumor incidence at the end of the study after adjusting far intercurent mortality.
(c): Observed tumor incidence at terminal kill.
(d): Beneath the control incidence are the P-valuss associated with ths trend test.
Standard method @ Death analysis
Prevalence method @ Incidental tumor test

Combined analysis : Death analysis +
(e): The Cochran-Armitage and Fisher exact test compare directly the ousrall incidence rates.
?

Incidental tumor test

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

Significant difference

* 1 P = 0.0

¥ P 5 0,01



APPENDIX O 1
HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (2-YEAR STUDY: SUMMARY)

RAT: MALE : ALL ANIMALS



STUDY NO. : 0242 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUXMARY)

ANTMAL : RAT F344/DuCrj ALL ANINALS (0-105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE : 1
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings,

[Respiratory system]

nasal cauit <60> <50> <50 <50>
teukemic cell infiltration 1 0 0 0
metastasisipancreas tumor 0 0 0 1

lung <50> <50 <50 50>
tetkemic cell infiltration 4 1 1 0
metastasis:thyroid tumor 1 1 0 0
metastasisipancrsas tumor 0 0 0 1
metastasis:bone tumor 0 0 1 1
metastasis:preputial/clitoral gland tumor 1 0 0 0

[Hematopoietic system]

bone marrow <50> <G0> &0 <50>
leukemic cell infiltration 4 1 1 1

tymph node <50> <50 <50 <50
leukemic cell infiltration 3 0 0 0

[Circulatory system]

heart <50> 50> 50> <50>
leukemic cell infiltration 1 0 0 1
metastasis:thyroid tumor 1 0 0 0

[Digestive system]

salivary gl <50 <50> <50> <500
leukemic cell infiltration 1 0 0 0
<a> a : Number of animals examined at the site
b b : Number of animals with lesion

(JPT150) BAIS3



STUDY NO. ¢ 0242 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX © MALE PAGE : 2

Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings

[Digestive system]

stomach <50> <50> 50> <50
leukemic cell infiltration 1 0 0 0

small intes <560> <50> <50 <50>
leukemic cell infiltration 1 0 0 0

largs intes <50> <50> <50> B0
leukemic cell infiltration 1 0 0 0

Liver <50> <50 <50> <50>
leukemic cell infiltration 5 1 1 1

pancreas <50> <50 <B0> <50
teukemic cell infiltration 2 0 0 0

[Urinary system]

kidney <50 <50 <50 <50>
leukemic cell infiltration 3 1 1 0
metastasis:pancreas tumor 0 0 0 1

urin bladd (&1 <50 <50 EH
teukemic cell infiltration 1 0 0 0

[Endocrine systenm)

pituitary <49 <50> <50 B0
Leukemic cell infiltration 1 0 0 0
metastasis:pancreas tumor 0 0 0 1

thyroid <50> <50> <BO> (6104
teukemic cell infiltration 1 0 0 0

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

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO.  : 0242

HISTOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

ANTMAL : RAT F344/DuCrj ALL ANIMALS (0~105W)

REPORT TYPE : Al

SEX T MALE PAGE : 3

Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings,

[Endocrine system]

adrenal 50> <50> <50 <500
leukemic cell infiltration 2 1 1 1
metastasisipancreas tumor 0 0 0 1

[Reproductive system]

prostate <60> <50> <50 <50>
leukemic cell infiltration 1 0 0 0

[Nervous system]

brain <50 <B0> <50> <60>
leukemic cell infiltration 2 1 1 0

[Musculoskeletal system]

muscle <50> <50> <50 <50>
leukemic cell infiltration 0 1 0 0
metastasis:pancreas tumor 0 0 0 1

[Body cavities]

pleura <50> <50> <50 (G
metastasis:bone tumor 0 0 0 1

retroperit <50 <B <502 (6510
metastasis:preputial/clitoral gland tumor 1 0 0 0

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

b b ¢ Number of animals with lesion
(JPTI50)

BAIS3



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

RAT: FEMALE : ALL ANIMALS



STUDY NO.  : 0242

HISTOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

_ ANIMAL : RAT F344/DuCrj ALL ANINALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 1
Group Name Controt 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Organ Findings
[Respiratory system]
nasal cavit 60> <50> <50> <50
leukemic cell infiltration 0 0 0 1
tung <50> (61 50> <BO
leukemic cell infiltration 4 6 1 4
metastasis:bone tumor 0 0 1 0
metastasis:mammary gland tumor 0 0 1 0
metastasis:mediastinum tumor 1 0 0 0
{Hematopoietic system]
bone marrow <500 50> 60> <50>
teukemic cell infiltration 0 3 0 3
tymph node <50> <50> <50> <50>
leukemic cell infiltration 3 0 0 3
metastasisiuterus tumor 0 0 0 1
[Circulatory system]
heart <560> <50> <B0> <50>
leukemic cell infiltration 0 1 0 1
metastasis:imediastinum tumor 1 0 0 0
[Digestive system]
tongue <50> <50> <50> <50>
metastasisisubcutis tumor 0 1 0 0
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(JPT150) BAIS3



STUDY NO.
ANIHAL

© 0242
© RAT F344/DuCrj

HISTOLOGICAL FINDINGS :

ALL ANIMALS (0-105W)

METASTASIS OF TUMOR (SUMMARY)

REPORT TYPE : Al
SEX : FEMALE PAGE : 2
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings

[Digestive system]

salivary gt 50> <50> <50> <50>
leukemic cell infiltration 1 0 0 0

stomach <50> <50> <50 <505
leukemic cell infiltration 1 0 0 0
metastasis:uterus tumor 0 0 1 0

small intes <50> <50> <50> <50>
leukemic cell infiltration 1 0 0 0

large intes <50> <500 <50> <50>
leukemic cell infiltration 1 0 0 0

Liver <50> <50> <50 <50>
leukemic cell infiltration 5 7 1 6
metastasis:uterus tumor 0 0 1 1

pancreas GO <50 <50> <50>
leukemic cell infiltration 2 0 0 1

{Urinary system]

kidney <50> <50 <50> <50>
leukemic cell infiltration 1 3 2 3
metastasisimediastinum tumor 1 0 0 0

{Endocrine system]

pituitary <50 <50> <50> <50>
leukemic cell infiltration 1 0 0 1

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

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. ¢ 0242

HISTOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

ANITMAL : RAT F344/DuCrj ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 3

Group Name Control 8000 ppm 20000 ppm 50000 pom
No. of Animals on Study 50 50 50 50

Organ Findings,

[Endocrine system}

adrenal <50 <50> <50> <50>
leukemic cell infiltration 3 3 1 3

[Reproductive system)

ovary <50> <50> <50> <50>
leukemic cell infiltration 0 2 0 0

{Neruous system)

brain <50> <60> <50> <500
leukemic coll infiltration 1 3 0 2
metastasis:pituitary tumor 0 0 1 0

spinal cord <50> <50> <50> <50>
leukemic cell infiltration 0 3 0 1

[Musculoskeletal system]

muscle <50> <50> <50> <50
leukemic cell infiltration 1 0 0 1

[Body cavities]

pleura <50> <50 B <BO>
metastasis:mediastinum tumor 1 0 0 0

per-itoneun <50 <60> <50> <50>
metastasis:uterus tumor 0 0 0 1

retroperit <50> <50 50> <60
metastasisiuterus tumor 0 0 1 0

Ca> a : Number of animals examined at the site

b b : Number of animals with lesion
(JPT150)

BAIS3



APPENDIX O 3
HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (2-YEAR STUDY: SUMMARY)

RAT: MALE : SACRIFICED ANIMALS



STUDY NO.  : 0242 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIHAL + RAT F344/DCrj SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 1

Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 40 40 40 37

Organ Findings

[Respiratory system]

lung <40> <40> <40> (12
leukemic cetl infiltration 2 1 1 2

{Hematopoietic system]

bone marrow <40> 40 <40> 37
leukemic cell infiltration 0 0 0 1

Lymph node <40 <40> <40> 8D
teukemic cell infiltration 1 0 0 1

[Digestive system]

saljvary gl <40 <40 <40> 37>
leukemic cell infiltration 1 0 0 0

stomach <40 <40> <40> 87
leukemic cell infiltration 1 0 0 0

small intes <40 40 <40> <37
leukemic cell infiltration 1 0 0 0

largs intes <40> <40> <40> <37
leukemic cell infiltration 1 0 0 0

Liver <40> <40> <40> Q7>
leukemic cell infiltration 3 2 1 3

pancreas <40> <40> 40> 37
ledkemic cell infiltration 1 0 0 0

{Urinary system]

kidney 40> <40> <40> 87>
leukemic cell infiltration 0 0 2 0

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

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO.
ANIMAL

: 0242
: RAT F344/DuCrj

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

REPORT TYPE : Al
SEX : FENALE PAGE ¢ 2
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 40 40 40 37
Organ, Findings,
[Endocrine system]
pituitary <40> <40> <40> 3D
leukemic cell infiltration 1 0 0 0
adrenal <40> <40% <40> 37>
leukemic cell infiltration 1 0 1 1
[Neruous systenm]
brain <40> <40> <40> <387
leukemic cell infiltration 1 0 0 0
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(JPT150)

BAIS3



APPENDIX O 4

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

RAT: FEMALE : SACRIFICED ANIMALS



STUDY NO. @ 0242

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL : RAT F344/DuCrj SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX : MALE PAGE : 1

Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 33 43 43 38

Organ Findings

[Respiratory system}

nasal cavit <33> <43> 43> <38>
metastasisipancreas tumor 0 0 0 1

lung 33> 43> <43> 38>
metastasis:thyroid tumor 1 1 0 0
metastasisipancreas tumor 0 0 0 1

[Hematopoietic system]

bone marrou <33 43> 43> <38>
letkemic cell infiltration 0 0 0 1

{Circulatory system]

heart 33> <43> <43> <38>
leukemic cell infiltration 0 0 0 1
metastasis:thyroid tumor 1 0 0 0

[Digestive system]

Liver <33 43> <43> <38>
leukemic cell infiltration 0 0 0 1

[Urinary system]

kidney <33> <43> <43> <38>
metastasis:pancreas tumor 0 0 0 1

{Endocrine system]

pituitary <32> <43> 43> <38>
metastasis:pancreas tumor [ 0 0 1

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

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. = 0242

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL + RAT F344/DuCrj SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Group Name Cantrol 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 33 43 43 38
Organ Findings
[Endocrine system]
adrenal <33 <43 <43 38>
leukemic cell infiltration 0 0 0 1
metastasisipancreas tumor 0 0 0 1
[Husculoskeletal system]
muscle a3 43 43> <38>
metastasis:pancreas tumar 0 0 0 1
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(JPT150)

BAIS3



APPENDIX O 5
HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (2-YEAR STUDY: SUMMARY)

MOUSE: MALE : ALL ANIMALS



STUDY NO. : 0243 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ MALE PAGE : 1

Group Name Control 3200 ppm 8000 ppm 20000 ppm
No. of Animals on Study 49 50 50 50

Organ, Findings

[Respiratary system]

nasal cavit <4 <50> 50> <50
metastasis: Liver tumor 0 0 0 1
metastasis:subcutis tumor 0 0 1 0
metastasisispleen tumor 0 0 0 1
metastasisiurinary bladder tumor 0 0 0 1

lung UD 50> <50> <50
leukemic cell infiltration 1 2 1 1
metastasis: Liver tumor 1 1 2 1
metastasis:spleen tumor 0 0 0 1
metastasis:urinary bladder tumar 0 0 0 1

{Hematopoietic system]

bone marrow 4> B0 <560> <560>
leukemic cell infiltration 0 1 0 0
metastasisisubcutis tumor 0 0 1 0

lymph node <4 <GB0 <50> <50>
metastasis: Liver tumor 0 0 0 1
metastasis:subcutis tumar 0 1 0 0

spleen <4 <G <50 <50>
leukemic cell infiltration 2 3 2 2
metastasis: Liver tumor 0 0 0 1

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

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



STUDY NO. = 0243
ANTHAL : MOUSE Crj:BDF1
REPORT TYPE : Al

HISTOLOGICAL FINDINGS :

ALL ANIMALS (0-105W)

METASTASIS OF TUMOR (SUMMARY)

SEX : MALE PAGE : 2
Group Name Control 3200 ppm 8000 ppm 20000 ppm
No. of Animals on Study 43 50 50 50

Organ Findings

[Hematopoietic system)

spleen <49> <50 <50> <50
metastasis: lympho node tumor 1 0 0 0

[Circulatary system]

heart <49> <505 <50> <50>
leukemic cell infiltration 0 1 1 1
metastasis: Liver tumor 0 1 2 0

[Digestive system]

‘tongue <49 B0 <50> <50
leukemic cell infiltration 0 1 0 0

salivary gl <49> <50> <50> <50>
leukemic cell infiltration 0 1 1 0
metastasis: Liver tumor 0 1 1 0
metastasisisubcutis tumor 0 1 0 0

stomach <49 <B0> <50> <50
leukemic cell infiltration 0 0 1 Q
metastasis: Liver tumor 1 0 1 0
metastasis: lympho node tumor 1 0 0 0

small intes 49> <B0> <50> <50>
metastasis: Liver tumor 1 0 0 0
metastasis:epididymis tumor 0 0 0 1

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

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO.

1 0243

HISTOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

ANTHMAL ¢ NOUSE Crj:BDF1 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE : 3

Group Name Cantrol 3200 ppm 8000 ppm 20000 ppm
No. of Animals on Study 49 50 50 50

Organ Findings,

[Digestive system]

large intes <UD <50> <BEH <BO>
metastasis:epididymis tumor 0 0 0 1

Liver 49> <50> <GB0 <50
leukemic cell infiltration 1 1 2 1
metastasisisubcutis tumor 0 0 1 0
metastasis:spleen tumor 0 0 0 1
metastasisiurinary bladder tumor 0 0 0 1
metastasis:epididymis tumor 0 0 0 1
metastasis: lympho node tumor 1 0 0 1

pancreas <49 <505 <50 <50
leukemic cell infiltration 1 2 0 0
metastasis: liver tumor 1 0 0 0
metastasis:urinary bladder tumor 0 0 0 1

[Urinary system]

kidney <4 <50> <GB0 <50>
leukemic cell infiltration 1 1 2 1
metastasis: Liver tumor 1 1 1 2
metastasis:spleen tumor 0 0 0 1
metastasis:salivary gland tumor 0 0 0 1
metastasis: lympho node tumor 1 0 0 0

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

b b Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. : 0243

HISTOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

ANITHAL : MOUSE Crj:BDF1 ALL ANINALS (0-105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE : 4

Group Name Cantrol 3200 ppm 8000 ppm 20000 ppm
No. of Animals on Study 49 50 50 50

Organ Findings,

[Urinary system)

urin bladd <49> <50> <50> <50>
leukemic cell infiltration 1 0 0 0
metastasisiepididymis tumor 1 0 0 0

{Endocrine systenm]

panc islet <49> <50> <50> <50>
metastasis: Lympho node tumor 1 0 0 0

adrenal <48> <50> <50> <505
metastasisispleen tumor 0 0 0 1

[Reproductive system]

testis <49> <50> <5 <&
metastasis: Liver tumor 0 1 0 0
metastasisisubcutis tumor 0 0 1 0
metastasistepididymis tumor 0 0 0 1
metastasisisalivary gland tumor 0 1 0 0

epididymis <49> <50> <50 &0
leukemic cell infiltration 1 0 1 0
metastasis:isubcutis tumor 0 0 1 0

semin ves <48> <50> <50> <50>
leukemic cell infiltration 0 1 1 0
metastasis: Liver tumor 1 0 0 0

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

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO.  : 0243

HISTOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ MALE PAGE: 5

Group Name Contraol 3200 ppm 8000 ppm 20000 ppm
No. of Animals on Study 49 50 50 50

Organ Findings

[Reproductive system}

prostate <48> <50> <60> <50>
leukemic cell infiltration 0 0 1 0

[Musculoskeletal system]

muscle <49 <50> <50> <50
metastasis: Lliver tumor 0 0 0 1

[Body cavities]

mediastinum <49 <50> <50> <50>
metastasis: Liver tumor 0 0 1 0
metastasis: lung tumor 0 0 1 0

peritoneum 49> <507 <50> <50>
metastasis: Liver tumor 0 0 1 0

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

b b : Number of animals with lesion
(JPT150)

BAIS3



APPENDIX O 6
HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (2-YEAR STUDY : SUMMARY)

MOUSE: FEMALE @ ALL ANIMALS



STUDY NO. ¢ 0243

HISTOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 6

Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings

[Intesumentary system/appandage]

skin/app 50> <50 <50 <50>
leukemic cell infiltration 0 0 0 3

[Respiratory system)

nasal cauit <BO> <50> <50> <50
leukemic cell infiltration 0 1 1 0
metastasis: Liver tumor 0 1 0 0
metastasis:iuterus tumor 0 1 1 0

larynx <50> <50 50> <50>
metastasis:thyroid tumor 0 1 0 0

lung <50 <50> <50> <50>
leukemic cetl infiltration 4 11 7 5
metastasis: Liver tumor 0 1 4 2
metastasis:uterus tumor 3 2 2 0
metastasisisubcutis tumor 0 1 0 0
metastasisibone tumor 1 0 0 0

[Hematopoietic system]

bone marrow <560> <50> <M <60>
teukemic cell infiltration 0 3 2 0
metastasis: liver tumor 0 0 0 1
metastasis:uterus tumor 1 0 0 0

Ca> a ¢ Number of animals examined at the site

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




STUDY NO.
ANINMAL

+ 0243
: HOUSE Crj:BDF1

HISTOLOGICAL FINDINGS :
ALL ANIMALS (0-105W)

METASTASIS OF TUMOR (SUMMARY)

REPORT TYPE : Al
SEX ¢ FEMALE PAGE :
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings

[Hematopoietic system]

bone marrow <GB0 <50 <B0> <B0>
metastasis: lympho node tumor 0 0 1 0

Lymph node <50> <50> <50> <B0>
metastasis: Liver tumor 0 0 1 0

spleen <GB0 <50 <50> <50>
Leukemic cell infiltration [ 9 5 7
metastasis: Liver tumor 0 0 1 2
metastasis: lympho node tumor 0 0 1 0

[Circulatory system}

heart <50> <50> <50 <50>
leukemic cell infiltration 0 3 2 3
metastasis: Liver tumor 0 1 0 0

[Digestive system]

‘tongue <50> <50> <50> <50>
teukemic cell infiltration 0 1 0 0

salivary gt <50> <50 50> <&B0>
leukemic cell infiltration 2 5 3 2

stomach <50> <50> <50 <50
leukemic cell infiltration 2 3 2 1
metastasis: Liver tumor 0 1 0 0
metastasis:uterus tumor 1 2 2 0

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

b b : Number of animals with lesion

(JPT150)



STUDY NO.
ANIMAL

: 0243
: MOUSE Crj:BDF1

HISTOLOGICAL FINDINGS :
ALL ANIMALS (0-105W)

METASTASIS OF TUMOR (SUMMARY)

REPORT TYPE : Al
SEX : FEMALE PAGE: 8
Group Name Controt 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings,

[Digestive system]

small intes <50> <50> <50 <&0>
teukemic cell infiltration 0 0 1 0
metastasisiuterus tumor 0 1 0 0

large intes <50> <BO> <50> <50>
leukemic cell infiltration 0 0 1 0

Liver <50> <50> 50> <505
teukemic cell infiltration 8 10 6 5
metastasis:uterus tumor 6 6 5 2
metastasisisubeutis tumor 0 1 0 0
metastasis:bone tumor 1 0 0 0
metastasis: Lympho node tumor 0 0 1 0

pancreas <50> <50> <50> <60>
leukemic cell infiltration 0 2 2 0
metastasis:uterus tumor 1 0 1 0

[Urinary system]

kidney <50> 50> <50> <50>
leukemic cell infiltration 4 8 6 3
metastasis: Liver tumor 0 0 1 1
metastasis:uterus tumor 1 1 2 0
metastasisisubeutis tumor 0 1 0 0

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

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




STUDY NO.
ANINAL

¢ 0243
© MOUSE Crj:BDF1

HISTOLOGICAL FINDINGS :
ALL ANIMALS (0-105W)

METASTASIS OF TUMOR (SUMMARY)

REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 9
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50

Organ Findings

{Urinary system]

kidney <50> <50> <BO0> <50>
metastasis:stomach tumor 0 0 0 1
metastasis:urinary bladder tumor 0 1 0 0
metastasis: lympho node tumor 0 0 1 0

urin bladd <GB0 G0 B0 B0
Leukemic cell infiltration 3 7 4 1
metastasis: Liver tumor 0 1 0 0
metastasisisubcutis tumor 0 1 0 0

[Endocrine system]

thyroid B0 <50> <50> <50>
leukemic cetl infiltration 0 0 0 1

adrenal <50> <50> <50> <50>
leukemic cell infiltration 1 3 1 1

[Reproductive system]

guary <50 <50> <50> <560>
leukemic cell infiltration 4 10 2 4
metastasis: Liver tumor 0 1 1 0
metastasis:iuterus tumor 3 3 5 2
metastasis:subcutis tumor 0 1 0 0

uterus <50> 50> <50> <50>
leukemic cell infiltration 1 5 2 0

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

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO.  : 0243

HISTOLOGICAL FINDINGS :

METASTASIS OF TUMOR (SUMMARY)

ANTMAL : MOUSE Crj:BDF1 ALL ANTMALS (0-105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE @ 10

Group Nams Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50

Organ, Findings

[Reproductive system]

vagina B0 <50> G0 <50>
leukemic cell infiltration 0 4 0 0
metastasisisubcutis tumor 0 1 0 1

{Neruous system]

brain 50> 50> <560> <50>
leukemic cell infiltration 0 3 1 0
metastasis: Liver tumor 0 1 0 0

periph nerv <50 <G 50> 50>
metastasis: Liver tumor 0 1 0 0

[Special sense organs/appandage]

eye <50 50> 50> <50
leukemic cell infiltration 0 0 1 0

Harder gl <50> <5B0> <50 <50>
leukemic cell infiltration 0 1 1 1

[Musculoskeletal system]

muscle <B0> <50> <505 <50>
leukemic cell infiltration 0 0 2 0

[Body cauities]

mediastinum <50> <50> <50> <50>
metastasis:bone tumor 1 0 0 0

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

b b ¢ Number of animals with lesion
(JPT150)

BAIS3



STUDY NO.  : 0243 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTMAL : MOUSE Crj:BDF1 ALL ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 11
Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 50 50 50 50
Organ Findings
{Body cavities]
mediastinum <50> <B0> <50 <50>
metastasis: lympho node tumor 0 0 1 0
per i toneum <50> <50> <50 <50>
leukemic cell infiltration 4 5 1 2
metastasis: Liver tumor 0 0 1 0
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(JPT150) BAISS



APPENDIX O 7
HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (2-YEAR STUDY: SUMMARY)

MOUSE: MALE : SACRIFICED ANIMALS



STUDY NO.  : 0243

HISTOLOGICAL FINDINGS : METASTASIS OF

TUHOR (SUMMARY)

ANIMAL ¢ MOUSE Crj:BDF1 SACRIFICED ANINALS (105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE : 1

Group Name Control 3200 pem 8000 ppm 20000 ppm
No. of Animals on Study 41 41 37 42

Organ Findings

[Respiratory system)

nasal cavit (392 4 (&7 <42>
metastasisispleen tumor 0 0 0 1

lung <41> 41 37 <42>
leukemic cell infiltration 1 1 1 0
metastasis:ispleen tumor 0 0 0 1

[Hematopoietic system]

bone marrow 41> 41> <37 <42>
leukemic cell infiltration 0 1 0 0

Lymph node 4 4 @D U42>
metastasisisubcutis tumor 0 1 0 0

spleen <4 1> 37> <42>
leukemic cell infiltration 2 2 2 2
metastasis: lympho node tumor 1 0 0 0

[Circulatory system]

heart 41> 41> <37 42>
leukemic cell infiltration 0 1 1 0
metastasis: Liver tumor 0 1 0 0

{Digestive system)

tongue <4 41> 37> 42>
leukemic cell infiltration 0 1 0 0

Ca> a * Number of animals examined at the site

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO.
ANIMAL

¢ 0243
: MOUSE Crj:BDF1

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

REPORT TYPE : Al
SEX © MALE PAGE : 2
Graup Name Control 3200 ppm 8000 ppm 20000 ppm
No. of Animals on Study 41 41 37 42

Organ Findings,

[Digestive system]

salivary gl <41> 41> 37> <42>
leukemic cell infiltration 0 1 1 0
metastasis:subcutis tumor 0 1 0 0

stomach 41> <41> 37 U
leukemic cell infiltration 0 0 1 0
metastasis: Lympho node tumor 1 0 0 0

Liver 41> 41 <37 <42>
leukemic cell infiltration 1 1 1 0
metastasis:isplesn tumor 0 0 0 1
metastasis: lympho node tumor 1 0 0 0

pancreas <415 A4n 37> <42>
teukemic cell infiltration 1 1 0 0

[Urinary system]

kidney <41 A4 Q&7 42>
leukemic cell infiltration 1 1 1 0
metastasisispleen tumor 0 0 0 1
metastasisisalivary gland tumar 0 0 0 1
metastasis: lympho node tumor 1 0 0 0

urin bladd A4 AU4n (&7 <42>
leukemic cell infiltration 1 0 0 0
metastasisiepididymis tumor 1 0 0 0

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

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. @ 0243

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANINAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX o MALE PAGE : 3

Group Name Control 3200 ppm 8000 ppm 20000 ppm
No. of Animals on Study 41 41 37 42

Organ, Findings,

{Endocrine system]

panc islet <4 A (&7 <42>
metastasis: Lympho node tumor 1 0 0 0

adrenal <4 <4 387 <42>
metastasis:spleen tumor 0 0 0 1

[Reproductive system]

testis 41> 41> 37> <42>
metastasis:salivary gland tumor 0 1 0 0

epididymis <41 A <37 42>
leukemic cell infiltration 1 0 1 0

semin ves 4 41> &7 42>
leukemic cell infiltration 0 1 1 0

prostate A4 <41 87> 42>
leukemic cell infiltration 0 0 1 0

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

b b : Number of animals with lesion
(JPT150)

BAIS3



APPENDIX O 8
HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (2-YEAR STUDY: SUMMARY)

MOUSE: FEMALE : SACRIFICED ANIMALS



STUDY NO. : 0243

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTHAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 4

Group Name Control 8000 pom 20000 ppm 50000 ppm
No. of Animals on Study 35 3l 34 34

Organ Findings

[Respiratory system]

nasal cauit <85> <81 <34 <34
metastasis:uterus tumor 0 1 0 0

lung <35> <3 34> <34>
leukemic cell infiltration 1 6 3 0
metastasis: Liver tumor 0 0 1 0

[Hematopoietic system]

bone marrow <35> (&)%) 84> <34>
leukemic cell infiltration 0 2 0 0
metastasis: Lympho node tumor 0 0 1 0

spleen <35> (&) <34> 34>
leukemic cell infiltration 4 5 3 2
metastasis: lympho node tumor 0 0 1 0

[Circulatary system]

heart <35> QL <34> 34>
leukemic cell infiltration 0 1 1 0

{Digestive system]

salivary gl <35> QBB G4 84>
leukemic cell infiltration 1 2 2 0

stomach <35> 3 <34> <34>
leukemic cell infiltration 0 1 1 0

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

b b : Number of animals with Llesion
(JPT150)

BAIS3



STUDY NO. & 0243

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL : MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX : FEMALE PAGE : 5

Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 35 31 34 34

Organ Findings,

[Digestive system]

stomach <35> (&30 <34> <34>
metastasis:uterus tumor 1 0 0 0

Liver <35> 31> <34> <34>
leukemic cell infiltration 5 5 3 1
metastasistuterus tumor 1 2 0 0
metastasis: lympho node tumor 0 0 1 0

pancreas <35> 31> 34> 34>
leukemic cell infiltration 0 1 1 0
metastasisiuterus tumor 1 0 0 0

[Urinary system]

kidney <35> (&30 <34> <34>
leukemic cell infiltration 3 5 3 1
metastasis:uterus tumor 0 1 0 0
metastasis:urinary bladder tumor 0 1 0 0
metastasis: lympho node tumor 0 0 1 0

urin bladd 35> QD <34> 34>
leukemic cell infiltration 2 4 3 0

[Endocrine system]

adrenal <35> @ 34> <34>
leukemic cell infiltration 0 1 1 0

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

b b ¢ Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. & 0243 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL © MOUSE Crj:BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX © FEMALE PAGE : 6

Group Name Control 8000 ppm 20000 ppm 50000 ppm
No. of Animals on Study 35 31 34 34

Organ Findings,

{Reproductive system]

guary 35> @D <34 34>
tetkemic cell infiltration 2 2 0 0
metastasis:uterus tumor 1 1 0 0

uterus <35 (€319 34> <34>
leukemic cell infiltration 1 2 0 0

vagina <35> (€194 <34> <34>
leukemic cell infiltration 0 2 0 0
metastasis:subcutis tumor 0 0 0 1

[Neruous system]

brain <35 (&0 <34> 34>
leukemic cell infiltration 0 1 0 0

[Musculoskeletal system]

nuscle <385 (&) <34> 34>
leukemic cell infiltration 0 0 2 0

[Body cavities]

mediastinum <35> B <34> (&%)
metastasis: lympho node tumor 0 0 1 0

per i toneum 35> <31 <34> 34>
leukemic cell infiltration 1 1 0 0

<ad a * Number of animals examined at the site

b b Number of animals with lesion
(JPT150)

BAIS3



APPENDIX P 1

IDENTITY AND IMPURITY OF ANTHRACENE IN THE 2-YEAR FEED STUDIES



(Study No.0242,0243)
Identity and Impurity of Anthracene in the 2-Year Feed Studies

A.Lot No.507E4208
1. Identity(Spectral data)

(1) Mass Spectrometry

Instrument ; Hitachi M-80B Mass Spectrometer

Ionization ; EI(Electron Ionization)

Ionization Voltage ; 70eV

100 ] i78
50 7
': 7¢ B9
3 152
0 j —
o 100 200
M/Z

Mass Spectrum of Test Substance

Results; The mass spectrum was consistent with literature spectrum.

Literature Value*

Determined
Molecular and Fragment Peak(M/Z) Molecular and Fragment Peak(M/Z)
178[M]1F 178[{M]*
162 152
89 89
76 76

(* EPA/NIH Mass Spectral
Data Base(1978) Vol.l1,
p. 882.)



(Study No.0242,0243)
(2) Infrared Spectrometry

Instrument ; Hitachi 270-30 Infrared Spectrometer
Cell ; KBr
Slit ; Medium
- | Y Lt INNEREE] L i 1) 111 1 Frseebregtd Foxorlind I I,
3500 o 3000 2500 2000 1!60 1600 14C0 ’ 120:) 1000 ‘800 600 400;

Infrared Spectrum of Test Substance
Results; The infrared spectrum was consistent with literature spectrum.

Determines Literature Values*

Wave Number(cm™') Wave Number(cm™')
460~ 490 460~ 490
700~ 750 700~ 750
860~ 900 860~ 900
940~ 970 940~ 970
990~1010 990~1010
1130~1160 1130~11860
1300~1330 1300~1330
1440~1470 1440~1470
1530~1550
1610~1640 1610~1640
3030~3080 3010~3050

(Sadtler Handbook
by Sadtler Research
Laboratories, Inc.
(1978) p. 78.)



(Study No.0242,0243)
2. Impurity(Gas Chromatography)

Instrument ; Hewlett Packard 5890A Gas Chromatograph
Column ; METHYL SILICONE(O.2mm¢ X 30m)

Column Temperature ; 170°C

Flow Rate ; 1 ml/min

Detector ; FID(Flame Ionization Detector)
Injection Volume ;1 oul

Results; Gas chromatography indicated one major peak(peak No.l) and two
impurities. It was identified only by comparing its gas
chromatograph with that of the Carbazole(peak ¥o.3) in the
Anthracene,the amount in the test substance was 0.0857% by standard

sample(Carbazole).
Retention

Sample Name Peak No. Time(min) Peak Name
Test sabstance 1 16.477 Anthracene

2 16.9 Not Identity

3 17.867 Carbazole
Carbazole
(standard sample) 17.925

3. Conclusions; The result of the mass spectrum and the infrared spectrum agreed
with the literature values.Consequently,the test substance was
identified as Anthracene.

Gas chromatography indicated one major peak and two impurities,
it was identified only by comparing its gas chromatograph with
that of the Carbazole, the amount in the test substance was 0.0857%.



(Study No.0242,0243)

B.Lot No.507E4209

1. Identity(Spectral data)

(1) Mass Spectrometry

100

S50

Instrument ; Hitachi M-80B Mass Spectrometer
Tonization ; EI{Electron Ionization)

lonization Voltage ; T0eV

178

7¢ 8%

0 100 200

Mass Spectrum of Test Substance

Results; The mass spectrum was consistent with literature spectrum.

Determined Literature Value™®
Molecular and Fragment Peak(M/Z) Molecular and Fragment Peak(M/Z)
178[M1* 178[M]*
152 152
89 89
76 76

(* EPA/NIH Mass Spectral
Data Base(1978) Vol.l,
p. 882.)



(Study No.0242,0243)
(2) Infrared Spectrometry

Instrument ; Hitachi 270-30 Infrared Spectrometer
Cell ; KBr
Slit ; Medium
1 ] 1 1 3 (S 116 fs0y L :L [ESRSRETL] Touhasd L 1 i
e :
4000 3500 3000 2500 2000 IISOO 1600 1400 1200 1000 800 500 400
WAVENUMBER CM-!

Infrared Spectrum of Test Substance
Results; The infrared spectrum was consistent with literature spectrum.

Determines Literature Values*

Wave Number(cm™') Wave Number(cm™ ')
460~ 490 460~ 490
700~ 750 700~ 750
860~ 900 860~ 900
940~ 970 940~ 970
990~1010 990~1010
1130~1160 1130~1160
1300~1330 1300~1330
1440~1470 1440~1470
1530~1550
1610~1640 1610~1640
3030~3080 3010~3050

(Sadtler Handbook

by Sadtler Research
Laboratories, Inc.
(1978) p. 78.)



2. Impurity(Gas Chromatography)

(Study No.0242,0243)

Instrument ; Hewlett Packard 5890A Gas Chromatograph

Column ; METHYL SILICONE(O.2mm¢ X 30m)

Column Temperature ; 170°C

Flow Rate ; 1 ml/min
Detector ; FID(Flame Ionization Detector)
Injection Volume ;1 el

Results; Gas chromatography indicated one major peak{(peak No.l) and two
impurities. It was identified only by comparing its gas
chromatograph with that of the Carbazole(peak No.3) in the
Anthracene,the amount in the test substance was 0.0841% by standard

sample{Carbazole).
Retention
Sample Name Peak No. Time(min) Peak Name
Test sabstance 1 16.472 Anthracene
16.89 Not Identity
3 17.848 Carbazole
Carbazole
(standard sample) 17.925

3. Conclusions; The result of the mass spectrum and the infrared spectrum agreed
with the literature values.Consequently,the test substance was

identified as Anthracene.

Gas chromatography indicated one major peak and two impurities,
it was identified only by comparing its gas chromatograph with
that of the Carbazole, the amount in the test substance was 0.0841%.



(Study No.0242,0243)
C.Lot No.507E4210

1. Identity(Spectral data)

(1) Mass Spectrometry

Instrument ; Hitachi M-80B Mass Spectrometer

Tonization ; EI(Electron Ionization)

lonization Voltage ; T0eV

100
_ 178 |

50 -

7¢ 89

151

o 100 200

Mass Spectrum of Test Substance

Results; The mass spectrum was consistent with Iiterature spectrum.

Literature Value®

Determined
Molecular and Fragment Peak(M/Z) Molecular and Fragment Peak(M/Z)
178[M]7F 178[M1*
152 152
89 89
76 76

(* EPA/NIH Mass Spectral
Data Base(1978) Vol.1,
p. 882.)



(2) Infrared Spectrometry

(Study No.0242,0243)

Instrument ; Hitachi 270-30 Infrared Spectrometer

Cell ; KBr

Slit ; Medium

1 111 fl 1 1 Jpaaaligrs I 1) biset pyptliaad o by il

f2Esrasiins 2

s EEEe—
4000 3500 3000 2500 T 2‘000 1800 16500 i 1200 1000 800 400
'WAVENUMBER CM=-!

Infrared Spectrum of Test Substance

Results; The infrared spectrum was consistent with literature spectrum.
Literature Values

Wave Number(cm™ ')

Deternmines

Wave Number(cm™!)

460~ 490
700~ 750
860~ 900
940~ 970
980~1010
1130~1160
1300~1330
1440~1470

1610~1640
3030~3080

460~ 490
700~ 750
860~ 500
940~ 970
990~1010
1130~1160
1300~1330
1440~1470
1530~1550
1610~1640
3010~3050

(Sadtler Handbook
by Sadtler Research
Laboratories, Inc.

(1978) p. 78.)



{Study No.0242,0243)
2. Impurity(Gas Chromatography)

Instrument ; Hewlett Packard 5890A Gas Chromatograph
Column ; METHYL SILICONE(O.2mm¢ X 30m)

Column Temperature ; 170°C

Flow Rate ; 1 ml/min

Detector ; FID(Flame Ionization Detector)
Injection Volume 01wl

Results; Gas chromatography indicated one major peak(peak No.l) and two
impurities. It was identified only by comparing its gas
chromatograph with that of the Carbazole(peak No.3) in the
Anthracene,the amount in the test substance was 0.0594% by standard

sample(Carbazole).
Retention
Sample Name Peak No. Time(min) Peak Name
Test sabstance 1 16.458 Anthracene
16.882 Not Identity
3 17.842 Carbazole
Carbazole
(standard sample) 17.925

3. Conclusions; The result of the mass spectrum and the infrared spectrum agreed
with the literature values.Consequently,the test substance was
identified as Anthracene.

Gas chromatography indicated one major peak and two impurities,
it was identified only by comparing its gas chromatograph with
that of the Carbazole, the amount in the test substance was 0.0594%.



APPENDIX P 2

STABILITY OF ANTHRACENE IN THE 2-YEAR FEED STUDIES



(Study No.0242,0243)
Stability of Anthracene in the 2-Year Feed Studies

A.Lot No.507E4208

1.Sample storage; This lot was used from 1993.9.9 to 1994.6.16. Test substance
vas stored at room temperature.

2. Infrared Spectrometry

Instrument ; Hitachi 270-30 Infrared Spectrometer
Cell ; KBr
Slit ; Medium
Results; The result of infrared spectrum did not change when the term of
administration.
1983.08.04. 1994.06.23.
Wave Number(em™?') Wave Number(cm™!)
460~ 490 460~ 490
700~ 750 700~ 750
860~ 900 860~ 900
940~ 970 940~ 970
990~1010 990~1010
1130~1160 1130~1160
1300~1330 1300~1330
1440~1470 1440~1470
1610~1640 1610~1640
3030~3080 3030~3080

3. Gas Chromatography
Instrument ; Hewlett Packard 5890A Gas Chromatograph

Column ; METHYL SILICONE(O.2mm ¢ X 30m)

Column Temperature ; 170°C

Flow Rate ;1 ml/min
Detector ; FID(Flame JTonization Detector)
Injection Volume 01l

Results; Gas chromatography indicated one major peak(peak No.1) and two
impurities(peak No.2,3 < 0.3% of total area) analyzed at
1993.8.4 and one major peak{peak No.l) and two impurities(peak
No.2,3 < 0.3% of total area) analyzed at 1994.6.23. No new treace
impurity peak in the test substance analyzed at 1994.6.23 was detected.



(Study No.0242,0243)

Retention (percent of

Date Peak No. Time(min) total peak)
1993.08.04 1 16.477 99.7771
(date analyzed) 2 16.9 0.1414
3 17.867 0.0816
1994.06.23 1 16.458 99.7837
(date analyzed) 2 16.882 0.1345
3 17.84 0.0818

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

11 months).



(Study No.0242,0243)
B.Lot No.507E4209

1.Sample storage; This lot was used from 1994.6.16 to 1995.6.1. Test substance
was stored at room temperature.

2. Infrared Spectrometry

Instrument ; Hitachi 270-30 Infrared Spectrometer
Cell ; KBr
Slit ; Medium
Results; The result of infrared spectrum did not change when the term of
administration.
1993.08.04. 1995.06.08.
Wave Number(cm™ ') Wave Number(cm™ ')
460~ 490 460~ 490
700~ 750 700~ 750
860~ 900 860~ 900
940~ 970 940~ 970
990~1010 990~1010
1130~1160 1130~1160
1300~1330 1300~1330
1440~1470 1440~1470
1610~1640 1610~1640
3030~3080 3030~3080

3. Gas Chromatography
Instrument ; Hewlett Packard 5890A Gas Chromatograph

Column ; METHYL SILICONE(O.2mm¢ X 30m)

Column Temperature ; 170°C

Flow Rate ; 1 ml/min
Detector ; FID(Flame Ionization Detector)
Injection Volume ;1 ol

Results; Gas chromatography indicated one major peak(peak No.l) and two
impurities(peak No0.2,3 < 0.3% of total area) analyzed at
1993.8.4 and one major peak(peak No.1) and two impurities(peak
¥o.2,3 < 0.3% of total area) analyzed at 1995.6.8. No new treace
impurity peak in the test substance analyzed at 1995.6.8 was detected.



(Study No.0242,0243)

Retention (percent of

Date Peak No. Time(min) total peak)
1993.08.04 1 16.472 99.7795
(date analyzed) 2 16.89 0.1345
3 17.848 0.0860
1995.06.08 1 16.447 99.7854
(date analyzed) 2 16.877 0.1358
3 17.832 0.0788

4. Conclusions; The results indicated that the test substance did not change when
stored In the dark at room temperature during this period(for about

22 months).



(Study No.0242,0243)
C.Lot No.507E4210

1.Sample storage; This lot was used from 1995.2.2 to 1995.10.5. Test substance
was stored at room temperature.

2. Infrared Spectrometry

Instrument ; Hitachi 270-30 Infrared Spectrometer
Cell ; KBr
Slit ; Medium
Results; The result of infrared spectrum did not change when the term of
administration.
1983.08.04. 1995.10.12.
Wave Number(cm™') Wave Number(cm™')
460~ 490 460~ 490
700~ 750 700~ 750
860~ 900 860~ 900
940~ 970 940~ 970
990~1010 930~1010
1130~1160 1130~1160
1300~1330 1300~1330
1440~1470 1440~1470
1610~1640 1610~1640
3030~3080 3030~3080

3. Gas Chromatography

Instrument ; Hewlett Packard 5890A Gas Chromatograph
Column ; METHYL SILICONE(O.2mm¢ X 30m)

Column Temperature ; 170°C

Flow Rate ; 1 ml/min

Detector ; FID(Flame Ionization Detector)
Injection Volume ; 1ol

Results; Gas chromatography indicated one major peak(peak No.1l) and two
impurities(peak ¥0.2,3 < 0.2% of total area) analyzed at
1993.8.4 and one major peak(peak No.1) and two impurities(peak
No.2,3 < 0.2% of total area) analyzed at 1995.10.12. No new treace
impurity peak in the test substance analyzed at 1995.10.12 was detected.



(Study No.0242,0243)

Retention (percent of

Date Peak ¥o. Time(min) total peak)
1993.08.04 1 16.458 99.8018
(date analyzed) 2 16.882 0.1388
3 17.842 0.0595
1995.10.12 1 16.457 98.8043
(date analyzed) 2 16.875 0.1397
3 17.833 0.0560

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



APPENDIX P 3

CONCENTRATION OF ANTHRACENE IN FORMULATED DIETS OF RATS

IN THE 2-YEAR FEED STUDY



CONCENTRATION OF ANTHRACENE IN FORMULATED DIETS OF RATS IN THE 2-YEAR FEED STUDY
(Male)(Female)

Target Concentration{ppm)

Date analyzed 8000(x) 20000(x) 50000()

1993.09.08 7703( 96.3) 21258(106.3) 50349(100.7)
1993.12.08 8138(101.7) 19846( 99.2) 49275( 98.5)
1994.03.09 7400( 92.5) 22353(111.8) 49948( 99.9)
1994.06.15 7438( 93.0) 19992(100.0) 49721( 99.4)
1994.08.22 7947( 99.3) 21186(105.9) 51419(102.8)
1994.10.17 7811( 97.6) 20300(101.5) 49976(100.0)
1995.02.01 7070( 98.4) 22004(110.0) 52563(105.1)
1995.05.08 7816( 97.7) 21068(105.3) 52609(105.2)
1995.08.02 7690( 96.1) 21998(110.0) 52678(105.4)

(x) % of target concentration

Analytical method: The sample were analyzed by the GC.

Instrument : Hewlett Packard 5890A

Column : METHYL SILICONE(O.2mm¢ X 30m)
Column Temperature: 260°C

Carrier : He

Flow Rate : 1ml/min

Detector : FID(Flame Ionization Detector)
Injection Volume :lul



APPENDIX P 4

CONCENTRATION OF ANTHRACENE IN FORMULATED DIETS IN MICE

IN THE 2-YEAR FEED STUDY



CONCENTRATION OF ANTHRACENE IN FORMULATED DIETS OF MALE MICE IN THE 2-YEAR FEED STUDY

(Male)

Target Concentration(ppm)

Date analyzed 3200(x) 8000 20000

1993.09.29 3052( 95.4) 7291( 91.1) 20321( 97.1)
1993.12.08 3267(102.1) 8138(101.7) 19846( 99.2)
1994.03.09 3154( 98.6) 7400( 92.5) 22353(111.8)
1994.06.15 2959( 92.5) 7438( 93.0) 19992(100.0)
1994.08.22 3129( 97.8) 7947( 99.3) 21186(105.9)
1994.10.17 3012( 94.1) 7811( 97.6) 20300(101.5)
1995.02.01 3328(104.0) 7870( 98.4) 22004(110.0)
1995.05.08 3209(100.3) 7816( 97.7) 21068(105.3)
1995.08.02 3235(101.1) 7690( 96.1) 21998(110.0)

(%) % of target concentration

Analytical method: The sample were analyzed by the GC.

Instrument
Column

: Hewlett Packard 58904
: METHYL SILICONE(O.2mm¢ X 30m)

Column Temperature: 260°C

Carrier

: He

Flow Rate
Detector
Injection Volume

: 1ml/min
: FID(Flame Ionization Detector)
s lul

(Study No.0242,0243)



CONCENTRATION OF ANTHRACENE IN FORMULATED DIETS OF FEMALE MICE IN THE 2-YEAR FEED STUDY

(Female)

Date analyzed

Target Concentration{ppm)

8000

20000

50000

1993.09.29

1993.12.08

1994.03.09

1994.06.15

1994.08.22

1994.10.17

1995.02.01

1995.056.08

1995.08.02

7291( 91.1)%
8138(101.7)
7400( 92.5)
7438( 93.0)
7947( 99.3)
7811( 97.6)
7870( 98.4)
7816( 97.7)

7690( 96.1)

20321(101.6)
19846( 99.2)
22353(111.8)
19992(100.0)
21186(105.9)
20300(101.5)
22004(110.0)
21068(105.3)

21998(110.0)

48526( 97.1)
49275( 98.5)
44948( 99.9)
49721( 99.4)
51419(102.8)
49976(100.0)
52563(105.1)
52609(105.2)

52678(105.4)

(*) % of target concentration

Analytical method: The sample were analyzed by the GC.

Instrument
Column

: Hewlett Packard 5890A
: METHYL SILICONE(O.Z2mm¢ X 30m)

Column Temperature: 260°C

Carrier

: He

Flow Rate
Detector
Injection Volume

: 1ml/min
: FID(Flame Ionization Detector)
s lul

(Study No.0242,0243)



APPENDIX P 5

STABILITY OF ANTHRACENE IN FORMULATED DIETS

IN THE 2-YEAR FEED STUDY



Dose Formulations of Anthracene in the 2-Year Studies
(Prepared in Japan Bioassay Research Center)

TEST SUBSTANCE WAS SIFTED
WITH 32MESH SCREEN

WEIGHING OF TEST SUBSTANCE WEIGHING OF CRF1 POWDER DIET

MIXING

PACKING

STORAGE




APPENDIX Q 1
DOSE FORMULATIONS OF ANTHRACENE IN THE 2-YEAR FEED STUDIES

(PREPARED IN JAPAN BIOASSAY RESEARCH CENTER)



(Study No.0242,0243)

Stability of Anthracene in Formulated Diets in 2-Years Feed Studies

Target Concentration{ppm)

Term of stability 3200 . 50000
1993.08.12(a) 3178 49043
1993.08.27(b) 2879 49389
1993.09.08(c) 3150 49960
1993.10.13(d) 3222 49910
1993.11.15(e) 3104 48090
1993.12.08(f) 3193 50070

; Date of preparation :

; The stability of Anthracene in formulated diets were established for 15 days when stored at animal room(24+2°C).

; The stability of Anthracene in formulated diets were established for about 1 months when stored at diet storage room(room temperature).
; The stability of Anthracene in formulated diets were established for about 2 months when stored at diet storage room(room temperature).
; The stability of Anthracene in formulated diets were established for about 3 months when stored at diet storage room(room temperature).
; The stability of Anthracene in formulated diets were established for about 4 months when stored at diet storage room(room temperature).

oD o0 o

Analytical method; The samples were analyzed by the GC.

Instrument . Hewlett Packard 58904 Flow Rate . iml/min
Column : METHYL SILICONE(O.2mm¢ X 30m) Detector : FID(Flame Ionization Detector)
Column Temperature: 260°C Injection Volume il

Carrier . He



(Study No.0242,0243)

Stability of Anthracene in Formulated Diets in Z-Years Feed Studies

Target Concentration(ppm)

Term of stability 3200 50000
1994.08.22(a) 3129 51419
1985.02.01(h) 3071 51804

a ; Date of preparation
b ; The stability of Anthracene in formulated diets were established for about 5 months when stored at diet storage room(room temperature).

Analytical method; The samples were analyzed by the GC.

Instrument . Hewlett Packard 58904 Flow Rate ¢ iml/min
Column : METHYL SILICONE(O.2mm¢ X 30m) Detector : FID(Flame Ionization Detector)
Column Temperature: 260°C Injection Volume s lul

Carrier 1 He



APPENDIX Q 2
DOSE FORMULATIONS OF ANTHRACENE IN THE 2-YEAR FEED STUDIES

(PREPARED BY ORIENTAL YEAST CO.,LTD.)



Dose Formulations of Anthracene in the 2-Vear Studies
(Prepared by Oriental Yeast Co.LTD)

WEIGHING OF TEST SUBSTANCE WEIGHING OF CRF1 POWDER DIET

PREMIXING

The test substance and portions of CRF1
powder diet was premixed.

WHOLE GRAIN

The premix was sifted with 30mesh screen.

MIXING

PACKING

RADIANT RAYS STERILISE

Gamma irrdiation

STORAGE




APPENDIX R 1

METHODS FOR HEMATOLOGY,BIOCHEMISTRY AND URINALYSIS



METHODS FOR HEMATOLOGY, BIOCHEMISTRY

AND URINALYSIS

Item Method Unit
Hematology
Red blood cell (RBC) Light scattering method ¥’ X108/ ul
Hemoglobin (Hgb) Cyanmethemoglobin method !’ g/dl
Hematocrit (Hct) Calculated as RBCXMCV/10 ¥ %
Mean corpuscular volume (XCV) Light scattering method ¥’ fl
Kean corpuscular hemoglobin (MCH) Calculated as Hgb/RBCX10 ¥ Pg
fean corpuscular hemoglobln tion (HCHC) | Calculated as Hgb/HetX100 D g/dl
Platelet Light scattering method 1’ X103/ 1
White blood cell (WBC) Light scattering method ¥’ X103/ 1
Differential WBC Pattern recognition method 2’ %

(Hay-Grunvald-Giemsa staining)

s 243 2) 0
Reticulocyte (e S pra g %
Prothrombin time Quick one stage method 3’ sec
Activated partial thromboplastin %%g%T) Ellagic acid activated method 3’ sec
Biochemistry
Total protein (TP) Biuret method 4’ g/dl
Albumin (A1b) BCG method ¢’ g/dl
A/G ratio Calculated as Alb/(TP-41b) #

T-bilirubin Michaelson method 4’ mg/d1
Glucose Enzymatic method (HK-G-6-PDH) 4’ mg/d1
T-cholesterol Enzymatic method (CEH-COD-PQD) 4’ mg/d1
Triglyceride Enzymatic method (GK-GPO-POD) 4’
Phospholipid Enzymatic method (PLD-COD-POD) 4’ mg/d1
Glutamic oxaloacetic transaminase (GOT) | Karmen method 4’ 1u1
Glutamic pyruvic transaminase (GPT) Karmen method 4’ 11
Lactate dehydrogenase (LDH) Wroblewski-LaDue method 4’ 101
Alkaline phosphatase (ALP) GSCC method 4
v -Glutamyl transpeptidase (G-GTP) L- ¥ -Glutamyl-p-nitroanilide /1
substrate method 4’
Creatine phosphokinase (CPK) GSCC method 4’ 1071
Urea nitrogen Enzymatic method (Urease-GLDH) 4’ mg/d1
Creatinine Jaffe method 4’ mg/d1
Sodium Flame photometry >’ mEq/1
Potassium Flame photometry >’ nEq/1
Chloride Coulometric titration 2’ nEq/1
Calcium 0CPC method 4’ mg/d1
Enzymatic method (SPL-PGM-G-8-PDH) <’ mg/dl

Inorganic phosphorus

Urinalysis
PH, Protein, Glucose, Ketone body,
Bilirubin, Occult blood, Urobilinogen

Urinalysis reagent paper method ©

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 coagulometer (Amelung KC-10 : Heinrich Amelung GmbH, Germany)
4) Automatic analyzer (Hitachi 705 : Hitachi,Ltd.,Japan)

5) Flame photometer (Hitachi 750 : Hitachi,Ltd.,Japan)

8) Ames reagent strips for urinalysis (Hultistix, Uro-Labstix : Hiles Sankyo Co.,Ltd.,Japan)




APPENDIX R 2

UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY



(Study No.0193.0194. 0220, 0221)

UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY

TEST ITEM DECIMAL PLACE UNIT
HEMATOLOGY {Red blood cell 2 10% 11
Hemoglobin 1 g/d!
Hematocrit 1 %
MCcv 1 fl
MCH 1 pg
MCHC 1 g/dl
Platelet 0 X10%
Prothrombin time 1 sec,
APTT 1 sec.
White blood cell 2 X103 1l
Differential WBC 0 %
Reticulocyte 1 %
BIOCHEMISTRY |Total protein 1 g/di
Albumin 1 g/dl
A/G ratio 1 -
T-bilirubin 2 mg/d}
Glucose 0 mg/dl
T-cholesterol 0 mg/dl
Triglyceride 0 mg/d!
Phospholipid 0 mg/d|
GOT o N
GPT 0 un
LDH 0 tun
ALP 0 wn
v-GTP 0 wn
CPK 0 1/l
Urea nitrogen 1 mag/di
Creatinine 1 mg/dl
Sodium 0 mEg/l
Potassium 1 mEq/l
Chioride 0 mEaq/!
Calcium 1 mag/dl
Inorganic phosphorus 1 mg/d|




APPENDIX S 1
Q PLOT GRAPH FOR RETICULOCYTE OF MALE RATS IN THE

2-YEAR FEED STUDY OF ANTHRACENE
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APPENDIX S 2
Q PLOT GRAPH FOR GLUTAMIC PYRUVIC TRANSAMINASE (GPT)

OF MALE RATS IN THE 2-YEAR FEED STUDY OF ANTHRACENE
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APPENDIX S 3
Q PLOT GRAPH FOR TRIGLYCERIDE OF FEMALE RATS IN THE

2-YEAR FEED STUDY OF ANTHRACENE
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APPENDIX S 4
Q PLOT GRAPH FOR A/G RATIO OF MALE MICE IN THE

2-YEAR FEED STUDY OF ANTHRACENE
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