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STUDY NO.  : 0205 RISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX + MALE PAGE ¢ 1
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 13 9 12 19
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ W ® O w ®m ® W @ & ® O @ ® &
[Tntegumentary system/appandage]
skin/app a3 <P <12> <19
inflanmation 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0

(o0 (o000 (oo (o0 (a0l

epidermal cyst 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
o oo 8 (0 (0 (0000 (0

=
—
=
Nl
o~
=]
g
—
<
~
—_
<
e
—
D
o
~—
<
-
—

[Respiratory system]

nasal cauit <13> <®» <12> <19>
thrombus 0 0 0 0 0 1 0 3 Q 3 3 2 0
(oo (oo (8o (2 (0 (16) (18) (11) (C 0)

mineralization 11 0 0 0 5 0 0 0 10 0 0 0 10 1
(8) (000 (0 (56) . 0 C 0) ( 0O) (83 ( o) 0(C0 (83) ( 8 (L (O

ensinophilic changeiolfactory epithslium 12

0 0 0
(a2 (0 (00 (8) ( 0 C 0 (0 (33 C o) (0)( o (28) ( 0) C 0) (O

ensinophi lic change:respiratory epithelium 5

0 0 2 2
(0o lon (6 ¢ 0 (00 (i 0o (o (meolo

inflammation: fareign body 2 0 0 0 1 0 0 0 2 1 0 0 8 1 0 0
(1B 00000 (oo (m ey oo (42 ( 8 C O (0
Grade 1 ¢ Slight 2 ¢ Moderate 3 1 Marked 4} Ssvere
<a> a ¢ Number of animals examined at the site
b b ¢ Number of animals with lesion
(e) cib/ax100
(4PT150)

BAIS3



~—

STUDY NO.  : 0205 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX T HALE PAGE : 2
Group Name Controt 500ppm 1500ppm 4500ppm
No. of Animals on Study 13 9 12 19
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & ® W ® & ® O @ & & O ®w ® W W
[Respiratory system]
nasal cavit <13 < <12> <4
respiratory metaplasia:clfactory epithelium 0 0 0 0 1 0 0 0 1 0 0 0 3 0 0 0
(o0 (I oo (o0 (800 (18 (000
respiratory metaplasiatgland 12 0 0 0 8 0 0 0 9 0 0 0 15 0 Q 0
(ay Co oo (89) (. 0) (0 (o0 (7)) (000 (9 (000
lung A3 <9 12> 19>
congestion 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0o (o CoCo o0 o CoCo o (o0
inflammatory infiltration 0 0 0 0 1 0 0 0 1 0 0 0 0 4 0 0
(oo oo (i ¢ 0 0y C0) (8000 oz (00
branchiolar—alueolar cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(ool oo oo (oo (5 0 Co0 (o0
[llematopoietic system]
bone marrow AP <P <12 <19
angiectasis 0 0 0 0 1 0 0 0 2 0 0 0 2 0 0 0
CoCo 00 (I oo (17 000 (m oo
Grade 1+ Slight 2 : Noderate 3 ¢ Marked 4§ Severs
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) ctb/ax100
(HPT150) BAIS3



STUDY NO.  : 0205

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 3
Group Name Controt 500ppm " 1500ppm 4500ppm
No. of Animals on Study 13 9 12 19
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings, & B ®» ® ® B ® W @ ® & o @ ® & ™
{Hematopoietic system]
bone marrow 13 <P <12 A9
granulation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(GO RGN B Q) I Q)] CoCcoo o0 CoCcoCn o (5 (00 ln
increased hematopoiesis 2 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
(1B 0o (0 (22 (o (00 (O CoCo o0 (000
decreased hematopoiesis 0 0 1 0 0 0 0 0 1 0 0 0 0 0 0 0
(080 L) B G ) B Q) B Q)| (800 o (00 Co o0
erythropoiesis: increased 0 0 0 0 0 0 0 0 1 0 0 0 3 0 0 0
(G B G Q) B Q)] (oo (o0 (80l (1. 00
spleen <13 <D <12> <19
atrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(ool (oco 00 (oo (o0 (s 0
deposit of hemosiderin 0 3 0 0 0 2 0 0 3 2 0 0 0 0 0 0
(0200 (o200 (25) (17) C ) ( O} (000
extrameduliary hematopoiesis 1 1 0 0 0 1 1 0 1 2 0 0 1 1 0 0
(00 o (1o (8100 ({00
[Circulatory system]
heart a3 <P 12> <19
myocardial fibrosis 3 0 0 0 2 0 0 0 3 0 0 0 3 1 0 0
(23 C 0 (0 (0. (22 C 0) ( 0 ( O) (25) ( 0) ( 0) ( ® (18) ( 8 ( 0) ( O
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
(¢) ctb/ax100
(1IPT150)

BAIS3



—

STUDY NO. : 0205 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 4
Group Name Cantrol 500ppm 1500ppm 4500ppm
Na. of Animals on Study 13 g 12 19
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings @ o & W @ ® & o ® ® ®» ® ® ® ®» »
[Digestive system]
stamach a3 <P 12> <19
erosion: forestomach 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(15) C 0 C 0) ( 0 CocoCo o0 0Co oo (o0 (0
ulcer: forestomach 1 0 0 0 1 0 0 0 1 0 0 0 3 0 0 0
(8o (on (1) o0 8 (0 (0 (0 (. oo o0
inflammation: forestomach 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo oo oo o0 0 C0O L0 0 (0000
erosioniglandular stomach 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
Q) B GI ) J Q) B G (oo 0o (0o (000
ulceriglandular stomach 0 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
oo oo (1 C 0 C 0 (0 L) G B G I G (5 000
hemorrhage:glandular stomach 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(800 (GO GO RGN B Q) 0CoO 0o (o Coo(n(on
mineralization:glandular stomach 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(oo o0 (oo 0Co 0o (I 00
Liver <3 <®» <12 <19
herniation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo oo o0 (0 (0o (OO (0
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 i Severe
Ca> a * Number of animals examined at the site
b bt Number of animals with lesion
(c) cib/ax100
(HPT150) BAIS3



STUDY NO. ¢ 0205

HISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMMARY)

ANTHMAL * RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : A1
SEX + MALE PAGE ¢+ 5
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals an Study 13 g 12 19
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® ® O @ & ®» W @ ® ® o @ & ® W
[Digestive system]
Liver <13 <P 12> <19
necrosisicentral 0 0 0 0 0 0 0 0 1 1 0 0 1 0 0 0
(oo (o C0Co o (8 80y (0l (n
fatty changs:peripheral 0 2 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(o(’ 8 (o0 (00 (o CcoColon (ool
granulation 0 0 0 0 0 0 0 0 i 1 0 0 0 0 1 0
oo o0 (o0 o0 ({800 (G B Q) B G- B Q)]
acidophilic cell focus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo oo (oo (oo o0 (B (0Cn (o0
basophilic cell focus 0 1 0 0 0 0 0 0 0 0 0 0 1 0 0 0
o8y (oo oo (8000
spongiosis hepatis 2 0 0 0 0 0 0 0 1 0 0 0 4 0 0 0
(18) ( 0 C 0y C O oo oo Q<) I G ) I G ) B G )] (2 C O C 0 (0
bile duct hyperplasia 3 9 1 0 0 7 0 0 0 11 0 0 6 9 1 0
(23 (69 ( 8 ( O (0 (78 (0 (0 Co(e) (0o (82) (4N ( B (O
biliary cyst 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 Q
(8o (oo o0 (000 Cococn o
Grade 1 : Slight 2 : Moderate 3 : Marked 4 1 Severe
<a> a : Number of animals examined at the site
b b : Number of animals with Lesion
(c¢) cib/ax100
(1IPT150)

BAIS3



STUDY NO.  : 0205 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : RAT F344 DEAD AND MORIBUND ANIMALS {0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢+ 6
Group Name Control 500ppm 1500ppm 4500ppm
Ng. of Animals on Study 13 9 12 18
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o ® W ® @& W o ® B & ® ® B & W

[Digestive system]

pancreas <3 <D <12> <19
atrophy 0 1 0 0 1 1 0 0 0 0 0 0 2 0 0 0
(08 0o (1w (1) ¢ 0Co (o0 (I 0o (0

—_
<
Rl
—
=
Rg
—

{Urinary system]

kidney <13 <® 12> <18>
deposit of hemosiderin 0 0 0 0 0 1 0 0 0

0 2 0 2 1 0
(00w (00 (ot Co o (8 (oo (I o

squamous cell metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
CoCo 0o (oo () IO ) B GO B Q)] (800w

chranic nephropathy 0 3 3 3 0 4 1 0 1 4 0 1 3 4 1 0
( 0) (23) (23) (23 (0 (44) (11) C 0) (8 (3 (08 (18) (210 ( 5 ( O

tubular necrosis 0 0 0 0 0 0 0 0 0 1 3 0 1 2 2 0
oo oo oo oo (08 (2 (0 (5 (o
papillary necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 3 1 0
oo oo (oo (OO B Q) B Q) B Q)] Co(w| {8 {0
mineralization:cortico-medullary junction 0 0 0 0 0 0 0 0 0 0 0 0 2 1 90 0
coCcoCn oy oo o0 (0o (i) 500
Grade 1 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) cib/ax100

(HPT150) BAIS3



STUDY NO. & 0205 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL © RAT F344 DEAD AND NORIBUND ANINALS (0-105W)
REPORT TYPE : Al )
SEX ¢ MALE PAGE + 7
Graup Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 13 9 12 19
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & ® ® ® & & ® ® ®m o’ W @ ® ® &
[Urinary system)
kidney <13 <D 12> <19
mineralization:papilla 0 0 0 0 1 0 0 0 4 0 0 0 6 2 0 0
o0 (1o o0 (33 0y (0 (O (s (1 (0 (»
mineralization:peluis 1 0 0 0 0 0 0 0 4 0 0 0 5 1 0 0
(oo (O (0w (28 ( B) C 0) ( O
mineralization:cortex 0 0 0 0 1 0 0 0 0 0 0 0 2 1 0 0
(oo (0 (i o oo oo oo (1) (8 00
desquamation:peluis 0 0 0 0 0 0 0 0 0 0 0 0 5 0 0 0
(oo oo o000 (G IO B G ) B )] (28) C ) C ) C O
simple hyperplasiattransitional epithelium 1 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0
(0o oo (o0 (o0 lo (18 C 0 (C0Cn
nodular hyperplasiastransitional epithelium 0 0 0 0 0 0 0 0 0 0 0 0 4 1 0 0
coco oo oo o oo (o (2n (o0
calculus 0 0 0 0 0 0 0 0 0 0 0 0 5 1 0 0
oo (oo oo (000 (26) ( ) C 0) (0
ureter <6 <D <3 <2
dilatation 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(o0 (o (oo (050 (00
Grade 11 Slight 2 ¢ Moderate 3 Harked 4 1 Severe
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) cib/a*100
(HPT150) BAIS3



STUDY NO. & 0205 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 8
Group Name Control 500ppm 1500ppm 4500ppm
No, of Animals on Study 13 9 12 19
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findirgs W ® ® ® W ® ® ® W ® ® ® W W ® ®
[Urinary system]
urin bladd <13 <P <12> <A
hemorrhags 0 0 0 0 0 0 0 0 0 0 0 0 0 4 0 0
(oo (o 0 C 00 (0 0000 co(zn (0w
sauamous cell metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 3 2 0 0
oo o0 000 O o0 (1) (1D C 0 (0
squamaus cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(0o 0Co 0o 0o (o (I (0
inflammatory polyp 0 0 0 0 0 0 0 0 0 0 0 0 0 1 3 1
oo (o0 0) (0 (0 (o0 0000 (o5 (18) (5
simple hyperplasiattransitional epithelium 0 0 0 0 0 0 0 0 0 0 0 0 5 1 0 0
oo o0 OC 00 000 (o0 (28 (5 (00
nodular hyperplasiatransitional epithelium 0 0 0 0 0 0 0 0 0 0 0 0 8 6 1 0
(oo O Co0 o 0 Co0 0o (42) (32 ( 8 (0
papillary hyperplasiaitransitional epithelium 0 0 0 0 0 0 0 0 0 0 0 0 2 5 0 0
CoCoCnCn (NG I Q) B Q)] 0 CoCo o (1 (28 ( 0) ( 0
basal cell hyperplasiaitransitional epithelium 0 0 0 0 0 0 0 0 0 0 0 0 0 2 1 0
CoCo oo O 00 0o (00 QORGSR G ) B )
Grade 1 ¢ Slight 2 * Noderate 3 : Marked 4 i Severe
Ca> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/ax100
(HPT150) BAIS3



STUDY NO.  : 0205 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUKMARY)
ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al '
SEX : MALE PAGE ¢+ 8
Graup Name Control 500ppm 1500ppm 4500ppm
No. of Animals an Study 13 g 12 18
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings, @ W & o @ | ® W @ | ® @ » &
{Endocrine system]
pituitary a3 < <12> <19
hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 1 0 ] 0
coCcoCo (o0 oo o (0wl 5 (00 (0
hyperplasiatgland 0 0 0 0 0 1 0 0 0 0 0 0 0 0 ] 0
(GEORGN) IGE O RGN o (1) 0 (o0 0 Co (oo OO0
Rathke pouch 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(oo (0 (oo oo 8 (o0l 5 ( 0) ( 0) ( 0)
thyroid <13> <P 2> A9
G-csll hyperplasia 0 0 0 0 1 1 0 0 0 1 0 0 1 0 0 0
(oo o0 (1) (1) C 0 C 0 OREGE:) B Q) I G )] 5 (000
adrenat <13 <9 <12> <A
hypertrophy 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(00 (oo o (ORI ) B Q)] OCOCH 0
hyperplasiaimedulla 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
oo (o oo oo 8 (000 5 (000
[Reproductive system]
testis 13> <P 12> <19>
atrophy 0 3 0 0 0 0 0 0 0 0 0 0 0 0 0 0
0 (23 ( 0) (0 (o0 o0 000 (o0 0o 0o
Grade 1 @ Slight 2 Moderate 3 : Marked 4 : Severe
<a> a  Number of animals examined at the site
b b * Number of animals with lesion
(c) cib/ax100
(HPT150) BAIS3



STUDY NO. & 0205

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ NALE PAGE ¢ 10
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 13 9 12 19
Grade 1 2 3 [ 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings ® o W W ® & & o ® & ® O @ ® & o
[Reproductive system]
testis a3 <P 12> <19
arteritis 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(880 o0 (00l 0o oo ooy
interstitial cell hyperplasia 4 0 0 0 1 0 0 0 1 0 0 0 1 0 ] 0
(a3 C ) (0 ( O (1) oy (oo 8 (o0l (00
prostate 13 <P <12> <19>
inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 1 0 0
(G RGN B G I Q)] oo 8 (000 (000
hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
oo oo (0O (00 OCOCo o (I oo
mammary gl <13 <P 12> <19
hyperplasia 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o8 o0 (o 0 C0 0 (o0 LG O I G ) I G ) B G )
galactocele 1 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(&80 o Coco oo (00 (n (ool
[Neruous system]
brain 43> <P 12> AP
hemorrhage 0 0 0 0 0 i} 0 0 0 0 0 0 1 0 1 0
oo (o oo o (o OO (0 (B (05 (0
Grade 1 : Slight 2 1 Moderate 3 ¢ Marked ¢ Severe
<a> a ! Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) ctb/axi100
(HPT150)

BAISS



STUDY NO., & 0205 HISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMMARY)
ANTHAL * RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX v MALE PAGE : 11
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 13 9 12 19
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings M & ® ® ® & o @ ®» & O @ W & o
[Nervous system]
spinal cord <13 <P <12> <19
hemorrhags 0 0 0 0 0 0 0 0 1 0 0 0 0 2 0 0
oo oo oo oo (800 n (oo o
[Special sense argans/appandage]
[OF] 13> <» a2 A9
retinal atrophy 8 2 0 0 3 0 0 0 6 1 0 0 7 5 1 0
(82) (18) ( O) ( O (33 (0 (o (o (850 ( 8 (0 (0 (37) (28) ( 5 ( O
keratitis 0 1 0 0 4] 0 0 0 0 0 0 0 0 0 1 0
(800 (0CO((on (o0 co (0 (0 0
Harder gl a3 < <12> <19>
dsgeneration 2 0 0 0 0 1 0 0 1 2 0 0 0 1 0 0
(1B 0o (0 o oo ((Mm 0o (0 (0o
lymphocytic infiltration 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(0000 (OCO{(n (o0 (0 CoOCn o0
hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o0 (0o (GO NG ) B Q) B Q1)) (o0
Grade 1+ Slight 2 * Noderate 3 Narked 4 3 Severs
{a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100
(IIPT150) BAIS3



STUDY NO. @ 0205 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL t RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 12
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 13 g 12 19
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Firdings @ W ® O @ ® ®m W @ ® ® o ® & m W

[Special sense organs/appandage]

nasolacr d A <P <A2> A
inflanmation 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
oo (o ool (a0 n (000
[Musculaskeletal system]
muscle ' a3 <D 12> <19
mineralization 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo (0 O ol (oo (o oo (o0
[Bedy cavities]
peritoneum A3 <P 12> <19
peritonitis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(800 (on (o oo o0 o Conon (o CcoCnon
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
(HPT150)

BAIS3



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

RAT @ FEMALE : DEAD AND MORIBUND ANIMALS



STUDY NO.  : 0205

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANINMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢+ 13
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 6 12 8 13
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® ® ® o @ ® o’ W @ W ® ® ® ® & o
[Respiratary system]
nasal cavit <8 12> < 6> 13>
thrombus 1 2 0 0 0 1 0 0 0 0 0 0 4 0 1 0
(1M (33) C 0 (0 (o8 o (on oo (0 (sp (o8 (0
necrosis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo (oo o (o (oo Co (0 (000
mineralization 1 0 0 0 4 0 0 0 2 0 0 0 5 0 0 0
(0o (3 (000 (a3 (O (0 (38) (000
sosinophilic changs:olfactory epithelium 1 4 1 0 4 7 1 0 2 4 0 0 5 5 0 0
(1) (61 (17 ( O (33) (58) ( 8) ( 0) (3 (e ( 0) (0 (38 (3) (0 (0
eosinophilic changeirespiratory epithelium 2 i 0 0 12 0 0 0 5 0 0 0 10 0 0 0
(33) (1) (0 ( 0 (100) C ) C O ( O (8 (00 (H (M o0
inflammation: foreign bady 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(00l (a0 (oo (GO NG ) I G ) I )]
inflammation:olfactory epithelium 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(I o o0 oo 0o (ococon (o0 (000
respiratory metaplasia‘gland 4 0 0 0 10 0 0 0 6 0 0 0 10 0 0 0
(61 C 0 oo (83 C o) (0) (0 (100) C 0 O ( O (M o0
Grade 1 ¢ Slight 2 : Moderats 3 ¢ Marked 4 : Severs
<a> a ¢ Number of animals examined at the site
b b+ Number of animals with lesion
(c) c:b/ax100
(HPT150)

BAIS3



STUDY NO.  : 0205

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 14
Group Name Controt 500ppm 1500ppm 4500ppm
No. of Animals on Study 6 12 6 13
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® B ® W @ ® W W ® ® ® o ® | & W
{Respiratory system]
nasopharynx < 6> <12> < 6> <13
inflammation: foreign body 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
coCoCnon 00 (0 (o0 (oo 0 (8o Cn
Larynx < 12> < 6> 13>
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(o0 (RGO RGO B Q) o0l (o0 (0
lung < 6 12> <8 A3
congestion 0 0 0 0 1 0 0 0 0 0 4 0 1 0 0 0
(oo (n 8 (00 o0 oo Con (80
hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(000 DO (oo (o0 (0o
inflammatory infiltration 0 0 0 0 1 0 0 0 1 0 0 0 1 2 0 0
(oo 8 (00 (I o0 ( 8 (1) ( 0) (0
bronchiolar-alusolar cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(oo o0 0o (0o (oo (on (o8 (0o
[Hematopoietic system)
bone marrow <8 <12> <8 <13
increased hematopoiesis 1 0 0 0 1 0 0 0 1 0 0 0 3 0 0 4
(Mmoo 8 (000 (1 o CooCon (200
Grade 1 : Slight 2 * Noderate 3t Marked  Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100
(HPT150)

BAIS3




STUDY NO.
ANTHAL

REPORT TYPE :
SEX

Al

+ 0205
+ RAT F344

: FEMALE

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

PAGE : 15
Grroup Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 6 12 6 13
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® & o ® ® & o @ & & W @ ® ®
[llematopoietic system]
spleen < B 12> <8 43>
atrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0
oo oo oo oo Coco oo 0 C 0) (18) ( 0
deposit of hemosiderin 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(O (GO QRO R GO RGN ) (m o0 0 ) SO G B Q)
fibrosis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
Coco oo (oo o000 0 (0 (0 ( o0
extramedullary hematopoissis 0 0 2 0 2 0 0 ¢ 0 1 0 0 1 4 1 0
0y 0y (33 (0 (I 00 o0 (O o (o0 8 (31 (8 (0
[Circulatory system]
heart <8 42> <6 13>
thrombus 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(OCoCnCon o8 oo ool OO0 (0
mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0 1 2 0
(000 (OO0 (oo Cnln 0 (8 (18 (0
myocardial fibrosis 0 1 0 0 2 1 0 0 0 0 0 0 0 0 0 0
o oo (800 (GO B G B G B )] 0O C0 (00
Grade 1 ¢ Slight 2 ¢ Moderate 3+ Marked 4 1 Seusre
<a> a * Number of animals examined at the site
b b : Number of animals with Lesion
(c) c:b/ax100
(HPT150) BAIS3




STUDY NO. & 0205 HISTOLOGICAL FINDINGS :NON-NEQOPLASTIC LESIONS (SUMMARY)
ANTHAL ¢t RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 16
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 6 12 6 13
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings o WM & o m W ®» W @ B ®» ® ® ® & o
[Digestive system]
stamach < 6> <12> < 6> <13>
ulcer: forestomach 1 0 0 0 2 0 0 0 3 0 0 0 0 0 0 0
(1 oo (o0 (1 oo (o0 (50 ( 0) C 0) (O (00
erosioniglandular stomach 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (0o (oo (o0
ulcertglandular stomach 1 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(1 o o0 (a0 (m o0 Q) I G V) I G ) B G )]
mineralizationiglandular stomach 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (oo (oo (o
large intes < 8> 12> < 6> <13>
inflammation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(1 €0 C 00 (0o oo o0 (oo o o0
Liver < 8> 12> <8 A3
herniation 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
oo Coo o (0o (G B Q) B QR ) B Q)] (13 000
necrosis: focal 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
oo oo (oo ool (oo (o
Grade 1 ¢ Stight 2 Noderate 3 : Marked 4 1 Severe
<a> a + Number of animals examined at the site
b b : Number of animals with lesion
(¢) ctb/ax100
(HPT150)

BAIS3



STUDY NO.  : 0205

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE ¢ 17
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 6 12 6 13
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
[Digestive system]
Liver <6 <12> < 6> <13
fatty change:central 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(om0 ln oo oo (GO RO ) B G B Q)] (o0l
degeneration:central 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(oo (o0 (o0 (ool
granulation 1 1 0 0 1 0 0 0 1 0 0 0 2 0 0 0
(1) (1 C 0 (0 (800 (o0 (18 C o) C 0 ( O
basophi lic cell focus 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(oo oy 8o (Mmoo (o0 (oo (0
bile duct hyperplasia 0 0 0 0 3 0 0 0 1 0 0 0 1 0 0 0
(oo o (28) C ) C O) C O (1 o o (0 (80 don
biliary cyst 0 0 0 0 0 0 0 9 0 0 1 0 0 0 0 0
(oo (0 oo oo (om0 (ocondn
pancreas < B 12> <8 13
atrophy 0 0 0 0 0 0 1 0 0 0 0 0 0 2 )] 0
(oo oy (ocoCs (o0 (O B G ) B QR ) B Q)| (0 (18 () (o
[Urinary system]
kidney B> <12> <6 <13
infarct 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (on (QI) G ) I G ) B Q)] ooy (800
Grade 1 : Slight 2 * Moderate 3 : Marked 4 i Severe
Ca> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) cib/ax100
(HPT150) BAIS3



STUDY NO. ¢ 0205 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL * RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE ¢ 18
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 6 12 6 13
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® ® ® @ & B o @ ® & o @ & ® O
{Urinary system]
kidney <B> <12> <8 <13
deposit of hemosiderin 0 2 0 0 0 4 0 0 0 4 0 0 0 4 0 0
(o300 C0(3y (0 (o0 Co(sn oo (GO G:) S BN Q) I Q)]
chronic nephropathy 0 1 0 0 2 0 0 0 1 0 0 0 0 2 1 0
(om0 o 1y C o) C o) (0 (o0 (0(m (8 (0
tubular necrosis 0 0 0 0 0 3 0 0 0 1 0 0 0 1 1 0
CoCoCon (o (0 (25 (0 (0 o1 oo (0880
papi Llary necrosis 0 0 0 0 0 0 0 0 0 0 0 0 1 2 3 0
(oo (oo (o0 (8 (15 (23) ( O
mineralizationtcortico-medullary junction 1 0 0 0 2 0 0 0 3 1 0 0 4 0 0 0
(1) 0 (0o (1 CoCo (o0 (50) (1) C 0 ( O) (3p o0
mineralization:papilla 0 0 0 0 4 0 0 0 0 0 0 0 2 0 0 0
(oo (33 (0 (0 (0 (0o (1B (00
mineralizationipeluis 1 0 0 0 2 0 0 0 2 0 0 0 3 0 0 0
(1 C 0 C 00 1y C 0 (0 (o) (s (0o (23 (0 (o (o
mineralization:cortex 0 1 0 0 0 0 0 0 0 0 [ 0 1 2 0 0
(om0 oo oo (0o (0 (8 (1, (00
Grade 1 Slight 2 : Hoderate 3 ¢ Marked 4t Severe
<a> a i Number of animals examined at the site
b b : Number of animals with lesion
(¢) cib/ax100
(HPT150)

BAIS3




STUDY NO. : 0205 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FENALE PAGE ¢+ 19
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 6 12 8 13
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings, ® ® ® W @ o & O @ ® ® W w ® WM W
[Urinary system]
kidney <6 <12 <6 <13>
simple hyperplasiattransitional epithelium 0 0 0 0 2 0 0 0 2 0 0 0 5 0 0 0
(ool (o oo (300 (n (38 ( 000
nodular hyperplasiattransitional epithelium 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
ool coCco oo (oo o (8000
calculus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
o0y (o000 o0 (0o (0
mineralization: inner stripe,auter medulla 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(ool (o000 (oo oo (o0
urin bladd < B> 12> 6> 13>
sguamous cell metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
() IO GV I QD) (oo oo (o0 (8 (000
nodular hyperplasiaitransitional epithelium 0 0 0 0 0 0 0 0 0 0 0 0 2 0 ] 0
(oo (o0 oo o (o oo oo (1B (0
papillary hyperplasiattransitional epithslium 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(o0 oo oo (oo (1. ( (0O (0
[Endocrine system)]
pituitary < B <12> < B <13>
cyst 0 0 0 0 1 0 0 0 2 0 0 0 3 0 0 0
(ool (8 C0Co0 o0 (33) (000 (23) C o) Co)yC o
Grade 1 : Slight 2 ¢ Moderate 3 : Marked 4 1 Seuere
<a> a ¢ Number of animals examined at the site
b b * Number of animals with lesion
(e¢) ¢tb/ax100
(HPT150) BAIS3



STUDY NO.  : 0205 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F3d4 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 20
Group Name Controt 500ppm 1500ppm 4500ppm
No. of Animals on Study 6 12 6 13
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® W ® o @ ® O W @ W ® o M ®» ® O
{Endocrine system]
pituitary <8 12> <8 <13>
hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
cocoCn (o0 (8 oo o0 (GO R QI ) B QI B Q)] (a0 on
thyroid B> 12> < B> 13>
G-csll hyperplasia 0 0 0 0 2 2 0 0 0 0 0 0 0 1 0 0
CoCo o0 (o (1D 1) (0 (0 Q) B Q) I ) B G )] (oo
adrenal B> 12> <8 <13>
peliosis-like lesion 1 0 0 0 0 v} 9} 0 1 0 0 0 3 0 0 0
(oo o0 oo oo (oo (23 C (00
hyperplasiaimedut la 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(oo coco oo (O 0o Co oo
focal fatty change:cortex 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
oo o (o0 (0o (0w () I Q) B Q) B V)|
[Reproductive system)
uterus < 6> <12> < 6> A3
cystic endometrial hyperplasia 3 1 0 0 3 0 1 0 1 0 0 0 1 0 0 0
(80) (17 C 0) ( ® (250 C 00 (8 (0 (oo (8 0o
Grade 1+ Slight 2 ¢ Hoderate 3 : Marked 4t Severs
Cad a * Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax*100
(HPT150)

BAIS3



STUDY NO,  : 0205 IESTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 21
Group Name Controt 500ppm 1500ppm 4500ppm
No. of Animals on Study 6 12 6 13
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® % &% O @ o ® o @ W % o @ & & O

[Reproductive system]

mammary gl < 6> <12> <6 3
hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0

0 0 0
(oo (8000 (o0 OO0

<
~
—

galactocele

0 0 0 0 0 1 0 0 0 1 0 0 1 0 0 0
(0 o8 (0 (o0 (0m o0 (0o
[Neruous system]

brain <6 az <6 <13
hemorrhage 1 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(Mmoo (O ” (oo (o0 (800

spinal cord < 6> A2> <6 A3
hemarrhage 0 0 0 0 0 0 1 0 0 0

0 0 0 1 00
oo (0l (oo

<
~—~

(0o

[Special sense argans/appandage]

eye < B> <12> <6 <13

hemorrhage 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo o0 (8o (GO G G B G0 (o o0
Grade 1 ¢ Slight 2 ¢ Noderate 3 ¢ Marked 4 1 Severe
Ca> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100
(HPT150)

BAIS3



STUDY NO. @ 0205 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 22
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 6 12 6 13
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings w & ®» ® ® ® W o W ® & ® ® ®
[Special sense organs/appandags]
oye <8 <12> <6 <43
retinal atrophy 3 1 0 0 4 4 0 0 4 2 0 0 0 0

7 1
(50) (179) C 0 ( 0 (33) (33 ( 0} (0 (67 (3 ( & (0 (56 ( 8 (0 (0

PNard

keratitis 0 0 0 0 o 0 0 0 60 0 0 1 0 0 0
(ool (oo Cn o (0 (000 (oo

Harder gl <8 <12> < 6> 13>
degeneration 2 0 0 0 1 1 0 0 0 0 0 0

0
(s (o0 ({890 oo Con o0 (000

<
<>
<O oD

lymphooytic infiltration 0 0 0 0 0 0

1 0 0 0 0
(Mmoo o0 oo (oo Co o ooy o0

<

nasolacr d B 12> < B A3
inflammation 1 0 0 0 0 0 1 2 0

0 2 1
(oo (M8 0o Com oo (8 (1B (0o

<

<
Rl

[Musculoskeletal system]

muscle B 12> <6 <13
mineralization 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
CoCo oo (a0 (oo (0 (00
Grade 1 ¢ Slight 2 ¢ Moderate 3 : Marked 4 1 Seusre
<a> a ¢ Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) c:ib/ax100

(HPT150) BAIS3



STUDY NO. : 0205 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE + 23
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals an Study 6 12 [ 13
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings M ®» ® O w ® ® ® @ ® & W ® ® ® ™
[Musculoskeletal system]
bone < 6> <12> < 6 <13
osteosclerosis 1 1 2 0 0 1 1 0 0 0 0 0 0 1 1 0
(17 (17 (83) ( O (o880 o0l (88 (n
Grade 1 Slight 2 * Moderate 3 ¢ Marked 4 1 Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100
(HPT150) BAIS3



APPENDIX K 3
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (TOW-YERA STUDY: SUMMARY)

RAT : MALE : SACRIFICED ANIMALS



STUDY NO.  : 0205

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 1
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 37 41 38 31
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings & % ® & @ & ® W ® W ® W ® ® ® O
[Intesumentary system/appandage]
skin/app 37> 4D 38> (&)
inflanmation 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
LQIE) I G B Q) B Q)] co oo (o (o0 () I Q) B Q) I )]
epidermal cyst 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(OCO 00 oo o (o0 (o0 (a0
[Respiratary system]
nasal cavit a7 U1 <38> 3L
thrombus 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(oo oy (OO0l (000 (0w
mineralization 18 0 0 0 17 0 0 0 29 0 0 0 16 1 0 0
(4 C 00 C 0 (O (4 C O C 0 C 0 (7 ( 0) C 0 (0 (s2) ( (000
eosinophi tic change:olfactory epithelium 34 2 0 0 33 3 0 0 18 0 0 0 10 0 4} 0
(92) ( 5 C 0) ( 0) (8) ( DO (an 0 (0 ( 0 () (0 (00
eosinophilic changeirespiratory epithelium 26 0 0 0 26 0 0 0 14 0 0 0 10 0 ] 0
' (o Colon (3¢ 000 (3an (o (oo (32000
inflammation:foreion bady 8 2 1 0 5 5 0 0 7 4 0 0 4 4 1 0
(22) ( 8y ( 3 ( 0 (12) (12) C 0) ( 0) (18 (1) 0 ( 0 (B (W (Y
Grade 1 : Slight 2 ¢ Moderate 3 1 Marked 4 @ Severe
<a> a ¢ Number of animals examined at the site
b b * Number of animals with lesion
(¢) c:b/ax100
(HPT150)

BAIS3



STUDY NO. & 0205 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL + RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE & Al
SEX ¢ OMALE PAGE ¢+ 2
Group Name Contral 500ppm 1500ppm 4500ppm
No. of Animals on Study 37 41 38 31
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings & OB W » ® & | o ® o W o ® ® W O
[Respiratary system}
nasal cavit <87> <41> <38> <31
inflammation:respiratory epithelium 2 0 0 0 3 0 0 0 2 0 0 0 1 0 0 0
(5 o000 (D0 (s C0Co (0 (00
respiratory metaplasiasolfactory epithelium 1 0 0 0 10 0 0 0 6 0 0 0 2 0 0 0
(00 o0 (200 C 0y C 0) C O) (1) 000 (G ) I Q) I G ) B Q)]
respiratory metaplasiatgland 36 0 0 0 39 0 0 0 32 0 0 0 29 0 0 0
(s C 0 C o) (0 () (00l (s C ) (0 ( 0 (s () (O ( O
nasopharynx <37 <41 38> (€)%
inflammation: foreign body 3 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o0 cococo o (a0 () BGIY) IR Q) B 1))
larynx Q7> <41> <38> <3
inflammation:foreign body 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo (oCCon o0 (ool (oo (n
lung 37> <41 38> <31>
inflammatory infiltration 0 0 0 0 1 0 0 0 1 0 0 0 0 1 0 0
(ocoCo (o0 (0000 (L0 (0300
accunulation of foamy cells 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(3o o0 (oo (0o () B G B Q) I )]
Grade 1 ¢ Slight 2 ¢ NModerate 3 : Marked 4 1 Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/ax100
(HPT150) BAIS3



STUDY NO.  : 0205 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUNMARY)
ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 3
Graoup Name Controt 500ppm 1500ppm 4500ppm
No. of Animals on Study 37 41 38 31
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Orean Findings ™ W % ® W W W ® m W ® ® ®
[Respiratory system]
tung (€792 41 38> <@L
bronchopnesumania 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(oCCon o oo oo O3 (o0 (00
branchiolar-alueolar cell hyperplasia 2 1 0 0 1 0 0 0 0 1 0 0 0 0 0 0
(00 (22000 0300 (ool nln
[Hematopoietic system]
bone marrow <37 41> <38> 31>
angiectasis 3 0 0 0 6 0 0 0 3 0 0 0 6 3 0 0
(8 oo (o0 (B0l (000 (19 (103 C 0 C
thrombus 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo oo (220000 0 Co o0 (OO Co (0
granulation 4 0 0 0 5 1 0 0 1 1 0 0 3 0 0 0
(I oo (DO ! (I o0
increased hematopoiesis 2 0 0 0 0 0 0 0 1 0 0 0 4 0 0 0
(5 oo (o oo oo 00 (B0
decreased hematopoiesis 0 0 0 0 1 0 0 0 1 0 0 0 0 1 0 0
COCo oo (a0c0Cc0 0 OO0 (o3 0o
Grade 1 ¢ Slight 2 ¢ Moderate 3 3 Marked 4 : Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:ib/a%100
(HPT150)

BAIS3



STUDY NO. & 0205

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ HALE PAGE ¢ 4
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study - 37 41 38 31
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings ® & ® O ® & & o @ o m ® ® ® W O
[Hematopoietic system]
bone marrow <87 41> <38> 3D
erythropoiesis: increassd 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
oo oo COC 00 ooy 8) C O (0O( O
tymph node <3P 41> <38> (€)%
lymphadenitis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
cococoo o0 o200y OB B Q) I Q)] O (0
spleen (7] 4D 38> QD
deposit of hemosiderin 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(OO0 o oo (o0 N0 OO0
inflammation 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
(0o oo oo O30 0 Co0ConH (N
fibrosis 0 3 0 0 1 0 0 0 2 0 0 0 1 2 0 0
(0800 (20000 5) (0 (00 (N0
extramedullary hematopoiesis 0 0 0 0 1 0 0 0 0 0 1 0 2 1 0 0
(ool (a0 0 (030 (NN (!
{Circulatory system]
heart 87 <4 38> 31>
thrombus 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o300 (20000 00y (ORI B G B Q)
Grade 1 Slight 2 : Moderate 3 ¢ Marked 4 1 Severe
<a> a ! Number of animals examined at the site
b b : Number of animals with lesion
(ec) c:b/ax100
(HPT150) BAIS3



STUDY NO. & 0205 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ HALE PAGE: 5
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 37 41 38 31
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & W W ® W o @ ® & o ® & ® W

[Circulatory system]

heart 37> 41 38> <31>
myocardial degeneration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
cocoCo o0 o000 (o0 (OCo0Con (o0 (a0
myocardial fibrosis 10 0 0 0 14 0 0 0 9 0 0 0 4 2 0 0
(2 C o o0 (s C o (0O (2 C OO C 0 (0 (13 (6 (00
[Digestive system]
tongus (& 7M] 41> <38> (€393
arteritis 3 0 0 0 1 0 0 0 0 0

0 2 0 0 0 0
(a0 (o200 C0 (8000 (oo o

stomach 36> 41 87 <31>
ulcer: forestomach 0 0 0 0 0 0 0 0

1 0 0 0
(oo oo o0 (o0 (o0

erosioniglandular stomach 1 0 0 0 3 0 0 0 2 0 0 0 1 0
(330 (Do (s (00 (000

Liver 3D 41 38> QL
herniation 0 2 0 0 0 0 0 0 2

0 0 0 0 0 0
(oo (B0l (000 (e oo lo

Grade 1+ Slight 2 1 Moderate 3 ¢ Marked 4 : Seuere
Ca> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) ¢ib/ax100
(HPT150)

BAIS3



STUDY NO. & 0205

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 6
Group Name Cantrol 500ppm 1500ppm 4500ppin
No. of Animals on Study 37 41 38 31
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings ® % ® ® @ ® ® O ® & & O @ & ® O
[Digestive system]
Liver <37 <41> <38> 31>
necrosis: focal 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
coco oo (o220 (o0 (o0
granulation 4 2 1 0 1 6 1 0 2 4 0 0 2 4 0 0
(1) (8 (3 (0 21y 20 (B (W o (6 (13 (0 ( 0
clear cell focus 8 2 0 0 4 1 1 1 4 4 0 0 3 0 0 0
(22) (5 C0)(C O (1) 2 (22 (I (w0 (1000
acidophilic csll focus 2 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
h (B o (oo (0o (8 0o (000
basophi lic cell focus 6 2 0 0 5 0 1 0 4 1 0 0 5 2 0 0
(18 ( 5 C 0) ( 0 (122020 (I3 oo (1) ( 6 (0 (0
uacuolated cell focus 1 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
(3o o0 o (B o0 (O I QI ) B G ) IR Q)] (00w
mixed cell focus 1 1 0 0 1 0 1 0 1 0 1 0 1 1 0 0
(Do (2020 (N30 (33000
spongiosis hepatis 2 1 0 0 3 1 0 0 16 2 0 0 8 5 0 0
(B0 (nc2a00C0 (42 ( 85 (0 (0 (28 (16) ( 0) ( O
Grads 1 ¢ Slight 2 Noderate 3 ¢ Marked 4 : Severse
<{a’ a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(¢c) citb/ax100
(HPT150) BAIS3



STUDY NO.  : 0205 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 7
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 37 41 38 31
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® & & @ W ® o™ @ % ® o & ® ® W
[Digestius system]
Liver 37 41 38> 3B
bile duct hyperplasia 1 35 1 0 3 37 1 0 2 0 4 24 3 0

2 33
(3A(w (0 (D (2 (0 (8 (&n (8 (0 (18) (7)) (10) ( 0)

pancreas (&1 41> <38> (&394
atrophy 6 4 1 0 6 q 0 0 6 3 0 0 5 3 0 0
(18) (1D ( 3) ( O (15) (10) C 0) ( ©) (18 ( & (00 (16) (100 C 0) ( O)

hyperplasia 0 0 0 0 R O 00 0 0 0 0
ool o200 (oo Co o (oo (o

[Urinary system]

kidney 37> 41> 38> (&)1
infarct 0 0 0 0

0 0 0 0 0 0 0 2 0
(oo o (ool (0o (oCe oo

g

hyaline droplet 0 0 0 0 0 0 0 0 0 0 0

0 1 0 0 0
oo oo (oo (0 (a0 (o0 Co o

el

deposit of hemosiderin 0 0 0 0 1 1 0 0 1 0 0 0 4 0
(oo (22022000 (0300 (oo

<>

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

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

(HPT150) BAIS3



STUDY NO.  : 0205 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 8
Group Name Controt 500ppm 1500ppm 4500ppm
No. of Animals on Study 37 41 38 31
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings w ® ® ® @ % & W @ Hm W ® @ & ®»
[Urinary system]
kidney a7 A4 <38 <31
squamous cell metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(ool (ool (G B G B Q) B Q)] (o3 (n
chronic nephrapathy 6 14 12 4 5 17 14 3 3 12 18 4 10 7 8 3
(16) (38) (32) (11) (12) (4D (30 (7 (8 (32) (47) (1D) (132) (23) (26) (10)
hydronephrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
o oo (o (oo o0 (0o (O30
pyelitis 0 ] 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo (o (o0 (oo (0 (oo {0 (GO R G ) B Q) B Q)]
papillary necrosis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 2 0
(OO (0 (OO0 (o0 Con (306 (0
mineralization:cortico-medul lary junction 0 0 0 0 0 0 0 0 0 0 0 0 6 1 0 0
oo oo cocoCon (o0 (o0 (1) (300
mineralization:papilla 9 0 0 0 8 0 0 0 10 0 0 0 12 2 1 0
(2 (O C (0 (20 C 0 (0o (26) (o) (0 (OQ (39 ( 6 (3 (0
mineralization:pelvis 6 2 0 0 5 1 0 0 8 0 0 0 8 4 0 0
(18) ( 5 ( 0) ( 0) (12 C2) 00 (18000 (26 (1 ( 0 ( O
Grade 1 1 Slight 2 : Noderate 3 ¢ Marked 4 % Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(e) ¢t b/ ax*100
(HPT150) BAIS3



STUDY NO. : 0205 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 9
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 37 41 38 31
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® m ®» ® @ ® W W ® % % W ® & ® o
[Urinary system]
kidney 87 41> <38> @n
desquamationipeluis 1 0 0 0 0 0 0 0 0 0 0 0 6 0 0 0
(00 (ocn0(on (0o (19000
simple hyperplasiaitransitional epithelium 4 1 0 0 7 1 0 0 [ 1 0 0 11 4 1 0
(I (1m0 0 (I 30 (3B (1)) (0
nodular hyperplasia:transitional epithelium 0 0 0 0 1 0 0 0 1 0 0 0 8 7 1 0
(o Co oo 20000 (3o o0 (26) (23) ( & ( O
calculus 0 0 0 0. 0 0 0 0 0 0 0 0 7 0 0 0
(oo (o0 (00l (0o o0 (2 (00w
ureter <35> <38> 35 e
di latation 0 0 0 0 0 0 0 0 1 0 0 0 9 4 0 0
(OCo {0 (o0 (D00 () (1B (0 (Y
simpte hyperplasiastransitional epithelium 1 0 0 0 0 0 0 0 0 0 0 0 8 0 0 0
(3o (o0 o000 [GY B Q) B G ) B Q1)) (30) C ) ( (0
nodutar hyperplasiattransitional epithelium 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
coco oo (O (oo (o0 (o0
urin bladd (&1 41 38> (&3]
sauamous cell metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 12 2 0 0
(ocoCn (o0 o CCn (o0 oo o (o (39 (8) (0 ( 0
Grade 1 @ Slight 2 Noderate 3 ¢ Marked 4 : Severe
Ca> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) cib/ax100
(HPT150) BAIS3



STUDY NO. & 0205

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE ¢ 10
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 37 41 38 31
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® oM ® W ® w W W ® ® ® O ® ® ® o
[Urinary system]
urin bladd <37 <41 <38> 31>
squamous cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 4 8 1 0
oo oo (o0 OCo o0 (B () (0
inflammatory polyp 0 0 0 0 0 0 0 0 0 0 0 0 1 0 [ 0
(o0 (on (0o Do Cnn (300
simple hyperplasiattransitional epithelium 0 0 0 0 0 0 0 0 0 0 0 0 8 0 0 0
o Co oo cocoCo o 000 o0 ()00
nodular hyperplasiattransitional epithelium 0 0 0 0 0 0 0 0 0 0 0 0 5 15 5 0
(VRGN ) B GO B Q)] (oo 0000 (16) (48) (18) ( 0)
papillary hyperplasiastransitianal epithelium 0 0 0 0 0 0 0 0 0 0 0 0 3 8 1 0
(0000 () B G ) B G B Q) )G ) B Q) B Q)] (10) (19) ( & ( O
basal cell hyperplasiaitransitional epithslium 0 0 0 0 0 0 0 0 0 0 0 0 8 12 14 0
oo o0 o0 0 C0Co0 (o (26) (39) (18 ( 0
{Endocrine system]
pituitary 3D 4 <38> <3
angiectasis 1 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
(a0 o0 (8000 OO0 (AN
Grade 1 ¢ Stight 2 ¢ Moderate 3 : Marked 4 : Severe
<a> a 3 Number of animals examined at the site
b b * Number of animals with lesion
(c) cib/ax100
(HPT150)

BAIS3



STUDY NO. @ 0205

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT 344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : HALE PAGE : 11
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 37 4] 38 31
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings @ o & W @ W o’ o & W » O ® ® ® W
{Endocrine system)
pituitary &1 <41 <38> 31>
cyst 0 0 0 0 1 0 Q 0 0 0 0 0 1 0 0 0
(o000 (000 () B G B G ) B G )] (00w
hyperplasia 8 1 0 0 7 0 0 0 4 1 0 0 2 0 0 0
(22) ( 3 0 (0 (m oo (o0 (oo (on
hyperplasia:gland 0 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0
(o0 (o200 (G0N B G G| (oo Cy (o0
Rathke pouch 2 0 0 0 2 0 0 0 2 0 0 0 1 0 0 0
(8 000 (5 o000 (500 (0 (3OO0
thyroid 37 <41 <38> QG
ultimibranchial body remanet 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(GO RGN B G ) I )] (0o (3300 (00
G-cetl hyperplasia 3 3 0 0 7 2 0 0 1 2 0 0 3 2 0 0
(88 oo 1y 8 € 0) (0 (30 (100 (8 ( (0
parathyroid 37D U4 <38> (€39
hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
CoCco 0o (OCH 0o (3000 (0000
Grade 1 : Slight 2 Noderate 3 Narked 4 1 Seuere
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/a*100
(IIPT150) BAIS3



STUDY NO.  : 0205 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 12
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 37 41 38 31
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @& & ® » @& & & W m ® ® @ ® ® W
{Endacrine system]
adrenal (&1 4 <38> (¢392
cyst 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3o oo (000 ORGN) I GO B Q)] (OO0
hyperplasia:medulla 1 0 0 0 6 0 0 0 2 -0 0 0 3 0 0 0
(a0 (o (1B (o) (o) (o0 5 (000 (1) C 000
focal fatty change:cortex 1 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
(o (2200000 0OCo oo (8 ool
[Reproductive system)
testis <37 U4p <38> 3D
arteritis 1 0 0 0 4 1 0 0 1 0 0 0 3 0 0 0
(D0 (100 ¢ 200 (oo (10 C o0
interstitial csll hyperplasia 1 0 0 0 1 0 0 0 2 0 0 0 1 0 0 0
(3000 (20000 5 (0 (o0 (3 CCn o0
prostate <37 <41> <38> (&304
inflammation 0 0 0 0 1 0 0 0 0 0 0 0 1 1 1 0
CoCo oo 2200 C0 o0 OCoH oo (DY
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
(e¢) cib/ax100
(IPT150)

BAIS3



STUDY NO. & 0205 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL t RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX T MALE PAGE ¢ 13
Group Name Control 500ppm 1500ppm 4500ppm .
No. of Animals on Study 37 41 38 31
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® & ® O ® & W W  ® & o @ W &

[Reproductive system]

prostate 37 <41 38> (€)%
hyperplasia 6 1 0 0 8 0 0 0 3 0 0 0 3 0 0 0
(18) ( 3 C ) (0 (200 C 0y C0) (©) (8o oo (10 C o Co (o0
mammary gl <37 <41> <38> <3
galactocels 2 0 0 0 2 0 0 0 2 0 0 0 0 0 0 0
(5 o oo (8000 (5 0y (o0 Ccn (0
prep/cli gl &1 an <38> 3D
duct sctasia 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(oo Coon oo o0 (GO R GI) B GI) BG)] (oo (0
{Special sense organs/appandage}
eye aQn 41> <38> (&394
cataract 1 0 1 0 1 1 2 0 0 3 0 0 0 0 2 0
(330 (0205 (0 (08 nlon o CoCs (0
retinal atrophy 23 6 3 0 23 5 5 1 18 6 3 1 17 6 3 0
(62) (18) ( 8 ( 0) (56) (12) (12) ( 2) (47 (16) ( 8 ( 3) (85 (19) (10) ( O
keratitis 0 0 0 0 1 1 0 0 1 0 0 0 1 0 0 0
(o0 (220220000 (A0 0 (OO0
Grads 1 ¢ Slight 2 ¢ Hoderate 3 1 Marked 4 : Severe
<ad a ¢ Number of animals examined at the site
b bt Number of animals with lesion
(c) ctb/ax100

(HPT1560) BAIS3



STUDY NO.  : 0205

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

ANTMAL + RAT F344
REPORT TYPE : Al

SEX ¢ MALE
Organ Findings

[Special sense organs/appandage]

Harder gl
degeneration

lymphocytic infiltration

nasolacr d
inflammation

[Musculoskeletal system]

Group Name Control 500ppm
No. of Animals on Study 37 41
Grade 1 2 3 4 1 2 3 4
@ o ® O @ W ® o
(€192 41
0 0 0 0 0 0 0 0
coco o (0 (o0

10 0 0 2 0 0 0
(90l (a0l

a7 A
1 10 0 1 1 0 0
3o (a(2a20000
3D A4

0 0 0 0 0
(0000 o0

3 ¢ Marked 4 i Severe

bone
osteosclerosis
Grade 1 Slight 2 * Noderate
<a?> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*l00

(HPT150)

~
<



APPENDIX K 4
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (TOW-YERA STUDY: SUMMARY)

RAT : FEMALE : SACRIFICED ANIMALS



STUDY NO.  : 0205

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © FEMALE PAGE ¢+ 15
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 44 38 44 37
Grads 1 2 3 [ i 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o % ® @ ® & W @ ® % O @ ® & O
[Integumentary system/appandags]
skin/app 44> <38 4> 3D
epidermal cyst 0 0 1 0 0 0 0 0 0 0 0 0 0 1 0 0
(20 COCo 0o (o0 (a0
{Respiratory system]
nasal cavit <44> 38> <44> (&7
thrombus 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(RN G G B Q)] (oo (20000 (o0 (o0
mineralization 10 0 0 0 13 0 0 0 9 0 0 0 20 0 [ 0
(23 C 0 (00 (s o0 (0 (200 C 0) C 0 (O () ( O (O (O
goblet cell hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(22000 (o (0(n (ORI G) B G ) I Q)] (OO0
ensinophilic change:olfactary epithelium 4 16 23 0 2 22 13 1 7 24 12 0 6 24 5 0
{ 9 (36) (52) ( 0 ( 5) (58) (34) ( 3 (18) (85) (27) ( O (16) (85) (14) ( O
eosinophilic changeirespiratory epithelium 38 0 0 0 35 2 0 0 36 1 0 0 32 1 0 0
(8) (00 (92) ( 5) ( 0) C 0 (8 (20 (0 (8 (30
inflammation: foreisn body 4 0 0 0 2 0 0 0 5 1 0 0 4 0 0 1
tacoCoCon (800 (I 22000 (I o3
Grade 1+ Slight 2 ¢+ Moderate 3+ Marked 4 : Severe
<a> a ¢ Nuwber of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100
(HPT150) BAIS3



STUDY NO. @ 0205

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX . FEMALE PAGE ¢ 16
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 44 38 44 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings m ®m ® W @ o B W ® o ® W & B W O
[Respiratory system)
nasal cauit <44> <38> <44> <3
inflammation:respiratary epithelium 4 0 0 0 0 0 0 0 1 0 0 0 1 1 0 0
(oo o0 (o coco oo (220000 (L
respiratory metaplasiatolfactory epithelium 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(o0 (0 n (00 co (3000
respiratory metaplasiatgland 37 0 0 0 35 2 0 0 37 0 0 0 33 0 0 0
(84) ( 0) C 0) (o0 (92) ( 5 (0 (0 (86 (o) (o ( 0 (s O Co (0
nasopharynx <44 38> <44> 37>
inflammation: foreion body 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo o0 (oo (o0 oo oo (G ) I < I G ) B Q)]
Llarynx <44> {38> <44> <37
inflammation: foreign body 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(22000 Co0 (O ooy (o000
lung 44> <38 <44> 37D
inflammatory infiltration 1 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(220000 (B8 00 (o0 oo oo QIO B B Q) B Q)]
accumulation of foamy cells 1 0 0 0 1 0 0 0 1 1 0 0 1 0 0 0
(2000 (o0 (3 oo (ac22000 (0
Grade 1 ¢ Stight 2 * Noderate 3 : Harked 4 1 Severe
<a> a ¢ Number of animals examined at the site
b bt Number of animals with lesion
(c) cib/ax100
(liPT150)

BAIS3



STUDY NO.  : 0205

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 17
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals an Study 44 38 44 37
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings m & ®» ® ® ® & o @ w ® O ® o ® O
[Respiratory system]
lung <44> <38 44> an
bronchiolar-alueolar cell hyperplasia 2 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(5 o000 o0 (a0l 0 Co (o0 (OO0
inflammation: foreign body 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
coCco oo (oo o0 0Co oo (G B G ) B Q) I Q)|
[Hematopoietic system]
bone marrow <44> <38> 44> <37>
angiectasis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(22(0C0 (0 (ool OO0 (0000
granulation 4 0 0 0 6 1 0 0 4 3 0 0 11 0 0 0
(o CoCo o (18 ( 3y C 0 (0 9Nl (30) C 0) C 0) (0
increased hematopoiesis 0 0 0 0 0 0 0 0 4 0 0 0 3 0 0 0
oo oo (o000 900 (o (0
decreased hematopniesis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o coCn oy (0o 0o (0000
erythropoiesis: increased 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0l coco oo DCoCoH o0 (0O C0
Grrade 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/a*100
(HPT150) BAIS3



STUDY NO. @ 0205

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 18
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 44 38 44 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® oM ® W ® W & W ® ® ® ® ® W o
[Hematopoietic system)
bone marrow 44> <38> <44> 37
reticulosis 0 2 0 0 0 1 0 0 0 0 0 0 0 0 0 0
{5 0o (o3 oo (o (o 0 Co oo
splesn <44> 38> <44> 37>
deposit of hemosiderin 4 1 0 0 6 0 0 0 6 1 0 0 4 0 0 0
(2000 (16 C o) C 0 (0 (200 (oo
fibrosis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
CoCo oo o3 oo (ool CoCoCo (o
extramedul Llary hematopoiesis 1 0 0 0 1 0 0 0 2 1 0 0 2 1 0 0
(2200000 (3o o0 (8200 (8 (3 (00
[Circulatory system]
heart 44> <38> 44> <37
myocardial fibrosis 1 0 0 0 4 2 0 0 5 0 0 0 3 0 0 0
(20000 (1) ¢ 5 ( 0) ( 0) (i) ¢ 0 C 0) ( 0 QK ) I Q) I G ) B Q)]
[Digestive system]
tongue <44> {38> <44> 3D
arteritis 2 0 0 0 3 0 0 0 3 1 0 0 0 0 0 0
(00 (800 o0 (D200 (0 Co o0
Grade 1+ Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b * Number of animals with lesion
(¢) cib/ax*100
(1PT150)

BAISS



STUDY NO. & 0205

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX + FEMALE PAGE ¢ 19
Group Name Cantral 500ppm 1500ppm 4500ppm
No. of Animals on Study 44 38 44 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings ® & W ® ® ® & o @ ® & W ™ ® ® ®
[Digestive system]
stomach <44> <38> 44> <37
ulcer: forestomach 0 0 0 0 0 0 0 0 3 0 0 0 0 0 0 0
ool oo o (o0 (oo (o0 (OO0l
erosioniglandular stomach 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(20 o0 (oo oo (0O Cn (0 (0o (o0
Liver <44> <38> <44> <30
herniation 3 0 0 0 2 0 0 0 4 0 0 0 0 0 0 0
(D0 (00 (a0 (OO0
necrosis:focal 1 0 0 0 1 0 0 0 1 0 0 0 2 0 0 0
(20 C0 0 (3000 (220000 (000
granulation 20 11 1 0 17 5 0 0 20 5 1 0 18 5} 4 0
(45) (25) ( 2) ( O) (48 (13) ( O ( O (45) (14) ( 2) ( O (49) (16) (11) ( O
clear cell focus 3 1 0 0 0 2 0 0 3 0 0 0 0 1 1 0
(D000 o (s (o000 (D0 (o (30
acidophilic cetl focus 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(000 Co oo (OO0 (o0
basophilic cell focus 14 1 0 0 16 2 0 0 19 1 0 0 15 2 0 0
(32) ( 2 C0) (o0 (42 (3 (0O (o (43 (2 (0 (0 (4 (0 (0
Grade 1+ Slight 2 * Hoderate 3 : Marked 4 Severe
<a> a ¢ Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) ctb/ax100
(HPT150)

BAIS3



STUDY NO, ¢ 0205 [IISTOLOGICAL FINDINGS :NON-NEQPLASTIC LESIONS (SUMMARY)
ANTHMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 20
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 44 38 44 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings ® % @& W @ o ® W ® ® ®» o ® ® ® o
[Digestive system]
Liver <44> <38> <44> <37>
vacuolated cell focus 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8 0o oo o0 CoCo oo 00 0o
mixed cell focus 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o000 (0000 (ocoCo (0 0OCoCon o
bile duct hyperplasia 5 2 0 0 5 0 0 0 5 1 1 0 1 0 0 0
(1) ¢ 5 C 0 C 0 (B (a0 HC (0
pancreas <44> 38> <44> <80
atrophy 5 3 0 0 3 4 0 0 3 1 0 0 3 1 0 0
(I Cn oo (0o (D00 )G I Q) B G )]
[Urinary system]
kidney 44> <38> <44> (&2
infarct 0 1 0 0 0 0 0 0 0 0 0 0 5 2 0 0
coC200C0 coco oo oo oo (W (00
deposit of hemosiderin 0 2 0 0 0 4 0 0 1 17 0 0 0 21 0 0
o5 o0 oy oo (2 (3 (0 QORI S B Q) B )]
Grade 1 ¢ Slight 2 ¢ Moderate 3 ¢ Marked 4 3 Severe
<a»> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100
(IPT150)

BAIS3



STUDY NO.
ANTHAL
REPORT TYPE : Al

¢ 0205
¢ RAT F344

RISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
SACRIFICED ANIMALS (10BW)

SEX : FEMALE PAGE @+ 21
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 44 38 44 37
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 44> 38> <44> 3D
chronic nephropathy 12 15 5 4} 25 7 1 0 19 6 3 1 10 g 2 2
(27) (34) (11 ( 0) (66) (18 ( 3) ( 0) (43 (10 (7 ( 2 (21 (24) ( B ( B
papillary necrosis 0 0 0 0 0 0 0 0 0 0 0 0 4 8 5 0
(oo (oo o0 (GO NG B Q) B )| (1) (22) (19 C O
mineralization:cortico-medullary junction 20 0 0 0 20 0 0 0 20 2 0 0 14 0 0 0
(4) C 00 C 0O (0 (53) ( 0) C 0) ( 0) (4) ( 8 ( 0) (0 (3 (000
mineralization:papilla 2 0 0 0 2 0 0 0 3 0 0 0 10 1 0 0
(s 0o (s (0000 (o0 (2 (Y
mineralization:peluis 11 0 0 0 10 0 0 0 15 1 0 0 22 2 0 0
(25) C 0y C 0y (0 (28) C 0 ( 0y (9 (3) ( 2C 0 (0 (59) ( 8 C 0) (O
desquamation:peluis 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(oo (0 (Ol O B B G I Q)] (B (000
simple hyperplasiattransitional epithelium 3 0 0 0 3 0 0 0 10 0 0 0 16 4 0 0
(Do oo (00 (23 C 0) C ) ( O) (43 (1D C 0 (0
nodular hyperplasiattransitional epithelium 0 0 0 0 0 0 0 0 0 1 0 0 7 4 0 0
(o000 (o0 (o200 (19 (1 oo
Grade 1 ¢ Slight 2 ¢ Moderate 3 ¢ Narked 4 : Severe
<a?> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(¢c) cib/ax100
(HPT150)

BAIS3



STUDY NO. & 0205

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANINALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢+ 22
Group Name Control 500pem 1500ppm 4500ppm
No. of Animals on Study 44 38 44 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & o W ® & ®m O @ ® ® o @ ® ® O
[Urinary system]
kidney <44> 38> <44> (&7
calculus 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
CoCo o (o0 oo oo 00 oo 5) (o ( 00
mineralization:inner stripe,outer medulla 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
oo oo (oo 00 5 (00 {0 0O Coo 0o
ureter <29 <30> <38> (&)
di latation 0 0 0 0 0 0 0 0 0 0 0 0 4 2 0 0
(oo oo oo 0000 (1B () (0o
simple hyperplasiaitransitional epithelium 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(o CoCn o CocoCo o0 0o o0 (o0 6) ( 0y (0 (0
urin bladd <44> <38> 44> (&7
sauamous cell metaplasia 0 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0
(oo o0 (O IR G R G B G 0O C0 oo LG IO B G )
squamous cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo oo (OI) I G 1) B G ) I Q) NCoCo o N3O0
simple hyperplasiaitransitional epithelium 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
CoCo oo (oo 2000 3000
Grade 1 ¢ Slight 3 ¢ Harked 4 : Severe
Cad a * Number of animals examined at the site
b b : Number of animals with lesion
(c¢) c:ib/ax100
(HPT150) BAIS3



STUDY NO.  : 0205

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 23
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 44 38 44 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings M & ®m W @ o\ & & w & ® W  ® ® B
{Urinary system)
urin bladd 44> 38> <44> 37>
nodular hyperplasiattransitional epithelium 1 0 0 0 0 0 0 0 0 0 0 0 1 2 0 0
(220000 (0o (GD B QI ) B QR IR Q)] (B0
papillary hyperplasiastransitional epithelium 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0
oo oo (o000 oo oy (030
basal cell hyperplasiastransitional epithelium 0 0 0 0 0 0 0 0 0 0 0 0 2 2 0 0
(oo (0Ol (oo (0 (8 Cn(0
{Endocrine system]
pituitary <44> <38> <44> <37>
angiectasis 2 0 0 0 1 0 0 0 3 1 0 0 3 0 0 0
(5 (0o (o0 (3 oo o0 (2000 (a0 (0
cyst 6 0 0 0 g 0 0 0 8 0 0 0 3 2 0 0
(1 0o (20 C OO C O (O (18 0o (8 B8 00
hyperplasia 1 0 0 0 6 0 0 0 8 0 0 0 5 0 0 0
(00000 (18) ¢ 0 C 0) ( 0) (18 oo (o0 (1 oo
Rathke pouch 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(220000 oo oo a0 oo (3 oo o
Grade 15 Slight 2 : Moderate 3 1 Marked 4 : Severs
<Ca> a ¢ Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) cib/axl100
(HPT150)

BAIS3



STUDY NO. & 0205 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢+ FEMALE PAGE ¢ 24
Group Name Cantrol 500ppm 1500ppm 4500ppm
No. of Animals on Study 44 38 44 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & % O ® W W W @ o ® ® @ & & O

[Endocrine system]

thyroid <44> 38> <44 (€15
ultimibranchial body remanet 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
O BRI 1) I Q) B Q) CoCoCn o (o200 0 (oo (o
C-cell hyperplasia 2 3 0 0 5 0 0 0 6 1 0 0 3 2 0 0
(B (D00 (13 0 (0 (0 (19 200 (8 (5 (00
adrenal <44> <38> <44> <37

peliosis-like lesion 0 0 14 1 0 0 13 1 0 0 16

9 0 1 1
(200 (0 C0(Co (s (00 (3 . 22 C 0) (0 (B3 (330

hyperplasiaicartical call 4 0 0 0 5 0 0 0 6 0 0 0 2 1 0
(a0 (13 o0 (o0 (1 oo (D00

hyperplasiaimedul La 0 0 0 0 0 0 0 1 0
(oo oo o (o0 (B (200 (0o

focal fatty change:cortex 6

0 0 0 5 0 0
(1 C o (0o (oo (Il (1B 000

[Reproductive system]

ouary <44> 38> 44> (702
granulation

0
(oo (a0 oo o (oo

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

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

(HPT150) BAIS3



STUDY NO.  : 0205 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUNMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢+ 25
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 44 ’ 38 44 37
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, ® & ® W @ % & W @ ®m ®» o @ ® ® O

[Reproductive system]

uterus <44> <38 <44> <37
cystic endametrial hyperplasia 10 4 2 0 13 1 2 0 11 2 1 0 12 5 0 0
(23 ( 9 (5 (0 (36 ( 3 ( 5 (O (28) (8 (2) (0 (32) (1) C 0) ( 0O
mammary gl 44> (€75 44> <87
hyperplasia 0 1 0 1 0 0 0 0 0

1 0 0 0 0 0 0
(a0 (3300 C0 ot (oo

[

galactocsle 1 0 0 0 0 0 0 1 0 0 0 1 0 0

4 0
(220000 (ool o200 o (oo

=

[Special sense organs/appandage]

eye [T 38> 44> <37
cataract 3 2 0 1 0 0 1

1 0 0 2 0 1 0
(N8 (0 (o008 (o0 (o200 (oo

retinal atrophy 21 11 8 0 21 7 4 0 24 10 2 0 24 10 1 0
(48) (25 (18) ( O (88) (18) (11) ( 0) (55) (23) ( 8) ( O (68) (27) ( 3 ( O
keratitis 1 0 0 0 0 0 0 0 1 0 0 0 0 1 0 0
a0 oo oo o (o0 20000 oo
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) ¢ctib/ax*100

(HPT150) BAIS3



STUDY NO.  : 0205 HISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMMARY)
ANTHAL ¢ RAT F344 SACRIFICED ANIMALS (105W) -
REPORT TYPE : Al
SEX + FEMALE PAGE : 26
Group Name Cantrol 500ppm 1500ppm 4500ppm
No. of Animals on Study 44 38 44 37
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 o w ® ® ®
[Special sense organs/appandags)
Harder gl 44> <38> 44> (1)
degeneration 1 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(220000 COCCon (o0 (B0 on (oo ln (o0
lymphoeytic infiltration 3 0 0 0 4 0 0 0 5 0 0 0 4 0 0 0
(oo o0 (I o oo (i o (00 (I (o0
nasolacr d 44> <38> 44> <37
inflammation 4 2 0 0 0 1 2 0 7 1 0 0 4 0 0 0
(9500 o330 (18 (200 (I o0
[Musculoskeletal system]
bone <44> <38> <44> 3D
osteosclerosis 7 2 5 0 2 3 1 0 2 0 3 0 2 3 3 0
(18) ¢ 8 (1) ( 0 (8 (8 (30 (80N (0 (88 n
Grade 1 ¢ Stight 2 Moderate 3 1 Marked 4 3 Severe
<a> a * Nuwber of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100
(HPT150)

BAIS3



APPENDIX K 5
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (TOW-YERA STUDY: SUMMARY)

MOSUE : MALE : DEAD AND MORIBUND ANIMALS



STUDY NO,  : 0206

—

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIHAL © MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : HALE PAGE ¢ 1
Group Name Control 667ppm 2000ppm 6000ppm
No., of Animals on Study 15 g 9 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ W ® o @ % ® W ® ® & @ & ® ®
[Respiratory system]
nasal cauit <5 <P <P <1
mineralization 0 0 0 0 0 0 0 0 0 0 0 0 1 4] Q 0
oo oo (0Co(0Con (0o (0 (00
inflammation 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(00N (ocoodn (oo (G B G B G ) I V)|
eosinaphilic changs:olfactory epithelium 2 0 0 0 2 0 0 0 1 0 0 0 0 0 0 0
(13) ( 0) ( 0) C 0 (22) (. 0) C 0y C 0O (i oo (a0 (on
eosinophi lic changeirespiratory epithslium 3 0 0 0 2 1 0 0 3 0 0 0 1 0 0 0
(200 C (9 (0 (22 (1 C 0y ( 0 (a3 (oo (90
respiratary metaplasiatolfactory epithelium 3 0 0 0 2 1 0 0 1 0 0 0 4 2 0 0
(200 C ) C O ( O (22) (1 C 0 ( 0 (I oo (38) (18 ( 0 (O
respiratory metaplasiatgland 3 1 0 0 1 1 0 4} 3 0 0 0 ] 2 0 0
(20 (D Co(Co (I (1w 0o (3 (OO0 (55) (18 ( O ( 0
atrophy:olfactory epithelium 0 0 0 0 0 0 0 0 3 1 0 0 7 1 0 0
o Cco0Co o (oo (o0 (3 (W 0y () (9 C0 (0
necrosisiolfactory epithelium 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
CoCn oo (0o (oo ln (o colnlon
Grade 1 ¢ Slight 2 i Moderate 3 ¢ Marked 4 Severs
Ca> a : Number of animals examined at the site
b b Number of animals with Llesion
(c) cib/a*100
(IPT150) BAIS3



STUDY NO.  : 0206

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL + MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE
Group Name Control 667ppm
No. of Animals on Study 15 g
Grade 1 2 3 4 1 2 3 4 1 2 3
Organ__ Findings ® ® ® ® ® ® ® O w® ® »
[Respiratary system]
nasopharynx <15> <D
eosinophilic changetrespiratory epithelium 0 0 0 0 1 0 0 0 1 0 ¢
(o0l n (Il NN (0
lung 15> <P

congestion

inflammatory infiltration

[Hematopoietic system]

increased hematopoiesis

megakaryocyte: increassd

granulopoiesis: increased

01 0 0 00 0
(Do oo

1 0 0 0 1 0 0 0
(7o oo (1 o oo
15> <o

0 0 0 0 0 0 0 0
(D00 (o0

A N R N
(oo (oo (o0

1 0 0 0 O N |
(oo oo o

bone marrow
Grade 1 ¢ Stight
<a?> a
b b
(c) c:b/ax*100

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

(HPT150)

==
=

R
0Co g

0 (18 (0

~

0o

009 (0

01 (0 ( 0Co o



STUDY NO. = 0206 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : HOUSE BDF! DEAD AND MORIBUND ANINALS (0-105W)
REPORT TYPE : Al
SEX ¢ HALE PAGE: 3
Group Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 15 9 9 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® b @® o @ & ®» W @ & ® W W ® ® o
[Hematopoietic system]
spleen <15 <9 <P <11
deposit of melanin 0 1 0 0 0 0 0 0 0 0 0 0 1 0 0 0

(o (nCoCo

Rewrg

(ool

~=
~

oo (o

~>
~

Lo Co

~

extramedul lary hematopoiesis 1 0 0

3 1 1 0 0 0 2 0 0 1 3 0 0
(e (00 (I (i 0 o O (o g{en (0o

R
~
—~
~
—~
Dl

[Circutatory system]

heart (15> <» <P <11
‘thrombus 0 0 0 0 0 0 0 0 0 0 0 0

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

=
—~

mineralization 0 0 0 0 1 0 0

0 1 0 0 0 0 0
(oo (o (o Colo (I o0 (oo (o0

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

0 0
({00 (o(w oo o 0m o oo o0

[Digestive system)

tooth <15> <P <D <11>
cyst 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
oo Co o0 (o oo cocoColon (G ) B Q) I G ) I Q)]
Grade 1 Slight 2 ¢ Noderate 3 : Marked 4 : Severe
Ca> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) cib/ax100

(1iPT150) ' BAIS3



STUDY NO.  : 0206

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 4
Group Name Controt 667ppm 2000ppm 6000ppm
No. of Mnimals on Study 15 g g 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ®» ® W ® ® ® ® ® & O ® ®m & o
[Digestive system]
tooth <15> < <9 A
dysplasia 5 1 0 1 2 1 1 0 4 0 0 0 4 2 0 0
(s (DN (22) (1) (11 C O (4 (00 (s (0 (0
‘tongus 15> <D <D <D
mineralization 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Cocoon (0 (GO B G ) B QI ) IR Q1) (QD B QI 1) B QR V) B Q)] (G IO ) B Q) B )
arteritis 0 2 0 0 0 0 1 0 0 1 0 0 0 0 0 0
(o (0 (oo (1D (om0 (0000
salivary gl 15> <® <9 <11>
arteritis 0 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(oCnCcolon oo o0 (oo o (oo o0
stomach <15 < <D Aan
mineralization 2 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(13 o (oo Co o oo (w0l (G O) B G ) B Q) B QI )
ulcer: farestomach 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(D00 (o0l (oo (oo
hyperplasia: forestomach 0 0 0 0 1 0 0 0 0 0 0 [ 0 0 0 0
oo oo iy o o (o0 (oo (0 (o0
Grade 13 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
(HPT150) BAIS3



STUDY NO. : 0206 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUKMARY)
ANIMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : B
Group Name Controt 667ppm 2000ppm 6000ppm
No. of Animals an Study 15 9 9 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings m & ® O ® ® ® & ® ® & o @ ® & o
[Digsstive system]
stomach 15> <P <D <11
erosiontglandular stomach 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
SO B Q) I G ) B Q)] (1 C 0 C 0 (0 0 Co oy 0o (o0
Liver <15> <D <D A
angiectasis 0 0 0 0 0 0 0 0 0 1 1 0 0 0 0 0
(oo oo 0o 0 (1) (1 C 0 00 (o0
necrosis:central 0 2 0 0 0 1 0 0 0 0 0 0 0 0 1 0
(0o (o0 (Mmoo 0000 O o0
necrosis: focal 1 0 0 0 1 1 0 0 0 0 0 0 0 0 0 0
(Do o0 (1) (1) ¢ 0y ( 0 0CoC0 (o 0000
degeneration:central 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
o oo o (oo 0 (1) C 0) ( 0 0o 0o
granulation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo oo (oo (o0 0 C 0 (oo 9000
mixed cell focus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo oo oo NN 9000
pancreas <15> <9 < ®» <11>
necrosis: focal 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
CoCo (oo oo (o0 0Co oo 0 (9 (o0 (0
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
(1IPT150) BAIS3



STUDY NO.  : 0206

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL © MOUSE BDF1 DEAD AND NORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX ¢ HALE PAGE : 6
Group Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 15 9 9 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings m ® W o ® ® & o ® ® ® o @ ®m & W
[Urinary system]
kidney 15> <P <P <AL
necrosis 0 0 0 0 0 0 1 0 0 0 0 0 [ 0 0 0
(o000 CoCo (i) on (0000 (0o (0
hyaline droplst 1 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(Do (i o0 (0 (I o Co(on (o0
basophilic change 1 0 0 0 1 0 0 0 2 0 0 0 1 0 0 0
(n oo o (i cocon (a2 (OO0 (a0 (0
hydranephrosis 0 0 0 0 0 0 0 1 0 0 0 0 0 0 03 0
oo (oo (o0 (1 coCo0 0o (GBI G) B G B Q1))
pyelanephritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
(oo oo oo o (o (oo Con (N C9
mineralization:papilla 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0w (o0 (o0 (o (0
mineralizationipelvis 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(n oo (o0 (oo o0 CoCcoColon (a0l
mineralization:cortex 8 3 0 0 5 2 0 0 5 3 0 0 5 2 0 0
(83) (200 C O ( O (86) (22) ( 0) ( 0 (86) (33) ( ) ( ) (48 (18 (0 ( O
Grade 1 @ Stight 2 : Moderate 3t Marked 4 : Severe
<ad a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(ec) c:b/ax100
(iPT150)

BAIS3



STUDY NO.  : 0208

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : MOUSE BDF1 DEAD AND MORIBUND ANINALS (0-105W)
REPORT TYPE : Al
SEX + HALE PAGE ¢+ 7
Group Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 15 g g 11
Grade 1 2 3 4 12 3 4 1 2 3 4 12 3 4
Orean Findinss ® W W ® ® W W W W ®m ® ® ® W ® ®
[Urinary system]
kidney <15> <9 <P A
desquamationipeluis 0 0 0 0 0 0 0 0 0 0 0 0 2 1 0 0
o CoCo (o (00 (O0COCn (o0 (B (D00
mineralizationtinner stripe,cuter medulla 1 0 0 0 1 0 0 0 4 0 0 0 3 0 0 0
(DO (0 (I 0o (40) C ) C 0) ( 0 (2 0000
urin bladd <15> <D <D <11
simple hyperplasiaitransitional epithelium 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(D00 oo oo (o000 (00
[Endocrine system]
pituitary as <D <P <10
Rathke pouch 1 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0
(D00 (oo (oo o0 Q) I G ) I G ) B G )]
adrenal <15> <D < <11>
necrasis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
CoOCoCon (o (o oo (o0l (000
[Reproductive system]
testis 5> <o <P an
atrophy 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
CoCoCn o0 (11 ¢ 0) C 0y ( 0) (o0 (0 (900 (0
Grade 1 ¢ Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
<ad a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) ¢cib/a*100
(HPT150) BAIS3



STUDY NO. & 0206 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢+ 8
Group Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 15 9 g 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findinss W ® ® W W ® ® W ® W ® ® W W ® ®
[Reproductive system]
testis <15> <D <D A
necrosis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
coCo oo 0 (1) 0o (oo (0 OO0
mineralization ] 0 0 0 4 1 0 0 7 0 0 0 0 0 0 0
(80) C O (C O (O (44) (1) C 0) C 0 (7 o000 0Co oo
epididymis {15 < <D <11
spermatogenic granuloma 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (o (I oo (o0 (ool o 0o (n
semin ves <15> <9 < A
hemorrhage 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(D0 (O o0 (0o (o 0Cou (o0
prostate <15> <P <D 11>
inflammation 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(OO (o0 (o0 09 o (o0
prep/cli gl <15> < <D <AL
duct cell 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(oo co oo o (oo (o0 0900
inflammation 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0
oo o (00 (GO B G B Q) I Q)] 9 (9 (00
Grade 13 Slight 2 ¢ Noderate 3 * Marked 4 : Severe
<a> a * Number of animals examined at the site
b b i Number of animals with lesion
(c) ¢cib/ax100
(HPT150) BAIS3



STUDY NO.
ANTHAL

1 0206
* HOUSE BDF1

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

REPORT TYPE : Al
SEX ¢ MALE PAGE :
Group Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 15 g 9 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® B ® O ® ® & O ® & ®» W ® ® & O
[Neruous system)
brain 15> <9 <D (9993
mineralization 5 4 0 0 1 8 0 0 b 1 0 0 3 5 0 0
(33) (20 C 0) ( O (I (sn (0 (0 (66 (1) C 0) ( O (27 (48) C 0) ( O)
[Special sense argans/appandags]
nasolacr d <15> < <D <D
inflammation 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(Do oo (oo (ool (OO0
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
(¢) cib/ax*100
(lIPT150)

BAIS3



APPENDIX K 6
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (TOW-YERA STUDY: SUMMARY)

MOSUE : FEMALE : DEAD AND MORIBUND ANIMALS



STUDY NO.
ANTHAL

: MOUSE BDF1

: 0206 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
DEAD AND MORIBUND ANIHALS (0-105W)

REPORT TYPE : Al
SEX * FEMALE PAGE ¢ 10
Group Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 19 28 25 17
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings, ® & ® W ® w® W o @ ® O O ® ® ® O
[Respiratary system]
nasal cavit <19> Q28> <25> AD
thrombus 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(oo (o (nC0 (0o (o0 QIO I G O T Q) B G )]
mineralization 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (o0 (oo (n (o0 (00w
catarrh 0 1 0 0 0 2 0 0 0 2 0 0 0 0 0 0
o (5 (00 (0D (o8 (o0 (0000
basal cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0Co 00 (ocnCn(n (ococo 0 (e (00
eosinophilic change:olfactory epithelium 5 0 0 0 6 0 0 0 1 1 0 0 0 0 0 0
(26) C 0) C 0y C 0 (any C 0y C 0) C 0 (a0 n (o0
eosinophilic changetrespiratory epithelium 11 1 1 0 15 3 1 0 9 2 2 0 4 1 0 0
(58) ( 5 ( 8 ( 0 (54) (1) ( & ( O (s (8 (0 (2 () (0 (O
inflammation: foreisn body 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(OC (o0 (a0 (o0 CoOCo oo (000
inflammation:respiratary epithelium 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(Ol (0000 (9000 (o0
Grade 1 ¢ Slight 2 : Noderate 3 : Harked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) cib/ax100
(HPT150) BAIS3



STUDY NO.  + 0206 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX * FEMALE PAGE : 11
Group Name Control 667ppm 2000ppm 8000ppm
No. of Animals on Study 18 28 25 17
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ | ®» O @ ® ® W ® & ® O @ & ®» W

[Respiratary system]

nasal cavit <19> <28> <25 <17
respiratory metaplasiatolfactory epithelium 3 0 0 0 1 0 0 0 2 0 2 0 0 0

0 0
(18 C 0 C 0 (0 (a0 (8 (nnlon (122 oy Co (o

respiratory metaplasiatgland 0 6 0 0 0 1 0 0 0

5 0 0
(28) C O C 0) (0 (a0 (2 COC O (0 (000

atrophy:olfactory epithelium 0 3 1 0

0 0 0 g 2 0 8
(otoCcoCo0 (ot o0 (38 ( 8 (0 (0 (4an) (18) ( 8) ( 0

nasopharynx <19 <28> <25> <17
sosinophilic change:respiratory epithelium 0 0 0 1 0 0

1 0 1 2 1 0
(000 (nDCH 0o (a0 (12 (8 (0 (0

lung <19> 28> <25 <17
hemorrhags 0 0 0 0 0 0 0 0 0 0 0 0

1 0 0
(oo o (ocaCn(0 oo o0l

inflammatory infiltration 1 0 3 0 0 0 0 0 1 0 0 0
(B8 000 (i oo (a0 (oo oo

[Hematopoietic system]

bone marrow AP <28> <26> <17
cangestion 0 0 0 0 0 0 0

0 0 2 0
(oo (ool (oo (00

Grade 1 Slight 2+ Noderate 3 ¢ Narked 4 : Severe
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) cib/ax100
(HPT150)

BAIS3



STUDY NO. & 0206 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + HOUSE BDFI DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE . PAGE : 12
Group Name Cantrol 667ppm 2000ppm 6000ppm
No. of Animals on Study 19 28 25 17
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ ® & o @ o ® W ® ® ® ®m ® o o
[Hematopoietic system]
bone marrow <19 @8> <25 <17
increased hematopoissis 0 0 1 0 0 0 0 0 0 1 0 0 0

0 0 0
oo o (a0 (o0l (8 oo (o

Ny

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

3 1 0 0 1
(oo o0 (m oo o (000 (000

lymph node AP Q28 25> <17
Lymphadenitis 0 0 0

00 0 1 0 0 0 0 0 0 0
(oo oo (900 (oo (0 (o Cco o0

splesn A% <28> <25> A7
deposit of hemosiderin 1 0 0 0

0 0 0 0 0 0
(s (a0l (o0 (o oo (o tocoCo o

extramedul lary hematopoiesis 1 4 0 0 8 4 0 0 4 5 0 0 4 2 0 0
(5 (21) C o) (0 (29) (14 ( 0 ( 0) (18 (200 C O ( O (20 (12 ( ) ( O
engargement of erythrocyte 0 0 0 0 0 0 0 0 0 0 0 0

1 0 0 0
(00 (odaCnCo (oo (oo

follicular hyperplasia 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o5 0o (OO0 (OO Cn o0 (OO0
Grade 1 Slight 2 * Moderate 3 ¢ Marked 4 1 Severe
Cad a : Number of animals examined at the sitse
b b ¢ Number of animals with lesian
(e¢) cib/ax100

(1IPT150) BAIS3



STUDY NO.  : 0206 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)

ANTHAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 13
Group Name Contral 667ppm 2000ppm 6000ppm
No. of dnimals on Study 19 28 25 17
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ W ® W ® W ® o ® ® ® o™ @ | ®» W
[Circulatary system]
heart <19 <28> 25 <47
mineralization 0 0 0 0 0 0 0 0 0 0 0 1

2 1 0 0
(oo 0 (oo (o(nCo o0 (8 (8o

arteritis

0 0 0 0 0 0 1 0
(o0 (0Co0 (o000 (00 o8 oo

[Digestive system]

tooth AP 28 @ <17
inflammation 0 0 0 0

0 0 1 0 0
(oo o0 (oo (00 (ool
dysplasia

1 0 0 0 2 1 3 1 1 1
(000 (a0 (12 (990 (8 (0Cs (o0

inflammation: foreign body

0 0 0 0
(oo (ool (oo o0 (e oo

tongue <19> <28> <25> <17>
arteritis

0 1 0 1 0 0 0
(000 (ool lon (oo o 0o

Grade 1 3 Slight 2 : Noderate 3 1 Marked 4 1 Severse
<a> a * Number of animals examined at the site
b b Number of animals with lesion
(c) cib/ax100
(HPT150)

BAIS3



STUDY NO.  : 0206

HISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMMARY)

ANTHMAL : MOUSE BDFI DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 14
Group Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 18 28 256 17
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings, w ®» W ® ®» ® W O ® ® O O ® O O W
[Digestive system]
stomach {19 Q28> 25> Aan
mineralization 0 0 0 0 4 0 0 0 0 0 0 0 1 0 0 0
Coco oo (oo (o0 (e (0o (o0
hyperplasiatglandular stomach 1 0 0 0 1 0 0 0 3 0 0 0 0 0 0 0
(500 (o (a0 (122000 L O B G O () B QR )]
large intes <19 <28> 25 an
necrosis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
oo oo (oo (G B G ) B Q) B Q)] (o0
Liver <19 {28> <25> <amn
angiectasis 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o o0 (0ol (0o (n (ool
necrosisicentral 0 0 1 0 0 0 0 0 0 1 0 0 0 0 0 0
(o C0Cs (0 oo (oo (oo Con
necrosis: focal 0 1 0 0 1 3 0 0 1 3 1 0 2 0 0 0
o5 000 (4o 1) oo ()0 (2 (000
fatty change 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o5 oo (oo o0 (o000 (oo (0
Grade 1+ Slight 2 : Moderate 3 ¢ Marked 4 Severe
Ca> a ! Number of animals examined at the site
b b ¢ Number of animals with Lesion
(¢) cib/ax*100
(HPT150)

BAIS3



STUDY NO. ¢ 0206 HISTOLOGICAL FINDINGS :NON-NEQPLASTIC LESIONS (SUMMARY)
ANTMAL + MOUSE BDF1 DEAD AND NORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX + FEMALE PAGE ¢ 15
Group Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 19 28 25 17
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings @ & ® o ® o ® O @ ®m & o ® & ® W
{Digestive system]
Liver <19 <28 <25> <17
inflammatory infiltration 0 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0
oo CoCacn o (GO N QI B Q) B Q)] oo on
granulation 0 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0
(oo (0 (O0CH (L (o0 (00w
clear cell focus 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(8 0 C0 o0 coCcoco o (oo CoCo oo
acidophilic cell focus 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(00 (a0 (0000 (oo (0
basophilic cell focus 0 0 0 0 0 0 0 0 3 1 0 0 0 0 0 0
(00 oo o0 (12 C 00 (G I GE) I G B Q)]
{Urinary system]
kidney <19 <28> <25> <17
hyaline droplet 4 2 0 0 5 3 0 0 9 0 0 0 8 0 0 0
(21) (1) C o) C 0 (1) (1 (0o (s (0Co{0 (an (00 (0
basophilic change 0 0 0 0 0 0 0 0 0 1 0 0 1 1 0 0
(o coCn (o0 (oo (o0 (00 (8 (86) (0 (0
Grade 1t Slight 2 : Moderate 3 ¢ Marked 4 : Severs
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) cib/a*100
(HPT150)

BAIS3



STUDY NO.  : 0206

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : HOUSE BDF1 DEAD AND MORIBUND ANTMALS (0-105W)
REPORT TYPE : Al
SEX * FENALE PAGE : 16
Group Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 19 28 25 17
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® ® w W ® ® W O @ & ® O ® ® ®» O
[Urinary system]
kidney as> 28> <26> <17
deposit of amyloid 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
(o0 ls (0 oo oo (oconCon o0 (oo (o0
inflammatory infiltration 0 0 0 0 0 1 0 0 1 0 0 0 0 0 0 0
oo (o oo QY I Q) I G ) 2 Q)] coCcoConCn
inflammatory polyp 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(o0 (O0(H(O(® (oo 0 Q) I Q) I ) B Q)]
hydronephrosis 0 0 1 0 1 3 0 0 0 1 0 0 0 0 0 0
oo Cs (o0 (oo (GO B G ) B Q) B G )] (o0
tubular necrosis 0 0 0 0 0 1 1 0 0 0 0 0 0 0 0 4
o oo (0 caCo (OB GN ) B G B )] CoCoC0n o
mineralization:papilla 2 0 0 0 4 0 0 0 2 0 0 0 1 0 0 0
() 0 0o (1 C 0 C0 (o (00 (8o
mineralization:cortex 1 0 0 0 2 0 0 0 3 0 0 0 1 0 0 0
(8 000 (oo o (2000 (e (o0
desquamation:peluis 0 0 0 0 0 0 0 0 0 0 0 0 4 0 0 0
(oo {n (00 (oo Co (29 C 0o (0
Grade 1+ Stight 2 ! Moderats 3 ¢ Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100
(HPT150)

BAIS3



STUDY NO. ¢ 0208 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ FEMALE PAGE ¢ 17
Group Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 19 28 25 17
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4

Organ_____ Findings ® % ® W ® B ® O @ W & o ® o® ® O

[Urinary system]

kidney <A 28> 25> an

mineralization: inner stripe,outer medulla 0 0 0 0 2 0 0 0 3 0 0 0 0 0

{Endocrine system]

pituitary

adrenal

cyst

hyperplasia

hyperplasiatcortical cell

[Reproductive system]

(o0 (D0

<19 @n
1 0 0 0 R R |
(0l (o0

20 0 0 00 0 0
(Mmoo cotocnCo

<19 28>

0 0 0 0 0
(ool (oo

4 0
(12 C 00 C 0 (0 (e (o Co(Co

o

<25> <47
2 0 0 0 1 0 0 0
(800 (e (000

0 0 0 0 0 0 0
(R GO G R Q)] (oo

25> an
I 0 0 0 0
(00 C0 o (oo Co o

ovary <19 <28> <25> 17>
cyst 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
CoCco oo a8 oo o0 (o0 (oo (on
Grade 1 : Slight 2 : Moderate 3 1 Marked ¢ Severe
Ca> a ! Number of animals examined at the site
b b ¢ Number of animals with Llesion
(c) ctb/a*100
(IPT150)

BAIS3



STUDY NO. : 0208 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANINALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 18
Group Name Cantrol 667ppm 2000ppm 6000ppm
No. of Animals on Study 18 28 25 17
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & ®» W ® o ® ® @ ® ® o ® & ®» o
[Reproductive system]
ovary a9 <28> 25> <47
lymphocytic infiltration 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
co oo (oo oo (o0 coCoCn(n
uterus a9 <28> 25> <17
cystic endometrial hyperplasia 4 3 0 0 5 3 0 0 3 3 0 0 2 0 0 0
(21 (18) C 0) ( 0) ()W (0o (12) (12) C 0) ( 0) (12 C o0
[Neruous system]
brain <A <28> <25> <A
mineralization 1 1 0 0 9 5 0 0 4 5 0 0 3 3 0 0
(B (8 (00 (32 (18 ( O (0 (16) (200 C 0) ( 0) (18) (18) ( O) ( 0)
spinal cord AP <28> <25> <17
necrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(oo (0 (OO (0o (00 (oCe 00
[Special sense argans/appandage]
Harder gl <1 28> 25> 17D
degeneration 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo oo ooy cocoCn(n (oo
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/ax100
(HPT150)

BAIS3



STUDY NO.  : 0206 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL + MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX T FEMALE PAGE : 19
Group Name Controt 667ppm 2000ppm 6000ppm
No. of Mnimals on Study 19 28 25 17
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® & o ® B W o @ ®» & o ® ® & ®
[Special sense organs/appandags)
Harder gl <19 28> 25> 17
inflammation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
CoCo o0 (o0 (OCo 0o D Co 0 (NN (n
nasolacr d <19 28> <25 <1
inflammation 0 0 0 0 1 0 0 0 0 1 0 0 0 0 0 0
(oo con 0 (oo o0 DN C” OCCn (0
[Musculoskeletal system]
muscle <1 28> <25> <17
mineralization 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oo (oo (o0 0Co oo 8) ( 0 (0 (0
[Body cavities]
adipose <19 28> <25> <17
granulation 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
oo o (o Cacn o 0o o0 0 (0 (0 (0
Grads 11 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/ax100
(HPT150)

BAIS3



APPENDIX K 7
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (TOW-YERA STUDY: SUMMARY)

MOSUE : MALE : SACRIFICED ANIMALS



STUDY NO. @ 0206 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL ¢ MOUSE BDF! SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX t MALE PAGE : 1
Group Name Controt 667ppm 2000ppm 6000ppm
No. of Animals on Study 35 41 41 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® ® » ® m & O @ ® ® o @ ®m & O
[Respiratary system]
nasal cavit <35> <41 Un 3P
mineralization 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (on (oo oo (o0l (3o
catarrh 0 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0
(GO RGN IO ) I Q)] (0o (a0 (a0
epidermal cyst 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (oo Cn (oo (H(nn
snsinophilic changetolfactory epithelium 10 0 0 0 9 0 0 0 5 0 0 0 5 0 0 0
(29 C O (00 (222 (0 (00 (00 Co (WO
eosinaphilic change:respiratory epithelium .16 8 0 0 18 2 1 0 13 1 0 0 4 0 0 0
(46) (23) C 0) ( 0) (32 ( 8) (2(0 (32 (2C0 (0 (oo on
inflammation:foreign bady 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
oo oo cocoC2on (0o (o0 (GO R G B Gl B )]
respiratory metaplasiasolfactory epithslium g 6 0 0 13 4 0 0 11 4 0 0 16 5 0 0
(28) (1) ( 0 ( 0 (3 (100 C 0 ( O (2n (1) C 0 ( 0 (A (B0
respiratory metaplasiaigland 13 6 0 0 13 4 0 0 17 3 0 0 28 4 0 0
(30 (11 C 0 ( 0 (82) (100 ( 0) ( 0 (4D (D CoCo (72) (100 C 0 C O)
Grade 1@ Slight 2 * Moderate 3 : Marked 4 1 Severe
<a> a * Number of animals examined at the site
b b : Number of animals with Llesion
(c) cib/ax100
(HPT150) BAIS3



STUDY NO.  : 0206

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)

ANTMAL © MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE ¢+ 2
Group Name Cantrol 667ppm 2000ppm 6000ppm
No., of Animals on Study 35 41 41 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® W ® W @ & B W @ ® ® O @ ® ® o
[Respiratory system]
nasal cavit <35> 41> 41 <39
desaquamation:olfactory epithelium 0 0 0 0 0 0 0 0 1 0 0 0 3 0 0 0
(00 (0000 (2000 (8000
atrophy:olfactory epithelium 0 0 0 0 0 0 0 0 29 5 0 0 16 21 0 0
({0 (GO N QY B G ) B Q)] (my (1 (o0 (41 (88 ( 0) ( O
necrosis:olfactory epithelium 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo con o0 (220000 (GO B G Q) B )] (o0
nasopharynx <35> 41> <41> <33
eosinophilic changeirespiratory epithelium 5 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (oo (o0 (20000 (oo 0o
tung <35> 41> <A <3P
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo o0 o (ocoo o (ool (000
tymphooytic infiltration 0 1 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 (oo (0 (0O (30 Cy o0
bronchiolar-alueolar cell hyperplasia 0 0 0 0 3 0 0 0 0 0 0 0 0 0 0 0
oo oo (D00 co ool (oo o (o0
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
(¢) ctb/ax1l00
(HPT150)

BAIS3



STUDY NO. @ 0206

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHMAL ¢ HOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ HALE PAGE : 3
Graup Name Cantrol 667ppm 2000ppm 6000ppm
No. of Animals on Study 35 41 41 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings m ® & o ®» & & O @ ® & O w® ® ®
{Hematopoietic system]
bone marrow <35> 41 41> <39
granulation 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3 (o000 coCoCo (o 0000 0 0o (0
increased hematopoiesis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 (o000 0 C0 (0o O NG B Q) B Q)]
granulopoissis: increased 0 0 0 0 1 0 0 0 0 3 0 0 2 0 0 0
(ool (20000 OCnD 0o 5 C 00 (0
Lymph node 35 4D 41> (&)
xanthogranuloma 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(o0 (o200 ) BG ) RGN ) I Q)] 0000
spleen <35> <40> <41 <39
deposit of melanin 1 1 0 0 0 1 0 0 0 1 0 0 1 0 0 0
(DO (O30 N0 000
extramedullary hematopoiesis 1 1 0 0 1 2 0 0 1 1 0 0 0 0 0 0
(300 (300 (2000 0 Co0 (0o
follicular hyperplasia 1 1 0 0 0 3 0 0 3 0 0 0 2 0 0
(NN (0800 D0 ORI B Q0]
Grade 1 ¢ Slight 2 3 Noderate 3 ¢ Marked 4 : Severs
<a> a + Number of animals examined at the site
b bt Number of animals with lesion
(c) ctb/ax100
(HPT150)

BAIS3



STUDY NO.  : 0206

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX + MALE PAGE : 4
Graup Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 35 41 41 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ®m ® O ® w m » @ ® ® & ® ®» & W
[Circulatary system]
heart <35> Un 41> <39
arteritis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 [} 0
(oo Co o (o{oCnln (o0 o0 (00
[Digestius system]
tooth <35> <41> <4 [&iehd
aplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo oo (2200000 (o0 (00
cyst 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(0o (0 (000 (0o (0 (3 (000
dysplasia 21 2 1 0 25 1 2 0 32 3 0 0 25 0 2 0
(60) ( 6 ( 3) (0 (e C 2 (5 (0 (B (ol (6) ( ) (B (O
tongue <36> 41> 41> <39
arteritis 0 0 0 0 1 0 0 0 0 0 0 0 0 1 0 0
CoCo oo (ac0c0Con (0 C0 (N0
stomach <35> A <41> 41> 3D
mineralization 3 0 0 0 4 0 0 0 2 0 0 0 3 0 0 0
(0o lon (10 C 0 C o) C 0 (000 (00
Grade 1 ¢ Slight 2 t Moderate 3 : Marked 4 1 Severe
Ca> a ¢ Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) ctb/ax100
(IIPT150)

BAIS3



STUDY NO. : 0206 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL + MOUSE BDF1 SACRIFICED ANINALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 5
Group Name Cantrol 667ppm 2000ppm 6000pPm
No. of Animals on Study 35 41 41 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® | W w ® ® W ® ® ® W ® ® & o

[Digestive system]

stomach <35> <41> <41 <3
ulcer: forestomach 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 [4}
() B G I G ) I )] (oo (o0 (220000 C0 (0O C0
hyperplasiatglandular stomach 6 0 0 0 5 0 0 0 5 0 0 0 4 0 0 0
(oo (o (122 C 0 C 0) ( 0) (1200 (0 (w0 (w
Liver <35> <40> 4n <39>
necrosis: focal 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(00 (0 (0(n (2200 (OO0
granulation 12 6 0 0 13 9 0 0 8 8 0 0 8 5 0 0
(3) (1 C ) C O (33) (23 ( 0 ( O (20) (200 ¢ O C O (21) C13) ( 0) ( O
clear cell focus 0 1 0 0 2 4 0 0 1 0 1 0 0 0 0 0
(0N (5 (100 (20200 oo 0
acidophilic cell focus 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(oo (o0 oo (oo (oo (n (o (300
basophi Llic cetl focus 0 0 0 0 3 2 1 0 1 0 0 0 2 0 0 0
(oo o0 (8 (B30 (220000 (8000
vacuolated cell focus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo oo oo o0 (o0 (oo (00
Grade 1+ Slight 2 ! Moderate 3 ¢ Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) cib/ax100
(HPT150)

BAIS3



STUDY NO. & 0206

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © HOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE : 6
Group Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 35 41 41 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings M ® ® & ® ® & O ® ® ®» W @ ® & W
[Digestiue system]
Liver <35> <40> <4 <39
mixed cell focus 0 0 0 0 0 1 0 0 0 0 0 0 1 0 0 0
oo oo o3 oo 0000 (300w
spongiosis hepatis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 (oo O ln (CCnCon
biliary cyst 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo oo (3000 000 (oo o0
pancreas <35> <41 A1 3P
atrophy 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo (0200 0o o0 (0000
{Urinary system]
kidney <35> <Un <41> 3D
infarct 0 0 0 0 0 0 0 0 0 0 0 0 4 1 0 0
oo (oo oo oo 0N (o (w300
cyst 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Q) I G ) B G ) I Q) oo o (000 o 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
(¢) ctib/ax100
(HPT150)

BAIS3



STUDY NO. & 0208

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX s MALE PAGE ¢ 7
Group Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 35 41 41 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings w ® ® ® ® & W o @ ® ® o ® & ® O
[Urinary system]
kidney 35> (<5 41> 3P
basophilic change 17 5 0 0 18 10 0 0 20 11 0 0 21 5 0 0
(a9 (o (0 (46) (24 C 0) C O (a9 (2n ( 0y ( O (50) (13 ( O (O
inflammatory polyp 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (0 (oo (0 (200 CO (0000
vacuolization of proximal tubule 3 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(00l oo oo (GG ) B ) L Q)] (oo (o
hydronephrosis 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0
(oo (00 (oo 2 (GO RS G B G B )]
pyslonsphritis 0 1 0 0 0 0 0 ] 0 0 0 0 0 0 0 0
(3o o0 (oo (o0 (GO B G B Q) B G )] (oo (0
mineralization:cortico-medullary junction 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo oo (200 (000 (G B GRY) B G B Q1)
mineralizationipapilla 1 0 0 0 2 0 0 0 2 0 0 [ 1 0 0 0
(300 (800 (o0 (B (00w (3000
mineralizationipeluis 8 0 0 0 3 0 [} 0 5 0 0 0 0 0 0 0
(1 oo o0 (Do o0 (1200 ooy
Grade 1 : Slight 2 1 Moderate 3 ¢ Marked 4 i Severe
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:b/ax*100
(IPT150)

BAIS3



STUDY NO.  : 0206

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 SACRIFICED ANINALS (105W)
REPORT TYPE : Al
SEX : HALE PAGE: 8
Graoup Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 35 41 41 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o & W @ & W W @ ® & O m ® ®» W
[Urinary system]
kidney <35> A4 An <3
mineralization:cartex 14 19 0 0 17 21 0 0 12 28 0 0 21 14 0 0
(40) (54) ( ) ( O (4a1) (1) C 0) ( 0 (29) (68) ( 0 ( O (54) (38 C 0) (O
desquamation:peluis 0 0 0 0 0 0 0 0 0 0 0 0 6 1 0 0
(o0 coco oo (o0 Co (0 (B0
mineralizatian: inner stripe,outer medulla 8 0 0 0 7 [ 4} 0 10 0 0 0 11 0 0 0
(230 C oy (O (O (I o oo (26) C 0) C 0) C O) (288 C O C0 (0
[Endocrine system]
pituitary <34> 41 4D <3
cyst 2 0 0 0 2 0 0 0 0 1 0 0 1 0 0 0
(8 00 (o0 (5 o0 (o (o200 (000
Rathke pouch 2 0 0 0 2 0 0 0 4 0 0 0 1 0 0 0
(0o (5 o0 (o0 (1 oo (0 (00
adrenal <35> 4D 4D 3P
hyperplasiatcortical cell 0 0 0 0 1 0 0 0 3 1 0 0 0 0 0 0
oo 0o (200000 (220000 QO B G O Q) I G )]
Grade 1 Stight 2 * Noderate 3 ¢ Harked + Severe
<a> a ' Number of animals examined at the site
b b : Number of animals with lesion
(c) ctb/ax100
(HPT150) BAIS3



STUDY NO.  : 0206

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1L SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX 1 MALE PAGE: 8
Group Name Cantrol 667ppm 2000ppm 6000ppm
No. of Animals on Study 35 41 41 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® & o ® ® & ® @ ® W O ® ® & o
{Reproductive system]
testis <35> U AU <3P
atrophy 1 0 0 0 2 0 0 0 4 0 0 0 5 0 0 0
(o0 (8000 (10 C0) (0 ( 0 (oo
mineralization 32 0 0 0 34 3 0 0 38 1 0 0 9 0 0 0
(s) (0 C OO (8 (00 (s (200 (23 C o) C 0) ( O
epididymis <35> A4 41 39
spermatogenic granuloma 0 0 0 0 0 0 0 0 1 1 0 0 0 0 0 0
(OO C0 (0000 (222000 (o000 o
prep/cli gl <35> A4 <41 <39
duct cell 2 6 0 0 0 14 0 0 0 10 0 0 1 7 0 0
(6 (171 ( 0) ( 0) (o3 00 (0200 (0 ({0
inflammation 0 0 0 0 0 0 0 [ 0 1 0 0 0 0 0 0
coCoColon (oo cno (o200 (o coConCon
{Neruous system}
brain <35> 4 A4 <39
mineralization 9 14 0 0 8 21 0 0 g 17 0 0 7 23 0 0
(26 (40) C 0) ( O) (200 (s1) C O C O (22) (4D C O ( O (18 (59 ( O (O
Grade 1 @ Slight 2 + Moderate 3 : Marked 4 3 Severe
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) ctb/ax100
(HPT150)

BAIS3



STUDY NO. ¢ 0206 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ MOUSE BDF1 SACRIFICED ANIHALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 10
Group Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 35 41 41 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® & % W ® ® & ® ® & o ® o ® o
[Special sense organs/appandage]
Harder gl 35 <4 <39> <39
hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3 oo o0 oo oo (000 CoCoCn o
nasolacr d <35 (3 U4 39
inflammation 0 0 0 0 1 0 0 0 0 0 0 0

1 0 0 0
oo (o (2o

<
—

200000

R
—

Do

~Z

{Body cavities]

adipose <35> <41 41> <39
granulation 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0 (300 (0000 (000 (0000
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

(1IPT150) BAIS3
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HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS (TOW-YERA STUDY: SUMMARY)

MOSUE : FEMALE : SACRIFICED ANIMALS



STUDY NO. & 0206

HISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMMARY)

ANTHAL © HOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 11
Group Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 31 22 25 32
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings & ® & o ® ®» & O ® & ® W @ ®m ®» o
[Respiratory system)
nasal cauvit <31 <22> <25> <32>
catarrh 0 0 0 0 1 2 0 0 0 1 0 0 0 5 0 0
oo oo (B0 (o0 (o(w o0
eosinophilic changetolfactory epithelium 11 0 0 0 3 0 0 0 1 0 0 0 8 0 0 0
(s (000 (19 C 0y (0 (o (9000 (199 C 0y C ) ( O
eosinophilic changeirespiratory epithelium 18 7 0 1 11 2 0 0 13 2 0 0 21 2 0 0
(58) (23) ( 0 ( 3) (500 C 9 (0 (0 (82 ( & (0 ( 0 (66) ( 8) ( 0 ( O
inflammationirespiratory epithelium 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(ool n (o0 (OO0 (oo
respiratory metaplasiaiolfactory epithelium 3 0 0 0 2 0 0 0 6 0 0 0 8 0 0 0
(10) C 0) C 0) C 0 (acoco o (e (00 (25) C 0) C O) (O
respiratary metaplasiaigland 10 0 0 0 2 0 0 0 6 i 0 0 6 0 0 0
(s 0y (0 (W (o000 (20 C (00O () (o0
desquamation:olfactory epithelium 0 0 0 0 1 0 0 0 0 0 0 0 3 0 0 0
(0o (s o0 (on (Ol (0 (9000
granulopoiesis: increased 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo o oo (o (o0 (000
Grads 1 ¢ Slight 2 ¢ Moderate 3 ¢ Marked 4 3 Severs
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(¢) c:ib/ax*100
(HPT150)

BAIS3



STUDY NO.  : 0206

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANITHAL : MOUSE BDF1 SACRIFICED ANINALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 12
Grroup Name Controt 667ppm 2000ppm 6000ppm
No. of Animals on Study 31 22 25 32
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings @ W @ » @ & & @ W ® W @ ® ®» ®
[Respiratory system]
nasal cavit [€)04 22> <26> <322
atrophy:olfactary epithelium 0 0 0 0 0 0 0 0 16 3 0 0 15 16 0 0
(o0 (000 (84 (12) C 0) C 0 (47) (50) C O ( O
necrosis:olfactory epithelium 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 90
(oo (00 (000 (300 o0
nasopharynx a1 <22> <25> 32>
eonsinophilic changetrespiratary epithelium 1 0 1 0 1 0 0 0 2 0 0 0 2 1 0 0
(300 (nC0Cnln (o0 (8 (00
lung 31> <22> <25 <32>
tymphooytic infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo co o0 (8 000 (oo (0 (00
bronchiolar-alueolar cell hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(o0 (500 (o0 (0 Cn o0 CoCo (o (o0
[Hematopoistic system)
bone marrow <31 <22> 25> <32>
increased hematopoiesis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (o0 ({000 (oo (OO Cn (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) ctb/ax100
(UIPT150) BAIS3



STUDY NO. ¢ 0206 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIHMAL : HOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 13
Group Name Cantrol 667ppm 2000ppm 6000ppEm
No. of Animals on Study 31 22 25 32
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ W ’ W @ ®m ®» W ® & ® O @ ® ®» W
[Hlematopoisetic system]
bone marrow @1 <22> <25> <32>
myelofibrosis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(000w (000 0 (000 (00
granulopoiesiss increased 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(00 oo oo N oo (ocoCoCon
spleen 31> <22> 25> <32
deposit of melanin 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(oo (o () R I G I G oo (e (o0
extramedul lary hematopoiesis 3 0 0 0 2 0 0 0 1 1 0 0 5 2 0 0
(1 o oo (oo H(H 0y (18 (6 (0 (0
follicular hyperplasia 0 0 0 0 0 1 0 0 0 5 0 0 0 1 0 0
(0o o0 (o0 o s 0o 0200 C0)( O (0300
[Circulatory system]
heart 3B 22> <25> <32
arteritis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
coco oo COCoco o0 H 000 () B G B Q) B Q)]
Grade 1 ¢ Slight 2 ¢ Noderate 3 Marked 4 1 Severe
<a» a * Number of animals examined at the site
b b * Number of animals with lesion
(e) cib/ax*l00
(HIPT150)

BAIS3



STUDY NO.  : 0206

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIHMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : A1
SEX + FEMALE PAGE : 14
Group Name Contral 667ppm 2000ppm 6000ppm
No. of Animals on Study 31 22 25 32
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @& % ® O @ o ®m W & ® ® o @ ® ® O
[Digestive system]
tooth ()92 <22> {25> <32>
cyst 0 0 0 0 0 0 0 0 0 0 1 0 0 0 1 0
(000 (oCo 0o (o0 co (0030
dysplasia 7 0 0 0 6 0 1 0 5 0 1 0 4 4 1 0
1) B G B Q) I Q)] (an (s (200 C ) C 4 (0 () (1) (3 (0
inftammation:foreign body 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo (o0 (o co oo (o oo (a0
tongue (&2 22> <25 a2
arteritis 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
coCco oo (0o (a0 Co (o0
salivary gl B <22> <25> <32>
lymphoeytic infiltration 4 0 0 0 4 0 0 0 2 0 0 0 3 0 0 0
(13000 (B0 (a0 (0 (00
stomach ()% <22> <25> <32>
mineralization 9 0 0 0 3 0 0 0 6 0 0 0 [ 0 0 0
(29 C 0) C 0) ( O (19 C 0y C 0 ( 0) (28) C ) C ) (0 (1) C 000
erosionsglandular stomach 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(00l m oo oo (o0 (300
Grade 1+ Stight 2 : Moderate 3 : Marked 4 : Severs
Ca> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax*100
(HPT150) BAIS3



STUDY NO.  : 0206 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : 41
SEX ¢ FEMALE PAGE : 15
Group Name Control 667ppn 2000ppm 6000ppm
No. of Animals on Study 31 22 25 32
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings @ w ® o ® ® & o ® ® ® o w ® ®» O

[Digestive system]

stomach <31> <22> <25> <32>
hyperplasiatglandular stomach 8 1 0 0 4 1 0 0 0 4 0 0 0

4 0 0
(26) ( 3 C 0 (0 (15 00 (10 (0o (B oo

Liver (&30 <22 <25> 32>
angiectasis 0 0 0 0 1 0 0

2 3 1 0 0
(oo ({900 (a0 (oo o

necrosis: facal 0 0 0 0 0 0 0 1 1 0 0 1 1 0
(RO RGN BN I Q)] (0 (0l (oo (D0

granulation 7 15 3 0 3 g 1 7 1 0 7 10 0 0
(23) (48) (10) ( 0 (14) (40 ( B (O (44) (28 ( 9 ( 0) (22) (31) ( 0) ( 0)

clear cell focus 0 0 1 0 0 0 0

10 00 30 1
(a0 o (B 000 o120 o (NN

basophilic cetl focus 1 0 0 0 1 0 5 3 0 1 1
(OO0 (5 000 (200 (12 C 0) ( O (1B (DO

[Urinary systen]

kidney <81 <22> <25> 32>
hyaline droplet 0 0 0 0 2 0 0 0 1 0 0 0 2 0 0 0
coconCnon (00 (9 (00w (800
Grade 1 ¢ Slight 2 ¢ Noderate 3 ¢ Marked 4 1 Severe
<a> a ¢ Number of animals examined at the site
b b ¢ Nuwber of animals with lesion
(c) cib/ax*100
(IPT150)

BAIS3



STUDY NO. ¢ 0206

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL + HOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 18
Group Name Control 667ppm 2000ppm 6000pPm
No. of Animals on Study 31 22 25 32
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ ® ® O @ ® ® » ® ® ® @ & ® ®
[Urinary system]
kidney QD 22> <25> <32
basophi Lic change 5 0 0 0 1 0 0 0 4 0 0 0 7 0 0 0
(1 oo (B 00 (1000 (22 (0 C 0 (0
lymphocytic infiltration 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(oo o0 (0 (® (0000 (000
hydronephrosis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(GO Q) I G B Q)] (oo (o0 o oo (o0 (oo o0
mineralizationtcortico-medullary junction 0 0 0 0 0 0 0 0 0 0 0 0 4 0 0 0
oo oo oo o0 (o (ool (1B oo
mineralization:papilla 6 0 0 0 3 0 0 0 8 0 0 0 4 0 0 0
(19000 (w00 (s 0Co(o0 (13000
mineralization:psluis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(ocoCnlon (oo o (oo (000
mineralization:cortex 5 0 0 0 3 0 0 0 8 0 0 0 9 0 0 0
(18 C 0 C 0 (0 (149 C oy oo ( 32) 0 (0 0) ( 28) 00 (0
desquamation:peluis 4 0 0 0 0 0 0 0 0 0 0 0 11 0 0 0
(13 o Co o0 coco oo (o0 (3 C 0 C 0w
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
(HPT150)

BAIS3



STUDY NO. & 0206 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)

ANTHMAL * MOUSE BDr1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢+ FEMALE PAGE ¢ 17
Group Name Control 667ppm 2000ppm 6000ppm
No, of Animals on Study 31 22 25 32
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings ® ® ®» W @ ® ® W ® & & o ®» ®» ® ®

[Urinary system]

kidney (&30 22> 25> <32>
mineralization: inner stripe,outer medulla 3 0 0 g 0 0 0 22

0 3 0 0 0 0 0 0
(1 ool (W ol () (00 (C0)(o0 (69 (0 (00

[Endacrine system]

pituitary QL <22> <2b> <32>
cyst 0 0 0 0 0

0 00 0 20 6 0
(o0 (oltoconon (a0 (o (1800

Rl

hyperplasia 0 2 0 0 0

4 0 0 00 0
(1) o0l (o0 oo o

=1
-~

5
(18) ( 0 C 0 (0

Rathke pouch 0 0 0 0 0 0 0 0

0 0 0 1 0 0 1
oo Con o (GBI QR B Q)] (9000 (a00C0Con

adrenal 8> <22> <25> <32>
fatty change 0 0 0 1 0 0 0 0 0 0 0

1 0 0 0 0
(300 C0(on (0 o0 (oo l0o0 oo Con o

hyperplasiatcortical celt

10 0 R 0o 1 0 0 0 0
(a0l (o0l (00 (o0

Grade 1+ Slight 2 1 Noderate 3 : Narked 4 @ Severe
Ca> a ! Number of animals examined at the site

b b : Number of animals with Lesion
(c) ¢cib/a*100

(HPT150) BAIS3



STUDY NO. & 0206

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : HOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 18
Group Name Control 6867ppm 2000ppm 6000ppm
No. of Animals on Study 31 22 25 32
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings w ®» ® ® @ o0 B » w & ®» O @ o’ ®m O
[Endacrine system]
adrenal (€19 22> <25> 32>
hyperplasiamedulla 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oo (OCo{0Co (G B G B GO I )] (00
[Reproductive system]
ouary (&1 22> 25> <32>
thrombus 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(o0 (N0 (oo (o0 (a0
oyst 1 1 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(Ao (000 (a0 (300
uterus 3D <22> 25> <32>
cystic endometrial hyperplasia 9 16 1 0 6 10 0 0 6 12 1 0 10 b 1 0
(29 (82) ( 3 ( O (27) (45 ( 0) ( O (24) (48) ( 9 ( 0) (31) (18) ( 3) ( O
[Neruous system]
brain 31 <22> <25> 32>
mineralization 12 8 0 0 4 g 0 0 7 9 0 0 2 7 0 0
(39 (26) ( 0) ( O (18 (41 ( O (0 (28) (36) ( ) (0 (8200
Grade 1 Stight 2  Noderate 3 ¢ Marked 4 : Severe
Ca> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) cib/ax100
(HPT150)

BAIS3



STUDY NO.  : 0206 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUXMARY)
ANTHAL + MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 19
Group Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 31 22 25 32
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® ® W ® & o o @ ® ®» o ® ® ®m W
{Special sense organs/appandags]
eye <31> 22> <255 <32>
cataract 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo ({00 (000 (o0
Harder gl 3L 22> <25 <32>
degeneration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
co oo (0o CaC0Co o0 (oo
Grade 1@ Slight 2 ¢ Moderate 3 @ Marked 4 Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax*100
(HPT150) BAIS3



APPENDIX L 1

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

RAT : MALE



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

—

STUDY NO. 1 0205

ANIMAL :RAT F344

REPORT TYPE : A1l

SEX :MALE PAGE: 1

Time-related Items Groupe Name Control 500ppm 1500ppm 4500ppm
Weeks

0-52 NO. OF EXAMINED ANIMALS 0 1 1 1
NO. OF ANIMALS WITH TUMORS 0 1 1 0
NO. OF ANIMALS WITH SINGLE TUMORS 0 1 1 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 0 0 0
NO. OF MALIGNANT TUMORS 0 1 1 0
NO. OF TOTAL TUMORS 0 1 1 0

53-78 NO. OF EXAMINED ANIMALS 2 2 1 5
NO. OF ANIMALS WITH TUMORS 2 2 1 5
NO. OF ANIMALS WITH SINGLE TUMORS 1 1 0 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 1 1 1 4
NO. OF BENIGN TUMORS 2 1 1 4
NO. OF MALIGNANT TUMORS 1 2 1 5
NO. OF TOTAL TUMORS 3 3 2 9

79-105 NO. OF EXAMINED ANIMALS 11 6 10 13
NO. OF ANIMALS WITH TUMORS 11 6 10 13
NO. OF ANIMALS WITH SINGLE TUMORS 2 0 1 2
NO. OF ANIMALS WITH MULTIPLE TUMORS 9 6 9 11
NO. OF BENIGN TUMORS 22 11 15 18
NO. OF MALIGNANT TUMORS 7 5 7 14
NO. OF TOTAL TUMORS 29 16 22 32

AT SACRIFICED NO. OF EXAMINED ANIMALS 37 41 38 31
NO. OF ANIMALS WITH TUMORS 37 41 37 31
NO. OF ANIMALS WITH SINGLE TUMORS 10 14 12 4
NO. OF ANIMALS WITH MULTIPLE TUMORS 27 27 25 27
NO. OF BENIGN TUMORS 70 66 80 63
NO. OF MALIGNANT TUMORS 8 16 15 28
NO. OF TOTAL TUMORS 78 82 95 91




—_— .

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

STUDY NO. : 0205

ANIMAL :RAT F344

REPORT TYPE :Al

SEX : MALE PAGE: 2

Time-related Items Groupe Name Control 500ppm 1500ppm 4500ppm
Weeks

TOTAL NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 50 50 49 49
NO. OF ANIMALS WITH SINGLE TUMORS 13 16 14 7
NO. OF ANIMALS WITH MULTIPLE TUMORS 37 34 35 42
NO. OF BENIGN TUMORS 94 78 82 85
NO. OF MALIGNANT TUMORS 16 24 22 47

NO. OF TOTAL TUMORS 110 102 104 132




APPENDIX L 2

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

RAT @ FEMALE



STUDY NO.
ANIMAL

SEX

NUMBER OF AEIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
: 0205
:RAT F344
REPORT TYPE :

Al

: FEMALE

PAGE :

3

Time-related
Weeks

Items

Groupe Name

Control

500ppm

1500ppm

4500ppm

0-52

NO. OF EXAMINED ANIMALS

NO. OF ANIMALS WITH TUMORS
NO. OF ANIMALS WITH SINGLE TUMORS
NO. OF ANIMALS WITH MULTIPLE TUMORS

NO. OF BENIGN TUMORS
NO. OF MALIGNANT TUMORS
NO. OF TOTAL TUMORS

53-78

NO. OF EXAMINED ANIMALS

NO. OF ANIMALS WITH TUMORS
NO. OF ANIMALS WITH SINGLE TUMORS
NO. OF ANIMALS WITH MULTIPLE TUMORS

NO. OF BENIGN TUMORS
NO. OF MALIGNANT TUMORS
NO. OF TOTAL TUMORS

W o DN

79-104

NO. OF EXAMINED ANIMALS

NO. OF ANIMALS WITH TUMORS
NO. OF ANIMALS WITH SINGLE TUMORS
NO. OF ANIMALS WITH MULTIPLE TUMORS

NO. OF BENIGN TUMORS
NO. OF MALIGNANT TUMORS
NO. OF TOTAL TUMORS

by

15

£

11

AT SACRIFICED

NO. OF EXAMINED ANIMALS

NO. OF ANIMALS WITH TUMORS
NO. OF ANIMALS WITH SINGLE TUMORS
NO. OF ANIMALS WITH MULTIPLE TUMORS

NO. OF BENIGN TUMORS
NO. OF MALIGNANT TUMORS
NO. OF TOTAL TUMORS

44

36
22
14

41
14
55

38

30
16
14

34
14
48

44

34
18
16

42
12
54

37
25
12
13
33

41




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

STUDY NO. : 0205

ANIMAL : RAT F344

REPORT TYPE :Al

SEX : FEMALE PAGE: 4

Time-related Items Groupe Name Control 500ppm 1500ppm 4500ppm
Weeks ‘

TOTAL NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 50 50 49 49
NO. OF ANIMALS WITH SINGLE TUMORS 13 16 14 7
NO. OF ANIMALS WITH MULTIPLE TUMORS 37 34 35 42
NO. OF BENIGN TUMORS 94 78 82 85
NO. OF MALIGNANT TUMORS 16 24 22 47

NO. OF TOTAL TUMORS

110

102

104

132




APPENDIX L 3

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

MOUSE : MALE



STUDY NO.
ANIMAL

SEX

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

: MOUSE BDF1
REPORT TYPE :

~—

PAGE :

1

Time-related
Weeks

Groupe Name

Control

667ppm

2000ppm

6000ppm

0-52

NO. OF EXAMINED ANIMALS

NO. OF ANIMALS WITH TUMORS
NO. OF ANIMALS WITH SINGLE TUMORS
NO. OF ANIMALS WITH MULTIPLE TUMORS

NO. OF BENIGN TUMORS
NO. OF MALIGNANT TUMORS
NO. OF TOTAL TUMORS

53-78

NO. OF EXAMINED ANIMALS

- NO. OF ANIMALS WITH TUMORS

NO. OF ANIMALS WITH SINGLE TUMORS
NO. OF ANIMALS WITH MULTIPLE TUMORS

NO. OF BENIGN TUMORS
NO. OF MALIGNANT TUMORS
NO. OF TOTAL TUMORS

79-105

NO. OF EXAMINED ANIMALS

NO. OF ANIMALS WITH TUMORS
NO. OF ANIMALS WITH SINGLE TUMORS
NO. OF ANIMALS WITH MULTIPLE TUMORS

NO. OF BENIGN TUMORS
NO. OF MALIGNANT TUMORS
NO. OF TOTAL TUMORS

11

[%7]

14
16

-~

B

10

[e=)

AT SACRIFICED

NO. OF EXAMINED ANIMALS

NO. OF ANIMALS WITH TUMORS
NO. OF ANIMALS WITH SINGLE TUMORS
NO. OF ANIMALS WITH MULTIPLE TUMORS

NO. OF BENIGN TUMORS
NO. OF MALIGNANT TUMORS
NO. OF TOTAL TUMORS

35

18
12

10
14
24

41

32
22
10

20
24
44

41

26
21

14
23
37

39

18
12

11
14
25




— —

NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
STUDY NO. : 0206

ANIMAL : MOUSE BDF1

REPORT TYPE : Al )

SEX : MALE PAGE: 2

Time-related Items Groupe Name Control 667ppm 2000ppm 6000ppm
Weeks

TOTAL NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 29 38 34 26
NO. OF ANIMALS WITH SINGLE TUMORS 19 25 25 18
NO. OF ANIMALS WITH MULTIPLE TUMORS 10 13 9 8
NO. OF BENIGN TUMORS 13 22 16 11
NO. OF MALIGNANT TUMORS 29 32 33 25

NO. OF TOTAL TUMORS 42 54 49 36




APPENDIX L4

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

MOUSE: FEMALE



STUDY NO. : 0206

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

ANIMAL : MOUSE BDF1

REPORT TYPE :Al

SEX : FEMALE

PAGE :

3

Time-related Items

Weeks

Groupe Name

Control

667ppm

2000ppm

6000ppm

0-52

NO. OF EXAMINED ANIMALS

NO. OF ANIMALS WITH TUMORS
NO. OF ANIMALS WITH SINGLE TUMORS
NO. OF ANIMALS WITH MULTIPLE TUMORS

NO. OF BENIGN TUMORS
NO. OF MALIGNANT TUMORS
NO. OF TOTAL TUMORS

-

53-78

NO. OF EXAMINED ANIMALS

NO. OF ANIMALS WITH TUMORS
NO. OF ANIMALS WITH SINGLE TUMORS
NO. OF ANIMALS WITH MULTIPLE TUMORS

NO. OF BENIGN TUMORS
NO. OF MALIGNANT TUMORS
NO. OF TOTAL TUMORS

3]

[=2]

™o

79-104

NO. OF EXAMINED ANIMALS

NO. OF ANIMALS WITH TUMORS
NO. OF ANIMALS WITH SINGLE TUMORS
NO. OF ANIMALS WITH MULTIPLE TUMORS

NO. OF BENIGN TUMORS
NO. OF MALIGNANT TUMORS
NO. OF TOTAL TUMORS

16

16
11

20
21

23

21
16

27
30

19

17
12

20
22

14

14
11

14
18

AT SACRIFICED

NO. OF EXAMINED ANIMALS

NO. OF ANIMALS WITH TUMORS
NO. OF ANIMALS WITH SINGLE TUMORS
NO. OF ANIMALS WITH MULTIPLE TUMORS

NO. OF BENIGN TUMORS
NO. OF MALIGNANT TUMORS
NO. OF TOTAL TUMORS

31

24
17

16
18
34

22

16

15
15
30

25

21

12

24

15
39

32

27
16
11

17
23
40




— C—

NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
STUDY NO. : 0206

ANIMAL : MOUSE BDF1

REPORT TYPE :Al

SEX : FEMALE PAGE: 4

Time-related Items Groupe Name Control 667ppm 2000ppm 6000ppm
Weeks

TOTAL NO. OF EXAMINED ANIMALS 50 50 50 49
NO. OF ANIMALS WITH TUMORS 42 39 43 43
NO. OF ANIMALS WITH SINGLE TUMORS 30 25 25 29
NO. OF ANIMALS WITH MULTIPLE TUMORS 12 14 18 14
NO. OF BENIGN TUMORS 17 18 26 21
NO. OF MALIGNANT TUMORS 40 44 41 39

NO. OF TOTAL TUMORS 57 62 67 60




APPENDIX M 1
HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (TOW-YERA STUDY: SUMMARY)

RAT @ MALE :



STUDY NO. & 0205

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ MALE PAGE ¢+ 1

Graup Name Cantrot 500ppm 1500ppm 4500ppm

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

[Integumentary system/appandags]

skin/app <50> <50> <50> <50>
sauamous cell papillona ( 4% ( op (20 ( op
keratoacanthoma (2% ( 4% ¢ om (20
sebaceous adencma (oW ( 2m (o ( op
squamaus cell carcinoma (2% ( om (G ( o

subcutis <B0> <50> <B60> <50>
fibroma (109 ( 10% ( 4% ( 4%
Lipoma (20 ( % (20 ¢ op
fibrosarcoma ( 2% ( 29 ( 2% (2%

[Respiratory system]

nasal cauvit <50> <50> <B0> <50>
chondroma (o ( om ( o ( 2

nasopharynx <60> <50> <50> <50>
squamous cell carcinoma ( op ¢ on ( o (2%

lung <50> <50 <50> <50
bronchiolar-atueolar adsnoma ( 2% ( 4% ( % ( %

[Hematopoistic system]

tymph node <50> <B0> <50> <50>
malignant lymphoma ( op ¢ 0% ( 28 ( 0%

<8> a  Number of animals examined at the site
b (c) b : Number of animals with neoplasm cib/ax100
(IIPT085)

BAIS3



STUDY NO. ¢+ 0205

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ HALE PAGE ¢+ 2

Group Name Control 500ppm 1500ppm 4500ppm

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

[Hematopoietic system)

spleen 50> <50> <B0> 50>
histiacytic sarcoma 0 ( o) 1 (¢ 2n 0 ( 0% (¢ 0%
mononuclear cell Letkenia 7 ( 14%) 12 (24%) 10 (209 ( 18%)
hemangiasarcona 1 (2% 0 ( 0% 0 ( 0B (0B

[Digestius system]

oral cavity <50> <50> <50> <50>
sauamous cell carcinoma : 0 ( op o (0% 0 (0 (28

tonoue <500 <50> <50> <50>
sauamous cell papilloma 0 ( on 0 ( 0% 2 (4% ¢ o

salivary gl <50> <60> <50> <50
schuannomamalignant o (o 0 ( 0% ¢ ( 0% (2%

stomach <49 <50 <49 <50
sauamous cell carcinoma 0 ( 0% 1 (2% 0 ( on {0

Liver <50 <50> <GB0 <50
hepatocellular adenoma 1 (29 o (0P 0 ( 0B ¢ 0%
histiooytic sarcoma 0 ( 0% 0 (0w 1 (20 ( o%

pancreas <60> <b60> <60> <60>
acinar cell adenoma 1 ( 2% 0 (0% 0 ( 0% ( om
sarcoma: NOS 0 ( o%) 0 ( on 0 ( 0% (29

{Urinary system]

kidney <50 <50> <50> <60>
renal cell adenoma 1 (2% 0 ( o 0 ( om { o

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

BAIS3



STUDY NO. ¢ 0205 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ MALE PAGE ¢ 3
Group Name Controt 500ppm 1500ppm 4500ppm

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

[Urinary system]

kidney <B0> <50 <60 <50>
sarcoma: NOS 0 (o 1 (2% 1 (29 0 ( %
nephrablastoma 1 (2% 0 ( o 0 (0% 1 (20

urin bladd <500 <50> <50 <500
squamous cell papilloma 0 (0% 0 (oW 0 ( o%) 1 (2%
transitional cell papilloma 0 ( 0% 6 (0% 0 (0% 10 ( 20%)
sauamous cell carcinoma 0 ( o% 0 ( o 0 ( oF) 1 (2%
transitional cell carcinoma 0 ( o%) 0 ( op 0 ( 0% 24 ( 48%)

[Endocrine system]

pituitary <507 <50> <500 (610
adenoma 14 ( 28%) 12 ( 24%) 10 ( 20%) 8 ( 16%)

thyroid 50> <50> <50> <50
C-cell adenoma 3 ( &%) 3 ( 8% 7 (14%) 3 ( 8%
C-cell carcinoma 0 ( 0B 3 ( 6B 1 (20 0 (oW
follicular adenocarcinoma 1 (2% 0 ( 0%) 1 (2B 2 (4%

panc islet <5M <50> (&1 <50>
islet cell adenoma 7 (14%) 0 ( o 1 (2% 1 (2%

adrenal <50> <50 <50> <50>
pheochromocytona 5 (10%) 4 ( 8% 8 ( 16%) 7 (14%)

<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.  : 0205 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANTHAL t RAT F344 ALL ANINALS (0-105W)

REPORT TYPE : Al

SEX v MALE PAGE : 4
Group Name Controt 500ppm 1500ppm 4500ppm

Organ______ Findings No. of animals on Study 50 50 50 b0

[Endocrine system]

adrenal <600 <60 <50> <B0>
cortical adenoma 0 ( on 1 (2% 0 (0% 0 ( 0%
pheochromacytoma:malignant 0 o 1 (2 0 ( 0% 0 ( 0%

[Repraductive system]

testis <B0> <& <60> <50>
interstitial cell tumar 44 ( 88%) 44 ( 88%) 45 ( 90%) 48 ( 96%)
mammary gt <50> <50> <50> <560>
adenoma 0 ( 0B 2 (4% o ( on 0 ( op
fibroadenoma 1 (2% 6 ( 0% 1 (2% ¢ ( 0%
adenocarcinoma 0 ( 0B 1 (29 0 ( 0 0 ( o%)
prep/cli gl <60> <50> <60> <50>
adenoma 6 (12%) 1 (2% 0 ( o% 1 (2B

[Neruous system]

brain <50> <500 (611 <50>
meningiomatbenign o ( 0% 0 ( o% 1 (2% 0 ( o)
malignant reticutosis o (0% 0 (0B 0 ( 0% 1 {2p
glioma 0 ( 0% 0 ( o% 1 (29 0 ( 0%

[Special sense organs/appandage]

Zymbal gl <50> <50 <60> <50>
sebaceous adenona 0 0p 1 (2p 0 ( o% 0 (0%

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

BAIS3



STUDY NO. ¢ 0205

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢+ RAT F344 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX t MALE PAGE: &

Group Name Control 500ppm 1500ppm 4500ppm

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

[Special sense argans/appandage]

Zymbal gl <50> <50 <B0> <50
squamous cell carcinoma 1 (2% 0 0p (20 ( ow

[Husculoskeletal systen]

muscls <50> <50> <50> <50>
Fibroma 0 ( o 0 ( 0B ( 2% ( o%

bone <50> <&0> <50> <60>
osteosarcama 0 ( on 2 ( 4p ( o% ¢ o

vertebira <50 <50» <50 <502
sarcomasNOS 0 ( 0% 0 ( 0% (2% ( o%

[Body cavities]

pleura <50> <50> <50> <50>
mesothelioma 1 (2% 6 ( 0% ( 2% ¢ on

per i toneum <50> <B0> <50 <50>
mesothelioma 1 (2% (2% { 4% ( 8n

retroperit <EW <50> <B60> <560>
paragangliomatbenisn 1 (2% 0 ( o ( om ( om
malignant fibrous histigcytoma 1 ( 2p 0 ( 0% ( 0% (o

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

BAIS3



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

RAT @ FEMALE :



STUDY NO.  + 0205

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ FEMALE PAGE: 6

Group Name Control 500ppm 1500ppm 4500ppm

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

[Integumentary system/appandage]

skin/app <50 <B0> <560> <60>
souamous cell papilloma 0 ( o% 1 (21 0 ( 0% ( o

subcutis <50 <50> (€511 <60>
Fibroma 0 ( o 1 (2% 0 ( op (2%
fibrosarcona 1 (2% 0 ( 0p 0 (0 (0%

[Respiratory system]

lung <507 <B0> <5600 <50
bronchiolar-atueolar adenoma o ( o 1 (2 0 ( 0% (o

[Hematopaietic system]

bone marrow <50> <50> <50> <50>
malignant histiocytosis 0 ( 0n 0 0n 0 ( 0% ( 2p

Lymph node <G00 <43> <50> <50>
malignant lymphoma 0 ( om 0 ( 0% o ( 0B ( 21

spleen 60> <50> (G <50>
mononuclear cell leukemia 7 (14%) 16 (321 12 (2% ( 16%)

[Circulatory system)

heart B> <50> <B0> <50>
schuannoma s ma L ignart 0 (o I (2n o ( op ( wm

[Digestive system]

aral cavity <50> <60> <B0> <60>
squamous cell carcinoma 0 ( 0R 0 ( 0m 0 ( 0% (289

<a?> & * Number of animals examined at the site
b (c) b : Number of animals with negplasm cib/ax100
(HPT085) BAIS3



STUDY NO. : 0205 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX + FEMALE PAGE :+ 7

Group Name Cantrol 500ppm 1500ppm 4500ppm

Organ______ Findings, Na. of animals on Study 50 50 50 50

[Digestive system]

‘tongue <50 <B» <80> <50>
squamaus cell carcinoma 0 ( 0% 1 (20 0 (0P 0 (0P

Liver <50> <50 <50 <50>
hepatocel lular adenoma 0 ( 0% 0 ( 0% 0 ( op 2 (4%
histiocytic sarcoma 1 (29 0 ( 0% 0 ( o% 0 ( on

{Urinary system]

kidney S5 <50> <50> <50>
sarcoma:NOS 0 ( on 0 ( 0B 0 ( o% 1 (2%

[Endocrine system]

pituitary <50> <50> <60> <50>
adenoma 23 ( 46%) 18 ( 36%) 19 ( 38%) 16 (328
adenocarcinoma 2 (4% 1 (2% 1 (2% 0 ( 0%

thyroid <50> <50> <50> <50>
C-csll adenoma 6 (12%) 4 ( 8P 2 (4% 2 ( 4%
follicular adenoma 0 ( o 1 (2% 1 (28 0 (0%
C-csll carcinoma 4 ( 8 1 ( 2n 2 (4% 1 (2p
follicular adsnocarcinoms 0 ( op 0 ( o% 1 (2% 0 ( 0%

panc islet (G <B60> <560> <50>
islet cell adsnoma 1 (2% 0 ( o 1 ( 28 1 (2w

Ca?> a * Number of animals examined at the site
b (¢) b ¢ Number of animals with neoplasm citb/a*100
(HPT085)

BAIS3



STUDY NO. ¢ 0205 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX + FEMALE PAGE: 8

Group Name Control 500ppm 1500ppm 4500ppm

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

[Endocrine system]

adrenal <50> <B0> &0 <50
pheochromocy tana ¢ % ( 6% ( a0 (2%
cortical adenama ( o (o (4% ( o
pheochromocytoma:malignant (29 ( o ( op ( ow

[Repraductive system]

ouary <50> <50> <60> <50>
granulosa-theca cell tumor:malignant ( o (2% ( op ( op

uterus <b0> <50> <50> <GB0
hemangioma ¢ oM ( o ( ¢ 2m
endometrial stromal polyp ( 10%) ( 4% ( 16%) ( 16%)
adenocarcinoma (o ( 2% ( % ( o
endometrial stromal sarcoma ( % ( o% ( 2% (2%

vagina <50> <E0 <502 <50>
squamous cell carcinoma ( 2% ( op ( o%) (GRYY)

mammary gl <50> 49> <50> <50>
adenoma ¢ % (2% (2% (YY)
fibroadsnoma ( 16%) ( 14% ( 12%) (128
adenocarcinama ( 4% ( 2% ( o ( o%)

<a> a : Number of animals examined at the site
b (c) b : Number of animals with neoplasm ctb/axl00
(1IPT085)

BAIS3



STUDY NO. & 0205

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX s FEMALE PAGE :

Group Name Cantrol 500ppm 1500ppm 4500ppm

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

[Reproductive system)

prep/cli gt <50> <50> <B0> <50>
adenoma 3 ( 8% ( % 2 (4% { om

[Neruaus system)

brain <50> <50> <50> <50>
meningioma:benion 0 ( 0% (2% 0 (0% ( om

[Musculoskeletal system]

bane <50> <50 <50> <50>
osteosarcoma 0 ( o% ( om 1 (2p (%

{Body cavities]

retroperit <60> 50> <50> <50
hemangi osarcona 0 ( op ( o 0 ( 0p ( 2

adipose <50> <60> <50 <60>
lipoma 1 (2% ( 2% 0 ( 0P ¢ 0%

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

BAIS3



APPENDIX M 3
HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (TOW-YERA STUDY: SUMMARY)

MOUSE: MALE



STUDY NO.  : 0206 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX T MALE PAGE: 1
Group Name Control 667ppm 2000ppm 6000ppm

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

[Integumentary system/appandage]

subcutis <50> <B0> <50> B0
Leiomyosarcoma 0 ( op 0 (0% 1 (2n 0 ( 0%

[Respiratory system]

lung <50> <50 <50> <50
bronchiolar-alueolar adenoma 3 (&% 8 (18%) 5 (10%) 3 ( 60
bronchiolar-alueolar carcinoma 2 (4% 4 ( 8p 5 (10%) 1 (2

[Hematopoietic system]

bons marrow <560> <50> <60> <50>
hemangioma 1 (2% 1 (2p 0 ( 0% 1 (2%
mastoytomaimal ignant 0 ( 0% 1 (2 0 ( o% 0 op
hemangiosarcona 1 (29 0 ( 0B 0 (o 0 ( on

tymph node 50> <50> <50> <B0>
mastcytomatbenion 0 ( o 0 ( 0% 0 ( om 1 (20
malignant Lymphaoma 4 ( 8P 7 (140 6 (12§) 7 (14%)

spleen <50> <49 <50> <60>
malignant Lymphoma 2 (4 0 (0% 2 ( 4% 3 ( 6%)
hemangiosarcama 3 ( &%) 3 ( 6% 5 ( 10%) 3 ( 6%

[Circulatory system]

heart <60> <50> G0 <500
hemangiosarcoma 0 ( op 0 (0 (2% 0 ( 0%)
<a?> a + Number of animals examined at the site
b (¢) b ¢ Number of animals with neoplasm cib/ax*100
(11PTO85)

BAIS3



STUDY NO. T 0206 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX T MALE PAGE: 2

Group Name Control 667ppm 2000ppm 6000ppm

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

{Digestive system]

salivary gl <560> <60> <50 <50>
histiocytic sarcoma (2% (2% ( 2% (¢ 0%

stomach <50> <50> <50 <60>
neuroendocring cell tumorimalignant ( op ( 280 ( op ( o
mastcytomasmalionant ¢ om (20 ( om ¢ o

Liver <50> <UD <50> <50
hemangioma ( 0% ( 2% ( 2% (G4
hepatocel lular adenama { 16%) ( 12%) ( 14% ( 6%
histioeytic sarcoma ( 4% ( 4% ( o ( 2%
hemangiosarcoma ( 8% ( 4% ( 4% (2%
hepatocet lular carcinoma ( 16%) ( 16%) ( 10%) ( 8%

[Urinary system}

kidnsy <50> <B60> <50> <60>
hemangioma ( o%) (o ( o ( 2p
adenocarcinoma (o ( o ( 2% (2%
transitional cell carcinoma (o ( op ¢ op ( 2%

urin bladd <50 <50 <BO> <50>
histiooytic sarcoma ¢ o ( 4% ( 2% ¢ o

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

BAIS3



STUDY NO.  : 0206 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ MALE PAGE :

Group Nams Control 667ppm 2000ppm 6000ppm

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

[Endocrine system)

pituitary 4P <G0> <50 U
adenoma ( op) ( 2% (o ( 2p

[Repraductive system]

testis <50> <50 <50> <50>
interstitial cell tumor (o ( om ( o% ( 2%

epididymis <50 <560 <50> <80>
lipoma (2% ( o (G ( o%
histiocytic sarcoma ( 2% ( op ( 4 ¢ o

prostate <G> <50> <50> <50>
adsnoma ¢ om ( % (2% (o

[Neruous system]

periph neru <50> <50> <50> <50>
histiocytic sarcoma (2% ( op ( op ( 2%

[Special senss organs/appandage]

Harder ol <507 <50> <48> <60
adenoma ( o) ( 10%) ( 4% (o

[Musculoskeletal system]

muscle <50> <60> &0 <a0>
hemangiosarcona ( o% ( op ( om ( 4%

[Body cavitiss]

retroperit <50> <50> <60> <60>
hemangiosarcoma ( 0% ¢ op ( 20 ( 0%

Ca> a ¢ Number of animals examined at the site
b (c) b : Number of animals with neoplasm cib/axl00
(1IPT085)

BAIS3



APPENDIX M 4
HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (TOW-YERA STUDY: SUMMARY)

MOUSE: FEMALE



STUDY NO. ¢ 0206 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ FEMALE PAGE ¢+ 4
Graup Name Control 667ppm 2000ppm 8000ppm

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

[Integumentary system/appandage]

skin/app <50> <50> <50> <4g>
squamous cell papilloma 1 (2% 0 ( o) 0 ( 0 o ( 0%

subcutis <50> <50> <B0» <49>
mastcytomaibenisn 0 (oW 1 ¢ 2 0 (0% 0 op
histiocytic sarcoma 1 (2% 0 ( 0B 1 ( 21 0 ( 0%
sarcoma:NOS 0 ( 0% 0 ( 0% 1 { 2p 0 (0%

[Respiratary system]

lung <60> <560> <60> U4
bronchiolar-alusolar adenoma 3 ( &%) 1 (2% 1 (29 1 (2p
bronchiolar-atueolar carcinoma 4 ( 8% 2 (49 1 (20 2 (4%

[Hematopoietic system]

tymoh node ' <50> <50> <500 U
mastcytomasbenisn 0 ( 0% 1 (28 0 (0 o ( 0%
malignant lymphoma 14 ( 28%) 15 ( 30%) 11 ( 22%) 7 (4%

‘thymus 4% <4 <48> <49
malignant Lymphoma 1 (2% 0 ( 0% 0 ¢ om 0 ( oR

spleen <500 (&4 <B0> <UD
malignant Lymchoma 6 (12%) 4 ( 8p 3 ( &%) 4 ( 8%
hemangiosarcoma 1 (2% 1 (2% 0 ( on 0 ( o

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

BAIS3



STUDY NO.  + 0206

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANIHAL ¢ MOUSE BDF1 ALL ANINALS (0-105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE: b

Group Name Control 667ppm 2000ppm 8000ppm

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

[Digestive system]

salivary gl <50> <GB0 <60> <49
histiocytic sarcoma (¢ 0% ¢ o 0 ( oB 1 (2p

stomach <B0> <50> <B0> 49>
squanous cell papilloma ( 0% ( op ¢ ( 0% 1 (21

large intes <50> <6O> <60 <49>
Leiomyoma (o ( o%) 1 ( 2p 0 ( 0%

Liver <50> <50> <50> <49>
hemangioma ( o%) (2% 3 ( 6% 1 (2%
hepatacsl lular adsnoma QYY) ( &% 12 ( 24%) 10 ( 20%
histiooytic sarcoma (% ( 28 1 (21 1 (2%
hemangiosarcona ( 4% ¢ om 1 (2p 4 ( 8%
hepatocel lular carcinoma ( 2% ( 10%) 7 ( 14%) 5 ( 10%)

{Urinary system]

kidney <50> <50> <50> 4
adenocarcinoma ( op ( o% 1 (2p 0 ( ow

[Endocrine system]

pituitary <50> <43> (6511 49>
adenomna ( 10%) ( 12%) 5 (10%) 4 ( 8%

[Reproductive system]

ouary <560> <50> <50> <49
cystadenama ( &% (2% 1 ( 2p 0 ( on

<a> a ¢ Number of animals examined at the site
b (c) b : Number of animals with neaoplasm cib/ax100
(HPTO85)

BAIS3



STUDY NO.  : 0206

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX : FEMALE PAGE: 6

Group Name Controt 667ppm 2000ppm 6000ppm

Organ_____ Findings No, of animals on Study 50 50 50 49

[Repraductive system]

uterus <B0> <50> <B60> 4P
schuannoma ( o 0 ( 0 ¢ ( 0B 1 ( 2p
hemangioma ¢ o 0 ( 0% 0 ( o% 1 (29
endometrial stromal polyp ( 20 0 ( 0p 2 (4% 1 (29
histiocytic sarcoma ( 16%) 13 ( 26%) 12 ( 24%) 15 (3%

vagina <50> <50> <50> 49>
squamous cell papilloma ( 2% ¢ ( 0% 0 ( 0p ¢ ( 0%)

mammary gl <50 <50 <50> <49>
adenocarcinoma ( o%) 2 (4% 0 ( o 0 ( o

[Nervaus system]

spinal cord <50 <G0> <50> 43>
histiocytic sarcama ( o% 0 (0% 1 (29 0 C 0%

periph nerv <50> <50> <50> UD
histiocytic sarcona ( 0% 1 (2% 0 ( op 0 ( op

[Special sense argans/appandage]

Harder gl <500 <50 <GS0 UPD
adenoma ( 2% 4 ( 8p 1 (2 1 (2%

[Body cauities]

retroperit <50> <50> <50> U
histiocytic sarcoma (1Y) o ( op 1 (2% 0 (0

<a> a ¢ Number of animals sxamined at the site
b (c¢) b : Number of animals with neoplasm ctb/ax*x100
(HIPT085)

BAIS3



APPENDIX N 1

NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANIMALS

RAT : MALE



STUDY No. : 0205

NEOPLASTIC LESTONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL * RAT F344
SEX ¢ MALE PAGE @ 1
Group Name Control 500ppm 1500ppm 4500ppm
SITE : skin/appendage
TUMOR : sauamous cell papilloma,squamous cell carcinoma
Tumor rate
Querall rates(a) 3/50( 6.0) 0/50( 0.0) 1/50( 2.,0) 0/50( 0.0)
Adjusted rates(b) 8.11 0.0 2.44 0.0
Terminal rates(c) 3/37( 8.1) 0/41( 0.0) 0/38( 0.0) 0/31( 0.0)
Statistical analysis
Peto test
Standard method(d) P=——-
Prevalence methad(d) P = 0.9328
Combined analysis(d) Pz
Cochran-Armitage test(e) P = 0.1480
Fisher Exact test(e) P = 0.1325 P = 0.3235 P =0,1325
SITE : subcutis
TUKOR ¢ fibroma
Tumor rate
Ouverall rates(a) 5/50( 10.0) 5/50( 10.0) 2/50( 4.0) 2/50( 4.0)
Adjusted rates(b) 9.09 7.32 5.26 6.45
Terminal rates(c) 3/37( 8.1) 3/41( 17.9) 2/38( 5.3) 2/31( 8.5)
Statistical analysis
Peto test
Standard method(d) P = 0.9106
Prevalence method(d) P = 0.7364
Combined analysis(d) P = (0,8837
Cochran-Armitage test(e) P = 0.1902
Fisher Exact test(e) P = 0,3710 P = 0.2425 P = 0.2425
SITE : subcutis
TUMOR : fibroma,fibrosarcoma
Tumor rate
Ouerall rates(a) 6/50( 12.0) 6/560( 12.0) 3/50( 6.0) 2/50( 4.90)
Adiusted rates(b) 11.36 7.32 7.89 6.45
Terminal rates{c) 4/37( 10.8) 3/41( 7.3) 3/38( 7.9) 2/31( 86.5)
Statistical analysis
Peto test
Standard method(d) P = 0.9380
Prevalence method(d) P = 0.8019
Combined analysis(d) P = 0,9332
Cochran-Armitage test(e) P = 0.1061
Fisher Exact test(e) P = 0.3807 P =0.2728 P = 0.1606

(HPT360A)

BAIS3



STUDY No. : 0205

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL : RAT F344
SEX ¢ MALE PAGE : 2
Group Name Control 500ppm 1500ppm 4500ppm
SITE : spleen
TUMOR : mononuclear cell leukemia
Tumor rate
OQuerall rates(a) 7/50( 14.0) 12/50( 24.0) 10/50( 20.0) 9/50( 18.0)
Adjusted rates(b) 10.81 24,39 19.05 16.13
Terminal rates{c) 4/37( 10.8) 10/41( 24.4) 7/38( 18.4) 5/31( 16.1)
Statistical analysis
Psto test
Standard method(d) P =0.1956
Prevalence method(d) P = 0.5566
Cambined analysis(d) P = 0.3523
Cochran-Armitage test(e) P = 0.9794
Fisher Exact test(e) P = 0.2119 P = 0.3417 P = 0.4234
SITE ¢ wurinary bladder
TUMOR : transitional cell papilloma
Tumor rate
Querall rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 10/50( 20.0)
Adjusted rates(b) 0.0 0.0 0.0 25.81
Terminal rates(c) 0/37( 0.0) 0/41( 0.0) 0/38( 0.0) 8/31( 25.8)
Statistical analysis
Peto test
Standard method(d) = —————
Prevalence methad(d) P < 0.0001%x?
Combined analysis(d) P=——-
Cochran-Armitage test(e) P < 0.0001%x
Fisher Exact test(e) P = 0.5000 P = 0.5000 P = 0.0016%x
SITE ¢ wurinary bladder
TUMOR : transitional cell carcinoma
Tumor rate
Ouerall rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 24/50( 48.0)
Adiusted rates(b) 0.0 0.0 0.0 51.52
Terminal rates(c) 0/37( 0.0) 0/41( 0.0) 0/38( 0.0) 15/31( 48.4)
Statistical analysis
Peto test
Standard methad(d) P < 0.0001%x?
Prevalence methad(d) P < 0.0001%x?
Combined analysis(d) P < 0.0001%x?
Cochran-Armitage test(e) P < 0.0001%x
Fisher FExact test(e) P = 0.5000 P = 0.5000 P < 0.0001%x*

(HPT3604)

BAIS3



STUDY No. : 0205

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL * RAT F344
SEX i MALE PAGE @ 3
Group Name Control 500ppm 1500ppm 4500ppm
SITE  : wuyrinary bladder
TUMOR : transitional cell papilloma,transitional cell carcinoma
Tumar rate
Ouerall rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 31/50( 62.0)
Adjusted rates(b) 0.0 0.0 0.0 66.67
Terminal rates(c) 0/37( 0.0) 0/41( 0.0) 0/38( 0.0) 20/31( 64.5)
Statistical analysis
Peto test
Standard method(d) P < 0.0001%x?
Prevalence methad(d) P < 0.0001%x?
Combined analysis(d) P < 0.0001#x?
Cochran-Armitage test(s) P < 0.0001%x
Fisher Exact test(e) P = 0.5000 P = 0.5000 P < 0.0001%x
SITE  : urinary bladder
TUMOR : +transitional cell papilloma,transitional cell carcinoma,sauamcus cell papillama,squamous cell carcinoma
Tumor  rate
Ouerall rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 31/50( 62.0)
Adjusted rates(b) 0.0 0.0 0.0 86.67
Terminal rates(c) 0/37( 0.0) 0/41( 0.0) 0/38( 0.0) 20/31( 64.5)
Statistical analysis
Peto test
Standard methad(d) P < 0.0001%x?
Prevalence methad(d) P < 0.0001%x?
Combined analysis(d) P < 0.0001#x?
Cochran-Armitage test(s) P < 0.0001%x
Fisher Exact test(e) P = 0.5000 P = 0.5000 P < 0,0001%*
SITE ¢ pituitary gland

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)

TUMOR : adenoma

14/50( 28.0)
23.81
8/37( 21.6)

0.9555
0.5913
0.8513
0.1562

"BiaJiaviiav)
E (I I T )

12/50( 24,0)
24.38
10/41( 24.4)

P = 0.448¢9

10/50( 20.0)
16.78
6/38( 15.8)

P = 0,3071

8/50( 16.0)
25.81
8/31( 25.8)

P = 0.1781

(HPT3604)

BAIS3



STUDY No. * 0205

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL ¢ RAT F344
SEX ¢ MALE PAGE : 4
Group Name Control 500ppm 1500ppm 4500ppm
SITE : pituitary gland
TUMOR : adenoma,adenocarcinoma
Tumor rate
Ouerall rates(a) 14/50( 28.0) 12/50( 24.0) 10/50( 20.0) 8/50( 18.0)
Adjusted rates(b) 23.81 24.39 15.79 25.81
Terminal rates(c) 8/37( 21.8) 10/41( 24.4) 6/38( 15.8) 8/31( 25.8)
Statistical analysis
Peto test
Standard method(d) P = 0.9555
Prevalence methad(d) P = 0.5913
Combined analysis(d) P = 0.8513
Cochran-Armitage test(e) P = 0.1562
Fisher Exact test(e) P = 0.4488 P = 0.3071 P = 0.1781
SITE : thyroid
TUMOR : GC-cell adenoma
Tumor rate
Ouerall rates(a) 3/50( 6.0) 3/50( 6.0) 7/50( 14.0) 3/50( 6.0)
Adjusted rates(b) 6.98 7.32 16.67 9.68
Terminal rates{(c) 1/37(¢ 2.7) 3/41( 7.3) 5/38( 13.2) 3/31( 9.7
Statistical analysis
Peto test
Standard method(d) P=——
Prevalence method(d) P = 0.4912
Combined analysis(d) P=—-
Cochran-Armitage test(e) P = 0.9405
Fisher Exact test(s) P = 0.3392 P =0,1917 P = 0.3392
SITE : thvroid
TUMOR : C-cell carcinoma
Tumor rate
Ouerall rates(a) 0/50( 0.0) 3/50( 6.0) 1/50( 2.0) 0/50( 0.0)
Adjusted rates(b) 0.0 6.98 2.63 0.0
Terminal rates(c) 0/37( 0.0) 1/41(¢ 2.4) 1/38( 2.8) 0/31( 0.0)
Statistical analysis
Peto test
Standard methad(d) P=—-
Prevalence method(d) P = 0.8033
Combined analysis(d) P=—-
Cochran-Armitage test(e) P = 0.3112
Fisher Exact test(e) P = 0.1325 P = 0,4950 P = 0.5000

(HPT360A)

BAIS3



STUDY No. : 0205
ANTHAL i RAT F344
SEX ¢ NALE

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

PAGE 5
Group Name Control 500ppm 1500ppm 4500ppm
SITE : thyroid
TUMOR : C-cell adenoma,C-cell carcincma
Tumor rate
Querall rates(a) 3/50( 6.0) 6/50( 12.0) 8/50( 16.0) 3/50( 6.0)
Adjusted rates(b) 6.98 13.95 19.05 8.68
Terminal rates(c) 1/87( 2.7) 4/41( 9.8) 6/38( 15.8) 3/31( 9.7)
Statistical analysis
Peto test
Standard method(d) P=—-
Prevalence method(d) P = 0.6601
Combined analysis(d) P=-——
Cochran-Armitage test(e) P = 0.5891
Fisher Exact test(e) P = 0.2728 P = 0.1322 P = 0.3392
SITE : pancreas islet
TUMOR : islet cell adenoma
Tumor rats
Ouerall rates(a) 7/50( 14.0) 0/50( 0.0) 1/50( 2.0} 1/50( 2.0}
Adjusted rates(b) 15.38 0.0 2.50 3.23
Terminal rates(c) 5/37( 13.5) 0/41( 0.0) 0/38( 0.0) 1/31( 3.2)
Statistical analysis
Peto test
Standard method(d) P=
Prevalence method(d) P = 0.9564
Combined analysis(d) P=—-
Cochran-Armitage test(e) P = 0.0919
Fisher Exact test(e) P = 0.0101* P = 0.0430% P = 0.0430%
SITE : adrenal gland
TUMOR : pheochromocytoma
Tumor rate
Ouerall rates(a) 5/60( 10.0) 4/50( 8.0) 8/50( 16.0) 7/50( 14.0)
Adjusted rates(b) 10.81 8.33 21.05 19.35
Terminal rates(c) 4/37( 10.8) 3/41( 7.3) 8/38( 21.1) 6/31( 19.4)
Statistical analysis
Petoc test
Standard methad(d) P = -
Prevalence method(d) P =0.1375
Combined analysis(d) P = -
Cochran-Armitage test(e) P = 0.4178
Fisher Exact test(e) P = 0.4883 P = 0,3141 P = 0.4062

(HPT3604)

BAIS3



STUDY No. : 0205

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ RAT F344
SEX ¢ MALE PAGE : 6
Group Name Control 500ppm 1500ppm 4500ppm
SITE : adrenal gland
TUMOR : pheochromocytoma,pheochromocytomatmalignant
Tumor rate
Overall rates(a) 5/50( 10.0) 5/50( 10.0) 8/50( 16.0) 7/50( 14.0)
Adjusted rates{b) 10.81 10.42 21.05 19.35
Terminal rates(c) 4/37( 10.8) 8/41( 1.3) 8/38( 21.1) 6/31( 19.4)
Statistical analysis
Peto test
Standard method(d) P=——
Prevalence methad(d) P = 0.1874
Combined analysis(d) P = ——
Cochran-Armitage test(e) P = 0.5103
Fisher Exact test(e) P = 0,3710 P = 0.3141 P = 0.4082

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

SITE : testis
TUMOR : interstitial cell tumor

44/50( 88.0)
97.87
36/37( 97.3)

44/50( 88.0)
85.35
39/41( 95.1)

45/50( 90.0)
87.37
37/38( 97.4)

48/50( 96.0)
100,00
31/31(100.0)

Standard method(d) P=-—
Prevalence method(d) P = 0.0017%x
Combined analysis(d) P = -
Cochran-Armitage test(e) P = 0,1161
Fisher Exact test(e) P = 0.4419 P = 0,4726 P = 0.4379
SITE : preputial/clitoral gland
TUMOR : adenoma
Tumor rate
Ouerall rates(a) 6/50( 12.0) 1/50( 2.0) 0/50( 0.0) 1/50( 2.0)
Adjusted rates(b) 14.63 2.44 0.0 3.23
Terminal rates(c) 4/37( 10.8) 1/41( 2.4) 0/38( 0.0) 1/31( 3.2)
Statistical analysis
Peto test
Standard method(d) P = -
Prevalence methad(d) P = 0.9530
Combined analysis(d) P = e
Cochran-Armitage test(e) P = 0.0982
Fisher Exact test(e) P = 0.0724 P = 0.0180% P =0.0724

(HPT3604)

BAIS3



STUDY No. : 0205
ANIMAL ¢ RAT F344

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

SEX ¢ MALE PAGE 3 7
Group Name Control 500ppm 1500ppm 4500ppm
SITE : peritoneum
TUMOR : mesothelioma
Tumor rate
Ouerall rates(a) 1/50( 2.0) 1/50( 2.0) 2/50( 4.0) 4/50( 8.0)
Adjusted rates(b) 2.70 2.44 0.0 10.00
Terminal rates(c) 1/37¢ 2.7) 1/41( 2.4) 0/38( 0.0) 3/31( 9.7)
Statistical analysis
Peto test
Standard methad(d) P = 0.4530
Prevalence method(d) P = 0.0229«
Combined analysis(d) P = 0.0430%
Cochran-Armitage test(e) P = 0.0789
Fisher Exact test(e) P = 0.2475 P = 0.4926 P = 0.1998
(HPT360A) BAIS3

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

(b): Kaplan-Meire estimated tumor incidence at the end of the study after sdjusting 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 methad

¢ Death analysis

Prevalence method ¢ Incidental tumor test
Combined analysis @ Death analysis + Incidental tumor test
(e): The Cochran-Armitage and Fisher exact test compare directly the ouerall incidence rates.

? : 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 ;

* 1 P = 0.0 ** P = 0.01



APPENDIX N 2

NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANIMALS

RAT : FEMALE



STUDY No. : 0205
ANTNAL ¢ RAT F344
SEX ¢+ FEMALE

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

PAGE : 8
Group Name Control 500ppm 1500ppm 4500ppm
SITE : spleen
TUMOR @ mononuclear cell leukemia
Tumor rate
Ouerall rates(a) 7/50( 14.0) 16/50( 32.0) 12/50( 24.0) 8/50( 16.0)
Adjusted rates(b) 11.36 23.68 18.18 18.92
Terminal rates(c) 5/44( 11.4) 8/38( 23.7) 8/44( 18.2) 7/37( 18.9)
Statistical analysis
Peto test
Standard methad(d) P = 0.8946
Prevalence method(d) P = 0.3421
Combined analysis(d) P = 0.6636
Cochran-Armitage test(e) P = 0.4374
Fisher Exact test(e) P = 0.0704 P = 0.2118 P = 0.4854
SITE ¢ pituitary gland

Tumor rate
OQuerall 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)

TUMOR : adenama

23/50( 46.0)
45.45
20/44( 45.5)

ha=Tha=ha~lhav]
oK onon

18/50( 38.0)
41.03
15/38( 39.5)

P = 0.3187

18/50( 38.0)
40.91
18/44( 40.9)

P = 0.3695

16/50¢ 32.0)
39.47
14/37( 37.8)

P = 0.2231

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

SITE : pituitary gland
TUMOR + adenoma,adenacarcinoma

25/60( 50.0)
50.00
22/44( 50.0)

0.5948
0.8458
0.8581
0,1261

e > Bt e = ke v

19/50( 38.0)
43.59
16/38( 42.1)

P = 0.2836

20/50( 40.0)
43.18
19/44( 43.2)

P = 0.3304

16/50( 32.0)
39.47
14/37( 37.8)

P = 0.1586

(HPT3604)

BAIS3



STUDY No. : 0205

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ RAT F344
SEX + FEMALE PAGE : 9
Group Name Contirol 500ppm 1500ppm 4500ppm
SITE : thyroid
TUMOR : C-cell adenoma
Tumor rate
OQuerall rates{a) 8/50( 12.0) 4/50( 8.0) 2/50( 4.0) 2/50( 4.0)
Adjusted rates(b) 13.64 8.89 4,55 5.41
Terminal rates{(c) 6/44( 13.8) 3/38( 17.9) 2/44( 4.5) 2/37( 5.4)
Statistical analysis
Psta test
Standard method(d) P=——-
Prevalence methad{(d) P = 0.9038
Combined analysis(d) P =
Cochran-Armitage test(e) P = 0.1648
Fisher Exact test(e) P = 0.3944 P = 0.1606 P = 0.1606
SITE : thyroid
TUMOR : C-cell carcinoma
Tumor rate
Ouerall rates(a) 4/50( 8.0) 1/50( 2.0) 2/50( 4.0) 1/50( 2.0)
Adjusted rates(b) 8.70 2.63 4.55 2.22
Terminal rates{(c) 3/44( 6.8) 1/38( 2.6) 2/44( 4.5) 0/37( 0.0)
Statistical analysis
Peto test
Standard method(d) Pz
Prevalence method{(d) P = 0.8312
Combined analysis(d) P=——
Cochran-Armitage test(e) P = 0.3013
Fisher Exact test(e) P = 0,1998 P = 0.3574 P = 0.1988
SITE ¢ thyraid
TUMOR : G-cell adenoma,C-cell carcinoma
Tumor rate
OQuerall rates(a) 10/50( 20.0) 5/50( 10.0) 4/50( 8.0) 3/50( 6.0)
Adjusted rates(b) 21.74 11,11 8,08 6.67
Terminal rates(c) 9/44( 20.5) 4/38( 10.5) 4/44( 9.1) 2/37( 5.4)
Statistical analysis
Psto test
Standard methad(d) P=——
Prevalence method(d) P = 0,9597
Combined analysis(d) Pz ———
Cochran-Armitage test(e) P = 0.0750
Fisher Exact test(e) P = 0.1771 P = 0.1108 P = 0.0604

(HPT3604)

BAIS3



STUDY No. : 0205

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ RAT F344
SEX : FEMALE PAGE : 10
Group Name Control 500ppm 1500ppm 4500ppm
SITE ¢ adrenal gland
TUMOR : pheochromocytoma
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 7.89 4,55 2.70
Terminal rates(c) 0/44( 0.0) 3/38( 7.9) 2/44( 4.5) 1/37( 2.7)
Statistical analysis
Peto test
Standard method(d) P s —mm
Prevalence method(d) P = 0.4964
Combined analysis(d) P = e
Cochran-Armitage test(e) P = 0.8586
Fisher Exact test(e) P = 0,1325 P = 0,2574 P = 0.4850
SITE  : adrenal gland
TUMOR pheochramocytoma , pheochromocy tomamalignant
Tumor rate
OQuerall rates(a) 1/50( 2.0) 3/50( 6.0) 2/50( 4.0) 1/50( 2.0)
Adjusted rates(b) 2.27 7.89 4,55 2.70
Terminal rates(c) 1/44( 2.3) 3/38( 17.9) 2/44( 4.5) 1/37¢ 2.7)
Statistical analysis
Peto test
Standard method(d) P=-—-
Prevalence methad(d) P = 0.6337
Combined analysis(d) P =
Cochran-Armitage test{e) P = 0.6006
Fisher Exact test(e) P = 0.3235 P = 0.4926 = 0.2475
SITE @ wuterus
TUMOR endometrial stromal polyp
Tumor rate
Ouverall rates(a) 5/50( 10.0) 2/50( 4.0) 8/50( 16.0) 8/50( 18.0)
Adjusted rates(b) 11.36 2.63 17.02 18.82
Terminal rates{c) 5/44( 11.4) 1/38( 2.6) 7/44( 15.9) 7/37( 18.9)
Statistical snalysis
Peto test
Standard method(d) P =0.2218
Prevalence methad(d) P = 0.0541
Combined analysis(d) P = 0.0391%
Cochran-Armitage test(e) P = 0,1399
Fisher Exact test(e) P = 0.2425 P = 0.3141 P = 0.3141

(HPT3604)

BAIS3



STUDY No. : 0205
ANTHAL t RAT F344
SEX : FEMALE

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

PAGE : 11
Group Name Control 500ppm 1500ppm 4500ppm
SITE : uterus
TUMOR : endometrial stromal polyp,endometrial stromal sarcoma
Tumor rate
Querall rates(a) 5/50( 10.0) 2/50( 4.0) 9/50( 18.0) 9/50( 18.0)
Adjusted rates(b) 11.36 2.63 19.15 18.92
Terminal rates{c) 5/44( 11.4) 1/38( 2.6) 8/44( 18.2) 7/37( 18.9)
Statistical analysis
Peto test
Standard method(d) P = 0.0721
Prevalence method(d) P = 0.0577
Combined analysis(d) P = 0.0211%
Cochran-Armitage test(e) P = 0.0783
Fisher Exact test(e) P = 0.2425 P = 0.2378 P = 0.2379
SITE : mammary gland
TUMOR : fibroadenoma
Tumor rate
Ouerall rates{a) 8/50( 16.0) 7/49( 14.3) 6/50( 12.0) 6/50( 12.0)
Adjusted rates(b) 16.33 16.28 13,64 13.64
Terminal rates(c) 6/44( 13.6) 4/37( 10.8) 6/44( 13.8) 4/37( 10.8)
Statistical analysis
Peto test
Standard method(d) P=-—-
Prevalence method(d) P = 0.6530
Combined analysis(d) P = -
Cachran-Armitage ‘test(e) P = 0.5919
Fisher Exact test(e) P = 0.4706 P = 0.4157 P = 0.4157
SITE : mammary gland
TUMOR : adenoma,fibroadenoma
Tumor rate
Ouerall rates(a) 8/50( 16.0) 8/49( 16.3) 7/56( 14.0) 6/50( 12.0)
Adjusted rates{b) 16.33 18.60 15.91 13.64
Terminal rates(c) 6/44( 13.8) 5/37( 13.5) 7/44( 15.9) 4/37( 10.8)
Statistical analysis
Peto test
Standard method(d) P = -
Prevalence methad(d) P = 0.6993
Combined analysis(d) P =
Cochran-Armitage test(e) P = 0,508
Fisher Exact test(s) P = 0.4089 P = 0.4854 P = 0.4157

(HPT3604)

BAIS3



STUDY No. : 0205 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANINAL ¢ RAT F344

SEX * FEMALE PAGE : 12
Group Name Control 500ppm 1500ppm 4500ppm
SITE : mammary gland
TUMOR : adenoma,fibroadenoma,adenocarcinoma
Tumor rate
Ouerall rates(a) 10/50( 20.0) 9/49( 18.4) 7/50( 14.0) 6/50( 12.0)
Adjusted rates(b) 20.41 20.93 15,81 13.64
Terminal rates(c) 7/44( 15.9) 6/37( 16.2) 7/44( 15.9) 4/37( 10.8)
Statistical analysis
Peto test
Standard method(d) P = e
Prevalence methad(d) P = 0.8400
Combined analysis(d) P =
Cochran-Armitage test(e) P = 0.2611
Fisher Exact test(e) P = 0.4676 P = 0.3417 P = 0.2557
SITE : preputial/clitoral gland
TUMOR : adenoma
Tumor rate
OQuerall rates(a) 3/50( 86.0) 2/50( 4.0) : 2/50{ 4.0) 0/50( 0.0)
Adiusted rates(b) 6.67 5.26 4.55 0.0
Terminal rates(c) 2/44( 4.5) 2/38( 5.3) 2/44( 4.5) 0/37( 0.0)
Statistical analysis
Peto test
Standard method(d) P= -
Prevalence methad(d) P = 0.9504
Combined analysis(d) P = e
Cochran-Armitage test(e) P = 0.1040
Fisher Exact test(e) P = 0.4809 P = 0.4909 P = 0.1325
(HPT3604) BAIS3

(a): Number of tumor-bearing animals/mumber of animals examined at the site.
(b): Kaplan-HMeire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.
(c): Observed tumor incidence at terminal kill.
(d): Beneath the contral incidence are the P-ualues associated with the trend test.
Stendard 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-value.
——= ¢ There is no data which should be statistical analysis. .
Sionificant difference ; * 1 P = 0.0 P S 0.01
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STUDY No. 0208

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL ¢ MOUSE BDF1
SEX ¢ MALE PAGE 1
Group Name Control 667ppm 2000ppm 6000ppm
SITE : lung
TUMOR : bronchiolar~alueolar adenoma
Tumor rate
Ouerall rates(a) 3/50( 6.0) 8/50( 16.0) 5/50( 10.0) 3/50( 6.0)
Adjusted rates(b) 6.12 19.51 11.36 7.69
Terminal rates(c) 2/35( 5.7) 8/41( 18.5) 4/41( 9.8) 3/33( 7.7
Statistical analysis
Peto test
Standard method{(d) P=
Prevalence method{(d) P = 0.7957
Combined analysis{d) P = -
Cochran-Armitage test(e) P = 0.4170
Fisher Exact test(e) P = 0.1322 P = 0.3790 P = 0.3392
SITE lung
TUMOR : bronchiolar-alveolar carcinoma
Tumor rate
Ouerall rates(a) 2/50( 4.0) 4/50( 8.0) 5/50( 10.0) 1/50( 2.0)
Adjusted rates(b) 2.86 9.76 9.09 2.56
Terminal rates(c) 1/35( 2.9) 4/41( 9.8) 3/41( 17.3) 1/38( 2.6)
Statistical analysis
Peto test
Standard method{(d) P =0.7164
Prevalence method(d) P = 0.7705
Combined analysis(d) P = 0.8412
Cochran-Armitage test(e) P = 0.3482
Fisher Exact test(e) P = 0,3574 P = 0.2425 P = 0.4926
SITE : lung
TUMOR bronchiolar—alusolar adenoma,bronchiolar-alvealar carcinoma
Tumor rate
Ouerall rates(a) 4/50( 8.0) 12/50( 24.0) 9/50( 18,0) 4/50( 8.0)
Adjusted rates(b) 6.25 29.27 18.18 10.26
Terminal rates(c) 2/35( 5.7) 12/41( 28.3) 7/41( 17.1) 4/38( 10.3)
Statistical analysis
Peto test
Standard method{d) P = 0.7164
Prevalence methad(d) P = 0.8437
Combined analysis(d) P = 0.8821
Cochran-Armitage test(e) P = 0.2682 .
Fisher Exact test(e) P = 0.0539 P = 0.1562 P = 0.3579

(HPT3604)

BAIS3



STUDY No. : 0208

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTNAL ¢ MOUSE BDF1
SEX : MALE PAGE : 2
Group Name Control 667ppm 2000ppm 6000ppm
SITE : lymph node
TUMOR * malignant Lymphoma
Tumor rate
Ouerall rates(a) 4/50( 8.0) 7/50( 14.0) 6/50( 12.0) 7/50( 14.0)
Adjusted rates(b) 5.71 13.64 12,20 10.26
Terminal rates(c) 2/35( 5.7) 5/41( 12.2) 5/41( 12.2) 4/39( 10.3)
Statistical analysis
Peto test
Standard method(d) P = 0.1953
Prevalence methad(d) P = 0.4534
Combined analysis(d) P = (,2831
Cachran-Armitage test(e) P = 0.5331
Fisher Exact test(e) P = (0.2958 P = 0.3944 P =0,2958
SITE : splesn
TUMOR ¢ malignant Lymphoma
Tumor rate
Ouerall rates(a) 2/50( 4.0) 0/49( 0.0) 2/50( 4.0) 3/50( 6.0)
Adjusted rates(b) 5.41 0.0 2.44 7.69
Terminal rates(c) 1/35( 2.9) 0/40( 0.0) 1/41( 2.4) 3/39( 7.7)
Statistical analysis
Psto test
Standard method(d) P = 0.3798
Prevalence methad(d) P = 0.1222
Combined analysis(d) P = 0.1458
Cochran-Armitage test(e) P = 0.2630
Fisher Exact test(e) P = 0.2626 P = 0.3088 P = 0.4309
SITE  : spleen
TUMOR : hemangiosarcama
Tumor rate
OQuerall rates(a) 3/50( 6.0) 3/48( 6.1) 5/50( 10.0) 3/50( 6.0)
Adjusted rates(b) 6.82 7.50 12.20 6.38
Terminal rates{c) 0/35( 0.0) 3/40( 7.5) 5/41( 12.2) 1/38( 2.8)
Statistical analysis
Peto test
Standard method{d) P =
Prevalence method(d) P = 0.5091
Combined analysis(d) P= -
Cochran-Armitage test(e) P = 0.9584
Fisher Exact test(e) P = 0.3483 P = 0.3790 P = 0.3392

(1IPT3604)

BAIS3



STUDY No. : 0206

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ MOUSE BDF1
SEX : MALE PAGE 3
Group Name Control 667ppm 2000ppm 6000ppm
SITE ¢ Lliver
TUMOR : hepatocellular adenoma
Tumor rate
Querall rates(a) 8/50( 16.0) 6/49( 12.2) 7/50( 14.0) 3/50( 86.0)
Adjusted rates(b) 20.00 15.00 16.67 7.69
Terminal rates{(c) 7/35( 20.0) 6/40( 15.0) 6/41( 14.6) 3/33( 7.7)
Statistical analysis
Peto test
Standard method(d) P= -
Prevalence method{(d) P = 0,9468
Combined analysis(d) P = e
Cachran-Armitage test(e) P = 0.1307
Fisher Exact test(e) P = 0.4299 P = (.4854 P = 0.1322
SITE & Lliver
TUMOR : hemangiosarcoma
Tumor rate
Querall rates(a) 4/50( 8.0) 2/49( 4.1) 2/50( 4.0) 1/60( 2.0)
Adjusted rates(b) 0.0 2.50 2.44 0.0
Terminal rates(c) 0/35( 0.9) 1/40( 2.5) 1/41( 2.4) 0/38( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.8651
Prevalence methad{(d) P = 0.6367
Combined analysis(d) P = (.8940
Cochran-Armitage test(e) P = 0.2281
Fisher Exact test(e) = 0.3668 = 0.3574 P = 0.1998
SITE @ Lliver
TUMOR : hepatocellular carcinoma
Tumor rate
Ouerall rates(a) 8/50( 16.0) 8/438( 16.3) 5/50( 10.0) 4/50( 8.0)
Adjusted rates(b) 22.86 15.22 6.67 7.69
Terminal rates{c) 8/35( 22.9) 6/40( 15.0) 2/41( 4.9) 3/38( 7.7)
Statistical analysis
Petc test
Standard method(d) P = 0.3303
Prevalence method{d) P = 0.9661 .
Combined analysis{(d) P = 0.9280
Cochran-Armitage test(e) P = 0.1681
Fisher Exact test(e) P = 0.4089 P = 0.3141 P = 0.2169

(HPT3604)

BAIS3



STUDY No. + 0206

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ MOUSE BDF1
SEX ¢ MALE PAGE 4
Group Name Control 667ppm 2000ppm 6000ppm
SITE ¢ Llijver
TUMOR * hemangioma,hemangiosarcoma
Tumor rate
Ouerall rates(a) 4/50( 8.0) 3/48( 6.1) 3/50( 6.0) 1/680( 2.0)
Aijusted rates(b) 0.0 5.00 4,88 0.0
Terminal rates{c) 0/35( 0.0) 2/40( 5.0) 2/41( 4.9) 0/33( 0.0)
Statistical analysis
Peto test
Standard methad(d) P = 0.8651
Prevalence method(d) P = 0.7557
Combined analysis(d) P = 0.9161
Cochran-Armitage test(e) P = 0.1869
Fisher Exact test(e) P =0.4788 P = 0.48% P = 0.1998
SITE ¢ Lliver
TUKOR : hepatocellular adenoma,hepatocellular carcinoma
Tumor rate
OQuerall rates(a) 16/50( 32.0) 12/49( 24.5) 9/50( 18.0) 7/50( 14.0)
Adjusted rates(b) 42.86 25,00 15.56 15.38
Terminal rates(c) 15/35( 42.9) 10/40( 25.0) 6/41( 14.6) 6/39( 15.4)
Statistical analysis
Peto test
Standard methad(d) P = 0.3303
Prevalence method(d) P = 0,9922
Combined analysis{(d) P = 0.9833
Cochran-Armitage test(e) P = 0.0426%
Fisher Exact test(e) P = 0.3428 P =0.1514 P = 0.0704

(HPT360A)

BAIS3



STUDY No. : 0206 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANIMAL : MOUSE BDF1
SEX ¢ MALE PAGE ¢ 5

Group Name Control 667ppm 2000ppm 6000ppm

SITE : Harderian gland
TUMOR : adenoma
Tumor rate
Ouerall rates(a) 0/50( 0.0) 5/50( 10.0) 2/48( 4.2) 0/50( 0.0
Adjusted rates(b) 0.0 11.90 5.13 0.0
Terminal rates(c) 0/35( 0.0) 4/41( 8.8) 2/33( 5.1) 0/39( 0.0)
Statistical analysis
Peto test
Standard methad(d) P
Prevalence methad(d) P = 0.9158
Combined analysis(d) P=—
Cochran-Armitage test(e) P = 0.1989
Fisher Exact test{e) P = 0,0360% P = 0.2475 P = 0.5000

(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): Obseruved tumor incidence at terminal kill.
(d): Beneath the control incidence are the P-ualues assaciated 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.
7 ¢ 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.
Sionificant difference ; *: P = 0.05 x> : P S 0,01



STUDY No. : 0206 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL : MOUSE BDF1
SEX s MALE PAGE @ 1
Group Name Controt 667ppm 2000ppm 6000ppm
SITE : ALL SITE
TUMOR : histiocytic sarcoma
Tumor rate
Querall rates(a) 5/50( 10,0) 5/50( 10.0) 4/50( 8.0) 2/50( 4.0)
Adjusted rates{b) 5.71 7.32 7.32 0.0
Terminal rates(c) 2/35( 5.7) 3/41( 7.3) 3/41( 7.3) 0/39( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.6127
Prevalence method(d) P = 0.9434
Combined analysis(d) P = 0.9064
Cachran-Armitage test(e) P = 0.2044
Fisher Exact test(e) P = 0.3710 P = 0.4883 P = 0.2425
SITE ¢ ALL SITE
TUMOR : malignant Lymphoma
Tumor rate
Ouerall rates(a) 6/50( 12.0) 7/50( 14.0) 8/50( 16.0) 10/50( 20.0)
Adjusted rates(b) 11.11 13.64 14.63 17.95
Terminal rates(c) 3/35( 8.8) 5/41( 12.2) 6/41( 14.8) 7/39( 17.9)
Statistical analysis
Petoc test
Standard method(d) P = 0.2173
Prevalence methad{(d) P = 0.2252
Combined analysis(d) P = 0.1482
Cachran-Armitage test(e) P = 0.2571
Fisher Exact test(e) P = 0.4863 P = 0.4157 P = 0.2557
(HPT360A) BAIS3

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

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

(c): Observed tumor incidence at terminal kill.
(d): Beneath the control incidence are the P-values associated with the trend test.
Standard method ¢ Death analysis
Prevalence method : Incidental tumor test
Combined analysis : Death analysis + Incidental tumor test
(e): The Cachran-Armitage and Fisher exact test compare directly the ouerall incidence rates.
‘7 »

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

—-——— 1 There is no data which should be statistical analysis.
Significant difference 3 * P = 0.0 xx ¢ P S 0.01
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STUDY No. : 0206

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ MOUSE BDF1
SEX : FEMALE PAGE : 6
Group Name Control 667ppm 2000ppm 6000ppm
SITE : lung
TUMOR : bronchiolar-alueslar adenoma
Tumor  rate
Overall rates(a) 3/50( 6.0) 1/50( 2.0) 1/50( 2.0) 1/48( 2.0)
Adjusted rates(b) 7.89 4.55 4,00 3.13
Terminal rates{(c) 2/31( 6.5) 1/22( 4.5) 1/25( 4.0) 1/32( 8.1)
Statistical analysis
Peto test
Standard method(d) P= -
Prevalence methad(d) P = 0.7949
Combined analysis(d) P =
Cochran-Armitage test(e) P = 0.4505
Fisher Exact test(e) P = 0.3235 P = 0.3235 P = 0.3312
SITE : lung
TUMOR : bronchiolar-aluectar carcinoma
Tumor rate
Ouerall rates(a) 4/50( 8.0) 2/50( 4.0) 1/50( 2.0) 2/49( 4.1)
Adiusted rates(b) 11.76 2.50 3.57 6.25
Terminatl rates(c) 3/31( 9.7) 0/22( 0.0) 0/25( 0.0) 2/32( 6.3)
Statistical analysis
Peto test
Standard method(d) P = 0.5184
Prevalence method{d) P = 0.6677
Combined analysis(d) P = 0.7397
Cochran-Armitage test(e) P = 0.5566
Fisher Exact test(e) P = 0.374 P =0.1998 P = (.3668
SITE  * lung
TUHOR : bronchiolar-alueolar adenoma,bronchiolar-alueolar carcinoma
Tumor rate
OQuerall rates(a) 7/50( 14.0) 3/50( 6.0) 2/50( 4.0) 3/49( 6.1)
Adjusted rates(b) 17.95 5.00 7.14 9.38
Terminal rates(c) 5/31( 16.1) 1/22( 4.5) 1/25( 4.0) 3/32( 8.4)
Statistical analysis
Peto test
Standard methaod(d) P = 0.5184
Prevalence method(d) P = 0.8161
Combined analysis(d) P = 0.8548
Cochran-Armitage test(e) P = 0.3413
Fisher Exact test(e) P = 0.1917 P = 0.1045 P = 0.2004

(1IPT3604)

BAIS3



STUDY No. : 0206

NEOPLASTIC LESIONS~INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL : HOUSE BDF1
SEX t FEMALE PAGE ¢ 7
Group Name Control 667ppm 2000ppm 6000ppm
SITE : Llymph node
TUMOR : malignant lymphoma
Tumor rate
Querall rates(a) 14/50( 28.0) 15/50( 30.0) 11/50( 22.0) 7/49( 14.3)
Adjusted rates(b) 21.05 22.73 12.00 3.13
Terminal rates(c) 6/31( 18.4) 5/22( 22.7) 3/25( 12.0) 1/32( 3.1)
Statistical analysis
Peto test
Standard method(d) P = 0.7107
Prevalence method(d) P = 0.9972
Combined analysis(d) P = 0.9797
Cochran-Armitage test(e) P = 0.0524
Fisher Exact test(e) P = 0.4810 P =0.3777 P =0,1338
SITE : spleen
TUMOR : malignant Lymphoma
Tumor rate
Ouerall rates(a) 6/50( 12.0) 4/50( 8.0) 3/50( 6.0) 4/43( 8.2)
Adjusted rates(b) 15.15 18.18 4,00 12.50
Terminal rates(c) 4/31( 12.9) 4/22( 18.2) 1/25( 4.0) 4/32( 12.5)
Statistical analysis
Peto test
Standard method(d) P = 0.6966
Prevalence method(d) P = 0.6362
Combined analysis(d) P = 0.7227
Cochran-Armitage test(e) P = 0.6743
Fisher Exact test(e) P = 0.3944 P = 0.2728 P = 0.4066
SITE & liver
TU¥OR : hemangioma
Tumor rate
Ouerall rates(a) 0/50( 0.0) 1/50( 2.0) 3/50( 6.0) 1/48( 2.0)
Adijusted rates(b) 0.0 4,55 12.00 2.56
Terminal rates(c) 0/31( 0.0) 1/22( 4.5) 3/25( 12.0) 0/32( 0.0)
Statistical analysis
Peto test
Standard method{(d) P = -
Prevalence method{(d) P = 0.4140
Cambined analysis(d) P =
Cochran-Armitage test(e) P = 0.7060
Fisher Exact test{e) P = 0.4950 P = 0.1325 P = 0.5000

(HPT3604)

BAIS3




STUDY No. : 0206

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ MOUSE BDF1
SEX *  FEMALE PAGE : 8
Group Name Control 667ppm 2000ppm 6000ppm
SITE ¢ Lliver
TUMOR : hepatocellular adenoma
Tumor rate
Ouerall rates(a) 2/50( 4.0) 3/50( 8.0) 12/50( 24.0) 10/49( 20.4)
Adjusted rates(b) 6.45 12.00 40,00 28,57
Terminal rates{c) 2/31( 8.5) 2/22( 8.1) 10/25( 40.0) 8/32( 25.0)
Statistical analysis
Peto test
Standard method(d) P=———
Prevalence method(d) P = 0,0178%
Combined analysis(d) Pz ———
Cochran-Armitage test(e) P = 0.0123%
Fisher Exact test(e) P = 0.4908 P = (.0106% P = 0.0251%
SITE ¢ Lliver
TUMOR : hemangiosarcoma
Tumor rate
Ouerall rates(a) 2/50( 4.0) 0/50( 0.0) 1/50( 2.0) 4/49( 8.2)
Adjusted rates(b) 0.0 0.0 0.0 12.50
Terminal rates(c) 0/31( 0.0) 0/22( 0.0) 0/25( 0.,0) 4/32( 12.5)
Statistical analysis
Peto test
Standard method{d) P = 0.8757
Prevalence method(d) P = 0.0013%x
Combined analysis{(d) P = 0.0714
Cochran-Armitage test(e) P = 0.0686
Fisher Exact test(e) P = 0.25674 P = 0.4926 P = 0.3483
SITE ¢ Liver
TUMOR : hepatocellular carcinoma
Tumor rate
Ouerall rates(a) 1/50( 2.0) 5/50( 10.0) 7/50( 14.0) 5/43( 10.2)
Adjusted rates(b) 3.23 9.68 24.00 15.63
Terminal rates(c) 1/31( 3.2) 2/22( 9.1) 6/25( 24.0) 5/32( 15.6)
Statistical analysis
Pets test
Standard method(d) P = 0.7586
Prevalence method(d) P = 0.1597
Combined analysis(d) P = 0.2778
Cochran-Armitage test(e) P = 0.3545
Fisher Exact test(e) P =0,1210 P = 0.0430% P = 0,1163

(HPT3604)

BAIS3



STUDY No. : 0206
ANTMAL ¢ NMOUSE BDF1
SEX ¢ FENALE

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

PAGE : g
Group Name Cantrot 667ppm 2000ppm 6000ppm
SITE Liver
TUMOR hemangioma,hemangicsarcoma
Tumor rate
Ouerall rates(a) 2/50( 4.0) 1/50( 2.0) 4/50( 8.0) 5/49( 10.2)
Adjusted rates(b) 0.0 4,55 12.00 12.82
Terminal rates(c) 0/31( 0.0) 1/22( 4.5) 3/25( 12.0) 4/32( 12.5)
Statistical analysis
Peto test
Standard method(d) P = 0.8757
Prevalence methad{d) P = 0.0190%
Combined analysis(d) P = 0.1049
Cochran-Armitage test(e) P = 0.0974
Fisher Fxact test(e) P = 0.4926 P = 0.35674 P = 0.2345
SITE ¢ Lliver
TUMOR : hepatocellular adenoma,hepatocellular carcinoma
Tumor rate
Ouerall rates(a) 3/50( 6.0) 8/50( 16.0) 16/50( 32.0) 14/49( 28.6)
Adjusted rates(b) 9.68 20.00 52.00 40.00
Terminal rates(c) 3/31( 9.7) 4/22( 18.2) 13/25( 52.0) 12/32( 87.5)
Statistical analysis
Peto test
Standard methad(d) P = 0.7588
Prevalence methad(d) P = 0.0091*x
Combined analysis(d) P = 0,0222%
Cachran-Armitage test(e) P = 0.0118%
Fisher Exact test(e) P =0.1322 P = 0.0049%* P = 0.0104%
SITE @ pituitary gland
TUMOR ¢ adenoma
Tumor rate
Ouerall rates(a) 5/50( 10.0) 6/49( 12.2) 5/50( 10.0) 4/43( 8.2)
Adjusted rates(b) 16.13 22.73 20.00 9.38
Terminal rates{(c) 5/31( 16.1) 5/22( 22.7) 5/25( 20,0) 3/32( 9.4)
Statistical analysis
Peto test
Standard method(d) P = 0,2817
Prevalence method{d) P = 0.8671
Combined analysis(d) P = 0.7983
Cochran-Armitage test(e) P = 0.6045
Fisher Exact test(e) P = 0.5000 P = 0.3710 P = 0.4783

(1IPT360A)

BAIS3



STUDY No. : 0206

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL : MOUSE BDF1
SEX : FEMALE PAGE : 10
Group Name Controt 667ppm 2000ppm 6000ppm
SITE : ovary
TUMOR : cystadenoma
Tumor rate
Querall rates(a) 3/50( 6.0) 1/50( 2.0) 1/50( 2.0) 0/43( 0.0)
Adjusted rates(b) 9.68 4,55 4,00 0.0
Terminal rates{c) 3/31( 9.7) 1/22( 4.5) 1/25( 4.0) 0/32( 0.0)
Statistical analysis ’
Peto test
Standard method(d) P= -
Prevalence method(d) P = 0.9654
Combined analysis(d) P = e
Cochran-Mrmitage test(e) P = 0.1147
Fisher Exact test(e) P = 0,323 P = 0.3235 P = 0.1364
SITE : uterus
TUMOR : histiocytic sarcoma
Tumor rate
Ouerall rates(a) 8/50( 16.0) 13/50( 26.0) 12/50( 24.0) 15/48( 30.6)
Mijusted rates(b) 5.71 14.29 12.50 18.92
Terminal rates(c) 1/31( 3.2) 2/22( 9.1) 3/25( 12.0) 5/32( 15.8)
Statistical analysis
Petc test
Standard methad(d) P = 0.4010
Prevalence method(d) P = 0.0638
Combined analysis(d) P = 0.1357
Cochran-Armitage test(e) P = 0.1612
Fisher Exact test(e) P = 0.2265 P = 0.28486 P =0.1293

(HPT3604)

BAIS3



STUDY No. : 0206

NEOPLASTIC LESIONS-INGIDENCE AND STATISTICAL ANALYSIS
ANIMAL HOUSE BDF1
SEX FEMALE PAGE : 11
Group Name Control 667ppm 2000ppm 6000ppm
SITE : Harderian gland
TUMOR : adenoma
Tumor rate
Ouerall rates(a) 1/50( 2.0) 4/50( 8.0) 1/50( 2.0) 1/43( 2.0)
Adjusted rates(b) 3.23 18.18 4,00 3.13
Terminal rates(c) 1/31( 3.2) 4/22( 18.2) 1/25( 4.0) 1/32( 3.1)
Statistical analysis
Peto test
Standard method(d) P= -
Prevalernce method(d) P = 0.8072
Combined analysis(d) P = -
Cochran-Armitage test(e) P = 0.4686
Fisher Exact test(e) P = 0.1998 P = 0.2475 P = 0,2525
(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 tumar incidence at terminal kill.

{d):

(e):
? .

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

Standard method : Death analysis

Prevalence method : Incidental tumor test

Combined analysis @ Death analysis + Incidental tumor test

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

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

Significant differsnce

* 1P 50,05 * @ PS5 0.01

* The conditional prababities of the largest and smallest possible out comes can not estimated or this P-valus is beyand the estimated P-ualus.



STUDY No. : 0206 NEOPLASTIGC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIHAL : MOUSE BDF1
SEX 1 FENALE PAGE : 2
Group Name Control 667ppm 2000ppm 6000ppm
SITE : ALL SITE
TUMOR : histiocytic sarcoma
Tumor  rate
Ouerall rates{a) 10/50( 20.0) 15/50( 30.0) 16/50( 32.0) 17/49( 34.7)
Adjusted rates(b) 8.57 14.81 16.22 24.32
Terminal rates{c) 2/31( 8.5) 2/22( 8.1) 4/25( 16.0) 7/32( 21.9)
Statistical analysis
Peto test
Standard method(d) P = 0.5816
Prevalence method(d) P = 0.0358%
Combined analysis(d) P = 0,1823
Cochran-Armitage test(e) P = 0.1904
Fisher Exact test(e) P = 0.2516 P = 0.2039 P = 0,1527
SITE : ALL SITE
TUMOR ¢ malignant lymphoma
Tumor rate
Ouerall rates(a) 21/50( 42.0) 19/50( 38.0) 14/50( 28.0) 11/49( 22.4)
Adjusted rates(b) 34.29 40.91 16.00 - 15.63
Terminal rates(c) 10/31( 82.3) 8/22( 40.9) 4/25( 16.0) §/32( 15.8)
Statistical analysis
Peto test
Standard methad(d) P = 0.8096
Prevalence methad(d) P = 0.9923
Combined analysis(d) P = 0.9885
Cochran-Armitage test(e) P = 0.0318%
Fisher Exact test(e) P = 0.4682 P = 0.2055 P =0.0983
(HPT3604) BAIS3

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

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

(c): CObserved tumor incidence at terminal kill,

(d): Beneath the control incidence are the P-ualues associated with the trend test.
Standard method ¢ Death analysis
Prevalence methad @ Incidental tumor test
Combined analysis : Death analysis + Incidental tumor test

(e): The Cachran-Armitage and Fisher exact test comparse dirsctly 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-value.

~—-— % There is no data which should be statistical analysis.
Significant difference * 1P < 0.06 *x ! P 5 0,01



APPENDIX O 1
HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (TOW-YERA STUDY: SUMMARY)

RAT: MALE : DEAD AND MORIBUND ANIMALS



STUDY NO.  : 0205 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ MALE PAGE ¢ 1

Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 13 g 12 19

Organ Findings,

[Respiratory systeml

nasal cavit <13> <o <12> <19>
leukemic cell infiltration 0 1 1 0

lung <A3» <D 12> <1
leukemic cell infiltration 2 2 1 4
metastasistadrenal tumar 0 1 0 0
metastasisipancreas tumor 0 0 0 1
metastasisikidney tumor 0 1 0 0

[Hematopoietic system]

bone marrow <13 < <12> 4as
leutkemic cell infiltration 2 2 1 2

Lymph node <13 <P <12> <19
leukemic cell infiltration 1 1 2 3

[Circulatory system]

heart <13 < 12> <1
leukemic cell infiltration 1 1 1 0

[Digestive system]

tongue <13> <D a4z <19
leukemic cell infiltration 0 0 1 0

stomach a3 <D <12> (45
leukemic cetl 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. @ 0205 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ MALE PAGE : 2
Group Name Cantrol 500ppm 1500ppm 4500ppm
No. of Animals on Study 13 9 12 18

Organ, Findings

[Digestiue system]

small intes <13 <P <12> <A
teukemic cell infiltration 0 0 0 1
largs intes <13 <P 12> A%
Leukemic cell infiltration 0 0 0 1
Liver A3 <P <12> AP
leukemic cell infiltration 2 2 2 4
pancreas a3 < <12> aoe
leukemic cell infiltration 0 0 0 1

[Urinary system]

kidney <43 <P <12> <19
leukemic cell infiltration 0 2 2 2
metastasisipancreas tumor 0 0 0 1

[Endocrine system]

thyroid a3 <9 <12> <18
leukemic cell infiltration 0 0 1 0
adrenal <13 <P <12> <19
leukemic cell infiltration 2 0 2 1

[Repraductive system]

mammary gt 13> <P <12> <19>
loeukemic cell infiltration 1 0 0 0

[Neruous system]

brain AD <P <12> <19
Leukemic cell infiltration 0 1 1 0
Ca> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO.  : 0205 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANINMALS (0-105W)
REPORT TYPE : Al
SEX : MALE PAGE : 3
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 13 g 12 18
Organ Findings
[Neruaus system)
brain as <P a2 A
metastasisikidney tumor 0 0 0 1
spinal cord AP <P 12> <19>
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 2
HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (TOW-YERA STUDY: SUMMARY)

RAT: FEMALE : DEAD AND MORIBUND ANIMALS



STUDY NO. 3 0205

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ FEMALE PAGE + 4

Group Name Cantrot 500ppm 1500ppm 4500ppm
No. of Animals on Study 6 12 6 13

Organ Findings

[Respiratory system]

nasal cavit <6 42> < 6> <13
leukemic cell infiltration 0 0 0 1

lung B> <12> <6 a3
teukemic cell infiltration 1 6 3 0
metastasistbone tumor 0 0 1 0

[llematopoistic system]

bone martrow <6 <12> <6 <13
lekemic cell infiltration 1 5 4 2
metastasis: Liver tumor 1 0 0 0

Lymph node < 6> <12> < 6 <13
leukemic cell infiltration 0 3 1 1
metastasis:tongus tumor 0 1 0 0
metastasisiovary tumor [ 1 0 0
metastasis:oral cavity tumor 0 0 0 1

spleen < B> <12> < 6> <13>
metastasisibone marrow tumor 0 0 0 1

[Circulatory system]

heart <6 12> < 6> <13
teukemic cell infiltration 1 3 1 0

[Digestive system]

‘tongus <6 12> <6 13>
leukemic coll infiltration 0 2 0 0

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

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



STUDY NO.  : 0205

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ FEMALE PAGE: b5

Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 6 12 6 13

Organ Findings

[Digestive system)

‘tongue <6 2> <6 <13
metastasisioral cavity tumor ¢ 0 0 1

salivary gl < 6> <12> < 6> a»
leukemic cell infiltration 0 0 0 1

stomach <& 12> <6 <13
leukemic coll infiltration 1 2 0 1

small intes <8 12> <6 a3
leukemic cell infiltration 1 0 0 0

large intes <6 <12> <6 <13
leukemic cell infiltration 1 0 0 0

Liver <6 42> < 6> <13
leukemic cell infiltration 2 6 4 2
metastasistbone marrow tumor 0 0 0 1

pancreas <6 12> <8 <13
letkemic cell infiltration 1 3 0 0

[Urinary system)

kidney <6 <12> < 6> a3
leukenic cell infiltration 1 5 1 1
metastasisiouary tumor 0 1 ¢ 0

[Endocrine system)

pituitary <6 12> < 6> AP
leukemic coll infiltration 0 1 1 0

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

b b ¢ Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. @ 0205

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX * FEMALE PAGE ¢+ 6

Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 6 12 6 13

Organ Findings

{Endocrine system]

adrenal < 6> <12> <6 <13
leukemic cell infiltration 0 5 3 1
metastasisiovary tumor 0 1 0 0

{Reproductive system]

ovary < 6> <12> <6 <13
teukemic csll infiltration 0 3 1 1

uterus <6 12> <8 <13
leukemic cell infiltration 1 2 0 1
metastasis:ovary tumor 0 1 0 0

mammary gl <6 <12> <6 AP
leukemic cell infiltration 0 1 0 0

[Neruous system]

brain < B> <12> < 6> <13
leukemic cell infiltration 1 4 1 1

spinat cord < 6> <12> < B <13
teukemic cell infiltration 0 3 1 0

[Special sense organs/appandags]

Hlarder gl < 6> <A2> <6 <13
leukemic cell infiltration 0 2 0 1
metastasisioral cavity tumor 0 0 0 1

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

b b ¢ Number of animals with lesion
(JPT150)

BAIS3



STUDY NO.  : 0205 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMNARY)

ANTHAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE ¢ 7
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 6 12 6 13
Organ Findings
[Musculoskelstal system]
muscle <6 12> <6 <13
leukemic cell infiltration 0 0 0 1
[Bady cavities]
mediastinum <6 <12> <6 a3
leukemic cell infiltration 1 0 1 2
retroperit <6 <12> < 86> <13>
leukemic cell infiltration 0 0 0 1
metastasistovary tumor 0 1 0 0
<a> 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 (TOW-YERA STUDY: SUMMARY)

RAT: MALE : SACRIFICED ANIMALS



STUDY NO.  : 0205 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE + 1

Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 37 41 38 31

Organ, Findings

[Respiratory system]

lung <37 A4 <38> (10
teukemic cell infiltration 1 1 4 1
metastasis: Liver tumor 0 0 1 0
metastasisibone tumor 0 1 0 0
metastasisispleen tumor 0 1 0 0

[Hematopoietic system]

bone marraw (& <A 38> (€794
leukemic cell infiltration 0 0 1 0
metastasis: Liver tumor 0 0 1 0
metastasisispleen tumor 0 1 0 0

Lymph node (&7 <4 <38 B
leukemic cell infiltration 0 1 1 1
metastasis: Liver tumor 0 ] 1 0
metastasisiurinary bladder tumor 0 0 0 1

[Digestive systeml

Liver <3 Un <38 <310
leukemic cell infiltration 0 2 5 0
metastasisisplesn tumar 0 1 0 0

[Urinary system]

kidney (&7 Un <38 [€}54
leukemic cell infiltration 0 0 1 0

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

b b ¢ Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. & 0205 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTMAL © RAT F344 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX T MALE PAGE : 2
Group Name Controt 500ppm 1500ppm 4500ppm
No. of Animals on Study 37 41 38 31

Organ Findings

[Endocrine system]

adrenal 37D 41n 38> <31

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 4

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

RAT: FEMALE : SACRIFICED ANIMALS



STUDY NO. & 0205

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTHAL ¢ RAT F344 SACRIFICED ANINALS (105W)

REPORT TYPE : Al

SEX + FEMALE PAGE ¢+ 3

Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 44 38 44 37

Organ, Findings,

{Respiratory system]

‘trachea <44> 38> <44> 37
metastasis:thyroid tumar 1 0 0 0

lung <44> <38> <44> (&Y
leukemic cell infiltration 1 1 2 1

{Hematopoietic system]

bone marrow <44> <38> <44> <37
Leukemic cell infiltration 0 0 1 1

Lymph node 44> <38> 44> (&7
leukemic cell infiltration 1 0 0 2

[Circulatary system]

heart <44> 38> 44> 87>
leukemic cell infiltration 0 1 0 0

[Digestive system]

Liver <44> 38> 44> (& 1p
leukemic cell infiltration 3 2 3 2
metastasisiuterus tumor 0 1 0 0

{Urinary system]

kidney 4s> 38> <44> <aEn
teukemic cell infiltration 1 0 0 0

{Repraductive system]

ovary <44> 38 <44> 3D
leukemic cell infittration 0 0 1 0

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

b b : Number of animals with lesion
(JPT150)

BAIS3



STUDY NO. @ 0205 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTHAL © RAT F344 SACRIFICED ANINALS (105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE ¢+ 4
Group Name Control 500ppm 1500ppm 4500ppm
No. of Animals on Study 44 38 44 37

Organ Findings

[Neruous system]

brain <44> <38> 44> <30

metastasis:pituitary tumor 2 1 1 0
<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 (TOW-YERA STUDY: SUMMARY)

MOUSE: MALE : DEAD AND MORIBUND ANIMALS



STUDY NO.  : 0206 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX + MALE PAGE ¢ 1
Group Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 15 9 9 11

Organ Findings '

[Respiratory system]

nasal cavit <15> < <9 (4954
teukemic cell infiltration 0 0 0 2
metastasis:periferal nerve tumor 1 0 0 1

trachea <15> <P <D <1
leukemic cell infiltration 0 0 1 0

tung <15 <D <P <A
leukemic cell infiltration 1 1 1 3
metastasis: Liver tumor 0 1 0 1

[Hlematopoistic system)

bone marrow <16 <D <D <11>
leukemic cell infiltration 0 1 0 1
Lymph nade <15> <P < <AL
levkemic cell infiltration 0 1 0 0
metastasisisubcutis tumor 0 0 1 0
spleen <15> <» <D <D
Lleukemic cell infiltration 2 1 1 2
metastasis: Liver tumor 1 0 0 0

[Circulatory system]

heart 15> <D <P <1
teukemic cell infiltration 0 0 0 2

[Digestive system]

salivary gl <15 < <9 11>
Leukemic cell infiltration 0 0 0 1
<a> a  Number of animals examined at the site
b b ¢ Number of animals with lesion

(JPT150) BAIS3



STUDY NO.  : 0208

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX : MALE PAGE: 2

Group Name Controt 667ppm 2000ppm 6000ppm
No. of Animals on Study 15 g 9 11

Organ, Findings

[Digestive system]

salivary gl <15> <D < <11
metastasis: Liver tumor 0 1 0 0

stomach <15> <D <®» <AD
leukemic cell infiltration 0 0 0 1
metastasis: Liver tumor 1 0 0 0

Liver <15 <9 <D <AL
letkemic cell infiltration 0 1 2 2
metastasistepididymis tumor 0 0 1 0

pancreas <15> <8 <P <11
leukemic cell infiltration 0 0 1 0

[Urinary system]

kidney <15> <P < AL
leukemic cell infiltration 0 0 0 2

uin bladd 15> <9 <® <1
leukemic cell infiltration 0 0 0 1
metastasis: liver tumor 0 1 0 0

{Endocrine system]

adrenal 15> <D <D <1
leukemic cell infiltration 0 0 1 0

[Reproductive system)

testis <15> <D <P <1
leukemic cell infiltration 0 0 0 1

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

b b ¢ Number of animals with lesion
(JPT150)

BAIS3



STUDY NO.  : 0208 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX i MALE PAGE : 3
Group Name Cantrol 667ppm 2000ppm 6000ppm
No. of Animals on Study 15 9 g 11

Organ Findings.

[Reproductive system]

epididymis <15> <P <D <1
leukemic cell infiltration 0 0 1 1
prostate 15> <P <®» an
leukemic cell infiltration 0 0 0 1

[Neruous systen]

brain <15> <P <D 1D
metastasis:periferal nerve tumor 1 0 0 1

[Special sense organs/appandage]

oye <15 <9 <®» an
teukemic cell infiltration 0 0 0 1

Harder gt <15 < <P <AL
leukemic cell infiltration 0 0 0 1
metastasisiperiferal nerve ‘tumor 0 0 0 1

[Musculoskeletal system]

muscle <15 <D < <1
leukemic cell infiltration 0 0 0 1

[Body cavities]

pleura 15> <D <C® A
teukemic cell infiltration 0 0 0 1

<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 (TOW-YERA STUDY : SUMMARY)

MOUSE: FEMALE : DEAD AND MORIBUND ANIMALS



STUDY NO. & 0206 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX + FEMALE PAGE ¢ 4

Group Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 18 28 25 17

Organ Findings

[Integumentary system/appandags]

skin/app <19 <28> <25> <1
leukemic cell infiltration 2 2 0 0

[Respiratory system]

nasal cavit <19 28> 25> <A
teukemic cell infiltration 2 1 1 1
metastasisiperiferal nerve tumor 0 1 0 0

‘trachea 1D <28> <25> Lol
Leukemic cell infiltration 1 1 1 2

tung <A <28 25> (VP
leukemic cell infiltration 7 7 9 4
metastasis: Liver tumor 1 2 1 0
metastasisiuterus tumor 2 3 1 4

[Hematopoietic system]

bone marrow ag 28> 5> an
teukemic cell infiltration 5 1 2 2
metastasis: Liver tumar 1 1 0 0
metastasisiuterus tumar 2 2 1 0

Lymph node <19 <28> <25> <D
metastasisiuterus tumor 1 0 1 1

spleen AP 28> <25> <Aan
leukemic cell infiltration 6 5 8 [

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

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



STUDY NO. @ 0206

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ FEMALE PAGE: 5

Group Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 19 28 25 17

Organ Findings

[Hematopoietic system]

spleen <19 <28> <25 A4
metastasis: Liver tumor 0 1 1 0
metastasis:uterus tumor 0 2 0 0

fCirculatary system]

heart <19 <28> <25 <D
leukemic cell infiltration 4 1 2 1
metastasis:uterus tumor 1 0 1 0

[Digestive system]

‘tongue <19 28> <25> <D
leukemic cell infiltration 2 1 2 1

salivary gl <19 <28> <25> 47
leukemic cell infiltration 4 3 6 0
metastasis:uterus tumor 1 0 0 0

esophagus 49 28> <26> <17
leukemic cell infiltration 0 90 i} 1

stomach <19> 28> <25> <17
teukemic cell infiltration 5 4 3 1
metastasis:uterus tumor 1 1 1 3

smatl intes <19 <28> <25> <17
leukemic cell infiltration 1 0 0 0

large intes <19 28> 25> <175
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. @ 0206

~— HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX : FENALE PAGE: 8

Group Name Contral 667ppm 2000ppm 6000ppm
No. of Animals on Study 18 28 25 17

Oraan Findings ’

[Digestius system]

Liver 49 28> <25> A
leukemic cell infiltration 5 4 8 3
metastasisiuterus tumor 5 7 5 7

pancreas <1 <28> <256> <17>
letkemic coell infiltration 2 3 5 1
metastasisiuterus tumor 1 1 3 0

[Urinary system]

kidney Ao <28> <25 <AAD
leukemic cell infiltration 8 5 8 4
metastasisiuterus tumor 1 3 1 4

uin bladd <P <28> <25> <A
leukemic cell infiltration 3 3 4 0
metastasis:uterus tumor 1 4 0 0

[Endocrine systenm]

pituitary <19 28 <25> <1
leukemic cell infiltration 1 0 0 0

thyroid <1 <28> <25> <AaAD
Leukemic cell infiltration 1 0 1 0

adrenal <19 <28> <257 <1
Leukemic cell infiltration 3 1 5 1

{Reproductive system]

ouary <19> <28> <25 <AD
lekemic cell infiltration 7 4 6 5

Ca> a ¢ Number of animals examined at the site

b b ¢ Number of animals with lesion

(JPT150)

BAIS3



STUDY NO.  : 0206 —  HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMNARY) —_

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

REPORT TYPE : Al

SEX : FEMALE PAGE + 7
Group Name Control 667ppm 2000ppm 6000ppm
No. of Mimals on Study 19 28 25 17

Organ Findings

[Reproductive system]

ovary <19> 28> 25> Aan
metastasis: liver tumor 1 0 0 0
metastasis:uterus tumor 4 4 4 7
metastasis:retroperitoneun tumor 0 [} 1 0
uterus <19 <28> <25> <an
teukemic cell infiltration 2 2 5 0
vagina <19 28> <257 <17
letkemic cell infiltration 2 1 2 0
mammary gl <19 <28 26> an
leukemic cell infiltration 1 0 2 0

{Neruous system]

brain AP 28> <25> 17>
teukemic cell infiltration 1 0 1 0
metastasisiperiferal nerue tumor 0 1 0 0
spinal cord AP 28> 25> 1D
teukemic cell infiltration 1 0 1 ' 0

[Special senss organs/appandage]

eye A9 <28> <25 A7
letkemic cell infiltration 3 0 2 0
Harder gt <19 <28> <25> <AD
leukemic cell infiltration 2 3 3 0
<a> a * Nuwber of animals examined at the site
b b ¢ Number of animals with lesion

(JPT150) BAIS3



STUDY NO. = 0206

— HISTOLOGICAL FINDINGS : HETASTASIS OF TUMOR (SUMMARY)

ANTHAL © MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FENMALE PAGE: 8
Group Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 18 28 25 17
Organ Findings
[Musculoskeletal system]
muscle AP 28> <25> an
teukenic cell infiltration 2 4 3 1
metastasis:retroperitonsum tumor 0 0 1 0
{Body cavities]
mediastinum 19> 28> <25> <AD
teukemic cell infiltration 1 0 0 0
per-itoneun as <28> <25> 1D
leukemic cell infiltration 1 0 1 0
<a?> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(JPT150) BAIS3



APPENDIX O 7
HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (TOW-YERA STUDY: SUMMARY)

MOUSE: MALE : SACRIFICED ANIMALS



STUDY NO.  : 0206 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX ¢ HALE PAGE ¢ 1
Group Name Cantrol 667ppm 2000ppm 6000ppm
No. of Animals on Study 35 41 41 39

Organ Findings

[Respiratory system]

lung <35> 41> <41 <39
leukemic cell infiltration 1 1 2 1
metastasis: Liver tumor 1 0 0 1

- [Hematopoietic system)

bone marrow <35> <41 41> <39
leukemic cell infiltration 0 1 1 0
spleen <35> <40> <41> <39
leukemic cell infiltration 0 4 3 3

[Digestive system]

stomach <35> 41 41> <39
leukenic cell infiltration 0 0 1 0
small intes <35> 41> <41> <3P
leukemic cell infiltration 0 0 0 1
Liver <35> 41 41> <39
leukemic cell infiltration 1 2 3 1
pancreas <35> 41> 41> <39
leukemic cell infiltration 0 0 1 0

[Urinary system]

kidney <35> (59 4 <39
teukemic cell infiltration 1 1 1 2
urin bladd <35 <41 <41 {39
leukemic cell infiltration 0 1 0 0
<a> a ¢ Number of animals examined at the site
b b ¢ Number of animals with lesion

(JPT150) BAIS3



STUDY NO.- : 0206

— HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL + MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 2
Graup Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 35 41 41 39
Organ Findings,
[Reproductive system]
prostate 35> <41 41 39
tetkemic cell infiltration 0 0 1 0
prep/cli gl <35> <41 4 3P
metastasis:salivary gland 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 8
HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (TOW-YERA STUDY: SUMMARY)

MOUSE: FEMALE : SACRIFICED ANIMALS



STUDY NO. & 0208 ~— HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY) —

ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX © FEMALE PAGE : 3
Group Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 31 22 25 32

Organ Findings

[Integumentary system/appandage]

skin/app 31 <22> <26> <32>
leukemic cell infiltration 0 1 0 0

[Respiratory system]

trachea <31 <22> <25> <32>
leukemic cell infiltration 0 0 0 1

lung 31> Q2> <25 <32>
letkemic cetl infiltration 4 4 1 1
metastasis: Liver tumor 0 0 0 1

{Hematopoistic system]

bone marrow AG1> 22> <25> <32>
teukemic cell infiltration 3 3 1 1

spleen (&3 <22> <255 <32>
leukenic cell infiltration 2 4 3 1
metastasis: Liver tumor 0 0 0 1

{Digestivs system]

tongue 31> <22> <25> <32>
' metastasisisubcutis tumar 0 0 1 0
salivary gl Q1 <22> <25> <32>
leukemic cell infiltration 6 7 2 0
metastasis:uterus tumor 0 0 1 0
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion

(JPT150) BAIS3



STUDY NO.
ANIMAL

¢ 0206
+ MOUSE BDF1
REPORT TYPE :

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

SACRIFICED ANIMALS (105W)

SEX ¢ FEMALE PAGE : 4
Group Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 31 22 25 32

Organ Findings

[Digestive system]

stomach <D 22> <25> <32
leukenic cell infiltration 2 1 1 1!
metastasis:uterus tumor 0 0 0 1

small intes Q1D 22> <25> 32>
metastasisiuterus tumor 0 0 0 1

Liver <3 Q22> 25> <32>
leukemic cell infiltration 4 3 1 1
metastasistuterus tumor 0 1 1 1

pancreas 3D 22> <25> 32>
leukemic cell infiltration 0 1 1 0
metastasis:uterus tumor 0 1 0 1

[Urinary system]

kidney (¢392 <22> 25> <32>
leukemic cell infiltration 1 3 1 2
metastasisiuterus tumor 0 1 0 0

urin bladd <31> 22> <25> <32>
letkemic cell infiltration 3 4 1 1

[Endocrine system)

pituitary <31> <22> <26> <32>
leukemic cell infiltration 0 1 0 0

adrenal <31 22> <25> 32>
leukemic cell infiltration 0 0 1 0

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

b b+ Number of animals with lesion
(JPT150)

BAIS3



STUDY NO.  : 0206

—  HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTMAL ¢ MOUSE BDI1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX : FEMALE PAGE: b

Group Name Control 667ppm 2000ppm 6000ppm
No. of Animals on Study 31 22 25 32

Organ Findings

[Reproductive system]

ovary (&3 <22> <25> <32
teukemic cell infiltration 0 1 1 0
metastasis:uterus tumor 0 1 0 1

uterus (&I <22> <25> <32>
leukemic cell infiltration 0 4 1 1

vagina 3D <22> <25> <32>
leukemic cell infiltration 0 3 0 0

[Body cavities]

mediastinum 3D <22> 25> <32>
leukemic cell infiltration 0 1 0 0

adipose @D <22> {25> 32>
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



APPENDIX P 1
IDENTITY OF BIPHENYL

(TOW-YERA STUDY)



IDENTITY OF BIPHENYL(TWO-YEAR STUDIES)
Test Substance Lot No. T¥NG529
1. Spectral data

(1) Mass Spectrometry

Instrument : Hitachi ¥-80B ¥ass Spectrometer
[onization : EI(Electron lonization)

lonization Voltage : 70eV
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Mass Spectrum of Test Substance

Results: The mass spectrum was consistent with Literature spectrum.

Determined Literature Value®

Yolecular and Fragment Peak(d/Z) Molecular and Fragment Peak(M/Z)
154 154
76 76
51 51

(*EPA/NIH Yass Spectral
Data Base (1978) V. 1,
p. 529.)



(2) Infrared Spectrometry

Instrument - Hitachi 270-30 Infrared Specirometer
Cell - KBr
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Results: The infrared spectrum was consistent with literature spectrum.

Determines Literature Valuesk
Wave Number(cm™') Yave Number(cm™')

440~ 480 430~ 489
600~ 620 600~ 620
650~ T10 650~ T10
710~ 750 710~ 750
880~ 910 890~ 910
990~1020 990~1010
1020~1050 1020~1050
1050~1100 1050~1120
1150~1180 1150~ 1170
1330~1360 1330~1350
1400~ 1450 1400~ 1450
1460~ 1490 1460~ 1490
1550~1580 1550~ 1580
1730~177¢ 1730~ 1770
1870~1890 1860~ 1880
1930~1970 1930~1970
2990~3100 2990~3100
3300~ 3500

(x%Sadtler Handbook
by Sadtler Research
Laboratories, Inc.
(1978) p. 68.)
9. Conclusions: The result of the mass spectrum and the infrared spectrum agreed

with the literature values.
Consequently. the test substance was identified as Biphenyl.



APPENDIX P 2

STABILITY OF 1BIPHENYL

(TOW-YERA STUDY)



STABILITY OF BIPHENYL(TWO-YEAR STUDIES)
Test Substance Lot No. TWN6529

i.Sample storage: This lot was used from 1992.6.1 to 1994.6.29. Test substance
was stored in the dark at room temperature.

9. Infrared Spectrometry

Instrument : Hitachi 270-30 Infrared Spectrometer

Cell : KBr

Slit : Yedium

Results : The result of the infrared spectrum did not change when

before and after studies.

1999. 05. 99(date analyzed)  1994.07.01(date analvzed)
Yave Number(cm™ %) Yave Number(cm™ ')

3. Gas Chromatography
[nstrument
Column
Column Temperature
Flow Rate
v Detector

Injection Volume

: 1

440~ 480 440~ 480
600~ 620 600~ 620
650~ 710 650~ 710
710~ 750 710~ 750
880~ 910 880~ 910
990~1020 990~1020
1020~1050 1020~1050
1050~1100 1050~ 1100
1150~1180 1150~1180
1330~1360 1330~1360
1400~1450 1460~ 1450
1460~1450 1460~ 1480
1550~1580 1550~ 1580
1730~1770 1730~1770
1870~1890 1870~1890
1930~1970 1930~1970
2990~3100 2990~ 3100

: Methyl Silicone((.2mm@ X 50m)
: 180°C
: 1 ml/min

: FiD(Flame lonization Detector)

u©l

. Hewlett Packard 58907 Gass Chromatograph



Results: Chromatogram indicated one major peak analyzed except solvent peak
(acetone) at 1992.5.29 and one major peak analyzed except solvent
peak(acetone) at 1994.7.1. No new trace impurity peak in the test
substance analyzed at 1994.7.1 was detected.

Retention
Date Time(min) AREA
1992.05. 29 3.752 682
(date analyzed)
1994.07.01 3.752 675

{date analyzed)

4. Conclusions: The results indicated that the test substance did not change when
stored in the dark at room temperature during this period(for 2
years).



APPENDIX P 3
CONCENTRATION OF BIPHENYL IN FORMULATED DIETS IN RAT

(TOW-YERA STUDY)



CONCENTRATION O BIPHENYL IN FORMULATED DIETS(TWO-YEAR STUDIES)

(Rat)
Target Concentration(ppm)

Date analyzed 500 1500 4500
1992.05. 29 444( B88.8)% 1513(100. 9> 4146C 92. 1)
1992.08. 31 434( 86.8) 1362C §0. 8) 4198C 93.3)
1992, 11. 17 484C 96.8) 1425C 95.0) 4245C 94.3)
1993.02. 25 467C 93.4) 1438C 95.9) 4229C 94.0)
1993. 05. 24 470C 94.0) 1371C 91.4) 4103C 91.2)
1993.09. 10 455C 91. 0D 1380C 92.0) 4232C 94.0)
1993.12. 13 431C 86.2) 1417C 94.5) 4426C 98.4)
1994. 03. 30 473(C 94.6) 1436C 95.7) 4234C 94. 1D
¥k : % of target concentration

Analytical method: The samples were analyzed by the GC.

Instrument : Hewlett Packard 5890A Flow Rate Iml/min

Column : METHYL SILICONECO. 2mme¢ X 50m) Detector : FID(Flame lonization detector)

Column Temperature: 180°C Injection Volume lul

Carrier : e



APPENDIX P 4
CONCENTRATION OF BIPHENYL IN FORMULATED DIETS IN MOUSE

(TOW-YERA STUDY)



CONCENTRATION OF BIPHENYL IN FORMULATED DIETS(TWO-YEAR STUDIES)

(Mouse)
Target Concentration(ppm)
Date analyzed 667 2000 6000
1992.06. 17 621C 93. 1)x* 2236C111.8) 5575C 92.9)
1992.08. 31 567C 85.0) 1814C 90.7) 5585C 93. 1D
1992. 11,17 602C 90.3) 1774C 88.7) 5280C 88.0)
1993.02. 25 528C 79.2) 1955C 97. 8) 5838C 97.3)
1993. 05. 24 608C 91.2) 1836C 91.8) 5443C 90.7)
1993.09. 10 596C 89.4) 1868(C 93.4) 5603C 93.4)
1993.12.13 566C 84.9) 1865C 93.3) 5736C 95.6)
1594.03. 30 629C 94.3) 1874C 93.7) 5803C 96.7)
¥ : % of target concentration
Analytical method: The samples were analyzed by the GC.
Instrument : lHewlett Packard 58904 Flow Rate Iml/min

Column

Column Temperature:

Carrie

r

18

: He

0°C

: METHYL SILICONE(O.2mm¢ X 50m)

Detector
Injection Volume

lul

: FID(Flame

[onization Detector)



APPENDIX P 5
STABILITY OF BIPHENYL IN FORMULATED DIETS

(TOW-YERA STUDY)



STABILITY OF BIPHENYL IN FORMULATED

(Rat)

DIETS(TWO-YEAR STUDIES)

Target Concentration(ppm)

Date analyzed 500 1500 4500
1992. 05. 29(a) 444 1513 4146
1992.10.23(b) 458 1412 4181
(Mouse)
Target Concentration(ppm)

Date analyzed 667 2000 6000
1992. 06. 17Ca) 621 2236 5575
1992. 11. 24(b) 556 2152 5485

(a) Date of preparation
(b) The stability of biphenyl in formulated diets was established for 5 months when stored at 5°C.

Analytical mecthod: The samples were analyzed by the GC.

Instrument
Column

Column Temperature:
Carrier

: Hewlett Packard 58804

: METHYL SILICONE(O. 2mm¢ X 50m)
180°C

: e

Flow Rate
Deteclor
Injection Volume

lml/min

: FID(Flame lonization Detector)

Ll



APPENDIX Q 1

DOSE FORMULATIONS IN BIPHENYL



DOSE FORMULATIONS OF BIPHENYL

WEIGHING GF TEST SUBSTANCE WEIGHING OF CRF1 POWDER DIET

Y

PREMIXING ¢

The test substance and portions of CRF1
powder diet was premixed.

WHOLE GRAIN

The premix was sifted with 30mm ¢ screen.

MIXING

For the final preparation,the premix and additional
feed to give required dose levels were layered in
a spiral mixer(KYOURITU CO.,.LTD) for 20 minutes.

PACKING

RADIANT RAYS STERILISE

Gamma irrdiation

STORAGE




APPENDIX R 1

METHODS FOR HEMATOLOGY,BIOCHEMISTRY AND URINALYSIS



METHODS FOR HEMATOLOGY, BIOCHEMISTRY AND URINALYSIS

i Item Method Unit
‘Hematology
Red blood cell(RBC) Light scattering method” x10%/ 11
Hemoglobin(Hgb) Cyanmethohemoglobin method? g/dl
Hematocrit(Hct) Calculated as RBC X MCV/10? %
Mean corpuscular volume(MCV) Light scattering method? fl
Mean corpuscular hemoglobin(MCHC) Calculated as Hgb /RBC X 10V pg
Mean corpuscular hemoglobin concentration(MCHC) Calculated as Hgb / Hct X 1007 g/dl
Platelet Light scattering method? x10%/ 11
Reticulocyte Pattern recognition method® %o
(New methyleneblue staining)
Prothrombin time Quick one stage method? sec.
Activated partial thromboplastin time(APTT) Ellagic acid activated method® sec.
White blood cell(WBC) Light scattering method® X108/ w1
Differential WBC Pattern recognition method® %
(May-Grunwald-Giemsa staining)

Biochemistry

Total protein(TP) Biuret method? g/dl
Albumin(Alb) BCG method? g/dl
A/G ratio Calculated as Alb / (TP-Alb)?

T-bilirubin Alkaline azobilirubin method® mg/dl
Glucose Enzymatic method(GLK - G-6-PDH)* mg/dl
T-cholesterol Enzymatic method(CE-COD-POD)¥ mg/dl
Triglyceride Enzymatic method(LPL-GK-GPO-POD)? mg/dl
Phospholipid Enzymatic method(PLD-COD-POD)* mg/dl
Glutamic oxaloacetic transaminase(GOT) IFCC Method? A
Glutamic pyruvic transaminase(GPT) IFCC Method? N
Lactate dehydrogenase(LDH) Wroblewski-Ladue method® U/
Alkaline phosphatase(ALP) GSCC method? oA
7 -Glutamyl transpeptidase(G-GTP) L- 7 -Glutamyl-p-nitroaniline substrate method® U4
Creatine phosphokinase(CPK) GSCC method? oA
Urea nitrogen Enzymatic method(Urease - GLDH)? mg/dl
Creatinine Jaffe method? mg/dl
Sodium Ion selective electrode method? mEq/1
Potassium Ton selective electrode method? mEg/1
Chloride Ion selective electrode method® mEq/1
Calcium OCPC method® mg/dl
Inorganic phosphorus Enzymatic method(PNP-XOD-POD)? mg/dl
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 coagulometer (Sysmex Ca-500 : Toa Medical Electronics Co., Ltd. , Japan)
3)Automatic blood cell differential analyzer (Hitachi 8200 : Hitachi, LTD. , Japan)

4)Automatic analyzer (Hitachi 7070 : Hitachi, LTD. , Japan)

5)Ames reagent strips for urinalysis (Multistix, Uro-Labstix : Bayer-Sankyo Co., LTD. , Japan)




APPENDIX R 2

UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY



UNIT AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY

TEST ITEM DECIMAL PLACE UNIT
HEMATOLOGY Red blood cell 2 X 10% w1
Hemoglobin 1 g/dl
Hematorcit 1 %
MCV 1 fl
MCH 1 pg
MCHC 1 g/dl
Platelet 0 x10%/ w1
Prothorombin time 1 sec.
APTT 1 sec.
White blood cell 2 x10%/ w1
Differential WBC 0 %
Reticulocyte 1 %,
BIOCHEMISTRY Total Protein 1 g/dl
Albumin 1 g/dl
A/G ratio 1
T-bilirubin 2 mg/dl
Glucose 0 mg/dl
T-cholesterol 0 mg/dl
Triglyceride 0 mg/dl
Phospholipid 0 mg/di
GOT 0 oA
GPT 0 1A
1LDH 0 oA
ALP 0 A
7 -GTP 0 U/
CPK 0 18/
Urea nitrogen 1 mEq/1
Creatinine 1 mg/dl
Sodium 0 mEqg/1
Potassium 1 mEq/
Chloride 0 mEq/1
Calcium 1 mEq/
Inorganic phosphorus 1 mEqg/!




