FEBRE =N DT v P KR~ X ZHWE
BOREIZE 2P AFRERBREAKRBBEE

APPENDIX

(L1~R2)
NAEM : > 0162 ; 77 Z/0163



(Study No.0162,0163)

APPENDIXES (CONTINUED)

APPENDIX L 1 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (TWO-YEAR STUDY:SUMMARY)

RAT:MALE:DEAD AND MORIBUND ANIMALS

APPENDIX L 2 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (TWO-YEAR STUDY:SUMMARY)
RAT:FEMALE:DEAD AND MORIBUND ANIMALS

APPENDIX L 3 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (TWO-YEAR STUDY:SUMMARY)
RAT:MALE:SACRIFICED ANIMALS

APPENDIX L 4  HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (TWO-YEAR STUDY:SUMMARY)
RAT:FEMALE:SACRIFICED ANIMALS

APPENDIX L 5  HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (TWO-YEAR STUDY:SUMMARY)
MOUSE:MALE:DEAD AND MORIBUND ANIMALS

APPENDIX L 6  HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (TWO-YEAR STUDY:SUMMARY)
MOUSE:FEMALE:DEAD AND MRIBUND ANIMALS

APPENDIX L 7  HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (TWO-YEAR STUDY:SUMMARY)
MOUSE:MALE:SACRIFICED ANIMALS

APPENDIX L 8  HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (TWO-YEAR STUDY:SUMMARY)
MOUSE:FEMALE:SACRIFICED ANIMALS

APPENDIX M 1 ~ NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS-TIME RELATED
RAT:MALE

APPENDIX M 2  NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS-TIME RELATED
RAT:FEMALE

APPENDIX M 3  NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS-TIME RELATED
MOUSE:MALE

APPENDIX M 4  NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS-TIME RELATED
MOUSE:FEMALE

APPENDIX N 1 NEOPLASTIC LESIONS - INCIDENCE AND TIME OF TUMOR OCCURRENCE

RAT:MALE

APPENDIX N 2 NEOPLASTIC LESIONS
RAT:FEMALE

INCIDENCE AND TIME OF TUMOR OCCURRENCE

APPENDIX N 3  NEOPLASTIC LESIONS
MOUSE:MALE

INCIDENCE AND TIME OF TUMOR OCCURRENCE

APPENDIX N 4  NEOPLASTIC LESIONS
MOUSE:FEMALE

INCIDENCE AND TIME OF TUMOR OCCURRENCE




(Study No.0162,0163)

APPENDIXES (CONTINUED)

APPENDIX 0 1  NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANALYSIS

RAT:MALE

{

{

APPENDIX 0 2 NEOPLASTIC LESIONS
RAT:FEMALE

INCIDENCE AND STATISTICAL ANALYSIS

APPENDIX 0 3  NEOPLASTIC LESIONS
MOSE:MALE

INCIDENCE AND STATISTICAL ANALYSIS

APPENDIX 0 4  NEOPLASTIC LESIONS
MOUSE:FEMALE

INCIDENCE AND STATISTICAL ANALYSIS

APPENDIX P 1  HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (TWO-YEAR STUDY:SUMMARY)
RAT:MALE:DEAD AND MORIBUND ANIMALS

APPENDIX P 2 HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (TWO-YEAR STUDY:SUMMARY)
RAT:FEMALE:DEAD AND MORIBUND ANIMALS

APPENDIX P 3  HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (TWO-YEAR STUDY:SUMMARY)
RAT:MALE:SACRIFICED ANIMALS

APPENDIX P 4  HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (TWO-YEAR STUDY:SUMMARY)
RAT:FEMALE:SACRIFICED ANIMALS

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

MOUSE:MALE:DEAD AND MORIBUND ANIMALS : )

wl

APPENDIX P 6  HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (TWO-YEAR STUDY:SUMMARY)
MOUSE:FEMALE:DEAD AND MRIBUND ANIMALS

APPENDIX P 7  HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (TWO-YEAR STUDY:SUMMARY)
MOUSE:MALE:SACRIFICED ANIMALS '

APPENDIX P 8  HISTOLOGICAL FINDINGS :METASTASIS OF TUMOR (TWO-YEAR STUDY:SUMMARY)
MOUSE:FEMALE:SACRIFICED ANIMALS

APPENDIX Q 1  IDENTITY OF VINYL ACETATE (IWO-YEAR STUDIES)

APPENDIX Q 2  STABILITYTY OF VINYL ACETATE (TWO-YEAR STUDIES)

APPENDIX Q@ 3 ~ CONCENTRATION OF VINYL ACETATE IN DRINKING WATER
(TWO-YEAR STUDIES)

APPENDIX Q 4  STABILITY OF VINYL ACETATE IN DRINKING WATER
(TWO-YEAR STUDIES)
APPENDIX R 1  METHODS FOR HEMATOLOGY,BIOCHEMISTRY AND URINALYSIS

APPENDIX R 2 UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY



APPENDIX L 1
HISTOLOGICAL FINDINGS : NON-NEOPLASTIC LESIONS : SUMMARY
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STUDY NO. @ 0162 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : RAT T344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : HALE PAGE : 1
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 6 10 14 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
[Integumentary system/appandage]
skin/app B 10> 14> an
scar:dermis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0

(0000 (1) (ool on (oCo(no (oo

[Respiratory system]

nasal cavit <8 <10 a8 AaAn
eosinaphilic change:alfactory epithelium 1 0 0 0 8 0 0 0 4 1 0 0 [ 0 0 0
(I oo o0 (60) C O) C O) (O (29 (N0 o0 (o Co (o0
eosinophilic changetrespiratory epithelium 0 0 0 0 0 0 0 0 0 0 0 0 0 0

1 0
(ool Con (10 C 0 (00 (oo (o0 (oo

inflammation: foreign bady 0

2 0 2 0
(0 (3300 (o000 (oo o (a0

respiratory metaplasia:olfactory epithelium 0 0 0 0 0

0 : 0
(o0 (o0 (0o o0 (oo (o0 (oo o

respiratory metaplasiasgland 1 1 0 0 5

0 0 0 8 1 0 0 3 1 0 0
(1 (1 0o (50) C 0 C o) (0 (D (D C0 0 (2 (9 (0 (0
lung < 6> <10> <14> <11
congestion 0 1 0 0 0 1 0 0 1 0 0 0 0 0

0 1
om0 (0 (1) (0 (0 (o0 (o0

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

b b * Number of animals with lesion
(c) ctb/a*100

Significant difference 3 ¥ 1P < 0.05 *»* ! P 5 0,01 Test of Chi Sauare

(HPT150) BAISZ



STUDY NO. ¢ 0162 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL * RAT F344 . DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE @ Al
SEX ¢ MALE PAGE :+ 3
Group Name Cantrol 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 6 10 14 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings W ® o’ W ® W ® oM & B ® W ® ® W o

[llematopoietic system]

spleen < 6 <10> a4 11>
atrophy 0 0 2 1 0

0 0 0 0 2 0
(ool (oo (oo (o0 (o9 (o0

deposit of hemosiderin 0 2 0 0 2 0 0 1 0 0 1 0 0 0
(0 (3) (0 (0 (200 C o) C ) (O (0 (D000 (00

extramedul lary hematopoiesis i} 0 1 0 0

o0 o

[ 0z 1 0 0 0 2 0
) (10) (100 ( 0 (0o CoCo (18 (o

—
<>

[Circutatory system]

heart < 6> <10> <14> aAn
thrombus 0 0 0 0 0 0 0 0 0 0 0 0

0
(ot o (o con (o0 oo (o0 (ool (0

mineralization 0 0 1 0 0

0 0
oo meo (o0 (o(nCn(0 (o000

hypertrophy 0 1 0 0 0 0
om0 (o (00 (oo oo oo o

myocardial fibrosis 1 0 5 0 0 10

3 0 0 0 6 0
(80) C O (1N (O (50 C OO0 (0 (0o (85) ( 00 C 0) (.0

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) c:b/ax100

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

(HPT150) BAIS2



STUDY NO.  : 0162 IIISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢+ 4
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 6 10 14 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ o m W @ ® & O ® & & O ® & ®» ®
[Circulatory system]
artery/aort <6 [$13 <14 <A
mineralization 0 0 0 0 0 0 0 0 0 0 0 0 0

1 0 0
(M0 Con (o CoCon (o0 (

=
=

Y00 (0000

[Digestive system]

tooth <8 <10> <14 <11
inflammation 0 0 0 0 0

1 0 0
(o0 Co(w oo (ool (0 (000

‘tangue < 6> . <106> 14> <10>
mineralization 0 1 0 0 0

0 0 0 0 0 :
om0 (0o (o0 (0 oo (0

o

arteritis

0 0 0 0 2 0 0 0 1 0 0 0 0 0 ¢ 0
oo oo (20 CO (00 (D00 (oo oo
stomach < B> <10 44> an
mineralization 0 0 1 Q 0 0 0 0 0 1 0 0 0 0 0 0
(000 (o0 (N0 cCoCo oo
erosion: forestomach 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
COCo(0Co (10 C 0 (0 (0 (oo Co o0 (oo co o0
Grade 1 : Slight 2 * Noderate 3 : Marked 4 : Seuvers
<a> a  Number of animals examined at the site
b b : Number of animals with lesion

(c¢) cib/ax100
Significant difference ; ¥ 1P = 0,05 % ! P 5 0.01 Test of Chi Sauare

(IPT150) BAIS2



STUDY NO, : 0162

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUXMARY)

ANTHMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ B
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 6 10 14 11
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, ® & o’ W wm m ® W @ ® & m ® ®
[Digestive system]
stomach <6 10> <14> <11>
ulcer: forestomach 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo (oo NN on 0CoC0 o0
hyperplasia: forestomach 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
GO NG ) I Q) B G ) CoCon 0o N0 000 (o0
erosion:glandular stomach 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
cocoo (o (oCocno0 00 9000
uleer:glandular stomach 0 0 0 0 0 0 0 0 1 0 0 g 1 0 0 0
(o0 () RGO B ) B G )] 00 o0 DO
Liver < B> <10> <14> <11>
necrosis:central 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo o0 (o0 (10 C 0 (0 (0 D00 00000
fatty change 1 0 0 0 0 1 0 0 1 3 0 0 0 0 0 0
(oo (o0 (RO ()R Q) B G 1)) (2 (0w 0 C oo (o0
inflammatory infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo o (o0 (10 C 0 C 0 ( 0 OO 00 0o (oo
granulation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
({00 (10 C 0y C 0) C 0 0C 00 0COCDC0
Grade 1 Slight 2 * Noderate 3 ¢ Marked 4 : Severs
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax*100

Significant difference ;

*: P = 0.0

xx 1 P S 0.01

Test of Chi Square

(HPT150)

BAIS2



STUDY NO.  : 0162

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 6
Group Name Cantrol 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 6 10 14 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings W o W W w ® ® W ® & W W m ® & ®
[Digestive systen]
Liver < 6> <10> <14> <11
vacuolated cell focus 1 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0
(I 0Co (000 cococo o 0 (18 ( 0y (0
spongiosis hepatis 2 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
(3 C 0o (0o (ool (o0 lon ) NG IO B Q)]
bile duct hyperplasia 1 3 1 0 0 6 3 0 3 8 1 0 1 4 4 0
(17) (50) (17) C 0) (0 (60) (30} ( 0 (21) (67 (. 7) ( 0) 9)-(36) (36 ( 0)
pancreas < 6> <10> <14> an
atrophy 0 0 0 0 4 0 0 0 2 q 0 0 1 0 1 0
CoCo 0o (a0 ¢ 0y C o) ( 0) (14) (29) ( 0) ( 0 COCHY Y
{Urinary system]
kidney <6 <10> <14> <A
hyaline droplet 0 0 0 0 0 0 0 0 1] 2 0 0 0 0 ¢ 0
COCoH0 o (oo (o (0O 0o 0o o (o0
deposit of hemosiderin 0 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0
(OCoC0Co o0 (o0 (oo (0 00 (0 (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
(e¢) cib/ax100

Significant difference 3

¥ ! P = 0.0

¥ 1 P S 0.01

Test of Chi Square

(iPT150)

BAISZ



STUDY NO. : 0162

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL © RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX T HALE PAGE : 7
Graup Name Controt 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 6 10 14 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® ® » @ W ®» o @ ®m & W @ 0 W W
[Urinary system]
kidney < B <10 <14 <A
chronic nephropathy 0 1 1 2 1 3 3 0 2 2 1 3 2 0 2 0
(01 (17 (33) (10) (30) (30) ( 0) (19 (1 (7 (2D (18 ( 0) (18 ( 0)
hydronephrosis 1 0 0 0 0 0 0 0 0 0 0 0 0. 0 0 0
(I o (0o COCcon0Co (000 (o
tubular necrosis 0 0 1 0 0 0 1 0 0 0 2 0 1 2 4 0
Co (010 (o0 (10 o0 (0 (9 (18 (36 (0
[Endocrine system]
pituitary <6 <10 <14 11>
angiectasis 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oo (O I G 1) I Q) B G )] (oo (o0 (0o
cyst 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(GO B G ) I Q) B ) (20 C ) C O (O (GO NG ) B Q) IR Q)] CCo oo
hyperplasia 0 0 0 0 2 0 0 0 3 0 0 0 0 0 0 0
oo (o (o0 (20 C 0 C 0) (O (21) C 0 C 0) C 0 (oo
thyraid B <P <14> 10>
G-cell hyperplasia 0 0 0 0 L 0 0 0 0 0 0 0 1 0 0 0
(GO BRI O B QIO IR Q) (1 o oo (0o (100 ¢ 0 C 0) C 0)
Grade 1 Slight 2 ¢ Moderate 3 ¢ Narked 4 3 Severe
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
{¢c) Gib/ax100

Significant difference 3 *x ! P = 0,05 ** ! P S 0,01 Test of Chi Square

(HPT150)

BAIS2



STUDY NO.
ANIHAL

+ 0162 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al
SEX ¢ HALE PAGE: 8
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 6 10 14 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings ® ® ® W @ ®m & O @ o ® o ® ® ® O
[Endacrine system]
parathyroid < 6> am <14> amn
hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(m oo (o0 oo (o0 000 OCoCoCon
adrenat <8 <10> <14> <
hyperplasia:medulla 4 0 0 0 1 0 0 0 1 1 0 0 % 0 0 0 0 %
(61 ( 03 ( 0) ( 0) (10 C 0 (0 (0 N0 00 (0o
focal fatty change:cortex 1 90 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(17 C 0) C 0) ( 0) CocCoCoo o0 OCC00 0CoCo 0
[Reproductive system]
testis <B> <10> <14> 1D
atrophy 0 1 0 0 1 2 0 0 0 1 0 0 0 2 3 0
o oo (100 (200 C 0} ( O 0OCn o0 (o0 0 (18 (2D ( 0
mineralization 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo (o0 (o0 (100 C o) C0) (0 0 C0 000 0o 0o
arteritis 0 1 0 0 0 0 0 0 4] 1 0 0 0 0 0 0
om0 coco oo 0D 0o OO0
Grade 1 : Slight 2 ¢ Hoderate 3 : MNarked 4 i Seuere
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) c:ib/ax100

Significant difference :

* 1P S 0,06 xx:P=0.01 Test of Chi Square

(liPT150)

BAIS2



STUDY NO. & 0162 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 9
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 6 10 14 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ m & W @ m ® W m w ®» O @ & & O
[Reproductive system]
testis < B> <10 <14 ap
interstitial cell hyperplasia 1 0 0 0 3 0 0 0 1 0 0 0 0 0 0 0
(im0 0 (o0 (3000 (D000 (o oo
epididymis < 6> <10> <14> <11>
degeneration 0 0 0 0 2 0 0 0 3 0 0 0 3 0 0 0
(0o (200 C 00 C 0y (O (zp CO) C O (0 (zn o (oo
prostate < B <10> a4 <A
inflammation 1 0 0 0 1 0 0 0 1 0 0 0 1 1 0 0
(im0 (o0 (100 ¢ 0 C 0 ( 0) (D0 o0 (oo
mammary gl B> <10 <14> an
galactocele 1 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(1m0 o0 (100 C ) C 0 (0 (DO o (oo
{[Neruous system]
brain < 6> 10> <14> <11
hemarrhage 1 0 0 0 1 0 0 0 0 1 0 0 0 1 0 0
(I o0 (10 000 (oo o0 (o 0Con
spinal cord <6 <10> 14> A
hemorrhage 0 1 0 0 0 1 0 0 0 1 0 0 0 1 0 0
C0m 0o 0100 (0D (o0
Grade 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) c:b/a*100

Significant difference ¥ 1P = 0.05 ** 1 P S 0,01

Test of Chi Saquare

(1IPT150)

BAIS2



STUDY NO.  : 0162
ANTHAL ¢+ RAT F344
REPORT TYPE : Al

SEX ¢ MALE

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

PAGE : 10
Group Name Contral 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 6 10 14 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ ®» & O w o ® W ® ® ® ® ® & ® W
[Special sense organs/appandage]
oye B> <10> <14> an
cataract 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(im0 (o (0 (1) C oy (oo (G B G B GO B Q)] 0 C0 oo
retinal atraphy 0 0 0 0 0 1 1 0 1 1 1 0 0 0 1 0
oo (o9 010 (10 C 0 (DD D0 00 (9 (o0
keratitis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0100 () R () IR G ) I ) (oCoCn o0 0o oo
degeneration:cornea 0 4} 0 0 0 4} 0 0 0 1 0 0 0 0 0 0
COCoCo o Q) ) B Q) B ) (N0 0000
Harder sl <8 <10> <14 <A
degeneration 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(1 o0 (0 (000 (DCoo0 (0 0 o0 (o0
inflammation 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
ool (01 oo (OCCn 0 00 oo
inflammatory infiltration 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
oo oo oo o0 (0D oo 0 C0 (0 (o0
nasolacr d <> (814 <14> 1D
inflammation 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
o000 o (1 (o0 (0 oo oo 0 C0o 00O
Grade 1@ Stight 2 ¢ Moderate 3 ¢ Marked 4 1 Severs
<a> a * Number of animals examined at the site
b b 2 Number of animals with lesion
(c) c:ib/ax100
Significant difference ; * 1P = 0,05 % 1 P = 0,01 Test of Chi Sauare
(IPT150)

BAIS2



STUDY NO. & 0162 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANINAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © NALE PAGE ¢ 11
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 6 10 14 11
Grade 1 2 3 4 1 2 3 4 1 2 3 4 i 1 2 3 4
Organ Findings @ ® W o ® ® & W @ ®m ® W ® ® W
[Musculoskeletal system]
bone <6 <10 <14> <11
ostitis fibrosa 0 1 0 0’ 0 0 0 0 1 0 0 0 0 0 0 0
om0 o oo (o (oo o0 (O
Grade 1 ¢ Slight 2 ¢ Moderate 3 ¢ Marked 4 3 Severe
<a> a 3 Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) cib/ax100

Significant difference ;

*: P < 0,05

¥* i P = 0.01 Test of Chi Sauare

(HPT150)

BAIS2



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

(2-YEAR STUDY)



STUDY NO. : 0162 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE @ 12
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 9 10 9 13
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Orean Findings ® ® ® ® W ® W ® W @ @ ™ ® ® ® W
[Respiratory system]
nasal cavit <P <10> <P a3
inflammation 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(oo (o000 (22 C 0y C0) (o0 (oo o0
ensinophilic change:olfactory epithelium 5 1 0 0 3 1 0 0 5 2 0 0 1 5 0 0 x
(66) (1) ( 0y ( 0) (30 (100 C ) ( O (56) (22) C 0) C O) (8 (38) (00
inflammation:foreign body 1 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(1) C 0 C 0 C 0 (oo (o (oo (Ol
respiratory metaplasiatgland 3 0 0 0 6 0 0 0 6 0 0 0 5 0 0 0
(3000 (60) ( 00 (C 0y (0 () (OO CO(0 (38) ( 0) C 0 ( 0
trachea <P <16 < <13
inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
o000 (O n (I ooy co oo
tung <D <10> <P AP
congestion 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(G RGN ) B G B QIR )] 0 (1000 (oo (0o
inflammatary infiltration 1 0 0 0 0 0 0 0 1 0 0 0 3 0 0 0
(el (0o (I 0oy (23300
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/a*100

Significant difference 3

* 0

P = 0.05

¥x 1 P S 0.01

Test of Chi Sauare

(HPT150)

BAISZ



STUDY NO. : 0162 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE @ Al
SEX  FEMALE PAGE : 13
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 9 10 g 13
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & & W ® ® W O @ ® & o @ o W »
{llematopoietic system]
bone marrow <P <10> <D A3
angiectasis 0 0 ¢ 0 0 0 0 0 0 0 0 0 1 0 0 0
() I G ) B ) B G 1)) oo o0 o0 oo o0 (8000
fibrosis 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(1 o (0o COCo 0o (0ol (8o oo
increased hematopoiesis 2 0 0 0 1 0 0 0 3 0 0 0 1 0 0 0
(22 C 00 (0 (10 00 (0 (s (0o (000
spleen <D <16> <D <13
atrophy 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(i o (oo (GO RGN B Q) B )} (000 (00
deposit of hemosiderin 1 0 0 0 1 1 1 0 0 0 0 0 3 0 0 0
(oo (o (100 (100 (100 ( O (0o (23) C 0 C 0y (0
fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
CoCCn o0 (0o (oo (0 o8 oo
extramedul lary hematopoiesis 2 0 2 0 1 1 0 0 0 0 5 0 0 0 2 0
(22) ( 0y (22) ( 0) (100 C10) C O (O (0 (0 (56 (0 0 Co 1) (0
[Circulatory system]
heart <D <10 <D <13
thrombus 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
oo o0 (oo (o oo (o Co0 (o
Grade 1+ Stight 2 ¢ Noderate 3 ¢ Marked 4 : Severs
Ca> a ' Nurber of animals examined at the site
b b * Number of animals with lesion
(¢) ctb/ax100

Significant difference 3 * 1 P = 0.05 ¥ 1 P S 0.01 Test of Chi Soguare



STUDY NO. & 0162 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUNMARY)
ANTHAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX o FEMALE PAGE + 14
Graup Name Control 400 pom 2000 pom 10000 ppm
No. of Animals on Study 9 10 9 13
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings M o o W ® W ® O ®m oM ® o @ ® W W
[Circulatory system]
heart <P <100 < 13>
mineralization 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(i 0 0o (o0 (0 (GO RGE ) B G B Q) (o000
myacardial fibrosis 3 0 0 0 3 0 0 0 3 1 0 0 4 0 0 0
(30 0Co (30 C 0) C 0 (0 (33 (o0 (s (00N
[Digestive system]
arat cavity <D <1 <P <13
inflammation 0 0 0 0 0 0 0 0 1 1 0 0 0 1 0 0
(oo (o0 oo oo (I oo o8 oo
fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
Coco oo cocoCo o0 (000 (o o8 (o0
esophagus <D <10 <D A3
squamous cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
CoCo oo (oo (o0 (oo (o (o8 oo
stomach <P <10> <D <1
mineralization 0 0 1 0 0 0 0 0 1 0 0 0 0 0 0 0
coCco o (o0 (o0 (oo (oo (o0
Grade 1 ¢ Stight 2 ¢ Noderate 3 : Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(e) cib/ax100
Significant difference * ! P = 0.0 ** P = 0,01 Test of Chi Square

(HPT150)

BAIS2



STUDY ¥0. : 0162 HISTOLOGICAL FINDINGS ¢NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL ¢ RAT [344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 15
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 9 10 g 13
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 <P <10> <D <13>
ulcer: forestomach 0 0 0 0 1 1 0 0 0 0 0 0 0 0 0 0
oo o0 (10) (10 C 0) C 0 oo o CoCoCo
erosionglandular stomach 0 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
COCo 0o (10 C 0y C0) (0 (I ¢ (0o (8o Co o0
ulcer:glandular stomach 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo (o0 (0o (o0 lon
Liver <9 <10> <P <13>
herniation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo o0 (OCC0Co (ool on (oo Cnlon
necrosis:centrat 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0
oo o0 oo (o (oo o (8800
necrosis: focal 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
i 0 oo oo 0o () IO G B G| oo oo
fatty change 0 2 0 0 2 0 0 0 0 1 0 0 0 0 0 0
(022 (0 (0 (200 C o) C 0) ( 0) o1y oo cocoCo (o0
granulation 0 1 0 0 0 0 1 0 1 0 0 0 2 0 0 0
o1y oo o0 (o (1) oy oo (18) C o) C o) (0
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
(c) ctb/ax*100
Significant difference : ¥ P =0.0b % PS5 0.01 Test of Chi Saquare

(HPT150)

BAISZ



STUDY NO.  : 0162 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

1
®

(22) (11 (

(1) ¢ 0 (

00

(oo

00
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1 1
(1) (11 (

=

1

(10) (100 C O (

0

(010 (

(0

(30)

1
(10)

(10

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE
Graup Name
No. of Animals on Study
Grade 1
Organ Findings 63
[Digestive system]
Liver
basophilic cell focus 2
vacuolated cell focus 1
spongiosis hepatis
bile duct hyperplasia
pancreas
atrophy 0
[Urinary system]
kidney
hyperplasiattubular epithelial cell 0
Grade 1 ¢ Stight 2 : Noderate 3 ¢ Harked 4 : Severe
Ca> a : Number of animals examined at the site
b b : Number of animals with lesion
(ec) ctb/ax100
Stgnificant difference ; ¥: P = 0,05 ¥ 1 P S 0,01 Test of Chi Square

(IPT150)

Rl
Rt

=
<



STUDY NO. @ 0162

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 17
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 9 10 g 13
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ m m W ® W & ™ @ ® & W @ ® ® W
[Urinary system]
kidney <» <10> <P <13>
infarct 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo (100 C 0 C 0 (0 (o0 (oo
hyaline droplet 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
oo () (o (ool (oo o0 GO RGN I Q) B G )}
deposit of hemosiderin 0 0 0 0 0 0 0 0 0 1 1 0 0 0 0 0
COCo 0o (OoCo0Co (oo (00
inflammatory infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(OCCnon (0o (I oo (oo
chronic nephropathy 0 0 0 0 2 2 1 0 2 0 1 0 3 1 0 1
o0 (o0 (20) (20) (100 ( O (22) C0) (1D (C O (2 (8 (0 (8
hydronephrosis 0 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0
C0am oo (GO B G B Q) B Q) (0w 0w (0o
tubular necrosis 0 1 2 0 1 1 1 0 0 0 3 0 0 2 3 0
(0 (11) (22) ( 0) (10) (10) (10) ( 0) 0 Co0 (330 (0 (15 (23 (0
mineralization:cortico-medul lary junction 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(G B ) B Q) B ) (100 C O C (0 (1) C 0 oo (oo
Grade 1 ¢ Slight 2 ¢ Moderate 3 : Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax*l00
Significant difference ; * 1 P = 0,06 *x 1 P = 0.01 Test of Chi Sauare
(HIPT150)

BAIS2



STUDY NO.  : 0162
ANTHAL ¢ RAT F344
REPORT TYPE : Al

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

SEX © FEMALE PAGE : 18
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 9 10 9 13
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings W W & o @ o ® o ® & ® o ® & ® W
[Urinary system]
kidney <» <10> <® AP
mineralizationipapilla 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(i ¢ 0 C o0 0o (o (0o (o0 (oo
mineralization:psluis 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(i oo (o0 (1 C o 0Co (oo o0 (oo
[Endacrine system]
pituitary <P <100 <D <13
angiectasis 0 0 0 0 1 0 [ 0 2 0 0 0 1 0 0 0
(oo (1o CnCo (22 C 00 C 0 (0 (oo o
cyst 0 0 0 0 0 0 0 0 0 0 4] 0 2 0 0 0
oo oo oo o (o0 oo oo (13 oo
hyperplasia 0 0 0 0 0 0 0 0 0 1 0 0 i 0 0 0
CoOCo0Co (o0 (o9 oy oo (8 (0o o0
thyroid <P <10> <P 13>
ultimibranchial body remanet 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(1) C 0 C 0) C 0 (00 o Co oo (o000
Grade 1 ¢ Stight 2 ¢ Nodersate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the sits
b b : Number of animals with lesion
(c) ctb/axl100

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

(HPT150)

BAIS2



STUDY NO. ¢ 0162

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHMAL + RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FENALE PAGE : 19
Group Name Contral 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 9 1¢ 9 13
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ m o’ @ m o o @ M ® M @ & ® &
{Endocrine system)
thyroid <P <1 <D A3
C-cell hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
o0 (o0 i (o0 (1 o oo (1) C o) C 0 (0
adrenal <D am <P A3
hemarrhage 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (GO NG BN I ) (oo (gl n o
peliosis-like lesion 1 1 0 0 1 0 0 0 1 0 0 0 1 0 ¢ 0
(1) (1) C 0 ¢ 0 (100 C ) C O C 0 (1) C 0 C 0 (0 (8o
necrosis 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(0000 oo {0 (o0 (i co oo (8o o
hyperplasiaicortical cell 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
oo oo (10 C O C 0 (0 (I ool oo
hyperplasia:medul la 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(Ol (oo (i oo CoCco oo
focal fatty change:cortex 0 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
coco oo 10y C 0y C 0) (0 (I oo (8 0o o
[Reproductive system]
uterus <P <10> <P <13>
cystic endametrial hyperplasia 1 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(I oo (o0 (10 C o) ¢ 00 (I (oo (oo
Grade 1+ Stight 2 ¢ Moderate 3 ¢ Marked 4 Severe
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) cib/ax*100

Significant difference ¥ 1 P = 0,05

xx 1 P < 0,01

Test of Chi Sauare



STUDY NO.  : 0182 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUKMARY)
ANTMAL © RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 20
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 9 10 9 13
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings @ ® & » @ ® & O ® & & o ® ® ® ®
[Reproductive system]
mammary gl <D <10> <P 13>
hyperplasia 0 0 0 0 2 0 0 0 2 0 0 0 0 0 0 0
(G RGN B Q) B G ) (200 C 0y C 0) (0 (22) ( 03 C 0) ( 0 0OCo (0o
galactacele 0 0 0 0 . 1 0 0 0 0 0 0 0 1 0 0 0
oo oo (10 C 0y C0) (0 (oo oo 8 (o0l
[Neruous system)
brain <P <10> <D (9%
hemorrhage 0 0 0 0 1 1 0 0 0 0 0 0 0 0 0 0
oo o0 (10 (103 C 0) C 0) oo oo 0o oo
spinal cord <P <10> <P A3
hemarrhage 0 0 0 0 1 1 0 0 0 0 0 0 0 0 0 0
(00 (10) (100 C O ( 0 (oo 0000
[Special sense organs/appandage]
eyse <D <10> <D AP
hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
CoCo oo (o000 (oCco oo YR O B G B Q)]
Grade 1+ Slight 2+ Noderate 3 @ Marked 4 : Severe
<ad a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(e¢) ctb/ax100
Significant difference ; ¥ 1 P £ 0.05 xx 1 P < 0,01 Test of Chi Sauare

(HPT150)

BAIS2



STUDY NO.  : 0182 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL © RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 21
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 9 10 9 13
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings W o W W @ ® oM W ® o ® W ® & ® o
[Special sense organs/sppandage]
eye <9 <10> <D 3>
retinal atrophy 0 0 0 0 1 0 1 0 2 2 0 0 0 0 0 0

(oo o (100 € 0 (100 ( 0 (22) (22) C O (C ©O) (o000

keratitis 10 00 00 0 0 00 0 0 0 0 0 0
(oo (oo (o (oo (oo oo o

iritis 10 0 0 06 0 0 0 0 0o 0 0 0 0 0
(Mool (oo CoCo (ool (oo o

Harder gt <D <10> <D A
degeneration 0 1 0 0

1 0 0 1 0 0 1 1 0
(0w oo (w000 (i) oo (a0l

nasolacr d <P <10> <D <13
inflammation 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo (o oo o0 (iwy o oo CoCo oo

[Musculoskeletal system]

bane <D <10> <D <13>
osteosclerosis 1 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(1) C 0 C 0 ( 0 (10 C 0 (0Co (1) C 0y C 0 (0 (O (n
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) cib/ax100

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

(HPT150) BAIS2



STUDY NO.  : 0162 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 22
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 9 10 9 13
Grads 1 2 3 4 1 2 3 4 1 2 3 [ 1 2 3 4
Organ___ Findings m W B O ® W & W & ® ® W & ® W ®
[Body cavities]
retroperit <D <10 <P 13>
inflammation 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0

0
(0000 (OO0l oo o (1 (0000

Grade 1 : Slight 2 : MNoderate 3 ¢ Marked 4 : Severe
<ad a : Number of animals examined at the site
b b : Number of animals with lesion
{(c) c:b/a*100
Significant difference ; * 1P = 0,05 ** ¢ P = 0,01 Test of Chi Sauare

(HPT150) BAISz



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

(2-YEAR STUDY)



STUDY NO.  : 0162

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ HALE PAGE ¢ 1
Group Name Cantrol 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 44 40 36 38
Grade 1 2 3. 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ®m o’ » @ ® & O ® ® W O ® W W o
[Integumentary system/appandagse]
skin/app 44> <40> <36> <39>
hyperplasiaepithelium 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(o0l (0000 (o300 (oo oo
hyperplasiatepidermis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo (o (3000 (0O (0Cn oo oo
duct ectasiaisebaceous gland 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo (o0 (0000 oo o (030
{Respiratory system]
nasal cavit <44> <40> <36> <38>
eosinophi Lic changs:olfactory epithelium 24 2 1 0 22 3 1 0 20 3 0 0 17 0 0 0
(85 ( 8 ( 22 ( 0 (85) ( 8 ( 3 (0 (58) ( 8 (C 0 (0 (4 C 0 C OO (C O
eosinophilic changsirespiratary epithelium 3 0 0 0 0 1 0 0 0 0 0 0 2 0 0 0
(00 (GO B Q) B G O B G ) (ool (5 (0o (o0
inflanmation: foreign body 5 2 0 0 6 0 0 0 5 1 0 0 1 1 0 0
(I s 0o (18 C 0 ( 0) ( 0) (300 (DO
respiratory metaplasiatolfactory epithelium 3 0 0 0 5 0 0 0 1 0 0 0 0 0 0 0
(oo 0 (1B (00 (300 ({000
Grade 1 ¢ Slight 2 ¢ Yoderate 3 ¢ Marked 4 Severe
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion

(c) c:b/ax100
Significant difference 3 ¥ P = 0.05 ¥x ¢ P S 0.01 Test of Chi Square

(HPT150)

BAIS2



STUDY NO. & 0162 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX t MALE PAGE + 2
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 44 40 36 38
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & W W @ o W o ® ® ® W ® & ® O
[Respiratary system]
nasal cavit 44> 40> <36> <39>
respiratory metaplasiatgland 21 7 0 0 24 3 0 0 22 0 0 0 x 23 5 0 0
(48) (18) ( 0) ( 0 (60) ( 8 ( 0 ( 0 (1) ( 00 C 0 ( 0 (89 (13) C 0 ( O
lung <44> <40> <36> <3P
accumulation of foamy cells 2 0 0 0 2 0 0 0 1 1 0 0 2 0 0 0
(00 (0000 (A0 (8 C0C0 o0
bronchiolar-alveslar cell hyperplasia 4 2 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(o 00 (oo Colon (6 (000 (oo (o0
[Hematopoistic system]
bone marrow <44> <40> <36> <38>
granulation 1 0 0 0 3 1 0 0 1 1 0 0 3 3 0 0
200000 Q) I Q<) B G ) B Q) (DO (8 ((n

fibrosis 0 0 0 0 0 0 0 1

0 0 0 0 0 0 0
(oo (0000 (aoColo o0

~
—

increased hematopoiesis

0 0 0 0 0 0 0 0 2 0 0 0 1 0 0 0
(000 (oo Coln () (000 (oo
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
(¢) cib/ax100
Significant difference ¥ : P = 0.05 ** P £ 0.01 Test of Chi Sauare
(iPT150)

BAIS2



STUDY NO. @ 0162 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL + RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © MALE PAGE ¢ 3
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals an Study 44 40 36 33
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings @ W ®» O @ ® W o @ ® & @ ® ® o
{llematopoietic system]
Lymph node 44> 40 36> {3
ectasia of sinus 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0

(000 Q) B Q) B Q) I Q) (0000 (000

spleen 44> <40> <35> <3
deposit of hemosiderin 3 0 0 0 0 0 0 0 0 2 0 0 0

0 1 0
(D000 (a0 (a0 (000

fibrosis o 1 0 0 1 0 1 0 0 3 0 0 o 1 0 0
tot2200C0 (a0 cacon (o900 (ool

extramedullary hematopoiesis

0 1 0 0 0
o200 (a0 (330l (5000

lymphoid hyperplasia 0 0 0 0 0 0

0 0 0 0 1 0
(o000 (oo o (o000 (a0 C0

[Circulatory system]

heart 44> <40> <36> 3D
myocardial fibrosis 21 2 0 0 19 4 0 0 23 0 0 0 17 1 0 0
(48) ( B ( 0) ( 0) (48) (100 C 0y ( 0 (88 C ) C O C O (4 ( 3 (0 (0
Grade 1 ¢ Slight 2  Noderate 3 * Marked 4 : Severe
<a?> a ¢ Number of animals examined at the site
b b ¢ Number of animals with lesion

(c) ctb/a%100
Significant difference 3 ¥ P = 0.05 ¥ : P £ 0.01 Test of Chi Saquare

(HPT150) BAIS2



STUDY NO. @ 0162

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUXMARY)

ANTHMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX + MALE PAGE ¢ 4
Group Name Contral 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 44 49 36 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® & & @ m W o @ & | W @ & ® o
[Circulatary system]
artery/aort 44> <40 <36> 3D
arteritis 1 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(200000 (0000 (e (oo o0 oo oo
[Digestive system]
oral cavity 44> 40> <36> <39
inflammation 4 2 4] 0 2 3 0 4] 0 4 0 0 b 3 ¢ 0
(9 0l (5 800 (o oo (138 0o
basal cell activation 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
oo (o0 (o000 oo oo (000
‘tooth 44> 40 36> 3D
inflammation 0 1 0 0 1 2 0 0 1 1 0 0 3 0 0 0
(o200 (300 (a0 (8000
tangue <44> <40> <36> <39
inflammation 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
oo oo (GO B QI ) B G O B Q1)) (OO0 (5 Co0Co0 o
arteritis 0 0 0 0 1 0 0 0 4 0 0 0 0 0 0 0
oo (3000 (1) ¢ 03 C 0) C ©) (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
(e) cib/a*100
Significant difference : ¥ P s 0.0b w1 P < 0,01 Test of Chi Sauare
(HPT150)

BAIS2



STUDY NO. = 0162

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 5
Group Name Cantrol 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 44 40 36 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings W ®m ®» ® W ® ® ® ® ® ®» ® W ® ® ®
[Digestive system]
salivary gl <44> <40> 36> 3D
inflammation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
Co ool (3o o0 OCH L0l oo (o0
esophagus <44> <40> <36> <33
sauamous cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(GO B G ) B Q) B G ) CoCoCo (o0 0000 0
stomach <44> <40> <36> 3P
basal cell activation 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(00 co oo (o0 0O C0Co o0 5 (000
erosion: forestomach 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
COCCo o0 (300 0O CoCo0 o0 0 C0 0o
ulcer: forestomach 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
o000 oo (o0 (o0 OO0
hyperplasia: forestomach 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20200 cococo o O oo 000 (o0
erosion:glandular stomach 0 0 0 0 1 0 0 0 3 0 0 0 1 0 0 0
(oCcCo o (3300 8 (0 (0 (o0 3000
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 1 Severe
<a? a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100
Significant difference ¥x: P =0.05 ¥ ! P 5 0,01 Test of Chi Square
(1PT150) BAIS2



STUDY NO.  : 0162

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE ¢ 6
Group Name Control 400 ppm 2000 pem 10000 ppm
No. of Animals on Study 44 40 36 39
Grade 1 2 3 4 1 2 3 4 1 2 3 [ 1 2 3 4
Organ Findings ® ® ® o @ ®» ® O ® ®» ® W @& W (%) (3]
[Digestive system]
stomach 44> <40> <36> <39>
ulcer:glandular stomach 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(oo (o0 (33000 (0 (ool
lymph node with epithelial hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo (oo (o (3000 oo
Liver <44> <40> <36> <39
herniation 3 0 0 0 0 0 0 0 3 0 0 0 1 0 0 0
(D00 (O B G I ) BN ) (8L (3o
fatty change 2 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(000 (a0 (0 (a0 (0o
tymphocytic infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
o o0 (o0 (oo (0 (oo oo (oo
granulation 9 2 2 0 10 1 1 0 3 5 2 0 12 4 6 0
(200 ( 8 ( B ( 0 (28) ( 3) ( 3 ( 0) (8 (16 (0 (31) (10) (18) ( 0)
hyperplasia 0 0 1 0 1 0 1 0 0 0 0 0 0 0 0 0
(o200 (a3 (0 (oo (o0 (OO0
clear cell facus 6 1 0 0 9 1 0 0 7 1 0 0 3 2 0 0
(1) (20 C 0 (0 (23 ( 3y (0 (0 (0o (8 (5 (0o
Grade 1+ Stight 2 ¢ Noderate 3 * Harked 4 : Severe
<a> a ! Number of animals examined at the sits
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference ;

* ! P S 0,05 xx ;: P 5 0.01

Test of Chi Square

(IPT150)

BAIS2



STUDY NO. ¢ 0162

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANITHAL t RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢+ 7
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 44 40 36 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & o’ W @ ® & O ® m® &® & ® B W &
[Digestiue systenm]
Liver 44> . <40> <362 3D
acidaphilic cell focus 1 1 0 0 1 0 0 0 1 0 0 0 3 0 0 0
2022000 (D00 (3o (N0
basophilic cell foous 4 0 0 0 3 0 0 0 7 1 0 0 4 2 0 0
L) I Q) B G ) R ) (800 (o0 (19 ( 3y C 0 ( 0) 10y ¢ 8y C 0) (0
vacuolated cell focus 2 0 0 0 8 0 0 0 3 0 0 0 2 0 0 0
(s (oo (o0 (18 C o) ( 0) (0 (G- B G B G ) I )] (800 (o0
spongiosis hepatis 9 2 0 0 9 1 0 0 4 2 0 0 11 0 0 0
(200 ( 8 C O)(C O (23 (A (0 (0 (i 8 oo (28 ( 0y C 00 C O
bile duct hyperplasia 3 27 14 0 0 28 12 0 2 28 <] 0 0 33 7 0
(7 (81) (32) ( 0) (0) (70) (30) ( O ( 8) (78 (17) ( 0) (0 (8) (18 ( 0)
biliary cyst 1 0 ] 0 0 0 0 0 Q 0 0 0 0 0 0 0
(0000 CoOCoLo0Co (0 (OO0
pancreas <44> <40> <36> <3P
atrophy 14 5 0 0 11 5 1 1 14 g 2 0 % 9 4 1 0
(32) (1) C 0 C 0 (28) (18) ( 3) ( 3) (39) (25) ( 6 (0 (23) (100 ( 3 ( 0
arteritis 0 0 1 0 0 0 0 0 0 0 0 0 0 0 ¢ 0
(o o0 (OO0 (oo (oo o
Grade 1 ¢ 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/ax*x100

Significant difference ; * 1P = 0,05

* 1 P < 0,01

Test of Chi Sauare

(HPT150)

BAIS2



STUDY NO.  : 0162

IIISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHMAL ¢ RAT F344 SACRIFICED ANIMALS (105%)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢+ 8
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 44 40 36 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 3 4
Organ____ Findings @ W ® W @ ® & O o W ® W @ o o
[Digestive system]
pancreas <44> <40> 36> <3
hyperplasiatacinar cell 0 0 0 0 1 0 0 0 0 0 0 0 0 0
(oo (o0 (3000 0 CConlCon YOO (0

[Urinary system]

kidney <44> <40> <36> <39
infarct 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
co o o0 (OCo 0o OO0 5 (000
inflemmatory infiltration 0 0 90 0 0 0 0 0 0 0 0 1 0 0
(oo (000 0O C0 03 Y00
chronic nephropathy 2 7 19 15 0 7 10 23 1 11 12 10 14 6 x
( 8) (168) (43) (34) ( 0) (18) (25) (58) 3) (31) (33) (28) (23) (36) (15)
mineralizationipeluis 0 0 0 0 0 1 0 0 0 0 0 0 0 0
(ool (030l OO0 0000 (o0
{Endocrine system]
pituitary 4sd> 40> <36> <39
angiectasis 1 0 0 0 1 1 0 0 3 0 0 0 0 0
20000 (D300 8 (0 (0 (0 O30
Grade 1t Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference 3 ¥ 1P = 0.05 *x ¢ P 5 0.01 Test of Chi Sausre
(HIPT150) BAIS2



STUDY NO.  : 0162

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE: 8
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 44 40 36 39
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
{Endocrine system]
pituitary 44> <40> <36> (&)
cyst 3 0 0 0 2 0 0 4] 2 0 0 0 1 0 0 0
(D000 (5000 (B0 (3o
hyperplasia 11 0 0 0 7 3 0 0 8 2 0 0 5 1 0 0
(2) C 0y (o) (0 (188 (0 Co (1 (6 (0 (0 (13 (o0
Rathke pouch 0 0 0 0 1 0 ] ¢ 0 0 0 0 0 0 Q 9
(oo (o0 (33000 o co oo (oCoCnCon
thyroid <44> <40> <35> 3P
cyst 1 0 0 0 0 ] 0 0 0 0 0 0 0 1 ¢ 0
2200000 (oo (0 (0o (0300
ultimibranchial body remanet 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (o0 o000 (o0 (oo oo
C-cell hyperplasia 8 0 0 0 2 1 0 0 4 0 0 0 5 0 0 0
(18 0o (0o (3 0o (I Co (00 (13 oo (o0
panc islet <44> <40> <36> {3
islet cell hyperplasia 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
coco oo oo 0o (O30 o0 (0o
Grade 1 : Stight 2 ¢ Moderate 3 & Marked 4 ¢ Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*x100

Significant difference ; ¥ 1P = 0.0

x P S 0,01 Test of Chi Square

(lIPT150)

BAIS2



STUDY NO. : 0162

HISTOLOGICAL FINDINGS :NON-NEOPLASTIG LESIONS (SUMMARY)

ANTMAL * RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 10
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 44 40 36 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® & & W @ ® ® W @ o -’ ® @ ® ® »
[Endocrine system]
adrenal <44> <40> <36> <39
thrombus 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(o200 (o0 oo o0 Cococo (o0
hyperplasiatcortical cell 0 0 0 0 2 0 0 0 2 0 0 0 0 0 0 0
(oo (o (5000 (8 (000 (o CoCo o
hyperplasiaimedul ta i1 2 0 0 10 2 0 0 6 1 0 0 4 1 0 0
(28 (5 (0 (0 (25 ¢85 (00 (I 300 (10 (3 0o
focal fatty changeicortex 0 0 0 0 2 0 0 0 1 0 0 0 3 0 0 0
(GO RGN I GO B G1)) (0o (300 o0 (oo
[Reproductive system]
testis <44 40> <36> <3P
atrophy 1 2 0 0 2 0 0 0 0 0 0 0 0 1 1 0
(208 0 (o0 ({000 (0o (0330
mineralization 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
20 o (0 (O RGN ) I Q) B QIR )] oo o0 (O
arteritis 1 4 0 0 1 3 0 0 0 2 0 0 0 1 0 0
(200000 (3800 (s o0l n o3 0o
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
(ec) cib/ax100

Significant difference ; ¥ P = 0,05

¥ 1 P 5 0.01 Test of Chi Sauare

(lIPT150)

BAIS2



STUDY NO.  : 0162
ANIHAL ¢ RAT F344
REPORT TYPE : Al

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

SEX : MALE PAGE : 11
Group Name Controt 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 44 40 36 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® oM % W @ ® & o ® W & ™ ® o W O
[Repraductive system]
testis 44> <40> <36> <39
interstitial cell hyperplasia 2 1 0 0 8 0 0 0 1 0 0 0 4 0 0 0
(B 22000 (200 C 0y C o) (0 (33 (0o (100 C 0 C 0 (0
epididymis <A4ad 40> {36> 3P
degeneration 6 0 0 0 7 0 [4] 0 12 0 0 0 8 0 ¢ 0
(1 o CoCn (18 C o) C 0) ( 0 (33 (0 (00 (e C oy C 0 (o
prostate <44> <4 {35 <3P
inflammation 4 0 0 0 5 0 0 0 3 0 0 0 2 0 0 0
(o CoCo (o (1) (0 Co0Co (0o (8000
hyperplasia 0 0 0 0 1 1 0 0 0 0 0 0 0 0 ¢ 0
(oo (3300 (oo o0 (oo
mammary gl 44> <40> 36> 3P
inftammation 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo (o (o300 (oco o0 cCoco oo
galactocele 0 2 0 0 1 1 0 0 1 0 0 0 1 0 ¢ 0
Q) G- B ) I Q1)) (33 C3ax 00 Q) B G ) B G ) B Q) (0o
[Neruous system]
brain <44> <40> <36> {39
mineralization 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
- (5 000 co oo (o (0o (OCCo0 o
Grade 1 : Stight 2 : Noderate 3 : Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) ctb/ax*100
Significant difference : ¥ P S 0.05 ¥ 1 P S 0,01 Test of Chi Square
(1PT150) BAIS2



STUDY NO. : 0162 [ISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL © RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ HALE PAGE : 12
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 44 40 36 39
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings M ® & ® @ o\ M W ® o & W & ® & W
[Special sense organs/appandags]
ove <48y 40> <36> <39>
hemarrhage 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
o oo (o0 (a0 (o000 (oo (o
cataract 2 0 0 0 7 0 0 0 4 0 0 0 2 0 0 0
(o (0o (1800 (o0 1y ¢ 0 C 0y (0 (8 C0Co (o0
retinal atrophy 5 4 1 0 5 10 7 0 *x 4 7 3 0 g 5 2 0
(m ey 200 (13) (25) (18) ( 0 (M (o (2 (1B (8 (0
degenerationicornea 2 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(5000 (00 (3000 (o0
Harder gl <44 <40 <36> <3P
degeneration 0 1 0 0 0 0 0 0 4 0 0 0 1 0 0 0
(o200 (o000 (I ool (o
lymphocytic infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 (o0 (0o (3o
hyperplasia 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo o (o300 (O G ) I G B (o0 lon
Grade 13 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

Significant difference ; ¥ 1P = 0.0 * 1 P S 0,01 Test of Chi Square

(HPT150)

BALIS2



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

(2-YEAR STUDY)



STUDY NO.  : 0162 IIISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS {(SUMNARY)

ANTMAL © RAT F344 SACRIFICED ANINALS (105W)
REPORT TYPE : Al
SEX © FEMALE PAGE ¢ 13
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 41 40 41 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 m ® W W
[Integumentary system/appandags]
skin/app A1 40> <A 3D
inflammation 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
oo (o0 (300 (O B G I QR BN Q)] (a0
duct ectasiatsebaceous gland 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
COCoH 0o (OC0Co (o0 (3300
[Respiratory system]
nasal cavit 41> <40> 41> <37
inflammation 2 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(5 oo (o0 (D00 (oo o0 (oo o
eosinophilic change:olfactary epithelium 14 12 3 0 12 7 2 0 15 13 3 0 15 11 5 0
(36 (28) ( ) ( 0) (30) (18) { 5) ( 0 (s (32 (D0 (41) (30) (14 ( O
eosinophilic change:respiratory epithelium 3 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(D000 (300 2000 o0 (oo
inflammation: foreign body . 1 0 0 0 1 1 0 0 2 1 0 0 1 0 0 0
(220000 (3300 (8 2000 (0w
respiratory metaplasiatolfactory epithelium 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 (OO0 2000 o0 ool
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
(¢) ctb/a*100
Significant difference ; ¥ 1 P S 0.05 ¥ 1 P S 0,01 Test of Chi Sauare
(HPT150) BAIS2



STUDY NO. ¢ 0162 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX © FEMALE PAGE ¢ 14
Graup Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 41 40 41 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings o o’ o’ W m ® ® W @ m ® W @ ® & W
[Respiratory system]
nasal cavit <41> <40> A4 87>
respiratory metaplasiatgland 30 1 0 0 23 1 0 0 28 1 0 0 25 2 0 0
(73 (20 C 0)-C 0 (13 (300 (68) (20 C 0) (0 (88) ( 5 C 0) (0
lung <A1 40 Q41> 37>
hemorrhage 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oo o0 (a0l (o0 (ool o0
inflammatory infiltration 2 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(s 0o (o0 (oo ool (3o oo
accunulation of foamy cells 1 0 0 0 0 4} 0 0 2 0 0 0 1 0 0 4
(2200000 (oo (o0 (000 (0o
[Nematopoietic system]
bone marrow A4n <40> <41> <37
granulation 7 2 0 0 5 0 0 0 5 1 1 0 7 3 0 0
1y (8 ( 0) ( 0) (D0 (1222020 (1 (8 00
increased hematopoiesis 2 0 0 0 0 0 0 0 1 0 0 0 3 0 ¢ 0
(5 o000 CoOCoCo o0 (229000 (oo
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Harked 4 Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100

Significant difference :

x 1P = 0.05

*x 1 P S 0,01

Test of Chi Square

(HPT150)

BAIS2



STUDY NO. @ 0162

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL t RAT F344 SACRIFICED ANINALS (105W)
REPORT TYPE : Al .
SEX ¢ FEMALE PAGE ¢ 15
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 41 40 41 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® o’ ® W @ m ® o @ ® W » W o ® o
{llematopoistic system]
bone marrow 41> 4o ' AU (&1p2
reticulosis 0 0 0 0 0 1 0 0 0 0 4] 0 0 0 9 0
(o0 (o3 (00 oo oo (o000
spleen A 40> 4 <87
atrophy 0 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
00 (3 C0C o0 cocodo 0 (000
deposit of hemosiderin 8 0 0 0 9 0 0 0 2 0 0 0 2 0 0 0
(200 C O (0 (0 (23 C 00 C 0 (0 (5 C0C0 (o0 (o000
fibrosis 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo (o0 00 (o0 (o3 0o
extramedullary hematopoiesis 4 3 0 0 4 4 0 0 3 0 1 0 2 2 1 0
(N0 (100 (100 C 0) ( O (D200 (58 30
[Circulatory system]
heart 41> <40> <41 <37
fibrosis 0 0 0 0 0 [} 0 0 0 0 0 0 0 1 0 0
oo o0 (o0 (o0 oo (o0 (o300
Grade 1+ Stight 2 : Moderate 3 ¢ Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion

(c) cib/ax*100

Significant difference *x ! P = 0.05 k2 P = 0.01 Test of Chi Square

(1IPT150) BAIS2



STUDY NO. : 0162 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIHAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FENALE PAGE : 16
Group Name Control 400 ppm 2000 pem 10000 pom
No. of Animals on Study 41 40 41 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings @ ® ®» W ® W% W W ® & & O ® B W ®
[Circulatory system]
heart 41> 40> <41> 37D
myocardial fibrosis 8 0 0 0 10 1 0 0 13 0 0 0 g 1 0 0
(200 C 0y C 0y ( 0 (25) ( 3y (0 ( O (32) (. 0) C 0 (0 (2 ( 3y C 0 (0O
endothelial cell hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(a0 00C0 (o0 (o0 oo o0 o0 oo oo
artery/aort 41 <40> 4 <37
arteritis 0 0 0 0 i 0 0 0 0 0 0 0 0 0 0 0
COCH 0o (3000 (0 (oCcoCn o
[Digestive system]
aral cavity 41> <40> <41> 37
inflammation 3 7 0 0 3 6 0 0 4 6 0 0 3 3 0 0
(Dm0 o (8 (1B {00 (10) (15 C 0 ( O (8 (8o
basal cell activation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo 000 (oo (0o n
epithelial dysplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0
oo o0 (GO G R GO RGN ) (o CcoConon (00
Grade 1+ Stight 2 1 Noderate 3t Marked 4 : Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/axi00

Significant difference ; ¥ 1P S 0,05

% P = 0,01

Test of Chi Square

(1IPT150)

BAIS2



STUDY NO.  : 0162

[IISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL © RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE ¢ Al
SEX ¢ FENALE PAGE : 17
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 41 40 41 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings @ W W oM @ & ® W ® & ® W @ M W ®
[Digestive system]
tooth 4 40> an 3P
inflammation 1 0 0 0 0 1 0 0 1 0 0 0 0 1 0 0
20000 (o300 2)C 000 (0300
tongue 41> 40> 4 87D
lymphocytic infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(2000 (0 COCoCo o 0000 (GO B QI ) B G ) I V)]
arteritis 2 0 0 0 2 0 0 0 3 0 0 0 1 0 0 0
(800 Con 5 00 (0 000 (oo
esophagus <41 <40> 41> <37
basal cell activation 0 0 0 0 0 0 0 0 0 0 0 0 4 0 0 0
CocoCo o (000 OCOCOCn (i o oo
stamach 41 <40> 41> <37
basal cell activation 0 0 0 0 0 0 0 0 0 0 0 0 5 0 0 0 *
oo (o0 oo (o0 0o oo (14 C oy C 0 (o0
Liver <41 <40> A4 <37>
herniation 2 0 0 0 2 0 0 Q 0 0 0 0 2 0 0 0
(5 o000 (B (000 00 (0o (5 o0 Co0 o0
peliosis-like lesion 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(200000 (ool 0000 (oo
Grade 1+ Slight 2 * Moderate 3 ¢ Marked 4 : Severe
<a?> a * Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100
Significant difference : ¥ 1P =0.05 ** ! P = 0,01 Test of Chi Sguare

(HPT150)

BAIS2



STUDY NO. & 0162 HHISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 18
Graup Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animats on Study 41 40 41
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings m m ®w W ® W W ® @ ® ® o ® & ® W
[Digestive system]
Liver 4 <40> 41> 3D
necrosis: focal 0 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
(oo 0o (800 (ococo o0 (00 ln
fatty change 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0 0
oo oo oo o (800 000 (o0
inflammatory infiltration 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o200 oo o (o0 (oo oo (oo
lymphacytic infiltration 1 2 0 0 0 1 0 0 0 0 0 0 1 0 0 0
(208 00 (o3 (oo cocoCon o (oo
granulation 11 11 6 0 11 [4 4 0 15 5 4 0 14 4 3 ]
(27 (27) (18) ( 0) (28) (100 (100 ( 0 (37 (12) (10) C 0) (38) (1) ( 8 ( 0
clear cell focus 5 1 0 0 0 0 0 0 * 1 0 0 0 [ 1 0 0
(12) (2 C 0 (0 oo o (2200000 (I ¢ 3 C 0 0
basophi lic cell focus 11 2 0 0 18 2 0 0 18 2 0 0 14 1 0 0
(2 (8 C 0 (0 (45) ( 5 C0(0 (46) ( BY C O (O (s (o0
vacuolated cell focus 2 0 0 0 3 0 0 0 3 0 0 0 1 0 0 0
(5 000 (00 (D00 (0o
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 3 Severe
<a> a ¢ Number of animals examined at the site
b b ¢ Nuwber of animals with lesion
(c) cib/ax100

Significant difference *: P = 0,05

** 1P S 0.01

Test of Chi Sauare

(IPT150)

BAIS2



STUDY NO. : 0162

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 19
Group Name Controt 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 41 40 41 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings ® & ® o ® ® W O ® ® & & ® & W O
[Digestive system]
Liver 41> <40> A1 37>
bile duct hyperplasia 2 4 0 0 5 0 0 0 5 1 0 0 6 0 0 0 *
(510000 (B Oy (12) ( 20 C 0 C 0) (1) C 0 C 0 ( 0)
pancreas <415 40> 41> <37
atrophy 3 2 0 0 8 1 0 0 2 4 2 0 5 4 0 0
(DB 00 (200 ( (00 (5105 (0 () (1 oo
[Urinary system]
kidney 41> <40> <41> <37
infarct 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
COCoH 0o (0o L0Co Q) B ) B ) B Q)] (33000
chronic nephropathy 16 7 4 3 15 8 3 1 19 10 4 4 12 9 4 2
(39) (17 (10) ¢ D (38) (200 (20) ( 3) (46) (24) (10) (10) (32) (24) (11) ( B)
mineralizationtcortico-medullary junction 5 0 0 0 3 0 0 0 3 0 0 0 1 0 0 0
(12) ¢ 0y C 0) ( 0 (8009 (D00 o0 (3o oo
mineratization:papilla 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
2000 (o0 (o0 (o0 (oo (o0 (3o (o0
Grade 1 : Slight 2 ¢ Moderate 3 : Marked 4 Severe
<a> a * Number of animals examined at the site
b b : Number of animals with Lesion
(¢) c:ib/ax100

Significant difference 3 ¥ 1P = 0,05 ¥ 1 P = 0.01

Test of Chi Sauare

(iPT150)

BAIS2



STUDY NO.  : 0162

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)

Significant difference ; * 1 P = 0.05 ¥ ! P S 0,01 Test of Chi Square

ANIMAL : RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE @ A1
SEX ¢ FEMALE PAGE : 20
Group Name Cantral 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 41 40 41 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings, @ o W W ® ® & O @ W B W & M ® »
[Urinary system]
- kidney <4 <40> <41> 37>
mineralizationipsluis 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(220000 (000 (0O (n(n (oo oo
{Endocrine system]
pituitary 41> <40> 41> <37
angiectasis 6 1 0 0 5 1 0 0 5 1 0 0 1 1 0 0
(15 (20 C0) (0 (B30 (12 (220 (0 (DA
cyst 8 0 0 0 3 1 0 0 2 0 0 0 6 0 0 0
(200 C ) C 0 (O (8 (a3 (00 (B 0o (B (000
hyperplasia 5 1 0 0 10 2 0 0 - B 5 0 0 2 1 0 0
(12 C 20 C o) (0O (25) ( 8 ( 0) ( 0 (15) (12) C 0) ( O (B 300
Rathke pouch 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
C0C0 (00 (OO0 (0o (3000
thyroid A1 <40> <41 <37>
ultimibranchial body remanset 3 0 0 0 1 0 0 0 0 0 0 0 1 0 90 0
(oo (o0 (a0 o0 (O (000
Grade 1 ¢ Slight 2 * NModerate 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)

BAIS2




STUDY NO. @ 0162 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHMAL © RAT 344 : SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE ¢ 21
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 41 40 41 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings & oM W W ® ® & W ® & &% O @ & ®
[Endocrine system]
thyroid A4 40> 4D 37

follicular hyperplasia 0

0 0
ool (o000 (000 (000

G-cell hyperplasia 7

0 0 1
(oo (B a0 (m oo (a0

adrenal 41 BRI 4 37
peliosis-like lesion 7 1 0 0 11 2 0 0 7 0 0 0 8 0 0 0
(22000 (28) ( B ( 0y ( 0 (1 C 0 (o0 (0 (22) C 0 C 0y ( 0
hyperplasiatcartical cell 1 0 0 0 3 0 0 2 0 0 0 2 0 0 0

0
(2000000 (8000 (8000 (0O

hyperplasia:medulla ) 3 0 0 0 2 0 0
(D0 (8 000 (N0 (8 (000

focal fatty changeicortex 1 0 0 0 0 0
2200000 (0000 (0 (00 (O

[Repraductive system]

avary <41> <40> <A1 <37
cyst 2

0 0 0 0 1
(000 oo (o0 (oo Cn (0 (300

Grade 1 Stight 2 : Moderate 3 ¢ Marked 4t Severe
<a> a ¢ Number of animals examined at the site
b b Number of animals with lesion
(e) c:b/ax100
Significant difference ; * ! P = 0.0 ** ¢ P £ 0,01 Test of Chi Square

(HPT150) BAIS2



STUDY NO.  : 0162 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINMAL : RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 22
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 41 49 41 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® o oM W ® & & O ® W & » & B W W
{Repraductive system]
uterus arn <40 41> [&1p2
hyperplasiasgland 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

(22000 (00 (o000 (oo lo0

mucous plug 0 1 0 0 0

1 1 0
(o200 00 (o000 (20000 (o0

cystic endometrial hyperplasia 6 1 0 0 7

0 2 5
(1B 2 (00 (18 (0 (0o (D 0o (8 (100

mammary gt ' 4 40> A1 3D
inflammation 0 0 0 0 0 0 0 0 0

0 1
(ot o0 (0000 (ool ) B Q) B Q) B QL))

hyperplasia 2 0 0 0 0 0
(0o (o0 (oo (3 Cco0Conlon

atypical hyperplasia 0

0 0
(ool (a0 (o000 (o0 (on

galactocele 0

0 0 0
(0000 (000 oo o0 (o000

[Nervous system]

brain A 40> AU <37
mineralization

0 0 0 0 0
(o ool (3300 Co0 (0000 a0

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

(c) ¢ib/ax100
Sianificant difference 3 ¥ 1 P = 0.06 ¥ ¢ P S 0.01 Test of Chi Sauare



STUDY NO. @ 0162

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL © RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 23
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 41 40 41 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o % o @ ® o O @ ® ® O ® ® ®»
[Special sense organs/appandage]
aye 41> <49> <41> <37
hemarrhage 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(220000 (0 oo oo (oo
cataract 4 Q 0 0 5 0 0 0 6 0 0 0 4 0 0 0
(10) C ) C 0) C 0 (13000 (15 (000 (1my C oy C 00
retinal atrophy 4 6 5 0 7 3 7 0 10 6 g 0 4 1 7 0
(100 (18) (12) ( 0 (18) ( 8 (18) ( 0) (24) (18) (22) (O (1) ¢ 3 (19 ( 0
keratitis 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo oo oo (220000 (oo
Harder gl <41> <40> <41> (&1
degeneration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo (o0 (3000 (oo oo Co (o
inflammation 0 0 0 0 1 0 0 0 0 Q 0 0 0 0 0 0
oo o (o0 (a0 (o0 (000 oo oo
tymphacytic infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 .0 0
(000 (0000 (22000 (® (oo (0
hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(22000 (GO GO QOB Q) (oo oo Cco o0
Grade 1 : Slight 2 * Moderate 3 : Marked 4 1 Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100
Significant difference ¥ 1P = 0.05 ** 1 P 5 0.01 Test of Chi Square
(IIPT150)

BAIS2



STUDY NO.  : 0162

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ RAT F344 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX + FEMALE PAGE ¢+ 24
Group Name Cantrol 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 41 40 41 37
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & h o ®m ® & o ® o om W m o W W
[Special sense organs/appandage]
nasolacr d <41 <40> <A1 8D
inflammation 0 0 0 4} 1 0 0 0 1 0 0 0 1 0 0 0
co oo (o0 (3 oo o0 200 (o0 (oo
[Musculoskeletal system]
bone <41> <40> AUp 3D
osteosclerosis 7 2 4 0 6 1 6 0 12 3 1 0 8 4 2 0
(17) ¢ 5 (10) ( 0) (15) ( 3) (15) ( 0) (290 (. D C 2 (O (22) (11) ( B8 ( 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
Significant difference ; ¥ 1 P = 0.05 ** 1 P = 0.01 Test of Chi Sauare

(IIPT150)

BAIS2



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

MOSUE (2-YEAR STUDY)



STUDY NO, : 0163 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL + MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ HALE PAGE : 1
Group Name Cantrol 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 15 8 12 17
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® W @& o @ ®w ® O ® ® W o ® & % W
[Integumentary system/appandags]
skin/app <15> < 12> 17>
ulcer 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(O oo (OC o (oo Co(on CoCo oo
inflammation 0 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0
D00 Oy Co o0 (oo (oo
[Respiratory system]
nasal cauit <15> <8 <12> <17
inflammation - 0 0 0 0 1 0 0 0 0 0 0 0 0 2 0 0
COCo 0o (13 0Co (oo (0 (o(y o0
easinophi lic change:olfactory epithelium 2 1 0 0 4 0 0 0 0 0 0 0 7 0 0 0
(13 (71 (00 (50) ¢ 0 C 0) (0 (oo (any C oy C 0 C 0
eosinophilic change:respiratory epithelium 2 3 1 0 1 0 0 0 2 1 0 0 3 0 0 0
(13) (200 ( T ( 0 (B (00 (o0 (8 (00 (1B (000
inflammation: foreign body 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
CoCo oo coCco(Co (o CoOC8 oo oo oo
respiratory metaplasiasolfactory epithelium 1 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
(oo (o0 (250 C ) C0)( O (o0 (8000
Grade 1 Slight 2 ﬁoderate 3 : Marked 4 1 Severe
<ad a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) cib/ax100

Significant difference

£ 1P % 0.05 ** : P = 0,01

Test of Chi Sauare

(1IPT150)

BAIS2



STUDY NO. ¢ 0183

HISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMMARY)

ANIMAL + HOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ HALE PAGE ¢ 2
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 15 8 12 17
Grade 1 2 3 4 1 2 3 4 1 2 3 q 1 2 3 4
Organ_____ Findings & & & W ® & ® O @ ® & B & ® & o
{Respiratory system]
nasal cavit <15> <8 <12> <17
respiratory metaplasiasgland 2 3 0 0 1 1 0 0 3 2 0 0 3 1 0 0
(13) (200 ( O ( O (13) (18 ( 0 ( 0 (28) (1) C ) ( O (18) 6) ( O (0
Larynx <15> <8 12> A7
basal cell activation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o Co o0 (0 (ool (o oo (o0 (e (0o o0
epithelial dysplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(OCoCo o (oo o0 (oo (800
lung <15> <8 <12> <175
congestion 0 1 0 0 0 0 0 0 1 1 0 0 1 [ 0 0
CoCn o0 (o0 (o0 (88 o0 (8 o0 Co
inflammatory infiltration 2 0 0 0 1 1 0 0 2 0 0 0 3 0 0 0
(13 C 0y C 0y (0 (13) (13 C 0 ( 0 (Mmoo (18 C 0 C 0 (0
bronchiolar-alueolar cell hyperplasia 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(Do (o oo (800l n (o C0Cn o
[Nematopaietic systeim]
bone marrow <15> <8 <12> <17
granulation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(OocoCn o (o0 (O CcoCo o0 (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) ctb/axl100
Significant difference : ¥ 1 P = 0.05 **% 1 P S 0.01 Test of Chi Square
(PT150)

BAIS2



STUDY NO.
ANIMAL

¢ 0163
¢ MOUSE BDF1

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

REPORT TYPE : Al
SEX : MALE PAGE : 3
Group Name Contral 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 15 8 12 17
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® ® W ® ® ®» O ® % ®» W @ & ® o
{Hematopoietic system]
spleen <15 <8 <12> Aan
atrophy 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
COCo oo (OCo 0 Co 008 (o0 00 0o
deposit of melanin 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo (o0 o000 0o oo 8) ( OO0
extramedullary hematopoiesis 3 1 0 0 2 1 0 0 1 2 0 0 1 3 1 0
(20 ( 3 C 0y (0 (25) (13) ( 0) ( 0) 8) (11 ( 0 (0 6) (18) ( 6) ( 0
[Circulatary systen]
heart <15> LgE: > 2> <D
mineralization 0 0 0 0 1 0 0 ] 0 0 0 0 0 0 0 0
coco oo (B (00 0 C0 00 000000
myacardial fibrosis 1 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0
(Do 0 OO NG I Q) I 0 (0o 6 (6 (0 (0
[Digestive system]
oral cavity 15> B A an
squamous cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo o0 oo (o0 0 (00 o 6 ( 0 (0o
Grade 1 Slight 2 : Moderate 3 * Marked 4 @ Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*l100

Significant difference

* 1P < 0.05

¥ ! P S 0.01

Test of Chi Sauare

(HPT150)

BAIS2



STUDY NO. : 0163 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)

ANIMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANINMALS (0-105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE : 4
Group Name Controt 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 15 8 12 17
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4

Organ Findings @ ® ® W ® W W W & o W & ® W ® O

[Digestive systenm]

aral cavity 15> <8 <12> Aan

basal cell activation 0 0 0 0 0 0 0 0 0 1 0 0

0 0 0 0
oo oo cocoConlon (000 (e (D00

spithelial dysplasia 0

0 0
(G ORI GRY R G )] (000 (000 (oo

‘tooth <15> < <12> <D
inflammation 0

0 0
(o0 oo ol (000 (ool

dysplasia 2 1 0 0

salivary gt 15> <8 12> <1
atrophy 0 0 0 0 0 0 0 0 0 0 0 0 0 4 0 0
oo (o0 (GO RGO B QIO B ) (oo oo (o (20 0(C0

esophagus <15> <8 42> <17
squamous cell hyperplasia 0 0 0 0 0 0 0 0 0 0 2 0 0

0 0 0
(oo (oo o ool (12 Co oo

basal cell activation

0 0 0 0 0
oo 0o (o0 (ool (e (000

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

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

Significant difference ¥ P s 0.0 ** : P 5 0,01 Test of Chi Square

(IPT150) BAIS2



STUDY NO. : 0163

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : HOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105%)
REPORT TYPE : Al
SEX : MALE PAGE: 5
Graup Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 156 8 12 17
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® % ® W @ & & O ® m ® ® ® & ® ®
[Digestive system]
esophagus 15> <8 <12> <17>
epithelial dysplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo o (o Q) B Q) B G ) B Q)] (oo Co o0 o8 oo
stomach 15> <8 <12> <17
erosion: forestomach 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (o0 (G RGN 1) B Q) B QIR ) oo oo (oo
erosion:glandular stomach 0 0 0 0 1 0 0 0 0 0 0 0 1 1 0 0
(o000 (100 o000 (6 (8600
hyperplasiatglandular stomach 1 0 0 0 0 0 0 0 0 1 0 0 1 0 0 0
(nDCo 0o co oo (o0 (o800 (8 oy
Liver {15> <8 <12> an
necrosis: focat 0 1 0 0 0 1 0 0 2 2 0 0 2 0 0 0
(D0l 0000 (1 (1 C 0 (0 (¢ o0
fatty changs 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 [4
oo oo oo (o8 oo (o0
fatty change:centrat 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo 0o oo (o (o0 o (oo 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) ctb/ax100

Significant difference : ¥ P = 0.05

*x 1 P < 0,01

Test of Chi Saquare

(HPT150)

BAIS2




STUDY NO.  : 0163

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL + MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ HALE PAGE :
Group Name Cantrol 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 15 8 12 17
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ @ » o ® o | W m m®m ® ® ® & W ®
[Digestive system)
Liver <15> <8 <12> <17
granulation 0 0 0 0 0 0 0 0 4] 0 0 0 2 0 0 0
oo oo CoCo 0o 0OC0 oo (1o
basophilic cell focus 1 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(D) 0o (oCo 0o 0000 (O (on
gall bladd <15 <8 12> a7
granulation 0 0 0 0 (1] 0 0 4] 0 1 0 0 0 0 0 0
o000 coco oo 08 (0 (o0 (oo
[Urinary system}
kidney 15> <8 <12> an
hyaline droplet 0 0 0 0 2 0 0 0 0 0 0 0 2 0 0 0
oo o (25) C 0) C 0) (0 0 C 0 (00 (1000
basophi lic change 3 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(20 (000 oo o (o0 (0o (n (00
deposit of hemosiderin 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(nCco oo (OCo 0o 00 (00 oo
Grade 1+ Stight 2 ¢ Moderate 3 Harked 4 1 Severe
<av> a * Number of snimals examined at the site
b b : Number of animals with lesion

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

¥ P = 0,01

Test of Chi Square

(HPT150)




STUDY NO.  : 0163

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 7
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 15 8 12 17
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ m & O @ m W W ® ® ® W ® ® & O
[Urinary system]
kidney <15> <8 12> D
lymphoeytic infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(D00 COCo0Co (0O n (90
inflammatory polyp 0 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o113y oo (0000 oo 0o oo Cnon
vacuolization of proximal tubule 4 0 0 0 2 0 0 0 5 0 0 0 6 0 0 0
(2n) C 0y C 0y C 0 (25) C ) C 0 ( 0 (42) C 0) C 0 ( O (35) ( 0) C 0) (0
hydronephrosis 0 0 2 0 0 0 0 0 0 0 0 0 0 0 0 1
C0OC0o (130 (oo (o0 (oo (o0 o CoCo0(es
tubular necrosis 0 1 0 0 0 1 0 0 0 1 0 0 0 0 0 0
(0D 0o 013y (0090 (0o (oo
mineratization:cortico-medullary junction 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
cocoCon o (B (00 (ool ()00
mineralization:psluis 0 0 0 0 2 0 0 0 1 0 0 0 0 0 0 0
(ool (280 C 00 (00 (8000 (OO0
mineralization:cortex 7 0 0 0 4q 0 0 0 9 0 0 0 12 0 0 0
(an (0 ( 0 (0 (50 ( 0 C 0) (0 (1) 0o (o0 () 00
Grade 11 Slight 2 * Noderate 3 ¢ Marked 4 Severe
<a> a ¢ Number of animals examined at the site
b b * Number of animals with Llesion
(c) c:b/ax*i00
Significant difference ; ¥ P = 0.05 ¥ 1 P S 0,01 Test of Chi Sauare
(HPT150)

BAIS2



STUDY NO. @ 0163 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL + MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 8
Group Name Controt 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 15 8 i2 17
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings m w ® W @ m®m ® W @ & ®m ®» ® % W W
[Endacrine system]
pituitary <15> <8 <12> 17>
Rathke pouch 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo oo (B (0 () B V) B Q) I )]
adrenal 16> <8 <12> <17
hyperplasia:cortical cell 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(oo o () RGN ) B Q) QIR )] (8 (0C0 (o0 (oo o
[Reproductive system]
testis <15 <8 42> <amn
atrophy 1 0 0 0 0 0 0 0 0 0 0 0 0 0

0 0
(oo (000 (o000 (0000

mineratization 0 2 0 0 16 0 0 10 0 0 2 1 0
(0o (B 0o (0o o (12 (6 C o0

epididymis <15> <8 <12> <17
spermatogenic granuloma 0 0 0 0 0 1 0 0 0

1 0 0 0 0
(O IO I Q) I )] (o0 (oo (o0 (o

prostate <15 <® <12> <17>
inflammation 1 1 0 0

0 0 0 0
(DD () B G B Q) I Q)] (ool (ool

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

b b : Number of animals with lesion
(c) c:b/a*100
Sionificant difference ; ¥ 1P = 0.0 xx 1 P S 0,01 Test of Chi Square
(HPT150)

BAIS2



STUDY NO,  : 0163

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)

ANTHAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : HALE PAGE: 9
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 15 8 12 17
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® ® W ® W w W ® & ® O M ®» & O
{Repraductive system)
prep/cli ol a5y <8 A an
duct ectasia 0 1 0 0 0 0 0 0 0 1 0 0 0 3 0 0
(DO (oo (0 (o(w’ o0
[Nervaus system]
brain 15 <8 12> A7
mineralization 3 0 0 0 2 0 0 0 3 0 0 0 5 0 0 0
(200 ¢ 0 C 0 ( 0 (25) C 0 C 0) (0 (25) C 0 C 0) (0 (29) (. 0) C 0 C 0
[Special sense organs/appandage]
Harder gl <15> <8 a42> a7
degeneration 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
cocnCoo o0 (GO B G ) B G ) R Q1)) (oo (000
nasolacr d 15> <8 <12> <1
inflammation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
COCo 0o (OCo 0o (oo (0o o0
[Musculoskeletal system]
muscle <15> <& <12> <D
degeneration 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(oo oo cocoCo (o0 (o8 o0 CoCoCo o
Grade 1 : Slight 2 * Moderate 3 ¢ Marked 4 % Severe
<a?> a * Number of animals examined at the site
b b i Number of animals with lesion

(c) ctb/ax*100
Significant difference ; * 1 P = 0.05

** 1 P = 0.01

Test of Chi Square

(HPT150)

BAIS2



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

(2-YEAR STUDY)



STUDY NO, : 0163 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX © FEMALE PAGE : 10
Group Name Controt 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 24 23 25 26
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings & ® W O ® ® W W ® ™ ® W @ ® ® O
[Respiratory system]
nasal cavit <24> <23 25> <26>
inflammation 2 0 0 0 0 0 0 0 1 0 0 0 2 0 0 0
(800 (oo o0 (o (8 oo o
sauamous cell metaplasia 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
oo o0 (o0 o0 (o0 (OCH 0 oo o0
epidermal cyst 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
oo 00 o8 oo (o0 (o000
eosinophilic change:olfactory epithelium 1 2 0 0 0 0 0 0 3 0 0 0 3 0 0 0
o8 oo 00 (12000 (oo
eosinophilic change:respiratory epithelium 6 3 0 0 6 3 0 0 9 5 1 0 7 3 0 1
(25) (13) ( 0) ( 0 (28) (13) C O ( O (36) (200 ( 4 C 0 (en (12 C O (B
respiratory metaplasiatolfactory epithelium 1 0 0 0 0 0 0 0 1 0 0 0 1 0 0 0
(oo (o (0l (a0 Ca oo (o0
respiratory metaplasiasgland 1 0 0 0 2 0 0 0 2 1 0 0 2 0 0 0
(900 (00 Co (A CHCn (8 oo
arteritis 0 0 0 0 0 0 0 0 1 0 0 0 Q 0 ¢ 0
(oo (G B I G B Q) (o0 (oo
Grade 1 ¢ Stight 2 * Noderate 3 : Marked 4 : Severe
<a?> a ¢ Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) ctb/ax100
Significant difference 3 ¥ P = 0,05 ¥ 1 P S 0,01 Test of Chi Sauare

(IPT150)

BAIS2




STUDY NO.  : 01863

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHAL ¢ HOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE + 11
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 24 23 25 26
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ®m ® W ® W ® W ® WO ® o ® ®» ® ®
[Respiratory system]
Larynx <24> 23> <25> <26>
basal cell activation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oo (o000 L) B Q) B GO B Q)] (G YR G ) B G ) I Q)]
lung 24> 23> 25> 26>
congestion 0 0 0 0 0 0 0 0 0 1 0 0 3 0 0 0
oo o coco (oo (oo (oo
hemarrhage 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
COCo 0o COCoH 0o (oo (o0 (0 Ca oo
edema 0 0 0 0 0 0 0 0 0 1 0 0 0 0 ¢ 0
(o0 (o0 (o n (oo
inflammatory infiltration 2 0 0 0 0 0 0 0 1 0 0 0 4 2 0 0
: (0o (oo (o0 LG I G ) B QR ) B Q)] (15) ( 8 ( 0 ( 0)
lymphacytic infiltration 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo oo (o000 (o000 (a0
bronchiolar-alueclar cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(000 oo o0 (DI G B G ) B Q)] (HC0Cn o0
infiltrationtalveolar macrophage 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo o (o0 o000 (o0 (oo o0
Grade 1 : Slight 2 ¢ Moderate 3 ¢ Marked 4 Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(e) ¢c:b/a*100
Significant difference ; ¥ 1P = 0.05 ¥»* : P S 0.01 Test of Chi Sauare

(1PT150)

BAIS2



STUDY NO.  : 0163
ANINAL + KOUSE BDF1
REPORT TYPE : Al

SEX ¢ FENALE

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

PAGE ¢ 12
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 24 23 25 26
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings o ® ®m W @ ® ® W ® o ® O w ® W o
{Hematapoietic system]
bone marrow 24> 23> 25> 26>
granulation 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
oo (O BEGI) IE GV B QIR 1) o000 0O C4a oo
LympH node 24> Q23> 25> <26>
lymphadenitis 0 0 0 0 0 0 0 0 0 1 0 0 0 1 0 0
(oo (oo (oo a0
splesn 24> <23 25> 26>
deposit of melanin 1 1 0 0 0 0 0 0 0 0 0 0 1 0 0 0
) CH 0o (o0 (o0 (oCoCn (o0 HOCCO 0
extramedul Lary hematopoiesis 4 9 0 0 1 8 0 0 3 4 0 0 1 5 0 0
(17 (38 ( 0 ( 0 (o (3m (00 (12) (18) ( 0) ( 0 4 (1900
[Circulatary system]
heart <24> <23 25> <26>
‘thrombus 0 1 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(0o (00 (a0l 0OCoOCon 0
mineralization 1 1 0 0 0 0 0 0 1 1 0 0 0 0 0 0
(a0 o0 (o0 (o0 QY B G I G ) I Q)] 0o
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/ax*x100
Significant difference ¥ P =0.05 ** 1 P S 0,01 Test of Chi Sauare
(HPT150)

BAIS2



STUDY NO. & 0163

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHMAL + MOUSE BDF1 DEAD AND MORIBUND ANINALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE :
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 24 23 25 26
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® & o w & o’ O @ ® ® W m ® ® ®
[Circulatory system)
heart Q24 23> 25 26>
myocardial fibrosis 0 0 0 0 0 0 0 0 0 1 0 0 2 0 0 0
oo oo (O RGN IR G RGN ) 0400 (oo
arteritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
COCo 0o COCo 0o 00000 oo o
artery/aort Q8> 23> 25> 26>
arteritis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
CoOCoCo0 o0 OO0 o0 0000 ooy o
[Digestius system]
oral cavity <24> 23 25> <28>
squamaus cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
CoCco o0 (o0 (000 OCO oo (OCH oo
basal cell activation 0 0 0 0 0 0 0 0 0 0 0 0 3 1 0 0
(o0 (o0 oo 0 C0 oo (12 C 9 0o
epithelial dysplasia 0 0 0 0 0 0 0 0 0 0 0 0 2 1 0 0
(oo o0 (000 0COCoCo0 (8 (a0
Grade 1 ¢ Slight 2 ¢ Moderate 3 : Marked 4 : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100

Significant difference ; *: P = 0.0 % ;P

= 0,01 Test of Chi Sauare

(1IPT150)



STUDY NO. & 0163

ISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)

ANTMAL + MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 14
Group Name Cantrol 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 24 23 25 26
Grade 1 2 '3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings, @ ® & O @ % o’ o ® B ® W ® W & O
[Digestive system]
tooth <24> 23 <25 26>
inflammation 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(OCoH (0o oo o 0Co0Co (0 8 (0 (0o
dysplasia 1 0 0 0 1 0 0 0 2 0 0 0 1 0 0 0
(oo o0 (G R G IR G B Q) GO G B H o 0o
‘tongue <24> 23> <255 26>
erosion 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (0 oo o 000 (o0 44 00 o
inflammation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (o0 oo (o0 000 (o0 a0
arteritis 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo ool 0 CoC0 o OCoCoCon
salivary gl <24> a3» <25> <26>
atrophy 0 0 0 0 0 0 0 0 0 ] 0 0 0 1 0 0
(oo (oo 0000 04 oo
esaphagus <24> QP <25> <26>
sauamous cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
[ B G B Q) R )} (o0 0CoCo0 o0 8 (000
Grade 1 : Slight 2 : Moderate 3 * Harked 4 : Severe
<a> a * Number of animals examined at the sits
b b : Numberr of animals with lesion
(c) c:b/a*l100

Significant difference : ¥ P = 0.05

¥ 3 P S 0.01 Test of Chi Square

(IPT150)

BAIS2



STUDY NO.  : 0163

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANINAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 15
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 24 23 25 26
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings M ® & o ® ® & » ® ® ® O @ W & O
{Digestive system]
esophagus 24> 23 <25> <26>
basal cell activation 0 0 0 0 0 0 0 0 0 0 0 0 5 1 0 0 *
(o CoCon o0 [GRORE QIO B QIO IR Q) (G B QIR B Q) B Q) (13 (000
epithelial dysplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oo COCo 0o (oo o0 (oo o
stomach 24> <23 25> <26>
erosion: forestomach 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o oo (oo o000 (oo
hyperplasiat forestomach 0 0 0 0 1 1 0 0 0 0 0 0 2 0 0 0
oo (o0 (HCH o (000 (8 (oo
hyperplasiasglandular stomach 3 0 0 0 0 0 0 0 3 0 0 0 0 0 0 0
(13 oo o (0000 (oo (oo
Liver 24> 23> 25> {26>
angiectasis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(Do (o000 (o000 (o0 (oo
necrosis:focal 1 0 0 0 2 0 0 0 0 0 0 0 1 0 ¢ 0
(oo (o000 (oo (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
{(e) cib/ax100

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

(1IPT150)

BAIS2



STUDY NO.  : 0163 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTHMAL ¢ HOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FENALE PAGE : 18
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 24 23 25 26
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ o W W @ & O O ® ® ® o @ & ® W
[Digestive system]
Liver 24> 23 25> <26>
fatty change:central 0 1 0 0 0 0 0 0 0 0 0 0 0

0 0 0
oo (oo (000 oo 0o

degeneration:central 0

1 0 0 0
(a0 (0ol ln (o0 (o000

inflammatary infiltration 0 1 0 0 0 0 0 1
oo COCH oo (OO0 CoCa o0

granulation 0

0 0 0 0
(oo (0 (0 (0{HCn oo oo (ool

basophi lic csll focus 0

0 0 0
(0000 (o0 C0 (oo lon (000

pancreas (@779 23> <25> <26>
atraphy 0

0 0 0 0 0
(oo o (ot (oo Con (a0 o

{Urinary system]

kidney <2 23 25> 26>
infarct

1 0 0 0 0
(a{oCoo0 (oo (0000 (ool lo0

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 lesian
(c) ctb/ax100
Significant difference ; * 1 P = 0,00 *x 1 P £ 0,01 Test of Chi Sauare

(HPT150) BAIS2




STUDY NO. & 01863 IIISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANINALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢+ 17
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 24 23 26
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® ® ® W ® ® ® O @ ® & o ® ® O o
[Urinary system]
kidney <24> 23 <25 <26>
hyaline droplet 2 4 0 0 2 6 1 0 1 6 0 0 1 4 0 0
(8 (1) (0 (0 (928 ( (0 4) (24) ( 0 C 0 4) (18) ( 0 ( 0)
basophilic change 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
oo oo (a0 (o0 0 (0 (0 (0 0o o (o0
deposit of hemosiderin 2 1 0 0 0 0 0 0 0 0 0 0 6 0 0 0
(a0 o0 (GO GO N GO B Q) 00 (o0 (o0 0o 0o
inflammatory polyp 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0
co oo (o (000 0Co 0o 08 oo
hydronephrosis 0 1 0 1 0 0 0 0 0 0 2 0 0 1 3 0
(a0 (oo (o0 008 (0 0 4 (12 (0
‘tubular necrosis 0 0 0 0 0 2 0 0 0 2 0 0 0 2 1 0
(ool (GO G B GO RGN ) 080l 08 a0
mineralization:cortico-medullary junction 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oo (OCoC0o0 0OCo o0 4900 o0
mineralization:papilla 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo oo (oo 44 0o 0CoOCnlo
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/a*100

Significant difference ;

*: P S 0,05 ¥ 1 P & 0.01

Test of Chi Square

(1IPT150)

BAIS2



STUDY NO. & 0163 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX : FEMALE PAGE : 18
Group Name Controt 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 24 23 25 26
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ o o’ W ® W ® o ® W ® o @ o ® ™
[Endocrine system]
pituitary <24> <22> <25> <26>
angiectasis 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
oo o (o0 (5 000 (900 (o0 (oo o0

cyst

0 0
(oo (0l (o0 (o0

hyperplasia 0 0 0 0 2 0 0 0 2 0 0 0 1 0 0 0
(oo oo (D00 (o0 (800 () B G ) B QI ) B Q)]
[Repraductive system] .
guary 24> 23> <25 <26>
hemorrhage 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(ool (OO ConCo (ocoo0 (o0 (o cooCo (o
thrombus 0 0 0 0 0 1 0 0 0 0 0 0 1 0 0 0
(0o (oCacon o oo C0 o0 (0o
cyst 0 0 0 4} 1 0 0 0 0 0 0 0 0 0 Q 0
toco oo QY I G ) I G ) IR Q) (o n (ool
uterus <24> 23> <25 <25>

cystic endametrial hyperplasia 0 4 5 0 0

2 2 2 3 5 0
(a0 (B0l (12) (200 C 0) ( 0 (18) (200 ( 0 ( 0

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

b b Number of animals with lesion
(e) ctb/ax100
Significant difference ¥ ! P = 0.05 ¥ 1 P S 0,01 Test of Chi Sauare
(IIPT150)

BAIS2



STUDY NO. : 0163 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANITMAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIKALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 18
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 24 23 25 26
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings ® o W W ® W ® o @ & ® ® W ®» ®» ®

[Repraductive system]

mammary gl <24> 23> 25> <26>
hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 1 0 0
(oo o000 (oo (a0

galactocele 0 0 0 1 1 0 0 0 1 0
oo (a0 oo (a0

prep/cli gl <24> 23 (&) 26>
duct ectasia 0 0 0 0 ) 0 0 0 0 0 1 0 0 0 ¢ 0
(oo (o000 (OCnCa o (oCco{oon
[Neruous system]
brain <24 <23> 25> <26>

hemorrhage

1 0 0 0 0
(Ha 0o (oo o (oo (o0 (oo o

mineralization 0 0 0 7

8 5 6 0 0
(3 C (o0 (a2 (0 (0o (ee) (0 (O CO (ezn (o 0 (o0

[Special sense argans/appandage]

eye 24> <23> <25> 28>
retinal atrophy 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(9 CoH (00 (OCo oo coco oo (ool
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
Significant difference ; *x P = 0.05 *x 1 P £ 0.01 Test of Chi Square

(1PT150) BAIS2



STUDY NO.  : 0183 HISTOLOGICAL FINDINGS ¢NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL ¢ MOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE
Group Name Control 400 ppm 2000 ppm 10000 ppm
Na. of Animals on Study 24 23 ) 25 26
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ____ Findings W ® & W ® & o » @ ® ® W ®m ® & ®
[Special sense organs/appandage]
Harder gt 24> 23> <25> 26>
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo coco oo (o000 (00
hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo () RGO R QRO R Q) (H oo (oo o0
[Musculoskeletal system)
muscle 24> <23 25> 26>
mineralization 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(oo (oo (oo () B G ) B GI) I Q)
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 Severe
<a> a * Number of animals examined at the site
b b : Number of animals with lesion
(¢) cib/ax100
Significant difference : ¥ P = 0.05 x* 1 P = 0,01 Test of Chi Sauare

(IPT150)

BAIS2




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

(2-YEAR STUDY)



STUDY NO.  : 0183 TIISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)

ANTMAL : HOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 1
Group Name Cantrol 400 ppm 2000 ppm 10000 ppm
No. of Mnimals on Study 35 42 38 33
Grade 1 2 3 4 i 2 3 4 1 2 3 4 1 2 3 4
Organ___ Findings @ W & W ® W ® W ® & W O ® o ®» o
[Integumentary system/appandage]
skin/app <35> 42> 38> 3P
ulcer 0 0 0 0 0 3 0 0 0 1 0 0 0 0 0 0
(000 (0D 0Co (O ” oo oo
inflammation 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(000 (o200 0 (oo o oo (o0
epidermal cyst 0 0 0 0 0 1 0 0 1 0 0 0 0 0 0 0
oo (o200 (oo n oo (o
{Respiratory system]
nasal cavit <35> <Az2> <38> <33
eosinophilic change:alfactory epithelium 11 0 0 0 22 0 0 0 12 0 0 0 15 0 0 0
(3D CO o0 (82) ( 00 ( 0 ( O (32) ( 0 C 0) ( 0) (45 C 0) C 0) ( O
eosinophilic changeirespiratary epithelium 12 6 1 0 11 2 0 0 14 4 0 0 7 1 1 0
(3 (11 ( 3 (0 (28) ( B C 0 ( 0 (3 (1) C 0 (0 (2 (3 (3 (0
respiratory metaplasiasolfactary epithelium 3 0 0 0 11 0 0 0 4 0 0 0 3 0 0 0
(9o 0o (28) ( 00 C 0 ( O (i o oo (oo o0
respiratory metaplasiatgland 10 14 2 0 13 14 1 0 15 10 1 0 9 3 0 0 xx
(29) (40) ( 8 ( 0 (1) (3 ( 2 ( O (39) (26) ( 3 (0 (e 00
Grade 1+ Stight 2 ¢ Noderate 3 : Marked 4 1 Severs
Ca> & ¢ Number of animals examined at the site
b bt Number of animals with lesion
(c) ctb/ax*x100
Significant difference ; * ! P = 0.05 ¥ I P < 0,01 Test of Chi Square
(HPT150) BAIS2



STUDY NO.  : 0163
ANINAL + HOUSE BDF1
REPORT TYPE : Al

SEX + MALE

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

PAGE :
Graup Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 35 42 38 33
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings i & & W W ® ® & oW ® & & o @ ® ® o
[Respiratary system]
Larynx <35> 42> <38> <383
sauamous cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o000 ()R O NG O B Q) coco oo 3 C0Co (o0
basal cell activation 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
(o0 (0 000 (o0 o0 6) ( 0 (C 0 (0
epithelial dysplaéia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o000 0OCon 0o (OCoCo (o0 o0
lung <35> <42> <38> <33
inflammation 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0300 000 (0 (oo 0CoCo0 (o0
inflammatory infiltration 0 0 0 0 1 0 0 0 0 0 9 0 2 0 0 0
oo (o0 22000000 (oo o0 8) ( 0 ( 00
bronchiolar-alueolar cell hyperplasia 3 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
oo (o0 2200000 (o0 0Co o0
infiltrationtatueolar macrophage 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(O Co 0o 0OCo 0o ({300 0OCoC0lon
{llematopoietic system]
Lymph node <35> 42> <38> 83>
Lymphadenitis 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0 0
(OO 200000 (OO OB G B G G
Grade 1+ Slight 2 Noderate 3 ¢ Marked 4 @ Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference

* : P Z 0,06 %% ¢ P = 0,01 Test of Chi Square



STUDY NO. : 0163 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ HOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : MALE PAGE ¢ 3
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 35 42 38 33
Grade 1 2 3 4 1 2 3 4 1 2 3 .4 1 2 3 4
Organ Findings ® o ® W ® ® & ®m ® & O ® Hm % W
[Hematopoietic system]
spleen <35> <42> <38 <33
deposit of melanin 0 0 0 0 0 0 0 0 0 0 1 1 0 0

1 0
(OO0 (oo CoCon (a0l (a0

extramedul lary hematopoiesis 0 0 2 4

3 0 Q ’ 1 0 0
(000 (8 (10 C 0) ( 0 (000 (o000

fotlicular hyperplasia 1 0 0 0

0 09 00 00
(oo o (o0 (8000 (9000

<

[Circulatary system]

heart <36> 42> <38> 33
mineralization

1 0 0 0
(00 (OO0 (o000 (0 (000

myocardial fibrosis

1 1 0 0 0
(3000 (82000 (o0l (0000

artery/aort <35> <42> 38> {33
mineralization 0 0 0 0 0 1 0 0 0 1 0 0 0 0 0 0
(0o (o (22000 (3o COCo0 o0

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

(c) ctb/ax*x100
Significant difference 3 ¥ 1 P = 0,05 ¥ ! P < 0,01 Test of Chi Square

(HPT150) BAIS2



STUDY NO. & 0183 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX + MALE PAGE ¢ 4
Group Name Control 400 ppm 2000 ppm 10000 ppm
Na. of Animals on Study 35 42 38 33
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 [
Organ Findings @ ® & % ® ® ® ™ @ W & & @ ® ® W
[Circulatary system]
artery/aort <35> 42> 38 33
arteritis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(GO RGN ) B G ) B Q) o200 OCoOCoo o0 (oo o0
[Digestivs system]
oral cavity <35> 42> 38> 33
inflammation 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0
(OC 00 (20000 OO0 (0
sauamous cell hyperplasia 0 0 0 0 0 0 0 0 2 0 0 0 7 5 0 0 *x
(o0 (oo 5 (000 (21) (15) ¢ O C O
basal cell activation 0 0 0 0 0 0 0 0 1 0 0 0 12 5 0 0 %%
oo oo oo (o0 (L0 (36) (15) ( 0 ( 0)
epithelial dysplasia 0 0 0 0 0 0 0 0 0 0 0 0 18 3 0 0 *x
(00 (o000 (o0 0) C 0 (0)( 0 (83) ( 9 C O) (0
tooth <35> 42> <38> <33
cyst 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo (o0 (ool (0o (o0
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 % Severe
<a> a * Number of animals examined at the sits
b b : Number of animals with lesion
(¢) cib/ax 100

Significant difference ; ¥ P = 0.0 #* 1 P £ 0,01 Test of Chi Square

(HPT150)

BAIS2



STUDY NO. : 0163

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAMGE ¢ 5
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 35 42 38 33
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings @ ® & W @ & & o @ & W W @ M @® &
[Digestive system]
‘tooth <35> <42> <38> 33>
inflammation 5 0 0 0 4 0 0 0 1 0 0 0 2 0 0 0
(1) C 00 (100 C 0 C 0 (0 (3o (8 00 o
dysplasia 8 1 0 0 7 2 1 0 11 0 5 1 3 0 1 1
(2 (3 (00 (1M 5 (20 (29) ( 0 (13) ( 3 (o033
tongue <35> 42> <38> @&
epithelial dysplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(Ol (000 (0o (N0
arteritis 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(3o coC2C0 (o0 oo oo CoCo 0o
salivary gl 35> 42> <38 <33
atrophy 0 0 0 0 0 0 0 0 0 0 0 0 1 1 0 0
oo (o () B GI) BE G) B G )] (0o (3300
mineralization 0 0 0 0 1 0 0 0 0 0 0 0 0 1 0 0
(oo (2200000 (oo (30
esgphagus <35> <A42> 38> <33
basal cell activation 0 0 0 0 0 0 0 0 0 0 0 0 7 1 0 0 *x
(o0 o0 (G RGN I GV G ) (o Co o (e (3 CHR O
Grade 1 ¢ Slight 2 : Moderate 3 : Marked 4t Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/axl00

Significant difference ; ¥ ! P = 0.0

** ¢ P S 0.01 Test of Chi Sauare

(iPT150)

BAIS2



STUDY NO.  : 0163

IISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIHAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 6
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 35 42 38 33
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 ® ® % ®
[Digestive systenm]
esophagus <35> <42> 38> <3
epithelial dysplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo (G ORE GO B GO B Q0 oo oo (3o
stomach <35> <42> <38> <33
basal cell activation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
o CoCon {0 (oo (ocoCcnCo (00l
epithelial dysplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
CoCoCon 0 tocoaCon (o0 (oo (3 oo o0
erosion: forestomach 4} 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
oo o (o0 o200 (oo (o0 (oo
hyperplasia:forestomach 0 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0
(oo 00 (o0 (o0 oo oo (oo
" erosioniglandular stomach 1 0 0 0 3 0 0 0 1 0 0 0 1 0 0 0
(3o o0 (D00 (0o (o0
hyperplasiatglandular stomach 10 13 2 0 19 11 1 0 13> 12 1 0 7 4 0 0 %
(29) (3 (8 (0 (45) (26) ( 2) ( O (s (3 (3 (0 (21) (12 C 0 ( O
large intes <35> 42> <38> <33
inflammatory infiltration 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
COCo (0o oo (o (oo oo (O B G B Q) I )]
Grade 1 ¢ Slight 2 : Moderate 3 : Marked 4 % Severe
<a> a ¢ Number of animals examined at the site
b bt Number of animals with lesion
(c) ctb/ax100
Significant difference ; * 1 P = 0,05 ** ! P S 0.01 Test of Chi Saquare
(HPT150) BALIS2



STUDY NO.  : 0163

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUKMARY)

ANTMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢+ 7
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Mimals on Study 35 42 38 33
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings & ® ® ® @& ® ® W ® ® ® o ® oM W™ W
[Digestive system]
Liver <35> <42> <38> 33>
angiectasis 0 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
coco oo (5000 (oo oo 00
necrosis: focal 0 0 0 0 1 0 2 0 1 0 1 0 0 1 1 0
oo oo 20005 (0 (Y 0330
fatty change 0 0 0 0 2 0 0 0 0 0 0 0 0 0 0 0
(oo (8000 CoCo oo OCO 0o
inflammatory infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo oo 200000 (oo co o 000 o0
granulation 3 0 0 0 1 2 0 0 4 3 0 0 2 1 0 0
CoCcoCo o (2800 (1) (8 (0 (0 O30 n
hyperplasia 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(OC oo 20000 CoCco oo 0o 0o
clear cell focus 0 2 0 0 1 0 0 0 4 0 0 0 2 0 0 0
(0Cs 00 (2200000 (I o oo B GR)IGR) B )]
basophi lic cell focus 1 1 0 0 3 0 0 0 4 0 0 0 1 0 90 0
(3300 (D009 (i) C 0o (o0 oo
Grade 1 ¢ Slight 2 Moderate 3 ¢ Marked 4 i Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) c:ib/ax100
Significant difference ; ¥ P =0.05 ¥* 1 P S 0.01 Test of Chi Saquare

(lPT150)

BAIS2



STUDY NO. = 0163

IHISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)

ANIMAL © HOUSE BDFI SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ HALE PAGE : 8
Group Name ’ Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 35 42 38 33
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ W W W @ ® & O & W ® O @& | ® W
[Digestive systenm]
Liver <35> 42> <38 33
vacuolated cell focus 0 1 0 0 2 1 0 0 2 0 0 0 0 1 0 0
(O 0Co (22000 (8000 (03O0
mixed cell focus 2 1 0 0 0 0 0 0 2 0 0 0 0 0 0 0
(e300 COCoCo0 o (0l on (00
biliary cyst 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
ey oo (o oo (o oo oo (oo
[Urinary system]
kidney 35> 42> <38 <33
cyst 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(a0 (220000 (ot (oo oo
basaphilic change 17 0 0 0 8 2 0 0 * 11 1 0 0 11 0 0 0
(49 C 0 () (0 (19 ¢ 5 { 0 (0 (29 (3 (00 (o0
inflammatory infiltration 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo (o0 LG I Q) B Q) B Q) (oo (o coCo (o
tymphocytic infiltration 2 0 0 0 2 0 0 0 2 0 0 0 0 0 0 0
(800 o0 (8000 (8 0o o0 (oo oo
Grads 1 ¢ Slight 2 ¢ Moderate 3 ! Marked 4 : Severe
<a> a * Number of animals examined at the site
b bt Number of animals with lesion
(c) ctb/ax100
Significant difference ; ¥ 1 P = 0.05 ** 1 P 5 0.01 Test of Chi Sauare
(IIPT150) BAIS2



STUDY NO. @ 0163

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMNARY)

ANTMAL + MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX : HALE PAGE : @
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 35 42 38 33
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Orean_____ Findings @ ®m B o @ ® & W ® & & » ® M W ®
[Urinary system]
kidney <35> 42> 38> 33>
osseous metaplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(3000 (0o (0o CoOCo oo
vacuolization of proximal tubule 23 0 0 0 30 0 0 0 36 0 0 0 *x 22 0 0 0
(66) C 0 ( 0) ( 0 (70 C 000 (o0 (67 C 0) C 0) C 0
mineratization:cortico-medullary junction 3 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
Q) I G ) B QR ) B Q) (200000 (8000 CoCcoCno
mineralization:papitla 0 0 0 0 1 0 0 0 3 0 0 0 0 0 0 0
ool (22000 (8o o (ool
mineralization:peluis 2 0 0 0 3 0 0 0 2 0 0 0 3 0 0 0
(o0 (D00 (s 00 (o0 (0o
mineralization:cortex 26 0 0 0 37 0 0 0 29 0 0 0 30 0 0 0
(79 C o 0 ( 0 (8) (00 (o0 (78 ( 0) C 0) (0 (s OO
glomerulosclerosis 0 0 0 0 0 1 0 0 0 0 0 0 0 0 1 0
(o000 (o200 (oo CoCco o0
urin bladd {35 <42> 38> <383
inflammation 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o3 0o (o CoCon o0 (oconoConlon CoCoo o0
Grade 1 @ Slight 2 ¢ Moderate 3 : Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) ctb/ax100

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

(IPT150)

BAIS2



STUDY NO. @ 0183 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL 3 NOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ HALE PAGE ¢
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 35 42 38 33
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ ® o’ o m ® m W @ B & o @ o® ® o
[Endacrine system)
pituitary <34> 42> {38 3P
angiectasis 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(D00 (000 (o0 (oo
cyst 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo o0 (2200000 (oo o0 (oo o
adrenal <35> 42> 38> <33
hyperplasiatcortical cell 2 0 0 0 1 0 0 0 2 0 0 0 0 0 0 0
(8000 (220000 (0o (oo o0
[Repraductive system]
testis <35> <42> <38> <33
atrophy 2 2 0 0 5 5 0 0 3 4 1 0 0 8 0 0
(800 (12) (12) € 0 C 0) (3o (oo
mineralization 2 1 0 0 g 6 0 0 % 3 9 1 0 % 6 1 0 0
(8300 (20 (14 C 0 ( O (8 (20 ( 3) (0 (B (3o
«xanthogranuloma 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(OCn 0o (022000 oo 0o ({0 lon
Grade 1 ¢ Slight 2t Moderate 3 : Marked 4 1 Severe
<Cad a : Number of animals examined at the site
b b : Number of animals with lesion
(c) ctb/ax100

Significant difference :

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

(HPT150)

BAIS2



STUDY NO. @ 0163 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 11
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 35 42 38 33
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings m & & W ® W & o @ W & W @ o & W
[Reproductive system]
epididymis <35> <42> <38 <38
lymphacytic infiltration 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
o3 oo ool oo oo (oo
spermatogenic granuloma 2 0 0 0 0 0 0 0 0 0 1 0 1 0 0 0
(8 000 (o0 (oo C3 o (a0
semin ves <35> 42> <38> 33>
mineralization 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(oo (oo (o0 o3 oo oo (oo
inflammatory infiltration 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(oco oo (o200 (ocoCoCon cocoCnCo
prep/cli gl <35> <42> <38 33>
duct ectasia 3 12 0 0 1 11 1 4] 1 16 0 0 0 g 0 0
(D300 (2 (20 (342 o (o0 co@2n oo
{Nervous system]
brain <35> 42> 38> <33
mineralization 8 0 0 i} 17 0 0 0 16 0 0 0 19 0 0 0 *xx
(2 (0 (00 (400 € 0 C 0 ( 0) (a2 (0 0o (88) C 0y C 0) (O
Grade 1 Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
Ca>d a * Number of animals examined at the site
b b * Number of animals with lesion
(c) ctb/ax100

Significant difference

* 1 P = 0.0b

*x : P = 0.01

Test of Chi Sauare

(IPT150)

BAIS2



STUDY ND. : 0163 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX : MALE PAGE ¢ 12
Group Name Controt 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 35 42 38 33
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4

Organ Findings @ W M W @ @® & O ® & W W ® M W ®

[Special sense organs/appandags]

Harder gl <35> <42> 38> <33>

hyperplasia 0 1 0 0 1 0 0 0 2 0 0 0 0 0 0 0

(o300 (220000 C0

-

(s CoCo o (oo

Rl

[Musculoskeletal system]

bone <35> 42> <38> 32>
osteosclerosis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(OO (n (200000 oo oo oo oo
Grade 1 ¢ Stight 2 ¢ Noderate 3 : Marked 4 3 Severe
<a> a * Number of animals examined at the site
b b : Nunber of animals with lesion
(c) citb/ax100

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

(HPT150) BAIS2



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

(2-YEAR STUDY)



STUDY NO. ¢ 01863 [ISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL * HOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX + FEMALE PAGE : 13
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 26 27 25 23
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ M B W ® ® & O M ® & » ® M W ®
[Integumentary system/appandage]
skin/app 26> @ 25> 23>
sauamous cell hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(oo (GO RGO B GO R Q) (oCoCn o0 (0ol
xanthogranuloma 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
o0 (o0 () RGN B ) B G 1)) (oo (a0l
[Respiratory system)
nasal cauit <26> 2 <25> 23
inflammation 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
oo oo QY I G ) I Q) I G ) (o n (oo
eosinaphilic change:olfactory epithelium 0 1 0 0 0 0 0 0 5 0 0 0 % 2 2 0 0
CoCca oo coco oo (200 C.0y C0) C O (0o
eonsinophilic change:respiratory epithelium 12 5 0 0 16 2 0 0 8 9 0 0 11 4 1 0
(46) (19 ( 0 ( 0 (88 (D0 (32 (368) ( 0) ( (B (1m
respiratary metaplasiatolfactary epithelium 0 0 0 0 0 0 0 0 0 1 0 0 3 0 0 0
oo (0o (GO B G ) B QI ) IR Q) ooy (13 C (oo
respiratory metaplasiaigland 5 1 0 0 1 0 0 0 9 0 0 0 1 1 0 0
(19 (40 (o0 (000 (3 (0 (0 (0 (Do
Grade 1 ¢ Slight 2 ¢ Noderate 3 ¢ Marked 4 3 Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax100

Significant difference ;

* 1 P = 0.05 ®* 1P < 0,01

Test of Chi Square

(1IPT150)

BALS2



STUDY NO. : 0163 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHMAL * HOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 14
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 26 27 25 23
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings ® % W W ® W W o @ W & o ® o ®» W
[Respiratory system]
Larynx 26> Q2 <25> @3
basal cell activation 0 0 0 0 0 0 0 0 0 0 0 0 5 0 0 0 *
(ool o) (o) (0 ( 0 0 Co (0o (22) C ) (0 (0
epithelial dysplasia 0 0 0 0 0 0 0 0 0 0 0 0 2 1 0 0
(o000 0000 00 (0 (o0 (a0 o0
lung <26> <D {255 Q23
lymphocytic infiltration 0 0 0 0 1 2 0 0 2 0 0 0 0 0 ¢ 0
(0o (o0 HED L0 NGO NG I Q)] (ool
bronchiolar-alvealar cell hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
CaH oo o0 oo (o N CCCon (VRN G) B GO I Q)]
[Nematopoietic system]
bone marrow 25> Qn 25> Q23
myelofibrosis 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
LG N ) B Q) R ) N0 HC0 00 (oo lon
Lymph node <26> 27 25> <23
Lymphadenitis 1 0 0 0 0 0 0 0 1 0 0 0 0 0. 0 0
(a0 D Cn o0 H oo (oo
Grade 1 Slight 2 ¢ Noderate 3 : Marked 4 : Severe
<a> a * Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) cib/ax100
Significant difference i ¥ 1P S 0.05 % ! P = 0,01 Test of Chi Sauare

(HPT150)

BAIS2



STUDY NO.  : 0163 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 15
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 26 27 25 23
Grads 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings M & W O @ ® & W @ ® W W @ ® ®» ®

[Hematopoietic system)

spleen <26> QL 25> Q23
atrophy . 0 0 0 0 0

0 0
ool (000 (o0 do0 (a0l

angiectasis 0 0 0 0 0 0 0

20 0 0
(oo (oo (o0 (oo (ool

deposit of melanin 0 0 0 0 0 0 0 0 0 0 0 2

0 1
(o0 ln oo oo (oo (o0 (99000

extramedul lary hematopoiesis

0 0 0 4
ool (o0l (000 om0

hyperplasiatvascular 0 0 0 0 0

0 0 0
(ool (0 C0 (oo (a0

follicular hyperplasia 1 0 0 0 1 0 0 1
(a0 o0 (a0 (00w (0o

[Digestive system]

oral cavity <26> <27 25> Q3
sauamous cell hyperplasia

60 0 00 0 00 5 0 0
(oo Con totoolo0 (90000 (22 C 9 (0 (0

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

b b : Number of animals with lesion
(¢) c:b/ax100
Significant difference ; * 1P S 0.05 ** P £ 0.01 Test of Chi Sauare
(1IPT150)

BAIS2



STUDY NO.  : 0163 IISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMMARY)

ANTMAL ¢ MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 18
Group Name Cantrol 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 26 27 25 23
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ | ® o @ m O’ W ® o ® o @ ® ® o
[Digestive system]
aral cavity 26> 2D <25> Q23

basal cell activation 0 0 0 0 0 0 0 0 1 0 0 0 11 2 0 0 xx
oo oo (ool (HC 0 (@ (0o

epithelial dysplasia 0 0 0 0 0 0 0 0 0 *x
(oo (oo (0 (oo oo (61) C 0) ( O ( O

epithelial dysplasiatincisive duct

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

tooth <26> <@ 25> 23>
inflammation 1 0 0 0 1

0 0 0
(a0 (a0 (2 COCo0C0 (90000

dysplasia 1 0 0 0 0 0 0
a0 (GO RGN 1) B Q) B G ) (oo (o

‘tongus 26> (e4pd 25> Q2P
epithelial dysplasia

0 0
(O B G I G B )] oo oo (0000 (00

arteritis 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(OCo 0o (G RGO B G R G) (o0 ooy
Grade 1 : Slight 2 : Noderate 3 : Marked 4 % Severse
Ca»> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(c) ctb/axl100

Significant difference ¥ P = 0.0 ¥ 1 P = 0.01 Test of Chi Square

(IPT150) BAIS2



STUDY NO.  : 0163

IIISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX  FENALE PAGE : 17
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 26 27 25 23
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ o W @& | ® O @ ®m W W @ o W
[Digestive system]
salivary gl <28> 27> <25> 23>
atraophy 0 0 0 0 0 0 0 0 0 0 0 0 0 3 0 0
(000 (OO0 0o oo (GO QR E:) B Q) B Q)]
Lymphacytic infiltration 1 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
(a0 (o0 (a0 0 0 Co (0 (o0 Q<) B G 1) B Q) I Q)
esophagus <286> @ <25> a3
basal cell activation 0 0 0 0 0 0 0 0 0 0 0 0 7 2 ] 0 *x
CoCoCo (o0 oo oo, OO0 (30 ¢ 9 C 0o
epithelial dysplasia 0 0 0 0 0 0 0 0 0 0 0 0 3 0 1 2
o0l (O C0C0 (o0 0 C 0o (1 (0499
stomach <26> LeAM 25> 23>
Lymphocytic infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(O Cn (NN {0 HCOC o0 lon
basal cell activation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
0o o ool 0 CoC0 o (D0
erosion: forestomach 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
COCoH 0o (00 o 0 (0 (0o (a0 oo
Grade 1 ¢ Slight 2 : Moderate 3 ¢ Marked 4 @ Severe
<a> a : Number of animals examined at the site
b b ¢ Number of animals with lesion
{(c) c:b/ax*100
Significant difference ¥ P = 0.0 x* 1 P = 0.01 Test of Chi Sauare

(HPT150)

BAISZ2



STUDY NO. ¢ 0163 IIISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANTHAL © MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FENALE PAGE ¢ 18
Group Nams Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 26 27 25 23
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings M M & W ® W ®» W @ oM ® o @ ® & O
[Digestive system]
stomach <26> 27 {25> Q2
hyperplasia: forestomach 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0
o CcoCo o oo (0 coCcocn (0000
erosion:glandutar stomach 1 0 0 0 2 0 0 0 1 0 0 0 1 0 0 0
(a0 o0 (D00 (D000 Cacofonon
hyperplasiaiglandular stomach 6 1 0 0 8 4 0 0 10 1 0 0 4 0 0 0
(23) ( 9 (0 0) (30) (18 (@ 0) ( 40) 4) ( 0) 0) (17 0) ( 0 0)
Liver 6> 27> 25> 23>
angiectasis 2 1 0 0 2 0 0 0 1 1 0 0 2 2 0 0
(a0 (oo (o0 (a0 o0 (a0l
necrosis: focal 0 0 1 0 1 0 0 0 0 0 0 0 0 0 0 0
(O oo o0 oo o (oo
lymphacytic infiltration 1 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
(Do (OO0 (o0 (0o (00l
granulation 11 4 0 0 8 5 0 0 7 1 0 0 5 1 0 0
(42) (18) ( O ( 0 (30) (19 C 0) ( 0 (28) ( &Y C 0) ( O (22 (0o
clear éeLL focus 0 0 0 0 2 0 0 0 0 0 0 0 1 0 0 0
(oo (o0 (oo o0 (oo (0 o0
Grade 1 ¢ Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(¢) c:b/a*100
Significant difference * ! P = 0.05 ** 1 P = 0,01 Test of Chi Square

(IIPT150)

BAIS2



STUDY NO. ¢ 0163 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUKMARY)
ANDNAL ¢ HOUSE BDF1 SACRIFICED ANTMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 19
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 26 27 25 23
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings m & W W w ® ® o @ ® ® W @ w & o
[Digestive system]
Liver 26> Q@2 25> <23>
basophilic cell focus 1 0 0 0 1 1 0 0 0 0 0 0 1 0 0 0
(0w (oo LG ) B G ) N Q) B Q)] H4 0o
vacuolated cell focus 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(aCo 0o (OCoH0Co (Ol (OGN IO B Q)]
mixed cell focus 0 0 0 0 2 0 0 0 3 0 0 0 1 0 0 0
(ocoCo o (Do (12 ¢ o) C 0) ( O H 00 o0
biliary cyst 0 0 0 0 1 1 0 0 2 0 0 0 0 0 0 0
(oo (O CHnCo0 (8o o 000 o0
[Urinary system]
kidney <26> <27 <25> 23>
cyst 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(oo (o0 (oo (oo oo 00 (0o
hyaline droplet 1 0 0 0 0 0 0 0 0 0 V] 0 2 1 0 0
800 (o0 OO 0o (oo 9 C4HCo o
basophilic change 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(9000 QORI G) IE G Q) oo oo 0000
Grade 1 Slight 2 : Moderate 3 ¢ Marked 4 Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100

Significant difference ;

¥ 1P 50,05 ¥ 1 P = 0,01

Test of Chi Square

(1IPT150)

BAISZ



STUDY NO.  : 0183

HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL : MOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 20
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 26 27 25 23
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ_____ Findings @ ® & W & ® & W ® M & o M | ® W
[Urinary system]
kidney 26> 2 25> 23>
lymphocytic infiltration 1 ] 0 0 2 1 0 0 1 0 0 0 0 0 0 0
CHCn0Co (a0 oo o0 0 C0CO o0
polyp 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
(O (00 (oo 0CoOColon
hydronephrosis 0 0 0 0 .0 1 0 0 0 2 0 0 0 2 0 0
(OCOHL0 (o0 (o (a0 o8 oo 09 0o
mineralization:cortico-medutlary junction 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo (o0 (OC o (OO0 4H 000
mineralization:papilla 0 0 0 0 0 0 0 0 i 0 0 0 0 0 0 0
(0o (o0 o0 (o0 OCoCo o
mineralization:peluis 0 0 0 0 0 0 0 0 2 0 0 0 0 1 0 0
(ocoCo0 o0 (GO B GO B GO BE Q) (oo 0Cal0Con
mineralization:cortex 1 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(a0 (o0 (oo (o0 (o oo HC0 00
[Endocrine system]
pituitary <26> [e¥pd <24> <23>
angiectasis 2 0 0 0 2 0 0 0 3 0 0 0 1 0 0 0
(0o (D0 (B HC0 0o
Grade 1 @ Slight 2 ¢ Moderate 3 ¢ Marked 4 : Severe
<ad> a : Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100

Significant difference * 1P < 0.05

*»* I P = 0.01 Test of Chi Sauare




STUDY NO.  : 0163 HISTOLOGICAL FINDINGS :NON~NEOPLASTIC LESIONS (SUMNARY)

ANTHAL : MOUSE BDFI SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 21
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 26 27 25 : 23
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ, Findings M ® ® W ® ® ® W @ ® W W W ® ® W
[Endocrine system)
pituitary <26> Q2 <24> 2
cyst 2 0 0 0 0 1 0 0 0 0 0

0 0 0 0 0
(o0 (ocoColow (00 (oo don

—
-
fg

hyperplasia 0 0 0 [ 0 0 0 1 0 0 0 1 0 0 0

1
(a0 Cn (15 C (00 (ot (oo

thyroid <26> Q2D <25> Q23
ectopic thymic tissue 0 0 0 0 1 0 0 0 0 0 0 0 0 0

0 0
oo (ataoCaCo oo o0

—~
=)
R
—

[Reproductive system]

ovary {26> Q@ 25> 23>
thrombus 1 0 0 0 0 1 0 0 0 1 0 0 0 1 0 0
(00 (a0 o0 (oo o0 (a0
cyst 3 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(12 C 0 C 0 C 0 (oo (o (oo (0 oo oo
inflammatory infiltration 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(000 oo o (a0 o (oo
Grade 1 ¢ Slight 2 ¢ Moderate 3 * Marked 4 1 Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion

(c) cib/ax*100
Significant difference ; ¥ 1 P = 0,05 1 P 50,01 Test of Chi Square

(IPT150) BAIS2



Significant difference ;

*: P = 0.05

P s 0.01

Test of Chi Sauare

STUDY NO. : 0163 HISTOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL : NOUSE BDF1 SACRIFICED ANIMALS (105W)
REPORT TYPE : Al
SEX ¢ FEMALE PAGE : 22
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 26 27 25 23
. Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ______ Findings @ W ®» W @ ®m & W ® & & O @ B W ®
[Repraductive system]
uterus <26> 27 <25> @3>
thrombus 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo o (o0 oo oo cocoCon (a0l
2 T 7 & & {
cystic endometrial hyperplasia 9 1% 0 0 2 14 0 0 x 5 12 0 0 9 9 0 0
: (3) (38) (0 (0 (D52 (00 (20) (48) C 0) ( 0) (39 (39 ( (O
mammary gt <26> <@ <25> <23>
hyperplasia 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
oo (o0 (O B GI1) B GV B QIR )) (a0 o0 (oCoCn o0
atypical hyperplasia 0 0 0 0 1 1 0 0 0 0 0 0 0 0 ¢ 0
(ool (a0 (oo (oo
galactocele 0 0 0 0 1 0 0 0 1 1 0 0 0 0 0 0
coCco o (o0 (0o (0o (ocoCoon
[Nervous systen)
brain 26> 2D <255 23>
mineralization 10 0 0 0 9 0 0 0 5 0 0 0 ¢] 0 Q 0
(38) oo (0 (3 (0 (o (o0 (200 C ) C0)y (O (s (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) ctb/ax100

(1IPT150)

BAIS2



STUDY NO.  : 0163

ANTHAL + HOUSE BDF1
REPORT TYPE : Al

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

SEX : FEMALE PAGE : 23
Group Name Contral 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 26 27 25 23
Grade 1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4
Organ Findings @ & o o @ & & W ® & ® ® w ® ® O
[Special sense organs/appandage)
Harder gt 26> Q2 <25 QP
hyperplasia 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(H 0o Co oo (o0 CoCo oo (oo
{Body cavities]
per-itoneun 26> 2 <26> 2P
inflammation 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
oo (o (oo (o oo o (o0
adipose <26> 27> <25 23>
granulation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
oo oo oo oo (oo oo (a0 o
Grade 1 : Slight ¢ Moderate 3 ¢ Marked 4 : Severe
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(c) cib/ax100
Significant differencs ; ¥ 1P = 0.05 x* 1 P 5 0,01 Test of Chi Sauare

(HPT150)

BAISZ



APPENDIX M 1

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

RAT : MALE



STUDY NO. @ 0162 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANTMAL * RAT F344
RIEPORT TYPE @ Al
SEX ¢ MALE PAGE ¢ 1
Time-related Items Group Name Control 400 ppm 2000 ppm 10000 ppm
Weeks
0 - 52 NO. OF EXAMINED ANIMALS 0 0 0 0
NO. OF ANINALS WITH TUMORS 0 0 0 0
NO. OF ANIMALS WITI SINGLE TUMORS 0 0 0 0
NO. OF ANTMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 0 0 0
NO. OF MALIGNANT TUMORS 0 0 0 0
NO. OF TOTAL TUMORS 0 0 0 0
53 - 78 NO. OF EXAMINED ANIMALS 1 2 1 0
NO. OF ANIMALS WITH TUNORS 0 2 1 0
NO. OF ANIMALS WITH SINGLI TUMORS 0 1 0 0
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 1 1 0
NO. OF BENIGN TUMORS 0 1 1 0
NO. OF MALIGNANT TUMORS 0 2 1 0
NO. OF TOTAL TUMORS 0 3 2 0
79 - 104 NO. OF EXAMINED ANIMALS 5 8 13 11
NG, OF ANIMALS WITH TUMORS 5 8 13 11
NO. OF ANIMALS WITH SINGLE TUMORS 1 4 2 2
NO. OF ANIMALS WITH MULTIPLE TUMORS 4 4 11 9
NO. OF BENIGN TUMORS g i1 19 16
NO. OF MALIGNANT TUMORS 2 5 13 8
NO. OF TOTAL TUMNORS 11 16 32 24
105 - 105 NO. OF EXAMINED ANINALS 44 40 36 39
NO. OF ANIMALS WITH TUMORS 43 40 36 39
NO. OF ANTMALS WITH SINGLE TUMORS 14 10 9 14
NO. OF ANIMALS WITII MULTIPLE TUMORS 29 30 27 25
NO. OF BENIGN TUMORS 90 75 80 73
NO. OF MALIGNANT TUMORS 5 7 7 11
NO. OF TOTAL TUMORS 95 82 87 84
(HPTO70)

BAIS2



STUDY NO. & 0162 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANTMAL ¢ RAT F344
REPORT TYPE : Al
SEX ¢ MALE PAGE ¢ 2
Time-related Items, Group Name Control 400 ppm 2000 ppm 10000 ppm
Weeks,
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITII TUMORS 48 50 50 50
NO. OF ANIMALS WITH SINGLE TUMORS 15 15 11 16
NO, OF ANIMALS WITH MULTIPLE TUMORS 33 35 39 34
NO. OF BENIGN TUMORS 99 87 100 89
NO. OF MALIGNANT TUMORS 7 14 21 19
NO. OF TOTAL TUMORS 106 101 121 108
(1PT070)

BAIS2



APPENDIX M 2

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

RAT @ FEMALE



STUDY NO. @ 0162 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANINMAL ¢ RAT F344
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢+ 3
Time-related Ttems Group Name Control 400 ppm 2000 ppm 10000 prm
Weeks,
0 - 52 NO. OF EXAMINED ANINALS 1 0 0 0
NO. OF ANIMALS WITIF TUMORS 1 0 0 0
NO. OF ANIMALS WITH SINGLE TUMORS 1 0 0 0
NO, OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS Q 0 0 0
NO. OF MALIGNANT TUXORS 1 0 0 0
NO. OF TOTAL TUMORS 1 0 0 0
53 - 78 NO. OF EXAMINED ANIMALS 0 1 2 2
NO. OF ANIMALS WITH TUMORS 0 i 2 2
NO. OF ANIMALS WITH SINGLE TUMORS 0 1 1 2
NO. QF ANIMALS WITH MULTIPLE TUMORS 0 0 1 0
NO. OF BENIGN TUMORS 0 1 1 i
NO. OF MALIGNANT TUMORS 0 0 2 1
NO. OF TOTAL TUMORS 0 1 3 2
79 - 104 NO. OF EXAMINED ANIMALS 8 g9 7 11
NO. OF ANIMALS WITH TUMORS 8 9 7 10
NO. OF ANIMALS WITI SINGLE TUMORS 7 3 2 7
NO. OF ANIMALS WITH MULTIPLE TUMORS 1 6 5 3
NO. OF BENIGN TUMORS 3 12 10 10
NO. OF MALIGNANT TUMORS 6 6 4 8
NO. OF TOTAL TUMORS g 18 14 18
105 - 105 NO. OF EXAMINED ANIMALS 41 40 41 37
NO. OF ANIMALS WITH TUMORS 25 24 29 28
NO. OF ANIMALS WITH SINGLE TUMORS 15 14 17 17
NO. OF ANIMALS WITH MULTIPLE TUMORS 10 10 12 11
NO. OF BENIGN TUNORS 31 31 34 30
NO. OF MALIGNANT TUMORS 4 4 11 11
NO. OF TOTAL TUMORS 35 35 45 41
(1IPT070) BAISZ



STUBY NO. @ ¢lB2 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS ~ TIME RELATED
ANIMAL ¢ RAT F344
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢+ 4
Time-related Items, Group Name Control 400 ppm 2000 ppm 10000 ppm
Weeks,
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 34 34 38 40
NO. OF ANIMALS WITH SINGLE TUMORS 23 18 20 26
NO. OF ANIMALS WITH MULTIPLE TUMORS 11 18 18 14
NO. OF BENIGN TUMORS 34 44 45 41
NO. OF MALIGNANT TUMORS 11 10 17 20
NO. OF TOTAL TUMORS 45 54 62 61
(HPTO70)

BAIS2



APPENDIX M 3

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

MOUSE : MALE



STUDY NO, : 0163 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TINE RELATED
ANINAL : MOUSE BDF1
REPORT TYPE : Al
SEX s MALE PAGE ¢+ 1
Time-related Items Group Name Cantrol 400 ppm 2000 ppm 10000 ppm
Weeks,
0 - 52 NO. OF EXAMINED ANIMALS 2 0 1 1
NO. OF ANIMALS WITH TUMORS 0 0 0 1
NO. OF ANIMALS WITH SINGLE TUMORS 0 0 0 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 Q 0
NO. OF BENIGN TUMORS 0 0 0 0
NO. OF MALIGNANT TUMORS 0 0 0 1
NO. OF TOTAL TUNMORS 0 0 0 1
53 - 78 NO. OF EXAMINED ANIMALS 6 2 1 2
NO. OF ANIMALS WITH TUMORS 4 2 1 2
NO. OF ANIMALS WITH SINGLE TUMORS 3 2 1 2
NO. OF ANIMALS WITH MULTIPLE TUMORS 1 0 0 0
NO. OF BENIGN TUMORS 2 0 0 0
NO. OF MALIGNANT TUMORS 6 2 1 2
NO. OF TOTAL TUMORS 8 2 1 2
79 - 104 NO. OF EXAMINED ANINALS 7 6 10 14
NO. OF ANIMALS WITH TUMORS 4] 6 10 12
NO. OF ANIMALS WITH SINGLE TUMORS 3 3 5 7
NO. OF ANIMALS WITH MULTIPLE TUMORS 3 3 5 5
NO. OF BENIGN TUMORS 3 2 3 3
NO. OF MALIGNANT TUXORS 7 7 13 17
NO. OF TOTAL TUMORS 10 g 16 20
105 - 105 NO. OF EXAMINED ANIMALS 35 42 38 33
NO. OF ANIMALS WITH TUMORS 24 24 27 25
NO. OF ANIMALS WITH SINGLE TUMORS 15 16 18 13
NO. OF ANIMALS WITH MULTIPLE TUMORS 9 8 g i2
NO. OF BENIGN TUMORS 10 14 17 15
NO. OF MALIGNANT TUMORS 27 24 21 26
NO. OF TOTAL TUMORS 37 38 38 41
(1iPT070)

BAIS2



STUDY NO.

+ 0163

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

ANTHAL + MOUSE BDF1
REPORT TYPE : Al
SEX ¢ HALE PAGE : 2
Time-related Items, Group Name Control 400 ppm 2000 ppm 10000 ppm
Weeks
0 - 105 NO. OF EXAMINED ANIMALS 50 50 50 50
NO. OF ANIMALS WITH TUMORS 34 32 38 40
NO. OF ANIMALS WITH SINGLE TUMORS 21 21 24 23
NO. OF ANIMALS WITH MULTIPLE TUMORS 13 11 14 17
NO. OF BENIGN TUMORS 15 16 20 18
NO. OF MALIGNANT TUXORS 40 33 35 46
NO. OF TOTAL TUMORS 55 49 55 64
(HPTO70)

BAIS2



APPENDIX M 4

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

MOUSE: FEMALE



STUDY NO. ¢ 0183 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TIME RELATED
ANTHAL + HOUSE BDF1

REPORT TYPE : Al

SEX + FEMALE PAGE : 3
Time-related Items Group Name Control 400 ppm 2000 ppm 10000 pom
Weeks
0- 52 NO. OF EXAHINED ANIMALS 0 2 0 2
NO. OF ANIMALS WITH TUMORS 0 1 0 1
NO. OF ANIMALS WITH SINGLE TUMORS 0 1 0 1
NO. OF ANIMALS WITH MULTIPLE TUMORS 0 0 0 0
NO. OF BENIGN TUMORS 0 0 0
NO. OF MALIGNANT TUMORS 0 1 0 1
NO. OF TOTAL TUMORS 0 1 0 1
53 - 78 NO. OF EXAMINED ANINALS 7 7 4 8
NO. OF ANIMALS WITH TUMORS 6 6 2 5
NO. OF ANIMALS WITH SINGLE TUMORS 4 6 2 5
NO. OF ANIMALS WITH MULTIPLE TUMORS 2 0 0 0
NO. OF BENIGN TUMORS 1 1 0 0
NO. OF MALIGNANT TUMORS 5 2 5
NO, OF TOTAL TUMORS 8 6 2 5
79 - 104 NO. OF EXAMINED ANIMALS 17 14 21 18
NO. OF ANIMALS WITH TUMORS 17 14 19 17
NO, OF ANIMALS WITH SINGLE TUMORS 13 10 14 11
NO. OF ANIMALS WITH MULTIPLE TUMORS 4 4 5 6
NO. OF BENIGN TUMORS 6 3 3 1
NO. OF MALIGNANT TUMORS 16 20 22 23
NO. OF TOTAL TUMORS 22 23 25 24
105 - 105 NO. OF EXAMINED ANIMALS 26 27 25 23
NO. OF ANIMALS WITH TUMORS i5 18 17 20
NO. OF ANIMALS WITH SINGLE TUMORS 8 11 9 g
NO. OF ANIMALS WITH MULTIPLE TUMORS 7 7 8 11
NO. OF BENIGN TUMORS 11 16 19 18
NO. OF MALIGNANT TUMORS 14 12 11 22
NO. OF TOTAL TUMORS 25 28 30 40
(1IPT070)

BAIS2



STUDY NO. ¢ 0183 NUMBER OF ANIMALS WITH TUMORS AND NUMBER OF TUMORS - TINE RELATED
ANINMAL ¢ MOUSE BDF1
REPORT TYPE : Al
SEX ¢ FEMALE PAGE ¢ 4
Time-related Items Group Name Control 400 ppm 2000 ppm 10000 ppm
____Weeks
0 - 105 NO. OF EXAMINED ANINALS 50 50 50 48
NO. OF ANIMALS WITH TUHORS 38 33 38 43
NO. OF ANIMALS WITH SINGLE TUMORS 25 28 25 26
NO. OF ANIMALS WITH MULTIPLE TUMORS 13 11 13 17
NO. OF BENIGN TUMORS 18 20 22 19
NO. OF MALIGNANT TUMORS 37 38 35 51
NO. OF TOTAL TUMORS 55 58 57 70
(PT070)

BAIS2



APPENDIX N 1
NEOPLASTIC LESIONS - INCIDENCE AND TUMOR OCCURRENCE
RAT : MALE

(2-YEAR STUDY)



STUDY NO.  : 0162 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX : MALE PAGE ¢ 1
Graup Name Control 400 ppm 2000 ppm 10000 ppm

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

[ Integumentary system/appandage]

skin/app <50> <50> <560> <B0>
sauamous cell papilloma 0 ( o%) 0 (o 1 (29 o ( o%
trichoepitheliona 1 (29 0 ( o9 1 (2% 129
keratoacanthoma 3 (8% 2 ( 4p 4 ( 8h) 1 2p
calcifying epithelioma o (0% 0 ( op 0 op 2 (4%
sebacenus adenoma 0 ( op 1 (29 0 ( op) 1 (2%
schwannomatmalignant 0 ( o%) I (29 0 (o b2

subcutis <GB0 <560> <60> <50
fibroma 3 ( 6% 4 ( 8p 8 (16%) 3 ( 6%
Lipoma 1 (25 0 ( op) 3 (6% 0 ( 0%
fibrosarcoma 0 ( 0B 1 (2% 1 (2p 2 (4%
schwannoma:malignant 0 ( 0%) 1 ( 2%) 0 (0% 0 o
histiocytic sarcoma 0o 0 ( on 2 (49 0 (0B
tumor tmatignant:NOS r (2 0 (oW 0 ( of 0 (o
sarcoma:NOS Y 0 (0B 0 (0% 1 (2w

[Respiratory systen]

Larynx <60> <60> <GB0 <50>
squamaus cell carcinoma 0 (o 0 (0B 0 ( 0% 1 (2w
<a> a * Number of animals examined at the site
b (¢) b : Number of animals with neoplasm cib/ax100

(1IPTO85) BAIS2



STUDY NO. @ 0162 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX : MALE PAGE ¢ 2

Group Name Cantrol 400 ppm 2000 ppm 10000 ppm

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

[Respiratory system]

lung <50 <50> <50> <50>
bronchiolar-alueotar adenoma ( 6% ( 2% ( 8% ( 2p

[Hematopoietic system]

Lymph node <50> <60 <50> <50>
malignant Lymphoma ( o (2% ( o ( op

spleen <50> <60> 49> <50
monanuclear cell leukemia ( 8% ( 10%) ( 14%) ( 8%
hemangiosarcoma ( 0% ) (o ( 2n

[Digestive system]

oral cavity <50> <50> <50> <50
squamous cell papilloma (o ( op ¢ 0% ( 4%
sauamous cell carcinoma (o (o ¢ % ( 10%)

‘tongue <60> <50> <50> 49>
osteosarcoma ¢ o ( 0% (% (2%

stomach <50 <50> <50 <50>
sauamous cell papilloma ( 2% ¢ o% ( o ( 0%
keratoacanthoma (4% ( on ( om (2%
squamous cell carcinoma ( o (o ( o ( 20

small intes 50> <B0> <50> <50
adenocarcinama { op ( on ( 2% ( o%

largs intes <50> <500 <60> <50>
neuroendacrine cell tumor:benign (o ( om (29 QYY)

Liver <50> <60> <50> <50>
histicoytic sarcoma ( o ( op ( 4% (0%

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




STUDY NO. : 0162 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX : MALE PAGE ¢+ 3

Group Name Control 400 ppm 2000 ppm 10000 ppm

Organ_____ Findings No. of animals on Study - 60 50 50 50

[Digestive system]

Liver <50> <50> <500 <50>
hepatocellular carcinoma 0 ( o% 0 ( o% 0 ( 0% 1 (2%

[Endacrine system]

pituitary <560> <50 <50> <B0>
adenoma 19 ( 38%) 16 ( 32%) 14 ( 28%) 11 22%)
adenocarcinoma 0 (0% 0 ( op 1 ( 2% 0 ( 0%)

thyroid <50 <49 <49 <A
C-cell adenoma 7 ( 14%) g ( 18%) 3 ( 6% 7 (4%
follicular adenoma 0 ( o% 1 (2% 0 ( op 1 (20
G-cell carcinoma 1 (2% 2 (4% 2 (4% 0 ( 0%
follicular adenocarcinoma 0 ( op 2 (4% 0 ( 0% 0 ( on

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

adrenal <50> <50> <50> <50>
pheochromocy toma 8 (16%) 4 ( 8%) g (18%) 7 (14%)
cortical adenoma 0 ( o 0 ( 0% 0 ( o% 1 ( 2%
pheochromacytomasmal ionant 1 (2% 0 ( o 1 (2% 0 ( 0N

[Reproductive system]

testis <50> <50> : <50> <50
interstitial cell tumor 42 ( 84%) 40 ( 80%) 44 ( 88%) 47 { 94%)

mammary gl <50> <50> <50> <B0>
adenoma 1 (2% 1 (2% 0 ( 0% 0 ( 0%)

<ad a : Number of animals examined at the site
b (c¢) b : Number of animals with neoplasm cib/ax*100
(11PT085)

BAIS2



STUDY NO. : 0162
ANTHAL ¢ RAT F344
REPORT TYPE : Al

SEX ¢ HALE

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

PAGE :+ 4
Group Name Control 400 ppm 2000 ppm 10000 ppm

Organ Findings Np. of animals on Study 50 50 50 50

[Reproductive system)

mammary gl <60> 50> <50 <60
fibroadenoma 1 (29 ¢ o% ( 4% ( o%

prep/cli gl 50> <50> <50> 50>
adenoma 1 (2w ( 4% ( 4 ¢ %

[Neruous system]

brain <500 <50> <500 <50>
meningioma:benian 0 (0B (20 ( o ( op
malignant reticulosis 1 (2% ( 0% ( 0% ¢ o
glioma 0 ( o ( om (20 ( op

[Special sense organs/appandage]

Zymbal gl <50 <50> <50> <B0>
sebaceous adenoma 0 ( 0% ¢ 0% (2% ¢ 0B

[usculoskeletal system]

nuscle <560 <BO> <500 <50>
sarcomas NOS 0 ( o%) (2% (o (0%

bone <50> <50> <50> <50>
osteosarcoma 0 ( 0%) ( o%) ( 2% ¢ o9

vertebra <50> <50> <50> <50>
sarcomas NOS 0 ( o%) (o ( 2% (. 0%)

[Bady cavities]

peritoneum <50> <50 <50> <B0>
mesothelioma 0 ( 0P ( o% { 2%) (2%

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

BAIS2



APPENDIX N 2
NEOPLASTIC LESIONS - INCIDENCE AND TUMOR OCCURRENCE
RAT @ FEMALE :

(2-YEAR STUDY)



STUDY NO.  : 0162 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ FEMALE PAGE: 5
Group Name Control 400 ppm 2000 ppm 10000 ppm

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

{Integumentary system/appandags]

skin/app <6O> <60> <B60> <G
trichoepithelioma 0 (0 1 (29 0 (0 0 ( of
keratoacanthoma 0 ( o 0 ( 0% 1 (29 0 (0%
schwannoma:mal gnant 0 ( op 0 ( o 1 (28 0 (0%

subcutis <60> <50> <60> 60>
fibroma (2% 2 (4% 0 ( op 1 (2p
fibrosarcoma (29 0 ( op 0 (o 0 op
histigeytic sarcoma 0 (0B 1 (2p 0 ( 0B 0 (¢ 0%
sarcoma:NOS 1 (2% 0 (0P ¢ ( 0p 1 (2%

[Respiratory system]

lung <50> <50> <50 . <50>
branchiolar-alueolar adenoma (2% 1 (29 1 (2% 1 (2
squamous cell carcinoma 0 (0% 0 ( on 1 (21 0 C 0%

{llematopoietic system]

bone marrow <60> <50 <50> <50>
malignant histiocytosis 0 (0% 0 (0% 1 (2% 0 ( 0%

spleen <50> <B0> <50> <50>
fibrosarcoma 1 (2% 0 ( 0% 0 ( o%) 0 ( %
mononuclear cell leukemia 4 ( 8y 5 (10%) 8 (18%) 7 (14%)

[Digestive system]

oral cavity <50> <50> <b0> <B0>
squamaus cell carcinoma 0 (0B 1 (29 1 (2% 3 ( 6%)
Ca> a @ Number of animals examined at the site
b (c¢) b ¢ Number of animals with neoplasm cib/ax100
(HPTO85)

BAISZ




STUDY NO.  : 0162 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX © FEMALE PAGE: 6
Grroup Name Control 400 ppm 2000 ppm 10000 ppm

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

[Digestive system]

esophagus <50> <50 <50> <50>
squamous cell carcinoma 0 ( o%) 0 ( 0% 0 ( 0% 1 (29
stomach <50 S0 <50> <50>
neurgendacrine csll tumor:malignant 0 (o 0 (0B 1 (2p 0 (0%
Liver <50> <B0> <50 <BO>
histiooytic sarcama 0 ( o (21 0 ( op 1 (2

{Endocrine system]

pituitary <50 <50> <50> <50
adenoma 8 (16%) 11 ( 22%) 9 (18%) 14 ( 28%)
adenacarcinoma 0 ( 0% 1 (2% 0 ( o [ 9]
thyraid <GB0 <50> <B0> <B0>
C-cell adenoma 2 (4% 7 ( 14%) 8 ( 16%) 5 (10%)
C-cell carcinoma 0 (0% 0 ( o 1 (2B 2 (4%
panc islet <50> <60> <B0> <50>
islet cell adenoma 0 (0 1 (29 3 ( 8% 1 (2
adrenal <50 B0 <50> <50>
pheochromacytona 4 ( 8% 1 (21 1 (2% 2 (4D
cartical adenoma 0 ( o 0 (0% (2% 0 ( 0%
cortical adenocarcinoma 0 ( op 0 ( op 0 (0B 1 (2%

[Reproductive system]

ovary &0 <50 <50> <50>
granulosa-theca cell tumor 1 (2% 0 ( 0% 0 ( 0% 1 (2%
uterus <50> <50> <50 <50>
hemangiona 0 ( 0% 1 (2% 0 (0B 1 (2%
<a> a ¢ Number of animals examined at the site
b (c¢) b * Number of animals with neoplasm ctb/a*100




STUDY NO.  : 0162 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX * FEMALE PAGE ¢+ 7
Group Name Control 400 ppm 2000 ppm 10000 ppm

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

[Repraductive system]

uterus <50> <B60> <B0> <50>
endometrial stromal polyp 5 ( 10%) 5 ( 10%) 10 ( 20%) 4 ( 8%)
adenacarcinoma 1 (2% 0 ( 0% 1 (2% 0 (0%
Leiomyosarcoma 1 ( 2% 1 (2% 0 ¢ op 0 ( 0%
endometrial stromal sarcoma 1 (2% 0 ( op 1 (29 0 ( 0%
uagina (G EM <B0> <GB0
squamous cell papilloma 0 ( 0% 1 (29 0 (o 0 (0
mammary gi <BO> <50> <50> <50
adenama 1 (29 3 ( 6% 0 ( 0% 1 (2%
fibroadenoma g (18%) 10 ( 20%) 8 (18%) 9 (18%)
adenacarcinoma 0 (0% 0 ( 0% 0 ( 0% 3 ( 6%
prep/cli gl <50> <50> <50> <50>
adenoma 2 (4% 0 ( o% 3 ( 8% 1 (2

[Neruous system]

brain <50> <50> <50> <50
glioma 1 (2% 0 ( 0% 0 ( o) 0 ( 09

[Special sense organs/appandage]

Zymbal gl <50> <50> <50 <500
squamaus cell carcinama 0 ( op 0 ( o%) 1 (2% 0 ( 0%

[Body cavities]

retroperit B0 <B0> <50> <50>
sarcomasNOS 0 ( 0% 0 ( 0% 0 ( 0% 1 (2%
Ca> a : Number of animals examined at the site
b (¢) b : Number of animals with neoplasm c:b/axl100
(HPT085)

BAIS2



APPENDIX N 3
NEOPLASTIC LESIONS - INCIDENCE AND TUMOR OCCURRENCE
MOUSE: MALE

(2-YEAR STUDY)



STUDY NO. & 0163

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX T MALE PAGE ¢ 1

Group Name Controt 400 ppm 2000 ppm 10000 ppm

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

[Intesumentary system/appandage]

subcutis <50 <50> <50 <G0>
xanthoma 2 (4% ¢ 2% (2% QY]
mastoytoma:benion 0 ( 0% ( 0% ¢ o ( 2w
hemangioma 0 ( 0% ¢ o% (2% (%
hemangiosarcoma 0 ( o% ( 2% ¢ o% ( o%)

[Respiratory system]

larynx <50> 50> <50 <50>
squamous cell carcinoma 0 ( 0% ( 0% o ( 4%

tung <50> <50 <50> <50
bronchiolar-atueolar adenoma 3 ( 6% 3 ( 6% ( 8% ( 8%
bronchiolar-alusolar carcinoma 7 ( 14%) 3 ( 6% ( 10% (

[Hematopaietic system]

bone marrow <50> <&0> <500 48>
hemangioma 2 (4% 0 ( on (0w ¢ om

Lymph nade <GB <60> <50 <50
malignant Lymphoma 5 ( 10%) 6 (12%) ( 12%) ( &%
mastoytomaimal ignant 0 ( op (2% (¢ 0% (2%

spleen <60> <50 <50> <B0>
hemangioma 1 (20 ¢ o% (2% ¢ %
malignant Lymphoma 1 (2% (2% ( 4% (¢ 0%
hemangiosarcama 2 (4% ( 29 ( 8% (G

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

BAISZ



STUDY NO.  : 0183 I1ISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMNARY)

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

REPORT TYPE : Al

SEX © MALE PAGE ¢+ 2
Group Name Controt 400 ppm 2000 ppm 10000 ppm

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

[Circutatory system]

heart <50> <50 <500 <50
hemangioma 1 (2% 0 ( 0% 0 ¢ op 0 ( om

[Digestive system]

oral cavity 6N <50 <B0> <50
souamous cell papilloma 0 ( 0% o (0% 0 ( o 4 ( 8%
squamous cell carcinoma 0 (0% 0 ( 0% 0 ( 0% 13 ( 26%)
esophagus <50> <B0> <50 <60>
sauamous cell carcinoma 0 ( oR 0 (0% o ( 0% 7 (14%)
stomach <E0 <B0> <50> <50>
squanaus cell papilloma ¢ ( op 0 ( 0% 0 ( 0% 2 (40
adenoma 0 ( 0% 0 ( 0% 1 (2% 0 ( o%
squamous cell carcinoma 1 (2% 0 (0% 0 ( op 7 ( 14%)
mastoytomatmalignant 0 (0% 0 ( 0% 0 ( 0% 1 (2B
Liver <50> <50> <B0> <50
hepatocel lutar adenama 2 (4 6 (12%) 4 ( 8h) 3 ( 6%
angiomyolipoma 0 ( 0% 0 ( 0B o (0% 1 (20
histiocytic sarcama 0 ( 0B 2 (4% 0 ( 0B 1 (21
hemangiosarcoma 4 ( 8%) 5 ( 10%) 5 ( 10%) 4 ( 8%
hepatocellular carcinoma 13 ( 26%) 10 ( 20%) g (189 4 ( 8%

[Urinary systenm]

urin bladd <500 <50 <BO0> <50>
histiocytic sarcoma 6 ( o%) 0 ( o% 1 (2% 0 ( 0%
Ca> a : Number of animals examined at the site
b (c) b : Number of animals with neoplasm c:b/ax*100

(HPT085) BAIS2



STUDY NO. & 0163

——

HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANTHAL © KOUSE BDF1 ALL ANIMALS (0-105W)

REPORT TYPE : Al

SEX + MALE PAGE : 3

Graup Name Control 400 ppm 2000 ppm 10000 ppm

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

{Endocrine system]

pituitary 49> B0 <60> <50>
adenoma (2% (o ¢ 0% (2%
adenocarcinama (2% (2% ¢ o% ¢ on

thyroid GO (G114 <50> <B0>
fallicular adenoma (o9 { o (2B (0%

adrenal <50> <500 <50> <50>
cortical adenama ( op (2% (2% ( o%

[Reproductive system]

epididymis <50> <50> <&M <50>
histiooytic sarcoma (2% (2 ¢ 0% ( 20

semin ues <B0> <60> <50> <50>
fibrosarcona ( 0% (0% (2% ( 0%

prostate <50> <50 <50> <BO>
adenoma ( o% ( 2% ( o% ¢ %

[Neruous systenm]

periph nerv <50 <50 B0 <B0>
histiooytic sarcoma ( 2% ( 0% ¢ 0% ( on

[Special sense organs/appandage}

Harder gt <50> <50 <500 <50
adenoma ( 6% ( 8w ( 129 ( 4%
adenacarcinoma ( 2% 2% ¢ o ( on

[Musculosketetal system]

muscle <50> <50> <B0> <5B0>
hemangiosarcoma ( o%) ¢ o (20 ( on

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

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




STUDY NO.  : 0163 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

ANTMAL : MOUSE BDF1 ALL ANINALS (0-105W)

REPORT TYPE ¢ Al

SEX : MALE PAGE
Group Name Control 400 ppm 2000 ppm 10000 ppm

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

[Musculoskeletal system]

bone <50 <50 <502 <49>
osteoma 0 ( 0% 0 ( 0% 0 ( o%) 1 ¢ 2%

[Body cavities]

mediastinum <50> <B0O> <50> <50>
hemangiosarcona 1 (2% 0 (0% 0 ( 0% 0 ( 0%

peritaneum <50 <50> <50> <50
hemangiosarcaoma 1 (2% 0 ( 0%) 0 ( 0% 0 ( 0

retroperit <B0> <50 <50 <50>
hemangicsarcona ) 1 (2w o ( op 1 (2 0 (0%

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

(HPTO85) BAIS2



APPENDIX N 4
NEOPLASTIC LESIONS - INCIDENCE AND TUMOR OCCURRENCE
MOUSE: FEMALE

(2-YEAR STUDY)



STUDY NO. = 0163 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX : FEMALE PAGE: 5
Group Name Control 400 ppm 2000 ppm 10000 ppm

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

[Integumentary system/appandags]

skin/app <50> <GO> G0 U9
squamous cetl carcinoma 0 ( o 0 (0 ¢ (0 1 (20

subcutis <&0> <50> <50> 49>
xanthoma 0 ( 09 0 ( %) 0 ( 0w 1 (20
hemangiosarcoma 1 (29 1 (2% 0 ( o 0 ( 0%

[Respiratory system]

nasal cavit <50> <B0> <BO> 4%
histiocytic sarcoma 0 ( op 1 (2% 0 ( 0% 0 ( 0%

larynx <B0> <B0> <50 <49>
sauamous cell carcinoma 0 ( 0% 0 ( o% 1 ( 2% 1 (2%

lung <60> <50> <60> <49>
bronchiolar-aluealar adenoma 1 (2% 3 ( 6% 1 (2% 2 (4%
bronchiolar-alveolar carcinoma 2 (4% 3 ( 8% 1 (29 1 (20

{llematopoietic system]

bone marrow ) <49 <50> <50> 49>
hemangioma 0 (o 1 (2% 0 ( 0% 0 C 0%
mastcytamatmalignant 0 ( 0% 0 ( 0 0 (0% 1 (2%
hemangiosarcoma 0 ( 0 0 ( on 1 (29 0 ( oR

Lymph node <50 <50 <B0> 4P
mastoytomatbenisn 0 (0B ¢ ( 0% 0 (0 1 (2%
mationant Lymphoma 11 (22% 10 ( 20%) 17 ( 34%) 10 ( 20%)
mastcytomaimalionant 1 (2% 0 ( o 0 ( o% 0 ( of -

<a> a ¢ Number of animals examined at the site
b (c) b : Number of animals with necplasm c:b/axl00
(1PT085)

BAIS2



STUDY NO.  : 0163 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ FEMALE PAGE ¢+ 6

Group Name Control 400 ppm 2000 ppm 10000 ppm

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

[Hematopoietic system]

thymus <50> <60> <50 <49
malignant Lymphoma 0 (0P 1 (2% 0 (0 0 (o

spleen <50> <60> <50> <49
malignant lymphoma 0 (0% 5 (10%) 1 (2% 1 (2%
hemangiosarcoma 1 (29 1 (2% 1 (2% 0 ( o

[Digestive system]

oral cavity <560> <60> <BO> <A
sauamaus cell papilloma 0 ( o) 0 ( op o (0 3 ( 6%)
squamous cell carcinoma 0 { 0%) 0 ( o%) 0 (0% 15 ( 31%)

tongue <50 <50> <50 AP
squamous cell papilloma 0 ( 0p 0 ( oF) 0 ( 0B 1 ( 2w
squamaus cell carcinoma 2 (4% 0 ( op 0 ( 0% 1 (2%

salivary gl <B0> <B0> <50> <49>
adenocarcinoma 1 (2% 0 ( 0% 0 ( 0B 0 ( 0%

esophagus <B0> <50> <50 <49>
squamous cell papilloma 0 (o 0 ( 0P 1 (2% 0 ( op
sauamous cell carcinoma 0 ( o 0 ( 0B 0 ( op 1 (2%

stomach <50 <500 <B0> <4
sauamous cell papilloma 0 (0% 0 ( o 0 ( om 1 (20
mastcytomatbenion 1 (2% 0 ( o 0 ( o 0 ( op
squamous cell carcinoma 0 (0% ¢ (0 0 (oW 3 ( 8%

small intes <50> <50> ] <50> 49>
hemangiosarcoma 0 ( o 1 (2% 0 ( 0% 0 { op

<a> a : Number of animals examined at the site
b (c) b : Number of animals with neoplasm c:b/axl100
(HPTO85)

BAIS2



STUDY NO.  : 0163 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUMMARY)

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

REPORT TYPE : Al '

SEX © FENALE PAGE ¢ 7
Group Name Control 400 ppm 2000 ppm 10000 ppm

Organ______ Findings No. of animals on Study 50 50 50 439

[Digestive system]

Liver <50> <B0> 60> . <4
hemangioma 0 ( om 0 ( on 0 op 1 (2%
hepatocet lular adenoma 3 ( 6% (29 4 ( 8H 0 (0%
histigeytic sarcama 0 (o 0 ( o%) 1 (29 0 (o
hemangiosarcoma 3 ( 6% 3 ( 8% 0 ( op 1 ¢ 29
hepatocel lular carcinoma 1 (2B 0 (0B 0 ¢ o 0 of

{Endocrine system]

pituitary <50> 49> <49 <49>
adenoma 10 ( 20%) 6 (12%) 8 ( 16%) 7 ( 14%)
adenocarcinoma 0 op 0 ( o%) 0 (0% 1 (29
adrenal <50> <BO> <50> <49>
pheochromocytona 0 (09 1 (2% 0 ( 0% 0 ( o
cortical adenoma 0 ( o 0 ( op T (2% 0 ( op

[Reproductive system]

ovary <50> <50 <500 <4
cystadenoma 2 (4% 0 (0% 2 (4% 0 ( o)
hemangioma 1 (2% 0 (0% 1 (2% 1 (2%
cystadenocarcinoma 0 { 0% 0 ( 0% 0 ( 0% 1 (2%

uterus <60> <50> <50> <48>
Fibroma 0 (o 1 (2% 0 (0% 0 op

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

(1IPTO85) BAIS2



STUDY NO.  : 0163 HISTOLOGICAL FINDINGS : NEOPLASTIC LESIONS (SUNMARY)

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

REPORT TYPE : Al

SEX : FENALE PAGE: 8
Group Name Control 400 ppm 2000 ppm 10000 ppm

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

[Reproductive system]

uterus <50 <50 <60 <48>
endometrial stromal polyp 0 (0% 1 (2% 0 ( % 0 (0B
Leiomyosarcoma 0 ( 0% 0 (0% 1 (2% 0 ( 0%
histiocytic sarcoma 10 ( 209) 1 (22% 8 ( 16%) 10 (2%
hemangioendothel ioma 1 (29 0 ( om 0 ( o 1 (2

mammary gl <50> B0y <GB0 AP
adenama 0 ( 0% 0 ( 0% 1 (2% 0 ( 0B
adenocarcinoma 2 (4% 1 (2% 2 (4% o ( 0%

[Nervous systenm]

periph nerv <50> <50> <50> <49
histiocytic sarcama 0 ( 0% 0 ( o%) 0 ( o%) 1 (2%

[Special sense organs/appandage]

Harder gl <50 <50 <B0> <4
adenoma 0 ( op 4 ( 8% 3 ( 6% 0 (0P
adenocarcinama 0 (0% 0 ( 0% 0 (0% 1 (2%

[Musculoskeletal system]

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

bane 49> <50> <50 <49
osteoma o ( 0% 1 (28 0 ( o% 1 (20
osteosarcona 1 (2% 0 ( o 0 ¢ o 0 (0%

<a?> a * Number of animals examined at the site
b (¢) b * Number of animals with neoplasm cib/ax100 .
(1tPTO85)

BAIS2



STUDY NO.  : 0163
ANTHAL : HOUSE BDF1
REPORT TYPE : &1

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

SEX t FEMALE PAGE : 8
Group Name Control 400 ppm 2000 ppm 10000 ppm

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

[Body cavities]

peri toneun <B0> <50 <50> <49

hemangioma 0 ( 0% 1 (2% 0 ( op) 0 (0%
<ad a : Number of animals examined at the site

b (c¢) b : Number of animals with neoplasm cib/axl100

BAIS2

(HPT085)



APPENDIX O 1

NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANIMALS
RAT : MALE

(2-YEAR STUDY)



STUDY No. @ 0162

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL : RAT F344
SEX ¢ MALE PAGE ¢ 1
Group Name Control 400 ppm 2000 ppm 10000 ppm
SITE ¢ skin/appendage
TUMOR : keratoacanthoma
Tumor rate
Querall rates(a) 3/50( 6.0) 2/50( 4.0) 4/50( 8.0) 1/50( 2.0)
AMiusted rates(b) 6.82 5.00 10.53 2.56
Terminal rates(c) 3/44( 6.8) 2/40( 5.0) 3/36( 8.3) 1/33( 2.6)
Statistical analysis
Peto test
Standard method(d) P= -
Prevalence method(d) P = 0.8230
Combined analysis(d) P = —eeee
Cochran-Armitage test(e) P = 0.3288
Fisher Exact test(se) P = 0.4909 P = 0.4895 P = 00,3235
SITE @ subcutis
TUMOR :  fibroma
Tumor  rate
OQuerall rates(a) 3/50( 6.0) 4/50( 8.0) 8/50( 16.0) 3/50( 6.0)
Adjusted rates(b) 6.82 10.00 19.44 5,13
Terminal rates(c) 3/44( 5.8) 4/40( 10.0) 7/36( 19.4) 2/39( 5.1)
Statistical analysis
Petoc test
Standard methad{d) P = 0.1883
Prevalence method(d) P =0,7841
Combined analysis{(d) P = 0.6457
Cochran-Armitage test(e) P = 0.6172
Fisher Exact test(e) P = 0.48%% P =0.1322 P = 0.3392
SITE : subcutis
TUMOR :  Llipoma
Tumor rate
Ouerall rates(a) 1/50( 2.0) 0/50( 0.0) 3/50( 8.0) 0/50{ 0.0)
Adjusted rates(b) 2.27 0.0 8.33 0.0
Terminal rates(c) 1/44( 2.3) 0/40( 0.0) 3/36( 8.3) 0/38( 0.0)
Statistical analysis
Peto test
Standard methad(d) P =
Prevalence methad(d) P = 0,7438
Combined analysis(d) P = -
Cochran-Armitage test(e) P = 0.4252
Fisher Exact test(e) P = 0,4950 P = 0.3235 P = 0.4950

(IIPT3604)

BAIS2



STUDY No. : 0162

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ RAT F344
SEX ¢ MALE PAGE ¢ 2
Group Name Control 400 ppm 2000 ppm 10000 ppm
SITE subcutis
TUMOR fibroma,fibrosarcama
Tumor  rate
Querall rates(a) 3/50( 6.0) 5/50( 10.0) 9/50( 18.0) 5/50( 10.0)
Adjusted rates{b) 6.82 10.00 22,22 10.26
Terminal rates(c) 3/44( 8.8) 4/40( 10.0) 8/36( 22.2) 4/39( 10.3)
Statistical analysis
Peto test
Standard method{(d) P =0.3122
Prevalence methad(d) P = 0.4746
Combined analysis(d) P = 0.4113
Cochran-Armitage test{e) P = 0.9201
Fisher Exact test(e) P = 0.3790 P = 0.0899 P = 0.3790
SITE : lung
TUNOR bronchiolar-alveolar adencma
Tumar rate
Ouverall rates(a) 3/50( 6.0) 1/50( 2.0) 3/50( 6.0) 1/50( 2.0)
Adjusted rates(b) 6.82 2.50 6.82 2.56
Terminal rates{c) 3/44( 6.8) 1/40( 2.5) 2/36( 5.6) 1/39( 2.6)
Statistical analysis
Petoc test
Standard method(d) P = =
Prevalence method(d) P = 0.7670
Combined analysis(d) P= -
Cochran-Armitage test(e) P = 0.4546
Fisher Exact test(e) P = 0,3236 = 00,3392 P = 0,3235
SITE  : splesn
TUMOR mononuclear cell leukemia
Tumor rate
OQueratll rates(a) 3/50( 6.0) 5/50( 10.0) 7/49( 14.3) 4/50( 8.0)
Adjusted rates(b) 4.55 7.50 11.43 2.56
Terminal rates(c) 2/44( 4.5) 3/40( 17.5) 4/35( 11.4) 1/39( 2.6)
Statistical analysis
Peto test
Standard method(d) P = 0,2447
Prevalence method{(d) P = 0.8011
Combined analysis(d) P = 0.5418
Cochran-Armitage test(e) P = 0.8584
Fisher Fxact test(s) P = 10,3790 P = 0.1836 P = 0.4895

(HPT360A)

BAISZ



STUDY No. : 0162

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ RAT F344
SEX : MALE PAGE : 3
Graup Name Controt 400 ppm 2000 ppm 10000 ppm
SITE ¢ oral cavity
TUMOR :  sausmaus cell carcinoma
Tumor rate
Ouerall rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 5/60( 10.0)
Adjusted rates(b) 0.0 0.0 0.0 7.69
Terminal rates(c) 0/44( 0.0) 0/40( 0.0) 0/36( 0.0) 3/39( 7.7)
Statistical analysis
Peto test
Standard methad(d) P = 0,0161% 7
Prevalence method(d) P = 0.0019%x?
Combined analysis(d) P = 0,0001%x?
Cochran-Armitage test(se) P = 0.0001%x
Fisher Exact test(e) P = 0.5000 P = 0.5000 P = 0.0360%
SITE  : oral cavity
TUMOR : sauamous cell papilloma,squamous cell carcinoma
Tumor rate
Ouerall rates{a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 7/50( 14,0)
Adjusted rates(b) 0.0 0.0 0.0 12.82
Terminal rates(c) 0/44( 0.0) 0/40( 0.0 0/36( 0.0 ~ 5/38( 12.8)
Statistical analysis
Petg test
Standard method{d) P =0.0161% 7
Prevalence method(d) P < 0.0001%x?
Combined analysis(d) P < 0.0001%x7?
Cochran-Armitage test(e) P < 0.0001%x
Fisher [Fxact -test(e) P = 0.5000 P = 0.5000 P = 0.0101%
SITE : pituitary gland

Tumar 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 FExact test{e)

TUMOR ¢ adenoma

19/50( 38.0)
36.36
16/44( 36.4)

v iaviihge e

i ou o

16/50( 32.0)
30.95
12/40( 30.0)

P = 0.4085

14/50( 28.0)
27.78
10/36( 27.8)

P =0,2902

11/50( 22.0)
23.26
8/39( 20.5)

P = 0.1411

(HPT360A)

BAISZ



STUDY No. : 0162

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ RAT F344
SEX ¢ OMALE PAGE : 4
Group Name Control 400 ppm 2000 ppm 10000 ppm
SITE : pituitary gland
TUMOR : adenoma,adenccarcinoma
Tumor  rate

Querall rates(a)
Adjusted rates(b)

19/50( 38.0)

16/50( 32.0)

15/50( 30.0)

11/50( 22.0)

36.36 30.85 29.73 23.26
Terminal rates(c) 16/44( 36.4) 12/40( 30.0) 10/36( 27.8) 8/39( 20.5)
Statistical analysis
Peto test
Standard methad(d) P = 0.8020
Prevalence methad(d) P = 0.9091
Conbined analysis(d) P = 0.9453
Cochran-Armitage test(e) P = 0.1057
Fisher Exact test(e) P = 0.4055 P = 0,3472 P = 0.1411
SITE ¢ ‘thyroid
TUMOR : C-cell adenoma
Tumor rate
Ouerall rates(a) 7/50( 14.0) 9/49( 18.4) 3/49( 8.1) 7/43( 14.3)
Adjusted rates(b) 15.22 22.50 8.33 17.95
Terminal rates(c) 6/44( 13.8) 9/40( 22.5) 2/35( 5.7) 7/39( 17.9)
Statistical analysis
Peto test
Standard method(d) P=—-
Prevalence method(d) P = 0.4844
Combined analysis{(d) P=——
Cochran-Armitage test(e) P = 0.9755
Fisher Exact test(e) P = 0.4089 P = 0.2004 P = 0,4019
SITE : ‘thyroid
TUHOR C~call adenoma,C-cell carcinoma
Tumor rate
OQuerall rates(a) 8/50( 16.0) 11/49( 22.4) 5/49( 10.2) 7/49( 14.3)
Adjusted rates(b) 17.39 27.50 11.80 17.95
Terminal rates{c) 7/44( 15,9) 11/40( 27.5) 3/35( 8.5) 7/38( 17.9)
Statistical analysis
Poto test
Standard method{(d) P =
Prevalence method(d)} P = 0.7025
Combined analysis(d) P=——
Cochran-Armitage test(e) P = 0.5880
Fisher Exact test(e) P = 0.3379 P = 0.3267 P = 0.4706

(HPT3604)

BAIS2



STUDY No. : 0162

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ RAT F344
SEX ¢ MALE PAGE : 5
Graup Name Control 400 ppm 2000 ppm 10000 ppm
SITE & thyroid
TUMOR : fotlicular adenoma,follicular adenocarcinoma
Tumor rate
OQuerall rates(a) 0/50( 0.0) 3/49( 6.1) 0/49( 0.0) 1/49( 2.0)
Adjusted rates(b) 0.0 6.38 0.0 2.56
Terminal rates(c) 0/44( 0.0) 2/40( 5.0) 0/35( 0,0) 1/33( 2.8)
Statistical analysis
Peto test
Standard method(d) P=
Prevalence method(d) P = 0.5241
Combined analysis(d) P= e
Cochran-Armitage test(e) P = 0.8872
Fisher Exact test(e) P =0.1287 P = 0.5000 P = 0.5000
SITE : pancreas islet
TUMOR : islet cell adenoma
Tumor  rate
Ouverall rates(a) 6/50( 12.0) 5/50( 10.0) 4/50( 8.0) 3/50( 6.0) -
Adjusted rates(b) 13.04 12.50 11.11 6.12
Terminal rates(c) 5/44( 11.4) 5/40( 12.5) 4/36( 11.1) 2/39( 5.1)
Statistical analysis
Peto test
Standard method{d} P=-—-
Prevalence method(d) P = 0.8427
Combined analysis(d) P =
Cochran-Armitage test(e) P = 0.3355
Fisher Exact test(e) = 0.4872 P = 0.3944 P =0.2728
SITE  : adrenal gland
TUHOR : pheochromocytoma
Tumor  rate .
Ouerall rates(a) 8/60( 16.0) 4/50( 8.0) 9/50( 18.0) 7/50( 14,0)
Adjusted rates(b) 17.78 10.00 23.68 15.38
Terminal rates(c) 7/44( 15.9) 4/40( 10.0) 8/36( 22.2) 6/39( 15.4)
Statistical analysis
Peto test
Standard method(d) P= -
Prevalence method(d) P = 0,4493
Combined analysis(d) i
Cochran-Armitage test(e) P = 0.8881
Fisher Exact test(s) P = 0.2169 P = (.4846 P = 0.4854

(HPT3604)

BAIS2



STUDY No. : 0162

NEOPLASTIC LESIONS-INGIDENCE AND STATISTICAL ANALYSIS

ANTMAL o RAT F3M4
SEX OHALE PAGE : 6
Group Name Cantrol 400 ppm 2000 ppm 10000 ppm
SITE ! adrenal gland
TUMOR : pheochromocytoma,phecchromocytoma:malignant
Tunor rate '
OQuerall rates(a) 9/50( 18.0) 4/50( 8.0) 10/50( 20.0) 7/50( 14.0)
Adjusted rates(b) 20,00 10.00 23.81 15.38
Terminal rates(c) 8/44( 18.2) 4/40( 10.0) 8/36( 22.2) 6/39( 15.4)
Statistical analysis
Peto test
Standard method{(d) P =
Prevalence methad(d) P = 0.5452
Cambined analysis(d) P=
Cachran-Armitage test(e) P = 0.9455
Fisher FExact test(e) P = 0,1562 P = 0.4839 P = 0.4234
SITE testis
TUNOR interstitial cell tumor
Tumar rate
Ouerall rates(a) 42/50( 84.0) 40/50( 80.0) 44/50( 88.0) 47/50( 94.0)
Adjusted rates(b) 88.89 86.05 94,59 100.00
Terminal rates(c) 39/44( 88.8) 34/40( 85.0) 34/36( 94,4) 39/38(100.0)
Statistical analysis
Peto test
Standard method{d) P = -
Prevalence method(d) P = 0.0188%
Combined analysis(d) Pz
Cachran-Armitage test(e) P = 0.0543
Fisher Exact test(e) P = 0.4942 P = 0.4956 P = 0.4053
(HIPT3604) BAIS2

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

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

Kaplan-leire estimated tumar incidence at the end of the study after adjusting for intercurrent mortality.

Observed tumor incidence at terminal kill.

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

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

Significant difference : * ! P S 0.05

¥ ! P = 0,01



APPENDIX O 2

NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANIMALS
RAT : FEMALE

(2-YEAR STUDY)



STUDY No. : 0162

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL ¢ RAT F344
SEX : FEMALE PAGE 7
Group Name Control 400 ppm 2000 ppm 10000 ppm
SITE : spleen
TUMOR ¢ mononuclear cell leukemia
Tumor rate
Ouerall rates(a) 4/50( 8.0) 5/50( 10.0) 8/50( 16.0) 7/50( 14.0)
Adjusted rates(b) 4.88 6.98 12.20 8.11
Terminal rates(c) 2/41( 4.9) 2/40( 5.0) 5/41( 12.2) 3/37( 8.1)
Statistical analysis
Peto ‘test
Standard method(d) P = 0.1657
Prevalence method(d) P = 0.4001
Conbined analysis{d) P = 0,2003
Cochran-Armitage test{e) P = 0.4653
Fisher Exact test(e) P = 0,4883 P = 0.2168 P = 0,2958
SITE : oral cavity
TUMOR : sauamous cell carcinoma
Tumor rate
Ouerall rates(a) 0/50( 0.0) 1/50( 2.0) 1/50( 2.0) 3/50( 6.0)
Adjusted rates(b) 0.0 2.50 2,44 8.11
Terminal rates(c) 0/41( 0.0) 1/40( 2.5) 1/41( 2.4) 3/37( 8.1)
Statistical analysis
Peto test
Standard methad(d) P =~
Prevalence method(d) P = 0,0342%
Combined analysis(d) P = =
Cochran-Armitage test(e) P = 0.0590
Fisher Exact test{e) P = 0.4950 P = 0.4950 P = 0.1325
SITE : aral cavity
TUMOR sauamous cell papilloma,sguamous cell carcinoma
Tumor rate
Querall rates(a) 0/50( 0.0) 1/80( 2.0) 1/50( 2.0) 3/50( 6.0)
Adjusted rates(b) 0.0 2.50 2,44 8.11
Terminal rates(c) 0/41( 0.0) 1/40( 2.5) 1/41( 2.9) 3/37( 8.1)
Statistical analysis
Peto test
Standard methad(d) P = =
Prevalence method{(d) P = 0.0342%
Combined analysis{(d) Pz
Cochran-Armitage test(e) P = 0.0590
Fisher Exact test(e) P = 0.4950 P = 0.4950 P = 0.1325

(HPT3604)

BAIS2



STUDY No. : 0162

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL : RAT F344
SEX : FEMALE PAGE : 8
Group Name Control 400 ppm 2000 ppm 10000 ppm
SITE @ pituitary gland
TUMOR ¢ adencma
Tumor rate

Ouerall rates(a)

8/50( 16.0)

11/50( 22.0)

8/50( 18.0)

14/50( 28.0)

Adjusted rates(b) 17.07 12.50 17.39 27,50
Terminal rates(c) 7/41( 17.1) 5/40( 12.5) 7/41( 17,1) 10/37( 27.0)
Statistical analysis
Peto test
Standard method{(d) P = 0,4575
Prevalence method(d) P = 0.0586
Combined analysis(d) P = 0.0890
Cachran-Armitage test(e) P = 0,1879
Fisher Exact test(e) P = 0.3526 P = (.4846 P =0,1781
SITE : pituitary gland
TUMOR : adenoma,adenacarcinoma
Tumor rate
Ouerall rates(a) 8/50( 18.0) 12/50( 24.0) 9/50( 18.0) 14/50( 28.0)
Adjusted rates(b) 17.07 15.00 17.38 27.50
Terminal rates{c) 7/41( 17.1) 6/40( 15.0) 7/41( 17.1) 10/37( 27.0)
Statistical analysis
Peto test
Standard method(d) P = 0.4575
Prevalence method(d) P = 0.0766
Combined analysis(d) P = 0.1086
Cochran-Armitage test(e) P =0.2103
Fisher Exact test(e) P = 0.2846 P = 0.4846 P = 0.1781
SITE : thyroid
TUMOR : C-cell adenoma
Tumor rate
Ouerall rates(a) 2/50( 4.0) 7/50( 14.0) 8/50( 16.0) 5/50( 10.0)
Adiusted rates(b) 4,88 15,00 18.18 12.82
Terminal rates{c) 2/41( 4.9) 6/40( 15.0) 7/41( 17.1) 4/37( 10.8)
Statistical analysis
Peto test
Standard method(d) P = e
Prevalence method(d) P = 0.4601
Combined analysis{(d) P=
Cochran-Armitage test(e) P = 0.9733
Fisher Exact test(e) P = 0.1045 P = 0.0671 P = 0.2425

(HIPT3604)

BAIS2



STUDY No. : 0162

NEOPLASTIC LESTONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL : RAT F344
SEX ¢ FEHALE PAGE : 9
Graup Name Control 400 ppm 2000 ppm 10000 ppm
SITE ¢+ thyroid
TUMOR : C-cell adenoma,C-cell carcinoma
Tumor rate
OQuerall rates(a) 2/50( 4.0) 7/50( 14.0) 9/50( 18.0) 8/60( 12.0)
Adjusted rates(b) 4.88 15,00 20.45 15,38
Terminal rates(c) 2/41( 4.9) 6/40( 15.0) 8/41( 18.5) 5/37( 13.5)
Statistical analysis
Petc test
Standard method(d) Pz
Prevalence method{(d) P = 0.3422
Combined analysis(d) P s -
Cachran-Armitage test(e) P = 0.7312
Fisher Exact test(e) P = 0.1045 P = 0.0427% P = 0.1606
SITE ¢ pancreas islet
TUKOR : islet cell adenoma
Tumor rate
Querall rates(a) 0/50( 0.0) 1/50( 2.0) 3/50( 6.0) 1/50( 2.0)
Adjusted rates{b) 0.0 2.50 6.82 2.70
Terminal rates(c) 0/41( 0.0) 1/40( 2.5) 2/41( 4.9) 1/37( 2.7)
Statistical analysis
Petg test
Standard method(d) P = e
Prevalence method(d) P = 0.4189
Combined analysis{d) P= -
Cochran-Armitage test(e) P = 0.9199
Fisher Exact test(e) P = 0.4950 P =0.1325 P = 0.4950
SITE  *+ adrenal gland
TUMOR : pheochromocytoma
Tumor rate
Ouerall rates{a) 4/50( 8.0) 1/50( 2.0) 1/50( 2.0) 2/50( 4.0)
Adjusted rates(b) 9.76 2.50 2.44 5.13
Terminal rates{c) 4/41( 9.8) 1/40( 2.5) 1/41( 2.4) 1/37¢C 2.7)
Statistical analysis
Peto test
Standard method{(d) P=-——-
Prevalence method(d) P = 0.5314
Combined analysis(d) P =
Cachran-Armitage test(e) P = 0.8308
Fisher [xact test(e) P = 0,1998 P =0.1998 P = 0.3574

(IPT360A)

BAISZ



STUBY No. @ 0162

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL : RAT F344
SEX ¢ FEMALE PAGE : 10
Group Name Cantrol 400 ppm 2000 pom 10000 ppm
SITE adrenal gland
TUMOR pheachromocytoma,pheochromacytomasmal ignant
Tumor rate
Querall rates(a) 4/50( 8.0) 1/50( 2.90) 1/50( 2.0) 2/50( 4.0)
Adjusted rates(b) 3.76 2.50 2.44 5.13
Terminal rates(c) 4/41( 9.8) 1/40( 2.%) 1/41( 2.4) 1/37¢ 2.7
Statistical analysis
Peto test
Standard method(d) P=-—-
Prevalence methad(d) P =0.5314
Combined analysis(d) P = o
Cochran-Armitage test(e) P = 0.8308
Fisher Exact test(e) P =0.1998 P = 0.1998 P = 0,3574
SITE uterus
TUMOR endometrial stromal polyp
Tumor rate
Querall rates(a) 5/60( 10.0) 5/50( 10.0) 10/50( 20.0) 4/50( 8.0)
Adjusted rates(b) 10.64 10.64 20,45 9.76
Terminal rates{c) 4/41( 9.8) 3/40( 17.5) 7/41( 17.1) 1/37(¢ 2.7)
Statistical analysis
Peto test
Standard method{(d) P = 0.3209
Prevalence method(d) P = 0.7098
Combined anatysis(d) P = 0.7255
Cachran-Armitage test(e) P = 0.5056
Fisher Exact test(e) P = 0.3710 P =0.1771 P = 0.4883
SITE uterus
TUMOR endometrial stromal polyp,endometriatl stromal sarcoma
Tumor  rate
OQuerall rates(a) 6/50( 12,0) 5/50( 10.0) 11/50( 22.0) 4/50( 8.0)
Adjusted rates(b) 10.87 10.64 20.45 9.76
Terminal rates(c) 4/41( 9.8) 3/40( 7.5) 7/41( 17.1) 1/37¢ 2.7)
Statistical analysis
Peto test
Standard method{(d) P = 0.7320
Prevalence method(d) P = 0.7167
Combined analysis(d) P = 0.7912
Cochran-Armitage test(e) P = 0.3892
Fisher Ixact test(e) P = 0.4872 P =0.1985 P =0.3944

(HPT360A)

BAIS2



STUDY No. @ 0162

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL ¢ RAT F344
SEX ¢ FEMALE PAGE ¢ 11
Group Nams Control 400 ppm 2000 ppm 10000 ppm
SITE  : memmary gland
TUMOR : adenoma
Tumor rate
Querall rates(a) 1/50( 2.0) 3/50( 6.0) 0/50( 0.0) 1/50( 2.0)
Adjusted rates(b) 2.44 6.67 0.0 2,70
Terminal rates(c) 1/41( 2,4) 2/40( 5.0) 0/41( 0.0) 1/37¢ 2.7)
Statistical analysis
Petc test
Standard method(d) P =
Prevalence method(d) P = 0.6475
Combined analysis{d) P=-——
Cochran-Armitage test(e) P = 0.6309
Fisher Exact test(e) P = 0.3235 P = 0.4950 P = 0,2475
SITE : mammary gland
TUMOR : fibroadenoma
Tumor rate
Ouerall rates(a) 9/50( 18.0) 10/50( 20.0) 8/50( 16.0) 9/50( 18.0)
Adjusted rates(b) 19.51 25.00 18.18 21.62
Terminal rates{c) 8/41( 19.5) 10/40( 25.0) 7/41( 17.1) 8/37( 21.6)
Statistical analysis
Peta test
Standard method(d) = 00,2456
Prevalence method(d) P = 0.5360
Combined analysis(d) P = 0.4628
Cochran-Armitage test(e) P = 0.9421
Fisher [Exact test(e) P = 0.4839 P = 0.4846 P = 0.3993
SITE : mammary gland
TUMOR : adenocarcinoma
Tumor  rate
Querall rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 3/50( 6.0)
Adjusted rates(b) 0.0 0.0 0.0 5.41
Terminal rates(c) 0/41( 0.0) 0/40( 0.0) 0/41( 0.0) 2/37( 5.4)
Statistical analysis
Peto test
Standard method(d) P =0.1723
Prevalence methad{d) P =0,0117% 7
Combined analysis(d) P = 0.0017%%?
Cachran-Armitage test(e) P = 0.0030%x
Fisher Exact test(e) P = 0.5000 P = 0.5000 P = 0,1325

(1PT3604)

BAISZ



STUDY No. @ 0162

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL : RAT F344
SEX t FEMALE PAGE : 12
Group Name Control 400 ppm 2000 ppm 10000 ppm
SITE ¢ mammary gland
TUMOR : adenoma,fibroadenoma
Tumor rate
Querall rates(a) 10/50( 20.0) 12/50( 24.0) 8/50( 16.0) 10/50( 20.0)
Mijusted rates(b) 21.95 27.50 18.18 24.32
Terminal rates(c) 8/41( 22.0) 11/40( 27.5) 7/41( 17.1) 9/37( 24.3)
Statistical analysis
Peto test
Standard method(d) P = 0.2456
Prevalence method(d) P = 0.5619
Combined analysis(d) P = 0.4912
Cachran-Armitage test(e) P = 0,8890
Fisher [xact test(e) P = 0.4406 P = 0.4300 P = 0.4035
SITE : mammary gland
TUMOR : adenoma,adsnocarcinoma
Tumor rate
Querall rates(a) 1/50( 2.0) 3/50( 6.0) 0/50( 0.0) 4/50( 8.0)
Adjusted rates(b) 2.44 6.87 0.0 8,11
Terminal rates(c) 1/41( 2.4) 2/40( 5.0) 0/41( 0.0) 3/37( 8.1)
Statistical analysis
Peto test
Standard method{(d) P = 0.1723
Prevalence method{(d) P =0.1852
Combined analysis{(d) P = 0.0832
Cachran-Armitage test(e) P =0.1443
Fisher Exact test(e) = 0,3235 P = 0.4950 P =0,1998
SITE  : mammary gland
TUMOR ¢  adenoma,adenccarcinoma, fibroadenoma
Tumor  rate
Querall rates(a) 10/50( 20.0) 12/50( 24.0) 8/50( 16.0) 13/50( 26.0)
Adjusted rates(b) 21.95 27.50 18.18 29.73
Terminal rates(c) 9/41( 22.0) 11/40( 27.5) 7/41( 17.1) 11/37( 29.7)
Statistical analysis
Peto test
Standard method{(d) P = 0,0860
Prevalence methad(d) P = 0.3179
Combined analysis(d) P = 0.1829
Cochran-Armitage test(e) P = 0.4574
Fisher [Exact test(e) P = 0.4406 P = 0.4300 P = 0.3703

(IIPT360A)

BAIS2



STUDY No. : 0162

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL : RAT F344
SEX : FEMALE PAGE : 13
Group Name Control 400 ppm 2000 ppm 10000 ppm
SITE : preputial/clitoral gtand
TUMOR : adenoma
Tumor  rate
Querall rates(a) 2/50( 4.0) 0/50( 0.0) 3/50( 6.0) 1/50( 2.0
Adjusted rates(b) 4.88 0.0 2.44 2.70
Terminal rates(c) 2/41( 4.9) 0/40( 0.0) 1/41( 2.4) 1/87¢ 2.7)
Statistical analysis
Peto test
Standard methad(d) P = 0.5477
Prevalence method(d) P = 0.4433
Combined analysis(d) P = 0.5405
Cochran-Armitage test(e) P = 0.7903
Fisher Exact test(e) P = 0.2574 P = 0.4909 P = 0.4926
(HPT3604) BAIS2

(a):. Numbor of tumor-bearing animals/number of animals examined at the site.
(b): Kaplan-Yeire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.
(c): Obserued tumor incidence at terminmal kill.

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

Standard method

¢ Death analysis

Prevalence methad : Incidental tumor test

Combined analysis

¢ Death analysis + Incidental tumor test
(e): The Cochran-Armitage and Fisher exact test compare directly the ouerall incidence rates.
? ¢ The conditional probabities of the largest and smallest possible out comes can not estimated o this P-uvalue is beyond the estimated P-ualue.

------ ¢ There is no data which should be statistical analysis.

Significant difference ;

* ! P = 0,05 ¥x 1 P S 0,01



APPENDIX O 3

NEOPLASTIC LESIONS - INCIDENCE AND STATISTICAL ANIMALS
MOSUE : MALE

(2-YEAR STUDY)



STUDY No. : 0163

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ MOUSE BDF1
SEX T OMALE PAGE : 1
Group Name Control 400 ppm 2000 ppm 10000 ppm
SITE : lung
TUMOR : bronchiolar-atueslar adenoma
Tumor rate
Querall rates(a) 3/50( 6.0) 3/50( 6.0) 4/50( 8.0) 3/80( 6.0)
Adjusted rates(b) 8.57 6.38 10.53 8.82
Terminal rates{(c) 3/35( 8.6) 2/42( 4.8) 4/38( 10.5) 2/33( 6.1)
Statistical analysis
Peto test
Standard method(d) P=——-
Prevalence method(d) P = 0.4681
Combined analysis(d) P=
Cochran-Armitage test{e) P = 0.9380
Fisher Exact test(s) P = 0.3392 P = 0.48% P = 0.3392
SITE  :+ lung
TUMOR : bronchiolar-alusolar carcinoma
Tumor  rate
Ouerall rates(a) 7/50( 14.0) 3/50( 6.0) 5/50( 10.0) 2/50( 4.0)
Adjusted rates(b) 17.14 7.14 7.89 3.03
Terminal rates(c) 6/35( 17.1) 3/42( 17.1) 3/38( 7.9) 1/33( 3.0)
Statistical analysis
Peto test
Standard method(d) P = 0.3806
Prevalence method(d) P = 0.9399
Combined analysis(d) P = 0.8794
Cachran-Armitage test(e) P =0.1787
Fisher Exact test(e) P =0.1917 = 0.4062 P = 0.1045
SITE : lung
TUMOR : bronchiclar-alusolar adenoma,bronchiolar-alusclar carcinoma
Tumor rate '
Querall rates(a) 10/50( 20.0) 6/50( 12,0) 9/50( 18.0) 5/50{ 10.0)
Adjusted rates(b) 25,71 12.77 18.42 11.76
Terminal rates(c) 9/35( 25.7) 5/42( 11.9) 7/38( 18.4) 3/33( 9.1)
Statistical analysis
Psto ‘test
Standard method(d) P = 0.3806
Prevalence method{(d) P = 0.8587
Combined analysis{d) P =0.8134
Cochran-Armitage test(e) P = 0.269
Fisher [xact test(e) P = 0.2557 P = 0.4833 P =0.1771

(IPT360A)

BAIS2



STUDY No. : 0183

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ MOUSE BDF1
SEX © MALE PAGE 2
Group Name Control 400 ppm 2000 ppm 10000 ppm
SITE  : Llymph node
TUMOR : malignant Lymphoma
Tumar rate
Querall rates(a) 5/50( 10.0) 6/50( 12.0) 6/50( 12,0) 3/60( 6.0)
Adjusted rates{b) 11.43 7.14 7.83 6.06
Terminal rates{c) 4/356( 11.4) 3/42( 7.1) 3/38( 7.9) 2/33( 6.1)
Statistical analysis
Peto test
Standard method(d) P = 0,7289
Prevalence method(d) P = 0.6891
Cambined analysis(d) P = 0.7977
Cochran-Armitage test(e) P = 0,3061
Fisher Exact test(e) P = 0.4872 P = 0.4872 P = 0,3790
SITE : spleen
TUMOR :  hemanaiosarcoma
Tumor rate
Ouerall rates(a) 2/50( 4.0) 1/50( 2.0) 4/50( 8.0) 0/50( 0.0)
Adjusted rates(b) 0.0 2.38 6.52 0.0
Terminal rates(c) 0/35( 0.0) 1/42( 2.4) 1/38( 2.8) 0/33( 0.0)
Statistical analysis
Peto test
Standard method{(d) P = 0.8477
Prevalence method(d) P = 0.7584
Combined analysis(d) P = 0.9070
Cochran-Armitage test(e) P = 0.2068
Fisher Exact test(e) P = 0,4926 P = 0.3674 P = 0,2574
SITE spleen
TUMOR hemangioma,hemangiosarcoma
Tumor  rate
Ouerall rates(a) 3/50( 6,0) 1/50( 2.0) 5/50( 10.0) 0/50( 0.0)
Adjusted rates(b) 2.86 2,38 8,70 0.0
Terminal rates(c) 1/35( 2.9) 1/42( 2.4) 2/38( 5.3) 0/33( 0.0)
Statistical analysis
Peto test
Standard method(d) P = 0.8477
Prevalence methad(d) P = 0.8614
Combined analysis{d) P = 0.9439
Cochran-Armitage test(e) P = 0.1408
Fisher [xact test(e) P = 0.3236 P = 0.3790 P=0.1325

(HIPT3604)

BAIS2



STUDY No. : 0163 -
ANTHAL + HOUSE BDF1

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

SEX ¢ MALE PAGE 3
Group Name Control 400 ppm 2000 ppm 10000 ppm
SITE  : oral cavity
TUMOR : squamous cell papillama
Tumor rate
Ouerall rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 4/50( 8.0)
Adiusted rates(b) 0.0 0.0 0.0 9.76
Terminal rates(c) 0/35( 0.9) 0/42( 0.0) 0/38( 0.0) 3/33( 9.1)
Statistical analysis
Peto test
Standard method(d) P = -
Prevalence method{(d) P = 0.0003%x7
Combined analysis(d) P= -
Cochran-Armitage test(e) P = 0.0008%x
Fisher [Exact test(e) P = 0.5000 P = 0.5000 P = 0.0688
SITE  : aoral cavity
TUMOR : squamous cell carcinoma
Tumar rate
Queratl rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 13/50( 26.0)
Ajusted rates(b) 0.0 0.0 0.0 17.07
Terminal rates(c) 0/35¢ 0.0) 0/42( 0.0) 0/38( 0.0) 4/33( 12.1)
Statistical analysis
Peto test
Standard method(d) P < 0.0001%x?
Prevalence method(d) P < 0.0001%x7?
Combined analysis(d) P < 0.0001%x7
Cochran-Armitage test(e) P < 0.0001%x
Fisher Exact test(e) P = 0.5000 P = 0.5000 P = 0.0003%x
SITE : oral cavity
TUMOR : sauamous cell papilloma,squamous cell carcinoma
Tumar rate
Querall rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 16/50( 32,0)
Adjusted rates(b) 0.0 0.0 0.0 24.39
Terminal rates(c) 0/35( 0.0) 0/42( 0.0) 0/38( 0.0) 7/33( 21.2)
Statistical analysis
Peto test
Standard method(d) P < 0,0001%x?
Prevalence method{d) P < 0.0001%x?
Combined analysis(d) P < 0.0001%x7?
Cochran-Armitage test(e) P < 0.0001%x
Fisher [xact test{e) P = 0.5000 P = 0.5000 P < 0.0001%x

(IPT3604)

BAIS2



STUDY No. : 0163

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL ¢ MOUSE BDF1
SEX ¢ MALE PAGE : 4
Group Namse Cantrol 400 ppm 2000 ppm 10000 ppm
SITE : esophagus
TUMOR :  sauamous cell carcinoma
Tumor rate
Ouerall rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 7/50( 14.0)
Adjusted rates{b) 0.0 0.0 0.0 16,15
Terminal rates(c) 0/35( 0.0) 0/42( 0.0} 0/38( 0.0) 5/33( 15.2)
Statistical analysis
Peto test
Standard method(d) P = 0.1801
Prevalence methad{(d) P < 0.0001%x7
Combined analysis(d) P < 0.0001%x7
Cochran-Armitage test(e) P < 0.0001%x
Fisher Exact test(s) P = 00,5000 P = 0.5000 P = 0.0101%
SITE : stomach
TUMOR : squamous cell carcinoma
Tunor  rate
Ouerall rates(a) 1/50( 2.90) 0/50( 0.0) 0/50( 0.0) 7/50( 14.0)
Adijusted rates(b) 2.86 0.0 0.0 18.18
Terminal rates{c) 1/35( 2.9) 0/42( 0.0) 0/38( 0.0) 6/33( 18.2)
Statistical analysis :
Peto test
Standard method(d) P =0.1821
Prevalence method(d) P = 0.0001%x
Combined analysis(d) P < 0.0001%x
Cochran-Armitage test(e) P = 0.0001xx
Fisher Exact test(se) P = 0.4950 P = 0.4950 P = 0.0430%
SITE : stomach
TUMOR : squamous cell papilloma,sauamous cell carcinoma
Tumor rate
Ouerall rates(a) 1/50( 2.0) 0/50( 0.0) 0/50( 0.0) 9/50( 18.0)
Adjusted rates(b) 2.86 0.0 0.0 24,24
Terminal rates(c) 1/35( 2.9) 0/42( 0.0) 0/38( 0.0) 8/33( 24.2)
Statistical analysis
Peto test
Standard methad(d) P = 0.1821
Prevalence method(d) P < 0.0001%x
Combined analysis(d) P < 0.0001%x
Cochran-Armitage test(e) P < 0.0001%x
Fisher Exact test{e) P = 0.4950 P = 0.4950 P = 0.0150%

(HPT3604)

BAIS2



STUDY No. : 0163
ANTMAL + MOUSE BDF1
SEX ¢ MALE

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

PAGE @ 5
Group Name Control 400 ppm 2000 ppm 10000 ppm
SITE : Lliver
TUMOR : hepatocellular adenoma
Tumor rate
Ouerall rates(a) 2/50( 4.0) 6/50( 12.0) 4/50( 8.0) 3/50( 6.0)
Mijusted rates(b) 5.56 14.29 10.00 6.06
Terminat rates{c) 1/35( 2.9) 6/42( 14.3) 3/38( 7.9) 2/33( 8.1)
Statistical analysis
Peto test
Standard methad{d) P =0.1705
Prevalence method(d) P = 0.7427
Cambined analysis(d) P = 0.5537
Cochran-Armitage test(e) P = 0.6862
Fisher [Exact test(e) P = 0.1606 P =0.3574 P = 0,4909
SITE ¢ Lliver
TUNOR : hemangiosarcoma
Tumor  rate
OQuerall rates(a) 4/50( 8.0) 5/50( 10.0) 5/50( 10.0) 4/50( 8.0)
Adjusted rates(b) 9.09 9.52 7.89 9.09
Terminal rates(c) 2/35( 5.7) 4/42( 9.5) 3/38( 7.9) 3/33( 9.1)
Statistical analysis
Peto test
Standard method{d) P = 0.3769
Prevalence methad(d) P = 0.6249
Combined analysis(d) P = 0.5650
Cachran-Armitage test(e) P = 0.8168
Fisher [xact test(e) P = 0.4883 P = 0.4883 P = 0.3579
SITE & Liver
TUMOR : hepatocellular carcinoma
Tumor  rate
Ouerall rates(a) 13/50( 26.0) 10/50( 20.0) 9/50( 18.0) 4/50( 8.0)
Adjusted rates(b) 31.43 23.26 23.68 11.76
Terminal rates(c) 11/35( 31.4) 9/42( 21.4) 9/38( 23.7) 3/33( 9.1)
Statistical analysis
Peto test
Standard method(d) P =1,0000 ?
Prevalence method{(d) P = 0.9783
Combined analysis(d) P = 0.9837
Cochran-Armitage test(e) P = 0.0243%
Fisher [xact test{e) P =0.3703 P = 0.2965 P = 0.0371%

(IIPT3604)

BAIS2



STUDY Ne. : 01863
ANIHAL * MOUSE BDF1
SEX ¢ MALE

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

PAGE @

6

Group Name Control 400 ppm 2000 ppm 10000 ppm
SITE ¢+ Lliver
TUMOR : hemangioma,hemangiosarcoma
Tumor rate
Ouverall rates(a) 4/50( 8.0) 5/50( 10.0) 5/50( 10.0) 4/50( 8.0)
Adjusted rates(b) 9,09 9.52 7.89 9.08
Terminal rates{c) 2/35( 5.7) 4/42( 9.5) 3/38( 7.9) 3/33( 9.1)
Statistical analysis
Peto test
Standard method(d) P = 0.3769
Prevalence method(d) P = 0.6249
Conbined analysis(d) P = 0.5650
Cachran-Armitage test(e) P = 0.81868
Fisher Exact test(e) P = 0.4883 P = 0.4883 P = 0,35679
SITE @ Lliver
TUMOR : hepatocellular adenoma,hepatocellular carcinoma
Tumor rate
OQuerall rates(a) 14/50( 28.0) 13/50( 26.0) 13/50( 26.0) 7/50( 14.0)
Adjusted rates(b) 34.29 30,23 32,50 17.65
Terminal rates(c) 12/35( 34.3) 12/42( 28.6) 12/38( 31.6) 5/33( 15.2)
Statistical analysis
Peto test
Standard method(d) P = 0.2361
Prevalence method(d) P = 0.9639
Combined analysis(d) P = 0.9400
Cochran-Armitage test(e) P = 0.0671
Fisher Exact test(s) P = 0.4815 P = 0.4815 P = 0.1246
SITE : lHarderian gland
TUMOR : adenoma
Tumor rate
Ouerall rates(a) 3/50( 6.0) 4/50( 8.0) 6/50( 12.0) 2/50( 4.0)
Adjusted rates(b) 8.57 8.51 14,29 6.06
Terminal rates{c) 3/35( 8.8) 3/42( 17.1) 4/38( 10.5) 2/33( 8.1)
Statistical analysis
Peto test
Standard method{(d) P = -
Prevalence method(d) P = 0.7794
Combined anatysis(d) P=—-—--
Cochran-Armitage test(e) P = 0,3929
Fisher Exact test(e) P = 0,4895 P = 0.2728 P = 0.4909

(HPT360A)

BAIS2



STUDY No. : 0163

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANIMAL MOUSE BDF1
SEX MALE PAGE : 7
Group Name Control 400 ppm 2000 ppm 10000 ppm
SITE : Harderian gland
TUMOR & adenoma,adenocarcinoma
Tumor  rate
Ouerall rates(a) 4/50( 8.0) 5/50( 10.0) 6/50( 12.0) 2/50( 4.0)
Adjusted rates(b) 11,43 10.864 14.28 6.06
Terminal rates{c) 4/35( 11.4) 3/42( 7.1) 4/38( 10.5) 2/33( 8.1)
Statistical analysis
Peto test
Standard method(d) P=———
Prevalence method(d) P = 0.8679
Combined analysis{d) P =
Cochran-Armitage test(e) P = 0,2421
Fisher FExact test(e) P = 0.4883 P = 0,394 P =0.3574
(HPT3604) BAIS2
(a): Number of tumor-bearing animals/number of animals examined at the site.

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

7

Siognificant difference ; * 1 P = 0.0

Kaplan-Neire estimated tumor incidence at the end of the study after adjusting for intercurrent martality.

Observed tumor incidence at terminal kill.

Bensath the control incidence are the P-ualues associated with the trend test.
Standard method @ Death analysis

Prevalence method : Incidental tumor test

Combined analysis : Death analysis + Incidental tumor test

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

—— 1 There is no data which should be statistical analysis.
¥ 3 P = 0.01



STUDY No. : 0183

NEOPLASTIG LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL + MOUSE BDF1
SEX T MALE PAGE @ 1
Group Name Cantrol 400 ppm 2000 ppm 10000 ppm
SITE : ALL SITE
TUMOR : hemangioma
Tumor  rate
Ouerall rates(a) 3/50( 6.0) 0/50( 0.0) 2/50( 4.0) 0/50( 0.0)
Adijusted rates(b) 6.82 0.0 5,26 0.0
Terminal rates(c) 1/35¢ 2.9) 0/42( 0.0) 2/38( 5.3) 0/33( 0.0)
Statistical analysis
Peto test
Standard method(d) P =
Prevalence method(d) P =0.9182
Combined analysis(d) P =
Cochran-Armitage test(e) P = 0.1988
Fisher Exact test(e) P =0.1325 P = 0.4909 P =0.1325
SITE : ALL SITE
TUMOR ¢ malignant Lymphoma
Tumor rate
Ouerall rates(a) 6/50( 12.0) 7/50( 14,0) 8/50( 16.0) 3/50( 6.0)
Adjusted rates(b) 14.28 9.52 13.18 6.06
Terminal rates(c) 5/35( 14.3) 4/42( 9.5) 5/38( 13.2) 2/33( 6.1)
Statistical analysis
Peto test
Standard method(d) P = 0.7299
Prevalence method(d) P = 0.8266
Conbined analysis{d) P = 0.8800
Cochran-Armitage test(e) P = 0.1694
Fisher Exact test(e) P = 0.4863 P = 0.4157 P = 0.2728

(iPT3604)

BAIS2



STUDY No. : 0163 NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANINAL MOUSE BDF1L
SEX MALE PAGE : 2
Group Name Control 400 ppm 2000 ppm 10000 ppm
SITE ¢ ALL SITE
TUMOR : hemangiosarcoma
Tumor rate
Querall rates(a) 6/50( 12.0) 7/50( 14.0) 7/50( 14.0) 4/50( 8.0)
Adjusted rates(b) 8.57 11.90 7.89 9.09
Terminal rates(c) 3/35( 8.8) 5/42( 11.9) 3/38( 7.9) 3/33( 9.1)
Statistical analysis
Peto test
Standard method{d) P = 0.8258
Prevalence methad{(d) P = 0.5365
Combined analysis{(d) P =0.7672
Cochran-Armitage test(e) P = 0.3448
Fisher [xact test(se) P = 0.4863 P = 0.4863 P = 0.3944
(IIPT3604) BAISZ
(a): Number of tumor-bearing animals/number of animals examined at the site.
(b): Kaplan-Meire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality.
{c): Observed tumor incidence at terminal kill.
(d): Beneath the control incidence are the P-ualues associated with the trend test.
Standard method ¢ Death analysis
Prevalence method : Incidental tumor test
Combined analysis : Death analysis + Incidental tumor test
(e): The Cochran-Armitage and Fisher exact test compare directly the overall incidence rates.

?:

The conditional probsbities of the largest and smallest possible out comes can not estimated or this P-ualue is beyond the estimated P-ualue.
———= % There is no data which should be statistical analysis.
Significant difference * 1P = 0,05 ¥ 1 P £ 0,01
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STUDY No. : 0163

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ MNOUSE BDF1
SEX : FEMALE PAGE 8
Group Name Control 400 ppm 2000 ppm 10000 ppm
SITE  : lung
TUMOR : bronchiolar-alveslar adenoma
Tumar rate
Ouerall rates{a) 1/50( 2.0) 3/50( 6.0) 1/50( 2.0) 2/48( 4.1)
Adjusted rates(b) 2.56 11.11 4.00 8.70
Terminal rates{c) 0/26( 0.0) 3/27( 11.1) 1/25( 4.0) 2/23( 8.7)
Statistical analysis
Petg test
Standard method(d) P= -
Prevalence method(d) P = 0,3856
Combined analysis(d) P= -
Cochran-Armitage test(e) P = 0.8680
Fisher Exact test(e) P = 0.3235 P = 0.2475 P = 0.5000
SITE : lung
TUNOR : bronchiolar-aluenlar carcinoma
Tumor rate
Querall rates(a) 2/50( 4.0) 8/50( 6.0) 1/50( 2.0) 1/48( 2.0)
Adjusted rates(b) 4,26 5.41 4,00 4,35
Terminal rates(c) 1/26( 3.8) 1/27( 3.7) 1/25( 4.0) 1/23( 4.3)
Statistical analysis
Peto test
Standard method(d) P =1,0000 ?
Prevalence method(d) P = 0.6925
Combined analysis(d) P =0.7720
Cochran-Armitage test(e) P = 0.4309
Fisher [xact test(e) P = 0.4909 P = 0.4926 P = 0,4851
SITE : lung
TUMOR bronchiolar-alueolar adenoma,bronchiolar-alveolar carcinoma
Tumor rate
Ouerall rates(a) 3/50( 6.0) 8/50( 12.0) 2/50( 4.0) 3/49( 8.1)
Adjusted rates(b) 6.38 14,81 8.00 13.04
Terminal rates(c) 1/26( 3.8) 4/27( 14.8) 2/25( 8.0) 3/23( 13.0)
Statistical analysis
Peto test
Standard method(d) P =1.0000 ?
Prevalence method(d) P = 0.5740
Combined anatysis(d) P = 0.6444
Cachran-Armitage test(e) P = 0.6544
Fisher Exact test(e) P =0,2728 P = 0.4909 P = 10,3483

(1IPT360A)

BAIS2



STUDY No. : 0163

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTMAL ¢ MOUSE BDF1
SEX +  FEMALE PAGE 9
Graup Name Control 400 ppm 2000 ppm 10000 ppm
SITE ¢ lymph nade
TUMOR malignant Lymphoma
Tumor rate

Overall rates(a)

11/50( 22.0)

10/50( 20.0)

17/50( 34.0)

10/49( 20.4)

Adjusted rates(b) 15.38 16.67 24.00 8.70
Terminal rates(c) 4/26( 15.4) 4/27( 14.8) 6/25( 24.0) 2/23( 8.7)
Statistical analysis
Peto test
Standard method(d) P = 0.3556
Prevalence method(d) P = 0.8661
Combined analysis(d) P = 0.6221
Cochran-Armitage test(e) P = 0.7075
Fisher Exact test(s) P = 0.4833 P =90.2154 P = 0.4662
SITE ¢ spleen
TUMOR ¢ malignant tymphoma
Tumor  rate
OQuerall rates(a) 0/50( 0.0) 5/50( 10.0) 1/50( 2.0) 1/49( 2.0)
Adjusted rates(b) 0.0 7.41 4.00 4,35
Terminal rates(c) 0/26( 0.0) 2/27( 7.4) 1/25( 4.0) 1/23( 4.3)
Statistical analysis
Peto test
Standard methad(d) P = 0.8889
Prevalence method(d) P = 0.3952
Combined analysis(d) P =0.7198
Cochran-Armitage test(s) P = 0.4769
Fisher Exact test(e) P = 0.0360% P = 0.4950 P = 0.5000
SITE  : oral cavity
TUMOR squamous cell papilloma
Tumor  rate
Querall rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 3/43( 6.1)
Adjusted rates{b) 0.0 0.0 0.0 12,50
Terminal rates(c) 0/26( 0,0) 0/27( 0.0) 0/25( 0.0) 2/23( 8.7)
Statistical analysis
Peto test
Standard method(d) P=-—-
Prevalence method(d) P = 0.0014%x?
Gombired analysis(d) P=
Cochran-Armitage test(e) P = 0.0027%x
Fisher Exact test(e) P = 0.5000 P = 0.5000 P =0.1287

(1PT3604)

BAIS2



STUDY No. : 0163

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANINAL ¢ MOUSE BDF1
SEX : FEMALE PAGE ¢ 10
Group Name Control 400 ppm 2000 ppm 10000 ppm
SITE : oral cavity
TUMOR sadamous cell carcinama
Tumor rate
Ouerall rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 15/49( 30.8)
AMijusted rates(b) 0.0 0.0 0.0 35.48
Terminal rates(c) 0/26( 0.0) 0/27( 0.0) 0/25( 0.0) 8/23( 34.8)
Statistical analysis
Poto test
Standard method(d) P = 0.0004%x?
Prevalence method(d) P < 0.0001%x?
Combined analysis(d) P < 0.0001%x?
Cochran-Armitage test(e) P < 0.0001%x
Fisher Exact test(e) P = 0.5000 P = 0.5000 P = 0.0001*x
SITE @ oral cavity
TUMOR : squamous cell papilloma,sauamous cell carcinoma
Tumor rate
Ouerall rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 18/49( 36.7)
Adjusted rates(b) 0.0 0.0 0.0 45,83
Terminal rates(c) 0/26( 0.0) 0/27( 0.0) 0/25( 0.0) 10/23( 43.5)
Statistical analysis
Peto test
Standard method{d) P = 0.0004%x?
Prevalence method(d) P < 0.0001%x?
Combined analysis(d) P < 0.0001%x7
Cochran-Armitage test(e) P < 0.0001%x
Fisher Exact test(e) P = 0.5000 P = 0.5000 P < 0.0001%x
SITE stomach
TUMOR : squsmous cell carcinoma
Tumor  rate
Ouerall rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 3/43( 6.1)
Adjusted rates(b) 0.0 0.0 0.0 4,35
Terminal rates(c) 0/26( 0.0) 0/27( 0.0) 0/25( 0.0) 1/23( 4.3)
Statistical analysis
Peto ‘test
Standard method(d) P = 0.0146% ?
Prevalence methad(d) P = 0.1561
Combined analysis(d) P = 0.0019xx?
Cochran-Armitage test(e) P = 0.0027%x
Fisher Exact test(e) P = 0.5000 P = 0.5000 P = 0.1287

(HPT3604)

BAIS2



STUDY No. : 0183

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ MOUSE BDFI
SEX ¢ FEMALE PAGE 11
Group Name Controt 400 ppm 2000 ppm 10000 ppm
SITE : stomach
TUMOR : squamous cell papilloma,squamous cell carcinoma
Tumor  rate
Oueratl rates(a) 0/50( 0.0) 0/50( 0.0) 0/50( 0.0) 4/49( 8.2)
Adjusted rates(b) . 0.0 0.0 0.0 8.70
Terminal rates(c) 0/26( 0.0) 0/27( 0.0) 0/25( 0.0) 2/23( 8.7)
Statistical analysis
Peto test
Standard method{(d) P = 0.0146% 7
Prevatence method{(d) P =0.0103% ?
Combined analysis{d) P = 0,0002%x?
Cochran-Armitage test(e) P = 0.0005%x
Fisher Exact test{e) P = 0.5000 P = 0.5000 P = 0.0662
SITE  :+ Liver
TUMOR : hepatocellular adenoma
Turor  rate
Ouerall rates(a) 3/50( 6.0) 1/50( 2.0) 4/50( 8.0) 0/43( 0.0)
Adjusted rates(b) 11.54 3.70 15.38 0.0
Terminal rates(c) 3/26( 11.5) 1/27(¢ 3.7) 3/25( 12.0) 0/23( 0.0)
Statistical analysis
Peto test
Standard method{(d) P= -
Prevalence method(d) P = 0.9402
Combined analysis{(d) P=
Cachran-Armitage test(e) P = 0.1492
Fisher Exact test(e) P = 0.3235 P = 0.4895 P =0.1364
SITE ¢ Liver
TUMOR : hemangiosarcoma
Tumor rate
Ouerall rates(a) 3/50( 6.0) 3/50( 6.0) 0/50( 0.0) 1/49( 2.0)
Ajusted rates(b) g.38 6.45 0.0 3.23
Terminal rates{c) 2/26( 7.7) 1/27¢( 3.7) 0/25( 0.0) 0/23( 0.0)
Statistical analysis
Peto test
Standard methad(d) P =1.0000 7
Prevalence method(d) P =0.7678
Combined analysis(d) P = 0.8309
Cochran—Armitage test{e) P =0.3279
Fisher Exact test(e) P = 0,3392 P =10.1325 P = 0.3312

(IIPT3604)

BAIS2



STUDY No. : 0163

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHMAL + MOUSE BDF1
SEX t FEMALE PAGE : 12
Group Name Control 400 ppm 2000 ppm 10000 ppm
SITE & Liver
TUMOR : hemangioma,hemangiosarcama
Tumor  rate
Ouerall rates(a) 3/50( 6.0) 3/50( 8.0) 0/50( 0.0) 2/49( 4.1)
Adjusted rates(b) 9.38 6.45 0.0 6.45
Terminal rates(c) 2/26( 7.7) 1/27( 3.7) 0/25( 0.0) 1/23( 4.3)
Statistical analysis
Peto test
Standard method(d) P =1.0000 7
Prevalence method(d) P = 0.4983
Cambined analysis(d) P = 0.5906
Cochran-Armitage test(e) P = 0.7663
Fisher Exact test(e) P = 0.3392 P =0.1325 P = 0.4816
SITE  + Lliver
TUMOR : hepataocellular adenoma,hepatocellular carcinama
Tumor  rate
OQuerall rates(a) 4/50( 8.0) 1/50( 2.0) 4/50( 8.0) ) 0/48( 0.0)
Adjusted rates(b) 15.38 3.70 15.38 . 0.0
Terminal rates(c) 4/26( 15,4) 1/27( 3.7) 3/25( 12.0) 0/23( 0.0)
Statistical analysis
Petc test
Standard method(d) Pz —————
Prevalence method{(d) P = 0.9635
Combined analysis(d) P =
Cochran-Armitage test(e) P = 0.1047
Fisher Exact test(e) P =0.1998 P = 0.3579 P = 0.0715
SITE ¢ pituitary gland
TUMOR : adenoma
Tumor  rate
Querall rates(a) 10/50( 20,0) 6/49( 12.2) 8/49( 16.3) 7/49( 14.3)
Adjusted rates{b) 22.86 18.52 29.17 30.43
Terminal rates{c) 5/26( 19.2) 5/27( 18.5) 7/24( 28.2) 7/23( 30.4)
Statistical analysis
Peto test
Standard method(d) P = 0.8435
Prevalence method{d) P = 0.4523
Combined analysis(d) P = 0.5960
Cochran-Armitage test(e) P =0.7275
Fisher Exact test(e) P = (.2683 P = 0.4459 P = 0.3564

(HPT3604)

BAIS2



STUDY No. : 0163

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHMAL ¢ MOUSE BDF1
SEX : FEMALE PAGE = 13
Group Name Control 400 pom 2000 ppm 10000 ppm
SITE @ pituitary gland
TUNOR adenoma ,adenocarcinoma
Tumor  rate
Ouerall rates(a) 10/50( 20.0) 6/49( 12.2) 8/43( 16.3) 8/49( 16.3)
Adjusted rates(b) 22.88 18.52 29,17 30.43
Terminal rates{c) 5/26{ 19.2) 5/27( 18.5) 7/24( 29.2) 7/23( 30.4)
Statistical analysis
Peto test
Standard method(d) P = 0.4700
Prevalence method{(d) P = 0.4523
Combired analysis(d) P = 0.4612
Cochran-Armitage test{e) P = 0.9887
Fisher [Exact test(e) P = 0.2683 P = 0.4459 P = 0.4459
SITE @ uterus
TUMOR : histiocytic sarcoma
Tumor rate
Querall rates(a) 10/50( 20.0) 11/50( 22.0) 8/50( 16.0) 10/48( 20,8)
Adjusted rates(b) 7.69 10.81 4,00 23.08
Terminal rates(c) 2/26( 7.7) 2/27( 7.4) 1/25( 4.0) 5/23( 21.7)
Statistical analysis
Potc test
Standard method(d) P =0.8738
Prevalence method{(d) P = 0.0656
Combined analysis(d) P = 0.5100
Cochran-Armitage test(e) P = 0.9213
Fisher Exact test(e) P = 0,4833 P = 0.4300 P = 0.4361
SITE ¢ mammary gland
TUMOR adenoma ,adenacarcinoma
Tumor  rate
Querall rates(a) 2/50( 4.0) 1/50( 2.0) 3/50( 6.0) 0/49( 0.0)
Adjusted rates(b) 3.85 0.0 8,00 0.0
Terminal rates{c) 1/26( 3.8) 0/27( 0.0) 2/25( 8.0) 0/23( 0.0)
Statistical analysis
Petc test
Standard method(d) P = 0.8447
Prevalence method(d) P = 0.7509
Combined analysis(d) P = 0,899
Cochran-Armitage test{e) P =0.2178
Fisher Exact test(e) P = 0.4926 P = 0.4909 P = 0,2626

(HPT3604)

BAIS2



STUDY No. @ 0163

NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS

ANTHAL ¢ MOUSE BDF1
SEX : FEMALE PAGE : 14
Group Name Control 400 ppm 2000 ppm 10000 ppm
SITE @ Harderian gland
TUMOR : adenoma
Tumor  rate
Ouerall rates(a) 0/50( 0.0) 4/50( 8.0) 3/50( 6.0) 0/43( 0.0)
Adjusted rates(b) 0.0 12.90 12.00 0.0
Terminal rates(c) 0/26( 0.0) 3/27( 11.1) 3/25( 12.0) 0/23( 0.0)
Statistical analysis
Peto test
Standard method{(d) P =
Prevalence method(d) P = 0.9268
Combined analysis{(d) P=
Cochran-Armitage test(e) P =0.1862
Fisher [Exact test(e) P = 0.0688 P =0.1325 P = 0.5000
SITE Harderian gland
TUMOR adenoma ,adenacarcinoma
Tumor rate
Querall rates(a) 0/50( 0,0) 4/50( 8.0) 3/50( 6.0) 1/49( 2.0)
Adjusted rates(b) 0.0 12,90 12,00 4,35
Terminal rates{c) 0/26( 0.0) 3/27( 11.1) 3/25( 12.0) 1/23( 4.3)
Statistical analysis
Peto test
Standard method(d) P= -
Prevalence methad(d) P = 0.7267
Combined analysis(d) P = o
Cochran-Armitage test(e) P = 0.5357
Fisher Exact test(e) P = 0.0688 P = 0.1325 P = 0.5000
(HPT360A) BAIS2

(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 adjusting for intercurrent mortality.
(c): Observed tumor incidence at terminal kitl.
(d): Beneath the control incidence are the P-values associated with the trend test.
Standard method : Death analysis
Prevatence method @ Incidental tumor test

Combined analysis @ Death analysis +
(e): The Cochran-Armitage and Fisher exact test compare directly the ouerall incidence rates.
* The conditional probabities of the largest and smallest possible aut comes can not estimated or this P-ualus is bevond the estimated P-value.

Incidental tumor test

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

Significant difference

* 3

P = 0,05 ** 1 P £ 0.01



STUDY No. : 0163 ' NEOPLASTIC LESIONS-INCIDENCE AND STATISTICAL ANALYSIS
ANTHAL + MOUSE BDF1

SEX ¢ FEMALE PAGE : 3

Group Name Controt 400 ppm 2000 ppm 10000 ppm

SITE : ALL SITE
TUMOR : malignant lymphoma

Tumor rate
OQueratl rates(a) 11/50( 22.0) 16/50( 32.0) 18/50( 36.0) 11/49( 22.4)
Adjusted rates(b) 15.38 24,14 28,00 13,04
Terminal rates(c) 4/26( 15.4) 6/27( 22.2) 7/25( 28.0) 3/23( 13.0)
Statistical analysis ‘
Peto test
Standard method(d) P = 0.,5370
Prevalence methaod{(d) P = 0.8304
Combined analysis(d) P = 0.7371
Cochran-Armitage test(e) P = 0,4517
Fisher Exact test(e) P = 0.2625 P = 10,1751 P = 0.4239
SITE :+ ALL SITE
TUMOR : hemangiosarcoma
Tumor rate
Ouerall rates(a) 4/50( 8.0) 5/50( 10.0) 1/50( 2.0) 1/48( 2.0)
Adjusted rates(b) 12.50 9.68 0.0 3.23
Terminal rates(c) 2/26( 7.7) 2/27¢ 7.4) 0/25( 0.0) 0/23( 0.0)
Statistical analysis
Peto test
Standard method(d) P =0.7972
Prevalence method(d) P = 0.8907
Combined analysis(d) P = 0.9444
Cochran-Armitage test(e) P =0.1204
Fisher Exact test(e) P = 0.4883 P = 0.1998 P = 0.2063
(TIPT3604) BAIS2

(a): Nuwber of tumor-bearing animals/mumber of animals examined at the site.
(b): Kaplan-Neire estimated tumor incidence at the end of the study after adjusting for intercurrent mortality,
(c): Observed tumor incidence at terminal kill,
(d): Beneath the control incidence are the P-ualues associated with the trend test.
Standard method : Death analysis
Prevalence method ¢ Incidental tumor test
Combined analysis : Death analysis + Incidental tumor test
(e): The 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 or this P-ualue is beyond the estimated P-valus.
-————= 1 There is no data which should be statistical analysis. )
Significant difference * ! P = 0.0 ** 1 P < 0,01



APPENDIX P 1
HISTOLOGICAL FINDINGS ‘METASTASIS OF TUMOR @ SUMMARY
RAT: MALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO. ¢ 0162

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTHAL : RAT 344 DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al

SEX : MALE PAGE : 1

Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 6 10 14 11

Organ Findings

[Respiratory system]

nasal cavit <6 <10> <14> <11
teukemic cell infiltration 0 0 0 2

tung < 6> <10> <14> A
leukemic cell infiltration 1 3 3 3
metastasis: Liver tumor 0 0 1 0
metastasisisubcutis tumor 1 1 0 1
metastasis:skin/appendage tumor 0 1 0 0

{llematopoistic systen]

bone marrow < 6> <10> <14 ap
leukemic cell infiltration 0 2 2 3
metastasis: Liver tumor 0 0 1 0

Lymph node < 6> Ao <14> an
leukemic cell infiltration 1 0" 0 1
metastasis: Liver tumor 0 0 1 0
metastasisiskin/appendage tumor 0 1 0 0

splesin < 6> <10> <14> <A1
metastasis: Liver fumor 0 0 1 0

[Circulatory system]

heart < B> 10> 14> <1
leukemic cell infiltration 1 0 0 0

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

b b : Number of animals with lesion
(JPTIS0) BAIS2



STUDY NO. & 0162 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTHAL : RAT F344 DEAD AND NORIBUND ANTMALS (0-105W)

REPORT TYPE : Al

SEX v MALE PAGE @ 2
Group Name Control 400 ppm 2000 ppom 10000 ppm
No. of Animals on Study 6 10 14 11

Organ Findings

[Digestive system)

tonoue < B> <10> <14> <10>
teukemic cell infiltration 0 0 0 1
metastasisioral cavity tumor 0 0 0 1
stomach <6 <1 <14> <11
leukemic cell infiltration 0 1 0 0
large intes < B> <105 <14> <11>
leukemic cell infiltration 0 1 0 0
Liver < 6> am <14> an
leukemic cell infiltration 1 3 3 3
metastasisisubcutis tumor 0 1 0 0
pancreas < 6> <A <14> 1D
leukemic cell infiltration 1 1 0 1
metastasis: Liver tumor 0 0 1 0

{Urinary system]

kidney <6 <10 <14> A
teukemic cell infiltration 0 0 3 3
metastasis: Liver tumor 0 0 1 0

[Endocrine systenm]

pituitary < 6> <10> <i4> A
leukemic cell infiltration 1 0 0 0
adrenal < 6> <10> <14> <11
leukemic cell infiltration 1 1 2 2
<a> a : Number of animals examined at the site
b b : Number of animals with lesion

(JPT150) BAIS2



STUDY NO. ¢ 0162

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ MALE PAGE ¢+ 3

Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 8 10 14 11

Organ Findings,

[Endacrine system]

adrenal < B> <10> <14> <11>
metastasis: Liver tumor 0 0 1 0

{Reproductive system]

epididymis < 6> <10> <1 <A
teukemic cell infiltration 0 0 0 1

semin ves < B> am <14> a1
leukemic cell infiltration 0 1 0 0

prostate < 6> <10> <14> A
leukemic cell infiltration 0 1 0 1

[Special sense organs/appandags]

oye < 6> <10> <14> 11>
teukemic cell infiltration 0 0 0 1

Harder gl <6 <10> <14> <A
leukemic cell infiltration 0 0 0 1

{Musculoskeletal system]

muscle <6 <10> <14> 11>
metastasis: Liver tumor 0 0 1 0

{Body cavities]

pleura < 6> <10> <14> <11>
metastasis: Liver tumor 0 0 1 0

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

b b ¢ Number of animals with tesion
(JPT150) BAIS2



STUDY NO,  : 0162 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL : RAT F344 DEAD AND MORIBUND ANIMALS (0-105W)
REPORT TYPE : Al
SEX ¢ MALE PAGE : 4
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 6 10 14 11
Organ, Findings,
{Body cauities]
mediastinum < B ae <14 <11>
metastasis: Liver tumor 0 0 1 0
peritaneum < B> <10> <14> <11
metastasist Liver tumor 0 0 1 0
<a> a ¢ Number of animals examined at the site
b b : Number of animals with lesion
(JPT150) BA1S2



APPENDIX P 2
HISTOLOGICAL FINDINGS ‘METASTASIS OF TUMOR @ SUMMARY
RAT: FEMALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO.  : 0162

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTNAL ¢ RAT F344 DEAD AND MORIBUND ANINALS (0-105W)

REPORT TYPE : Al

SEX : FEMALE PAGE ¢ 5

Group Name Control 400 ppm 2000 ppm 10000 ppm
No, of Animals on Study g 10 9 13

Organ Findings,

{Integumentary system/appandage]

skin/app <9 10> <9 as
leukemic cell infiltration 1 0 0 0
metastasisisubcutis tumaor 1 0 0 0

subcutis <D <10> <D <13>
leukemic cell infiltration 1 0 0 0

[Respiratary system]

nasal cavit <9 <10> <D <13
leukemic cell infiltration 1 0 0 0

trachea < <10 <9 <43
metastasisisubcutis tumor i 0 0 0

lung <9 <10> <P asd
leukemic cell infiltration 2 3 3 4
metastasis: Liver tumor 0 1 0 1
metastasis:uterus tumor 0 0 1 0

[llematopoietic system)

bone marrow <® <10> <D a3
teukemic cell infiltration 1 2 2 1
metastasis: Liver tumor 0 0 0 i

lymph node < <10 < <13>
leukemic cell infiltration 2 1 1 3
metastasisisubcutis tumor 1 0 0 0

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

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



STUDY NO. & 0162 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUNNARY)
DEAD AND HMORIBUND ANIMALS (0-105W)

ANTHAL ¢ RAT F344
REPORT TYPE : Al

SEX : FEMALE PAGE ¢ 6
Group Name Control 400 pom 2000 ppm 10000 ppm
No. of Animals on Study 9 10 9 13

Organ Findings

[llematopoietic system]

Lymph node <9 <10 <D a3
metastasis:bone marrow tumor 0 0 1 0

spleen <D 10> < <3
metastasis: Liver tumor 0 0 0 1
metastasis:bone marrow tumar 0 0 1 0

[Circulatory system]

heart <D <10 <9 <13>
leukemic coll infiltration 0 0 0 1
metastasis: Liver tumor 4} 1 0 0

[Digestive system]

salivary gl <P <10> <9 <13
leukemic cell infiltration 1 0 0 0

stomach <P <100 <®» <13>
leukemic cell infiltration 1 0 0 0
metastasisisubcutis tumar 1 0 0 0

Liver <P 10> <D <13
leukemic cell infiltration 2 3 3 4
metastasisiuterus tumor 0 0 1 0
metastasis:bone marrow tumor 0 0 1 0

pancreas <®» <A < <13
leukemic cell infiltration 1 2 0 0

Cad a : Number of animals examined at the site

b b ¢ Number of animals with lesion
(JPT150)

BATS2



STUDY NO. @ 0162

NISTOLOGICAL FINDINGS : METASTASIS OF TUNOR (SUMMARY)

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

REPORT TYPE @ Al

SEX + FEMALE PAGE ¢+ 7

Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 9 10 9 13

Organ Findings

[Digestive systen]

pancreas < o> < <13
metastasisiuterus tumor 0 0 1 0
metastasisisubcutis tumor 1 0 0 0

[Urinary system]

kidney <9 e <P A3
leukemic cell infiltration 1 1 0 3
metastasis:uterus tumor 0 0 1 0

urin bladd <P <10> <D <13
leukemic cell infiltration 0 0 0 1

[Endocrine system]

adrenal <P <10 < » <13>
leukemic cell infiltration 1 0 1 0

[Reproductive system]

ovary <P <10 <P <13
Leukemic cell infiltration 1 1 1 0
metastasis:uterus tumor 0 1 0 0

uterus <P <10> () AP
leukemic cell infiltration 1 0 0 1

vagina <P <10> <D <13
leukemic cell infiliration i 0 0 0

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

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



STUDY NO.  : 0162

HISTOLOGICAL FINDINGS : NETASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX t FEMALE PAGE : 8

Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 9 10 9 13

Organ, Findings

[Special sense organs/appandage]

eye < <10> < <13
leukemic cell infiltration 1 0 0 0

Harder gt <P <10> <D <13
leukemic cell infiltration 1 1 0 0

[Musculeskeletal system]

muscle <P <10> <9 <13>
leukemic cell infiltration 1 0 0 0

[Body cavities]

peritoneum <@ < <®» <13
metastasis:uterus tumar 1 0 0 0
metastasisisubcutis tumor 1 0 0 0

retraperit <P <1 <®» A3
metastasisiuterus tumor 0 0 i 0

mesenterium <9 <10> <P <13
metastasisiuterus tumor 1 0 0 0

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

b b ¢ Number of animals with Llesion
(JPT150)

BAIS2



APPENDIX P 3
HISTOLOGICAL FINDINGS ‘METASTASIS OF TUMOR @ SUMMARY
RAT: MALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO, = 0182

ISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTHMAL © RAT F344 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 2

Group Name Control 400 ppm 2000 pem 10000 ppm
No. of Animals on Study 41 40 41 37

Organ Findings

[Respiratory system]

lung 41> <40> 41> a7
leukemic cell infiltration 1 0 0 0
metastasistadrenal ‘tumor 0 0 0 1
metastasis: thyroid tumar 0 0 1 0

{Hematopoietic system]

Lymph node 41> <40> 41> <37>
metastasis:zymbal gland tumar 0 0 1 0

spleen 41> <40> <41> <37
metastasistbone marrow tumor 1 0 0 0

[Digestive system]

salivary gl 4n <40> 41> <37
motastasis:zymbal gland tumor 0 0 1 0

Liver 4 40> <41> <37
leukemic cell infiltration 2 1 5 2

[Urinary system]

kidney 41> <40> 41> <37>
leukemic cell infiltration 0 0 2 0

[Neruous system)

brain A <40> A4n [&1p2
motastasis:pituitary tumor 0 1 0 0

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

b b : Number of animals with lesion
(JPT150)

BAIS2



APPENDIX P 4
HISTOLOGICAL FINDINGS ‘METASTASIS OF TUMOR @ SUMMARY
RAT: FEMALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO. ¢ 0162 KISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIHAL : RAT F344 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE : 1

Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 44 40 36 39

Organ Findings

[Respiratory system]

trachea <44> <40> <362 3P
metastasisithyroid tumor 1 0 0 0

tung <44> <40> <36> <39>
leukemic cell infiltration 1 2 1 1
metastasis:thyroid tumor 1 0 0 0
metastasisiskin/appendsge tumor 0 0 0 1

{llematopoietic system)

bone marrow <44> <40> <36> <3P
letkemic cell infiltration 0 0 0 1

Lymph node <44> 40> <36> Q3P
leukemic cell infiltration 0 1 1 0
metastasis:thyroid tumor 1 0 0 0

[Digestive system]

tiver <44> <40> 36> <39
teukemic cell infiltration i 2 4 1

[Urinary system]

kidney <44> <40> <36> <39
letkemic cell infiltration 0 0 2 1
metastasisiskin/appendage tumor 0 0 0 1

[Endacrine system]

adrenal 44> <40> 36> 3D
leukemic cell infiltration 0 1 0 4}

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

b b ¢ Number of animals with lesion



APPENDIX P 5
HISTOLOGICAL FINDINGS ‘METASTASIS OF TUMOR @ SUMMARY
MOUSE: MALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY)



STUDY NO. @ 0163

NISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTNAL © HOUSE BDF1 DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE @ Al

SEX s MALE PAGE : 1

Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 15 8 12 17

Organ Findings

[Respiratory system]

nasal cauit as <8 12> <17
metastasis:periferal nerve tumor 1 0 0 0

lung <15> (% <12> <A
leukemic cell infiltration 0 2 2 0
metastasis: Liver tumar 0 1 0 1
metastasis:spleen tumor 0 0 1 0
metastasisioral cavity tumor 0 0 0 2
metastasis:esophagus tumor 0 0 0 1

[lematopoietic system]

bane marrow <15> <8 <12> [S¥
metastasis: Liver tumor 0 0 0 1

Lymph node <15 <8 <12> <17
metastasis: Liver tumor 0 1 0 0
metastasis:oral cavity tumor 0 i} 0 2
metastasisiepididymis tumor 0 1 0 0

spleen as> <8 12> <17
leukemic cell infiltration 1 2 3 1
metastasis: Liver tumor 0 1 0 0

[Circulatary system]

heart <15> <8 a2 D
leukemic cell infiltration 1 0 1 0

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

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



STUDY NO.
ANTHAL

¢ 0163
* HOUSE BDF1

HISTOLOGIGAL FINDINGS : METASTASIS OF TUMOR (SUMNARY)
DEAD AND MORIBUND ANIMALS (0-105W)

REPORT TYPE : Al
SEX : MALE PAGE ¢ 2
Graup Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 156 8 12 17

Organ Findings,

[Circulatory system]

heart 15> <8 12> am
metastasis: Liver tumor 0 0 0 1

[Digestive system]

oral cavity <156> B <12> A
leukemic cell infiltration 0 0 1 0

‘tongue <15 <8 Az <17>
teukemic cell infiltration 0 0 1 0

salivary gl <15> <8 12> <17
teukemic cell infittration 0 0 2 0

stomach 15> B <12> [e¥p2
letkemic cell infiltration 0 1 2 0
metastasisiepididymis tumor 0 1 0 0
metastasisiseminal vesicle tumor 0 0 1 0

small intes 15> <8 12> a7
metastasisiepididymis tumor 0 1 0 0

large intes 15> < B <12> <A
teukemic cell infiltration 0 0 1 0

Liver <15 < 8 12> 17>
teukemic cell infiltration 0 2 3 0
metastasis:epididymis tumor 0 1 0 0

gall bladd <15> <8 12> <17
leukemic cell infiltration 0 1 0 0

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

b bt Number of animals with lesion
(JPT150)

BAIS2



STUDY NO.  : 0163 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : At

SEX ¢ MALE PAGE ¢+ 3

Graup Name Cantrol 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 15 8 12 17

Organ Findings

[Digestive system]

pancreas 15> <8 <12> <17
leukemic cell infiltration 0 1 2 0
metastasis:epididymis tumor 0 1 0 0

[Urinary system]

kidney <18> <8 <12> am
leukemic cell infiltration 0 1 2 0
metastasis: Liver tumor 0 0 0 1
metastasis: lung tumor 0 0 1 0

urin bladd <15 <8 <12> Aan
teukemic cell infiltration 0 2 1 0
metastasisiepididymis tumor 1 1 0 0

[Endocrine system]

pituitary <15 <8 <12 <17
metastasis:periferal nerue tumor 1 0 0 0

adrenal <15> <& <12> an
teukemic cell infiltration 0 0 1 0

[Repraoductive system]

testis {15 <& 12> aAD
leukemic cell infiltration 0 1 0 0

epididymis <15> <8 <12> <17>
teukemic cell infiltration 0 1 1 0

<ad a ! Number of animals examined at the site

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



STUDY NO. = 0163

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ HALE PAGE : 4

Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 15 8 12 17

Organ Findings

[Reproductive system]

semin ves <15> <8 <A2> <17
leukemic cell infiltration 0 2 0 0
metastasis:epididymis tumor 0 1 0 0

prostate <15 <8 <12> <17
leukemic cell infiltration 0 1 2 0
metastasis:epididymis tumar 1 1 0 1

[Neruous systenm]

brain <15> <8 12> A
leukemic cell infiltration 0 0 1 0
metastasis:pituitary tumor 1 0 0 0

[Special sense organs/appandags]

Harder gl <15> <8 12> <A
leukemic cell infiltration 0 0 2 0
metastasis:pituitary tumor 1 0 0 0

[Musculaskeletal system]

muscle <15> <& <12> <17
letkemic cell infiltration 0 0 1 0
metastasisiepididymis tumor 0 1 0 0

[Bady cavities]

mediastinum <15> <8 <12> <17
metastasis: Liver tumor 0 0 0 1

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

b b : Number of animals with lesion




STUDY NO. & 0183 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ NALE PAGE ¢ &
Graup Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 15 8 12 17

Organ Findings,

[Body cauities]

peritoneum <15> <8 <12> <17

metastasisiseminal vesicle tumor 0 0 1 0
<Cad a : Number of animals examined at the site
b b ¢ Number of animals with lesion
(JPT150) BAIS2



APPENDIX P 6
HISTOLOGICAL FINDINGS ‘METASTASIS OF TUMOR @ SUMMARY
MOUSE: FEMALE : DEAD AND MORIBUND ANIMALS

(2-YEAR STUDY )



STUDY NO.  : 0163

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ FEMALE PAGE ¢ 6

Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals an Study 24 23 25 26

Organ Findings

[Integumentary system/appandage]

skin/app 24> 23> <25> <26>
leukemic cell infiltration 0 1 0 0

subcutis <24> 23> <25> 26>
leukemic cell infiltration 0 2 0 0

[Respiratory system]

nasal cauvit <24> 23 <25> 26>
leukemic cell infiltration 1 1 1 1
metastasisiuterus tumor 3 2 1 0

Larynx <24> 23> <25> 26>
leukemic cell infiltration 0 0 1 0

trachea <24> 23> 25> <26>
teukemic cell infiltration 0 0 0 1

lung 24> 23> 25> 26>
leukemic cell infiltration 6 6 8 6
metastasis: Liver tumar 0 0 1 0
metastasis:uterus tumor 8 6 2 3
metastasisiaoral cavity tumor 0 0 0 2

[liematopoistic system)

bone marrow <24> <23 <25> 26>
teukemic cell infiltration 2 5 3 1
metastasisiuterus tumor 1 1 1 1

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

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



STUDY NO. T 0163 IISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 7

Grour Name Control 400 ppm 2000 ppm 10000 pem
No. of Animals on Study 24 23 25 26

Organ Findings

[llematopoietic system]

Lymph node 24> Q2P 25> 26>
teukemic cell infiltration 0 2 0 0
metastasis: Liver tumor 0 0 1 0
metastasis:uterus tumor 1 2 2 0
metastasis:stomach tdmor 0 0 0 1
metastasisioral cavity tumor 0 0 0 2

spleen 24> <23 <25 26>
letkemic cell infiltration 6 6 6 7
metastasis: Liver tumor 0 0 1 0
metastasis:uterus tumor 1 1 Q 0

[Circulatory system]

heart <24> <23 <250 26>
leukemic cell infiltration 2 5 0 3
metastasisiuterus tumor 1 0 0 0

[Digestive system]

oral cauity <24> QP <255 26>
leukemic cell infiltration 1 4 0 1
metastasis:uterus tumor 0 1 2 0

‘tongus 24> <23 <25> 26>
leukemic cell infiltration 0 3 0 1

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

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



STUDY NO.  : 0163

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUNNARY)

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

REPORT TYPE : Al

SEX t FEMALE PAGE ¢ 8

Group Name Cantrot 400 ppm 2000 ppm 10000 ppm
No, of Animals on Study 24 23 25 26

Organ Findings

[Digestive system]

salivary gl 24> <23> 25> <26>
leukemic cell infiltration 3 6 5 4
metastasisioral cavity tumor 0 0 0 1

stomach 24> <23 <25> {26>
leukemic cell infiltration 3 4 2 2
metastasisiuterus tumor 1 0 2 0

smatl intes <24> 23> <25> 26>
metastasis:uterus tumor 0 1 1 0

Liver 24> 23> <25> 28>
Leukemic cell infiltration 7 8 8 8
metastasis:uterus tumor 7 7 6 5
metastasisisubcutis tumor 0 1 0 0
metastasisistamach tumar 0 0 0 1

pancreas 24> 3 <26> <26>
leukemic cell infiltration 2 3 5 6
metastasis:uterus tumor 2 0 2 0
metastasis:stomach tumor 0 0 0 1

[Urinary system]

kidney 24> 23> 25> <26>
teukemic cell infiltration 5 5 2 6
metastasis:uterus tumor 1 2 2 1

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

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



STUDY NO.
ANTHAL

SEX

: 0163

+ MOUSE BDF1
REPORT TYPE :
: FENALE

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

PAGE : 9
Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 24 23 25 26

Organ Findings,

[Urinary systenm]

kidney <24> <2 <25> <26>
metastasis:stomach tumor 0 0 0 1

urin bladd Q24 23 25> <25>
leukemic cell infiltration 4 6 5 2
metastasis:uterus tumor 1 0 1 0

[Endocrine system]

pituitary 24> 23> <25> <26>
leukemic cell infiltration 1 1 1 0

thyroid Q4> 23> <25 26>
leukemic cell infiltration 0 2 0 0

adrenal Q20 Q23 <25> <26>
leukemic cell infiltration 4 4 2 1
metastasistuterus tumor 1 0 0 1

[Reproductive system}

Quary 24> <323 25> 26>
leukemic cell infiltration 6 7 7 5
metastasis:uterus tumor 6 5 6 5

uterus 24> 23> 25> 26>
leukemic cell infiltration 4 6 4 4

vagina (24> 23> <25> 26>
leukemic cell infiltration 2 0 0 1

Ca> a : Number of animals examined at the site

b b : Number of animals with lesion
(JPT150) BAlS2



STUDY NO.  : 0163

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

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

REPORT TYPE : Al

SEX ¢ FEMALE PAGE : 10

Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 24 23 25 26

Organ Findings

[Reproductive systeml

mammary gi <245 <23> <257 26>
leukemic cell infiltration 1 2 3 2

[Neruous system]

brain 24> Q3 25> 26>
leukemic cell infiltration 1 0 1 1

spinal cord 24> 23> 25> 26>
leukemic cell infiltration 1 0 0 1

{Special sense organs/appandage]

eve 24> 23> 25> 26>
Leukemic cell infiltration 0 1 1 3

Harder gt 24> 23> 25> <26>
leukemic cell infiltration 3 3 2 2

[Husculoskeletal system)

muscle <24> 23> 25> 28>
leukemic cell infiltration 0 3 0 3

[Body cavities]

per-itoneum 24> a3 <25> 26>
leukemic cell infiltration 0 1 1 0
metastasisiuterus tumor 1 2 3 0

<a> a  Number of animals examined at the site

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



APPENDIX P 7
HISTOLOGICAL FINDINGS ‘METASTASIS OF TUMOR @ SUMMARY
MOUSE: MALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO.  : 0163 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANIMAL : MOUSE BDF1L SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE ¢ 1
Group Name Control 400 ppm 2000 pem 10000 ppm
No. of Animals on Study 35 42 38 33

Organ Findings,

{Integumentary system/appandage]

subcutis <35 42> 38> <33
leukemic cell infiltration 0 1 0 0

[Respiratory system]

nasal cavit [&15)] 42> <38 3P
leukemic cell infiltration 1 0 1 0
lung <35> 42> 38> <33
leukemic cell infiltration 0 1 2 0
metastasist Liver tumor 1 0 3 0

[Hematopoietic system]

bone marow <35> <42> <38> 32>
leukemic cell infiltration 0 0 2 0
lymph node 35> 42> 38> <33>
teukemic cell infiltration 1 0 0 0
spleen : <35> <42> <38> {33>
leukemic cell infiltration 3 2 2 3

[Circulatory system)

heart 35> U 38> (&%)
leukemic cell infiltration 0 0 1 0

[Digestive system]

oral cavity <3b> <42> <38> 33
leukemic cell infiltration 0 0 1 0
<a> a : Number of animals examined at the site
b b+ Number of animals with lesion

(JPT150) BAIS2



STUDY NO. & 0163 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTHAL + HOUSE BDF1 SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX ¢ MALE PAGE ¢ 2

Group Name Controt 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 35 42 38 33

Organ Findings

{Digestive system]

salivary gl <35> <42> 38 33>
leukemic cell infiltration 0 0 2 0

stomach <35> <42> 38> <33
leukemic cell infiltration 0 0 2 0

Liver 35> <42> <38> (&%)
leukemic cell infiltration 1 0 3 1
metastasisistomach tumor 0 0 0 1

pancreas <35 42> 38> <83
leukemic cell infiltration 1 1 2 1

[Urinary system]

kidney <35> <42> 38> <33
teukemic cell infiltration i [V 2 0

urin bladd <35> <42> <38> <33
leukemic cell infiliration 0 0 2 0

[Reproductive system]

epididymis <35> <42> 38> [k
letkemic cetl infiltration 0 0 2 0

semin ues <35> 42> 38> 33>
leukemic cell infiltration 0 0 1 0

prostate <35> <42> <38> <33
leukemic cell infiltration 0 0 2 0

[Musculoskeletal system]

muscle 36> 42> <38> 33>
leukemic cell infiltration 0 0 1 0

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

b b : Number of animals with lesion



APPENDIX P 8
HISTOLOGICAL FINDINGS ‘METASTASIS OF TUMOR @ SUMMARY
MOUSE: FEMALE : SACRIFICED ANIMALS

(2-YEAR STUDY)



STUDY NO. : 0183

NISTOLOGICAL FINDINGS : METASTASIS OF TUNOR (SUMMARY)

ANTMAL : MOUSE BDFL SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX : FEMALE PAGE + 3

Group Name Comtrol 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 26 27 25 23

Organ. Findings

{Integumentary system/appandage]

skin/app <26> 27> 25> 23>
leukemic cell infiltration 0 0 1 0

[Respiratary system]

nasal cauvit <26> @2 {252 23
teukemic cell infiltration 0 1 0 0
metastasis:uterus tumor 0 0 0 1

lung 26> Q27 <25 23>
leukemic cell infiltration 1 4 1 1
metastasis: Liver tumor 0 1 0 0

[Hematopoistic system]

bone marrow <26> <27 25> 23>
leukemic cell infiltration 1 2 1 0

lymph node <26> aQn <25> <23
motastasisiuterus tumor 0 0 0 1

spleen 26> 27> <25> a3
letkemic cell infiltration 4 3 3 2

[Circulatory system]

heart 26> QD {255 23>
leukemic cell infiltration 0 2 1 0

[Digestive system]

oral cavity <26> 27 26> 23>
leukemic cell infiltration 0 2 2 0

Ca> a ¢ Number of animals examined at the site

b b ¢ Number of animals with lesion




STUDY NO.  : 0163 HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTMAL * MOUSE BDF! SACRIFICED ANIMALS (105W)

REPORT TYPE : Al

SEX + FEMALE PAGE ¢+ 4
Group Name Cantrol 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 26 27 25 23

Organ, Findings

[Digestive system]

‘tonaue <26> ' 27> <25> 23>
leukemic cell infiltration 0 1 1 0
salivary gl : <26> 27> 25> Q23>
leukemic cell infiltration 0 3 0 0
stomach 26> L7 <25> Q23
teukemic cell infiltration 0 1 1 0
small intes 26> Q70 25> a3
leukemic cell infiltration 0 1 0 0
Liver 26> @D 25> <23
teukemic cell infiltration 1 3 2 0
metastasisiuterus tumor 1 1 0 2
pancreas <26> <27 <25> 23>
Leukemic cell infiltration 0 2 0 0
metastasis:uterus tumor 1 0 0 0

{Urinary system]

kidney 26> <27 25> <23>
leukemic cell infittration 2 1 1 0
urin bladd <26> 2D <25 Q23>
leukemic cell infiltration 1 2 1 0

[Endocrine system)

adrenal <26> 27> <25> 23>
leukemic cell infiltration 0 1 0 0
<Ca> a @ Number of animals examined at the site
b b : Number of animals with lesion

(JPT150) BAIS2



STUBY NO.  : 0163

HISTOLOGICAL FINDINGS : METASTASIS OF TUMOR (SUMMARY)

ANTHAL : MOUSE BDF1 SACRIFICED ANINALS (105W)

REPORT TYPE ¢ Al

SEX © FEMALE PAGE: B

Group Name Control 400 ppm 2000 ppm 10000 ppm
No. of Animals on Study 26 27 25 23

Organ, Findings

[Reproductive system]

ovary 26> aQn 25> QP
leukemic cell infiltration 1 3 2 0
metastasisiuterus tumor 1 0 0 2

uterus <26> (e <25> P
leukemic cell infiltration 0 2 0 0

mammary gt . 26> QD <25> 23>
leukemic cell infiltration 0 0 1 0

[Special sense organs/appandage]

eye <26> 2D <25> Q23
leukemic cell infiltration 0 1 1 0

Harder gl 26> 27> 25> 23>
leukemic cell infiltration 0 1 1 0

[Musculoskeletal system]

muscle <26> Q2 <25> 23>
teukemic cell infiltration 0 2 1 0

[Body cavities]

mediastinum 26> 27 <25 23>
leukemic cell infiltration 0 1 0 0

peritoneum 26> Q2 25> 2D
metastasis:uterus tumor 1 ] 0 1

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

b b ¢ Number of animals with lesion
(JPT150)

BAIS2



APPENDIX Q 1
IDENTITY OF VINYL ACETATE

(2-YEAR STUDY)



[DENTITY OF VINYL ACETATE(TYO-YEAR STUDIES)
4. Test Substance Lot No. SAG5318
1. Spectral data

(1) Mass Spectrometry

Instrument : Hitachi ¥-80B ¥ass Spectrometer
[onization : EI(Electron lonization)
lonization Voltage : 70eV
100::‘ i
so-f L 20
] £ L 10
0E IJ‘T Jlx lli T rl'r I SAMGS MRAAS Aasss AARAESALES SAAS RARSS) 0
0 100 200
X/Z
Mass Spectrum of Test Substance
Results: Determined Literature Value*
Molecular and Fragment Peak(¥/Z) Molecular and Fragment Peak(¥/Z)
86.0 86
; : 43
27.1 27
15

(*EPA/NIH Mass Spectral
Data Base (1978) V. I,
p. 41.)



(2) Infrared Spectrometry

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

4 S 4 7 3 3 19 it 12 11 it 3 2%
LI I U ‘!'_i-,' L D
sfpobifrpipeee

25um 3

PN N P H

JUEPY B B 59 SN

o 2500' 2000 1800 1506 1400 1200 1000 072 500 430

97 1inn
WAVETIUMBER CM

Infrared Spectrum of Test Substance

Literature Values%
Yave Number(cm™ ')

Results Determines
¥ave Number(cm™ ')

840~ 920 830~ 910
940~1000 930~ 990
1000~1060 1000~ 1060
1120~1180 1110~1170
1200~1260 1180~1260
1280~1320 1280~ 1320
1360~1410 1340~ 1400
1630~1690 1630~ 1680
1740~1820 1730~ 1820

(xPerformed by WAKO PURE
CHEMICAL INSUSTRIES,LTD.)

9. Conclusions:The result of the mass spectrum and the infrared spectrum agreed with

the literature values.
Consequently, the test substance was identified as Vinyl acetate.



B. Test Substance Lot No.LKP4386
1. Spectral data

(1) VYass Spectrometry

Instrument . Hitachi Y-80B ¥ass Spectrometer
[onization : EI(Electron lonization)
lonization Voltage : 70eV
100:: hd
'f = 30
; A
50‘:
] 2 L 1o
I {
i d |
1 T |
jed '*1‘[»![‘! I?II T T ILI T T T T T T T T T T Q
o] 100 200
X/Z
Yass Spectrum of Test Substance
Results: Determined Literature Value”
Yolecular and Fragment Peak(¥/Z) Molecular and Fragment Peak(¥/Z)
86.0 86
43.0 43
27.1 27
15.2 15

(*EPA/NIH Mass Spectral
Data Base (1978) V. 1,
p. 41.)



(2) Infrared Spectrometry

[nstrument . Hitachi 270-30 Infrared Spectrometer
Cell : KBr
Siit . Yedium

< 13 1 £ty s
0 Sl Dbt

2%

i
AREE
il

1000 800 600 409

ELLL ) ’ ;*nr‘x ’ 3.000 - ) ;50; ’ 2000 1300 1600 1400 1200
WAVEMUMBER CM -1
Infrared Spectrum of Test Substance
Results Determines Literature Valuesx

¥ave Number(cm™ ') ¥ave Number(cm™')

840~ 920 830~ 910
940~1000 930~ 990
1000~1060 1000~ 1060
1120~1180 1110~1170
1200~ 1260 1180~ 1260
1280~1320 1280~1320
1360~1410 1340~ 1400
1630~ 1690 1630~ 1680
1740~1820 1730~1820

(¥Performed by WAKO PURE
CHEMICAL INSUSTRIES,LTD.)

9. Conclusions:The result of the mass spectrum and the infrared spectrum agreed with

the literature values.
Consequently, the test substance was identified as Vinyl acetate.



C.Test Substance Lot No. ¥DP4885
1. Spectral data

(1) Yass Spectrometry

Instrument : Hitachi Y-80B Mass Spectrometer
[onization : EI(Electron lonization)
Ionization Voltage : T0eV
<
® :
100 T&
3 = 30
] - 20
50 7]
'; 3 L
HE l
e s t
8] rJJ"'r 'ls r“r T T XLK T T T T T T T T 2]
0 100 200
X/Z
Mass Spectrum of Test Substance
Results: Determined Literature Value®
¥olecular and Fragment Peak(M/Z) Molecular and Fragment Peak(¥/Z)
86. 0 86
43
) 27
15.2 15

(*EPA/NIH Mass Spectral
Data Base (1978) V. 1,
p. 41.)



(2) Infrared Spectrometry

Instrument : Hitachi 270-30 Infrared Spectrometer
Cell : KBr

Slit : Yedium

25u=

5
o, b BT SRTRSUIEE ST RERNE DERTSt

PTECY S S I T R I T et el o

- : IR I EE SRR T TS —
4000 1500 3000 2500 2000 1800 1600 1400 1200 1990 330 400 400
WAVENUMBER CM !

Infrared Spectrum of Test Substance

Results Determines Literature Values*
¥ave Number(cm™') -~ VWave Number(cm™ ')
840~ 920 830~ 910
940~1000 930~ 990
1000~1060 1000~1060
1120~1180 1110~1170
1200~1260 1180~1260
1280~1320 1280~1320
1360~1410 1340~1400
1630~1690 1630~ 1680
1740~1820 1730~ 1820

(%Performed by WAKO PURE
CHEMICAL [NSUSTRIES,LTD.)

9. Conclusions:The result of the mass spectrum and the infrared spectrum agreed with

the literature values.
Consequently, the test substance was identified as Vinyl acetate.



D.Test Substance Lot No. ¥DP4894
1. Spectral data

(1) ¥ass Spectrometry

[nstrument : Hitachi ¥-80B ¥ass Spectrometer
[onization : EI(Electron lonization)
[onization Voltage : T0eV
100_: M
“ F 30
su-f Eo20
; 8 L 1o
e} XL’W"L’S lll T T lll T T T T T T T T T T Q
] 100 200
i/7
¥ass Spectrum of Test Substance
Results: Determined Literature Value”
Yolecular and Fragment Peak(M/Z) Molecular and Fragment Peak(¥/Z)
86.0 86
] 43
27.1 27
15

(*EPA/NIH Mass Spectral
Data Base (1§878) V. 1,
p. 41.)



(2) Infrared Spectrometry

Instrument : Hitachi 270-30 Infrared Spectrometer
Cell : KBr
Slit : ¥edium

TR T RERTS AU

1600 1400 1200 1900 800 500 400

1000 2560 2000 1800

Infrared Spectrum of Test Substance

1371 1500
WAVENUMBER CM -!

Literature Valuesk
Yave Number(cm™ ')

Determines
¥ave Number(cm™')

Results

840~ 920 830~ 910
940~1000 930~ 990
1000~1060 1000~ 1060
1120~1180 1110~1170
1200~1260 1180~1260
1280~1320 1280~ 1320
1360~1410 1340~ 1400
1630~1690 1630~ 1680
1740~1820 1730~ 1820

(¥Performed by ¥YAKC PURE
CHEMICAL INSUSTRIES,LTD.)

2. Conclusions:The result of the mass spectrum and the infrared spectrum agreed with

the literature values.
Consequently, the test substance was identified as Vinyl acetate.



E.Test Substance Lot No. ¥DP4895
1. Spectral data

(1) ¥Yass Spectrometry

[nstrument : Bitachi ¥-80B Mass Spectrometer
lonization : EI(Electron lonization)
[onization Voltage : 70eV
o
&
w <
100 T&
]
' = 30
) L 20
53 9
? .
E 3 - 10
1.
! b Bl
3 -N .
0 T |l T ‘J'x T ! T T T T T T T T T T T T T T 2}
e} 100 200
N/Z

Results:

¥ass Spectrum of Test Substance

Determined

Volecular and Fragment Peak(¥/Z)

86. 0
43.0
27.1
15.2

Literature Value”
Molecular and Fragment Peak(M/Z)

86

43

27

15

(*EPA/NIH Mass Spectral
Data Base (1978) V. 1,
p. 41.)



(2) Infrared Spectrometry

Instrument . Hitachi 270-30 Infrared Spectrometer
Cell : KBr
Slit : Yedium

1a tr 12 13 141§ by 23
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5
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Infrared Spectrum of Test Substance

(el 1500
WAVENUMBER CM 1

Literature Valuesx

Determines
Yave Number(cm ')

¥ave Number(cm™')

Results

840~ 920 8§30~ 910
940~1000 930~ 990
1000~1060 1000~1060
1120~1180 1110~1170
1200~1260 1180~1260
1280~1320 1280~1320
1360~1410 1340~ 1400
1630~1690 1630~1680
1740~1820 1730~ 1820

(xPerformed by WAKC PURE
CHEMICAL INSUSTRIES,LTD.)

9. Conclusions:The result of the mass spectrum and the infrared spectrum agreed with

the literature values.
Consequently, the test substance was identified as Vinyl acetate.



F.Test Substance Lot No. ¥D¥5220

1. Spectral data

(1) Mass Spectrometry

Instrument : Hitachi X-80B Mass Spectrometer
[onization : Ef(Electron lonization)
lonization Voltage : 70eV
o
®
7o <«
100 T
“ L
5 b 20
S0 3 r
> ; 10
3 [
] o b
e
o] '“'Tr!]v 184 ll'x T I T T T T T T T T T T T T T T T [s]
o] 100 200
X/z

Mass Spectrum of Test Substance

Results: Determined

Literature Value®

¥olecular and Fragment Peak(¥/Z) ¥Yolecular and Fragment Peak(¥/Z)
86.0 86
43. 43
27.1 27
15. 15

(*EPA/NIH Mass Spectral
Data Base (1978) V. I,
p. 41.)



(2) Infrared Spectrometry

[nstrument : Hitachi 270-30 Infrared Spectrometer
Cell : KBr
S1lit : ¥edium

b Lo e s b

I R

i

e N R KUV

130 1300 3000 2500 2000 1200 1500 1400 1200 1250 239 600 430
WAVENULBER CM ?

Infrared Spectrum of Test Substance

Literature Valuesx%
Vave Number(cm ')

Determines
Yave Number(cm™ ')

Results

840~ 920 830~ 910
940~1000 930~ 990
1000~1060 1000~ 1060
1120~1180 1110~1170
1200~1260 1180~ 1260
1280~1320 1280~1320
1360~1410 1340~ 1400
1630~1690 1630~ 1680
1740~1820 1730~ 1820

(¥Performed by WAKO PURE
CHEMICAL INSUSTRIES, LTD.)

2. Conclusions:The result of the mass spectrum and the infrared spectrum agreed with
the literature values.
Consequently, the test substance was identified as Vinyl acetate.






STABILITY OF VINYL ACETATE(TWO-YEAR STUDIES)

A.Test Substance Lot No.SAG5318

1.Sample storage: This lot was used from 1891.3.26 to 1991.7.19. Test substance
was stored in the dark at 5°C.

2. Infrared Spectrometry
Instrument
Cell
Slit

Results

3. Gas Chromatography
Instrument
Column
Column Temperature
Flow Rate
Detector

Injection Volume

: 1

: KBr

: Yedium

1991.02. 15(date analyzed)

: Hitachi 270-30 Infrared Spectrometer

: The result of the infrared spectrum did not change when
before and after studies.

1991.07.19(date analyzed)

¥ave Number(cm™ ')

840~ 920
940~1000
1000~1060
1120~1180
1200~1260
1280~1320
1360~1410
1630~1650
1740~1820

: Methyl Silicone((.2mm¢ X 38m)
40°C
: 1 ml/min

: FID(Flame lonization Detector)

al

¥ave Number(cm™')

840~ 920
940~1000
1000~ 1060
1120~ 1180
1200~ 1260
1280~ 1320
1360~ 1410
1630~ 1690
1740~ 1820

: Hewlett Packard 5890A Gass Chromatograph



Results: Chromatogram indicated one major peak analyzed at 1991.2.15 and one
major peak analyzed at 1991.7.19. The new trace impurity peak in the
test substance analyzed at 1991.7.19 was not detected.

Retention
Date Time(min) AREA
1991.02. 15 3.308 227600
(date analyzed)
1991.07.19 3. 307 224462

(date analyzed)

4. Conclusions: The results indicated that the test substance did not change when
stored in the dark at 5°C during this period(for about 5 months).



B.Test Substance Lot No. LKP4386

1.Sample storage: This lot was used from 1991.7.19 to 1992.3.31. Test substance
was stored in the dark at 5°C.

2. Infrared Spectrometry

Instrument : Hitachi 270-30 Infrared Spectrometer

Cell : KBr

Siit : Medium

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

before and after studies.

1991.07. 19(date analyzed) 1992. 03. 31(date analyzed)
Yave Number(cm™!') Yave Number(cm™')

3. Gas Chromatography

840~ 920 840~ 920
940~1000 940~1000
1000~1060 1000~ 1060
1120~1180 1120~1180
1200~1260 1200~1260
1280~1320 1280~ 1320
1360~1410 1360~ 1410
1630~1690 1630~ 1650
1740~1820 1740~ 1820

[nstrument : Hewlett Packard 5890A Gass Chromatograph
Column : Yethyl Silicone(0.2mm¢ X 38m)

Column Temperature : 40°C

Flow Rate : 1 ml/min

Detector : FID(Flame Ionization Detector)

Injection Volume cloul



Results: Chromatogram indicated one major peak analyzed at 1991.7.19 and one
major peak analyzed at 1992.3.31. The new trace impurity peak in the
test substance analyzed at 1992.3. 31 was not detected.

Retention
Date Time(min) AREA
1991.07.19 3.3 227380
(date analyzed)
1992. 03. 31 3.3 227349

(date analyzed)

4. Conclusions: The results indicated that the test substance did not change when
stored in the dark at 5°C during this period(for about 9 months).



C.Test Substance Lot No. ¥DP4895

{.Sample storage: This lot was used from 1992.3.31 to 1992.9.15. Test substance
was stored in the dark at 5°C.

2. Infrared Spectrometry

[nstrument : Hitachi 270-30 Infrared Spectrometer

Cell : KBr

Slit : : ¥edium

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

before and after studies.

1992.03. 27(date analyzed) 1992.09. 15(date analyzed)
Yave Number(cm™ ') Yave Number(cm™')

840~ 920 840~ 920
940~1000 940~1000
1000~1060 1000~ 1060
1120~1180 1120~1180
1200~1260 1200~1260
1280~1320 1280~1320
1360~1410 1360~ 1410
1630~1690 1630~ 1690
1740~1820 1740~1820
3. Gas Chromatography

Instrument _ : Hewlett Packard 5890A Gass Chromatograph

Column : Methyl Silicone({. 2mm¢ X 38m)

Column Temperature : 40°C

Flow Rate : 1 ml/min

Detector : FID(Flame lonization Detector)

[njection Volume 1l oul



Results: Chromatogram indicated one major peak analyzed at 1992. 3.27 and one
major peak analyzed at 1992.9.15. The new trace impurity peak in the
test substance analyzed at 1992.9.15 was not detected.

Retention
Date Time(min) AREA
1992.03. 27 3. 305 230886
(date analyzed)
1992.09. 15 3.307 230247

(date analyzed)

4. Conclusions: The results indicated that the test substance did not change when
stored in the dark at 5°C during this period(for about 6 months).



D. Test Substance Lot No. ¥DP4894

l.Sample storage: This lot was used from 1992.9.15 to 1992.12.22. Test substance
vas stored in the dark at 5°C.

2. 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.

1992.09.01(date analyzed) 1992. 12. 22(date analyzed)

¥ave Number(cm™ ') Wave Number(cm™*')
840~ 920 840~ 920
940~1000 940~ 1000
1000~1060 1000~ 1060
1120~1180 1120~1180
1200~1260 1200~ 1260
1280~1320 1280~1320
1360~1410 1360~ 14190
1630~1690 1630~ 1690
1740~1820 1740~ 1820
3. Gas Chromatography

Instrument : Hewlett Packard 5890A Gass Chromatograph

Column : Yethyl Silicone(0.2mm¢ X 38m)

Column Temperature : 40°C

Flow Rate : 1 ml/min

Detector : FID(Flame Ionization Detector)

Injection Volume 1l oul



Results: Chromatogram indicated one major peak analyzed at 1992.9.1 and one
major peak analyzed at 1992.12.22. The new trace impurity peak in the
test substance analyzed at 1992.12.22 was not detected.

Retention
Date Time(min) AREA
1992.09. 01 3.3 230304
(date analyzed)
1992.12. 22 3.3 229084

(date analyvzed)

4. Conclusions: The results indicated that the test substance did not change when
stored in the dartk at 5°C during this period(for about 4 months).



E.Test Substance Lot No. ¥DP4895

1.Sample storage: This lot was used from 1992.12.22 to 1993.4.6. Test substance
was stored in the dark at 5°C.

2. Infrared Spectrometry

[nstrument : Hitachi 270-30 Infrared Spectrometer

Cell : KBr

Slit : Medium

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

before and after studies.

1992.09. 15(date analyzed) 1993. 04. 06(date analvzed)
Yave Number(cm™') Yave Number(cm ')

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

Injection Volume

1

840~ 520 840~ 920
940~1000 940~1000
1000~1060 1000~1060
1120~1180 1120~1180
1200~1260 1200~1260
1280~1320 1280~1320
1360~1410 1360~ 1410
1630~1680 1630~ 1690
1740~1820 1740~1820

: ¥ethyl Silicone(0.2mm¢ X 38m)
40°C
: 1 ml/min

: FID(Flame lonization Detector)

ul

: Hewlett Packard 58904 Gass Chromatograph



Results: Chromatogram indicated one major peak analyzed at 1992.9.1 and one
major peak analyzed at 1993.4.6. The new trace impurity peak in the
test substance analyzed at 1993.4.6 was not detected.

Retention
Date Time{min) AREA
1992.09. 01 3.3 230613
(date analyzed)
1993. 04. 06 3.3 230757

(date analvzed)

4. Conclusions: The results indicated that the test substance did not change when
stored in the dark at 5°C during this period(for about 7 months).



F.Test Substance Lot No. ¥D¥5220

1.Sample storage: This lot was used from 1993.4.6 to 1993.4.16. Test substance
was stored in the dark at 5°C.

2. Infrared Spectrometry

[nstrument : Hitachi 270-30 Infrared Spectrometer

Cell : KBr

Slit : Medium

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

before and after studies.

1993.03.01(date analyzed)  1993.04.16(date analyzed)
¥ave Number(cm™') ¥ave Number(cm™ ')

) 840~ 920 840~ 920
940~1000 940~ 1000
1000~ 1060 1000~ 1060
1120~ 1180 1120~ 1180
1200~ 1260 1200~ 1260
1980~ 1320 1280~ 1320
1360~ 1410 1360~ 1410
1630~ 1690 1630~ 1690
1740~ 1820 1740~ 1820

3.Gas Chromatography
|

Instrument : Hewlett Packard 58304 Gass Chromatograph
Column : Methyl Silicone(0.2mm¢ X 38m)
) Column Temperature : 40°C
Flow Rate : 1 ml/min
Detector : FID(Flame Ionization Detector)

Injection Volume : 1l onl



Results: Chromatogram indicated one major peak analyzed at 1993.3.1 and one
major peak analyzed at 1993.4.16. The new trace impurity peak in the
test substance analyzed at 1993.4. 16 was not detected.

Retention
Date Time(min) AREA
1993.03.01 3. 307 232010
(date analyzed)
1993.04. 16 3. 305 231946

(date analyzed)

4. Conclusions: The results indicated that the test substance did not change when
stored in the dark at 5°C during this period(for about 6 weeks).



APPENDIX Q 3
CONDETRATION OF VINYL ACETATE IN DRINKING WATER

(2-YEAR STUDY)



CONCENTRATION OF VINYL ACETATE [N DRINKING WATER(TYWO-YEAR STUDIES)

(Rat)
Target Concentration(ppm)

Date analyzed 400 2000 L0000

1991.03. 26 412.5C103. 1)* 1910.5C 95.5) 9611.6C 96. 1)
1991.07.05 430.2C107.5) 2038.4C101.9) 10254.8C102.5)
1991.10. 11 370.1C 92.5) L791.6C 89.6) T137.3C 714D
1992.01. 24 483.0C120.8) 1990.9C 99.5) 10519.4C105.2)
1992.04.03 398.0C 99.5) _ 2053.3(102.7) 10025.6C100. 3)
1992.06. 19 372.4C 93. 1) 1998.3C 99.9) 10843.8C108.4)
1992.09.18 349.3C 87.3) L779.4C 89.0) 9144.7C 91.4)
1992.12. 18 409.3C102.3) 1963.1C 97.7) 11204.3C112.0)
1993.03. 19 323.9C 81.0) 1826.4C 91.3) 4225.6C 92.3)

(k) % of target concentration

Analytical method: The sample were analyzed by the GC.

Instrument : lewlett Packard 58904 Flow Rate
Column : METHYL SILICONECD. 2mm¢ X 38m) Detector
Column Temperaturc: 40°C
Carrier : e

Iml/min

: FID(IMlame lTonization)
Injection Volume 10



~—

CONCENTRATION OF VINYL ACETATE IN DRINKING WATERCTWO-YEAR STUDIES)

(Mouse)
Target Concentration(ppm)

Date analyzed ° 400 2000 10000

1991.04. 16 371. 3( 92.8)*. 1898. 8C 94.9) 9881.1C 98.8)
1991.07.05 409. 8C102.4) 1990.9C 99.5) 9791.5C 97.9)
1991, 10.11 374.9C 93. 1D 1911.3C 95.6) 7409.6C 74. 1)
1992.01. 24 © 4563, 1(113.3) 1899. 1C 95.0) 9629.1C 96.3)
1992.04.03 352.2C 88.0) 1905.8C 95.3) 9410.1C 94. 1)
1992.06. 19 430.0C107.5) 2367.2C118.4) [1996.2C120.0)
1992.09.18 349. 8¢ 57.5) L767.2C 88.4) 9166.8C 91.7)
1992.12. 18 399.1C 99.8) 1921.9C 96. 1) 4950. 1C 99.5)
1993.03. 19 323.8C 81.0) [791.0C 89.6) 9327.8C 93.3>

(k) % of target concentration

Analylical method: The sample were analyzed by the GC.

Instrument : Hewlett Packard 58904 Flow Rate o lmi/min
Column : METHYL SILICONECD. 2mme X 38m) Detector : PID(IMlame tonization)
Column Temperature: 40°C Injection Yolume 0!

Carricer ;e



APPENDIX Q 4

STABILITY OF g -CHLOROPROPIONIC ACID IN DRINKING WATER

(2-YEAR STUDY)



STABILITY OF VINYL ACETATE IN DRINKING WATER(TWO-YEAR STUDIES)

(Rat)

Target Concentration(ppm)
Date analyzed 400 2000 10000
1991.03.29(a) 369. 6 1958. 1 10083.4
1991.04.02(b) 318.5 1444. 8 7391.3
(Mouse)

Target Concentration(ppm)
Date analyzed 400 2000 10000
1991.04.26Ca) 433.1 1975. 4 10274. 3
1991.04.30(h) 374. 6 1929.1 8608. 8

(a) Date of preparation
(b) The stability of vinyl acetate in drinking water was established for 4 days when stored at 25°C.

Analytical method: The sample were analyzed by the GC.

Instrument : Hewlett Packard 5880A Flow Rate : Iml/min
Column : METHYL SILICONE((.2mm¢ X 38m) Detector : FID(Flame lonization)
Column Temperature: 40°C Injection Volume : 10l

Carrier . He



APPENDIX R 1

METHODS FOR HEMATOLOGY, BIOCHEMISTRY AND URINALYSIS



METHODS FOR HEMATOLOGY,BIOCHEMISTRY AND URINALYSIS

Item Method Unit
Hematology
Red blood cell (RBC) Light scattering method "’ X 10°/ul
Hemoglobin (Hgb) Cyanmethemoglobin method '’ g/dl
Hematocrit (Hct) Calculated as RBC X MCV/10 %
Mean corpuscular volume (MCV) Light scattering method "’ fl
Mean corpuscular hemoglobin (MCH) | Calculated as Hgb/RBC X 10 pg
Mean corpuscular hemoglobin Calculated as Hgb/Het X 10 g/dl
concentration (MCHC)
Platelet Light scattering method ’ X101l
White blood cell (WBC) Light scattering method "’ X 10 ul
Differential WBC Pattern recognition method *’ %
' (May— Grunwald- Giemsa staining)

Biochemistry

Total protein (TP) Biuret method *’ g/dl
Albumin (Alb) BCG method ¥’ g/di
A/G ratio Calculated as Alb/(TP—Alb) ¥

T— bilirubin Michaelson method *’ mg/dl
Glucose Enzymatic method (HK - G-6-PDH) ¥ mg/dl
T—cholesterol Enzymatic method (CEH - COD - POD) ¥ mg/dl
Triglyceride Enzymatic method (GK - GPO - POD) * mg/dl
Phospholipid Enzymatic method (PLD - COD - POD) ¥ mg/dl
Glutamic oxaloacetic transaminase Karmen method * 1Un
(GOT)

Glutamic pyruvic transaminase (GPT) Karmen method *’ un
Lactate dehydrogenase (LDH) Wroblewski— LaDue method ¥’ o
Alkaline phosphatase (ALP) GSCC method ¥’ 1
v —Glutamyl transpeptidase (G-GTP) L~ v -Glutamyl-p-nitroanilide substrate 10/

method *’

Creatine phosphokinase (CPK) GSCC method ¥ A
Urea nitrogen Enzymatic method (Urease - GLDH) ¥ mg/dl
Creatinine Jaffe metod * mg/dl
Sodium Flame photometry * mEq/1
Potassium Flame photometry *’ mEqgl
Chlonide Coulometric titration *’ mEql
Calcium OCPC method 3) mg/dl
Inorganic phosphorus Enzymatic method (SPL - PGM - G-6-PDH) ¥ | mg/dl

Urinalysis
pH, Protein, Glucose, Ketone body,
Bilirubin,
Occult Blood, Urobilinogen

Urinalysis reagent paper metod °’

1) Automatic blood cell analyzer (Technicon H-1 : Technicon Instruments Corporation, USA)

2) Automatic blood cell differential analyzer (Hitachi 8200 : Hitachi, Ltd., Japan)
3) Automatic analyzer (Hitachi 705 : Hitachi, Ltd., Japan)
4) Flame photometer (Hitachi 750 : Hitachi, Ltd., Japan)

5) Ames reagent strips for urinalysis (Multistix, Uro— Labstix : Miles Sankyo Co., Ltd., Japan)




APPENDIX R 2

UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY



UNITS AND DECIMAL PLACE FOR HEMATOLOGY AND BIOCHEMISTRY

DECIMAL PLACE

TEST ITEM UNIT
HEMATOLOGY |Red blood cell 2 10%/ 1l
Hemoglobin 1 g/dl
Hematocrit 1 %
MCV 1 fl
MCH 1 g
MCHC 1 g/dl
Platelet 0 X 10% ul
White blood cell 2 X10% 1l
Differential WBC 0 %
BIOCHEMISTRY |Total protein 1 g/dl
Albumin 1 g/dl
A/G ratio 1 -
T-bilirubin 2 mg/dl
Glucose 0 mg/dl
T-cholesterol 0 mg/dl
Triglyceride 0 mg/dl
Phospholipid 0 mg/dl
GOT 0 an
GPT 0 uAn
1LDH 0 N
ALP 0 Ui
Y -GTP 0 101
CPK 0 U1
Urea nitrogen 1 mg/dl
Creatinine 1 mg/dl
Sodium 0 mEqg/1
Potassium 1 mEq/1
Chloride 0 mEq/1
Calcium 1 mg/dl
Inorganic phosphorus 1 mg/dl




