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Table 14 Histopathological findings ~ Study No.P0300
Male,Female, 13w

Sex Male

Group and dose Control 4 me/kg 20 mg/keg

Number of animals 10 9 0
Organs and findings :

- b H o Total -+ 4 Total -+ 4+ H4 Total

Digestive system
Tongue . MR
Esophagus NR
Stomach NR
Duodenum NR
Jejunum

NR
1leun NRE
Cecum ; NR

1

Sy

Colon
Rectum NR
Submaxillary gland
Sublingual gland
Parotid gland
Liver ,
Degeneration, hepatocyte, fatty, centrilobular 1
Degeneration, hepatocyte, fatty, periportal
Necrosis, hepafacyte, focal
Hypertrophy, hepatocyte,cen{rilobular
Cellular infiltration, mononuclear cell
Fibrosis
Pancreas )
Atrophy, acinus, focal
Cellular infiltration, mixed
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Respiratory systenm

Metaplasia, osseous 1
Accumulation, foam cell, alveolus 9
Mineralization, artery 9

—— )
oo
—_—

Hematopoietic system .
‘Thymus NR
Submaxillary lymph node NR

Not significantly dilferent from conirol.

Grade sign: -, none; +, mild; ++, moderate; +4+4, marked.

NR: no remarkable changes. i

Figures in parentheses are number of animals with tissues examined histopathologically.
One male in the 4 mg/kg group was imminently sacrificed when moribund.
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_ o Study No.P030098
Table 14 - continued Histopathological findings : '
Male,Female, 13w
Sex _ ' Male
Group and dose Control ¢ mg/keg 20 mg/ke
\
- o Number of animals 10 9 0 °
Organs and findings v '
' T bt Total - 4 M Total -+ 4 4 Total
Hemalopoietic sysiem
Hesenteric lymph node (10) () (10)
Accumulation, foam cell w0 90 1000 0 0 0
pleen NR§10) (0) 0
Bone marrow ésternum) NR(10) (0 0
Bone marrow (femur) NR(10) (0 0
Cardiovascular system ,
Heart o , (10) () )
Cellular infiltration, mononuclear cell 8 2 0 0 2
Fibrosis, myocardium $ 1 0 0 1
Aorta ‘ NR(10) (0 (0
Urinary system
Kidney . (10) (9 (10)
Tubule, basophilic ) . 6 4 0 0 4 6 3 0 0 3 8 2 0 0 2
Droplet, epithelial cell,proximal fubule, hyaline 100 0 0 0 9 0 0 0 0 T3 0 0 3
Cast, proteinaceous 0 0 0 0 0 9 0 0 0 0 100 0 0 0 0
Cyst,medulla _ . w0 0 0 9 8§ L 0 0 l w 0 0 0 0
~ Cellular infiltration, mononuclear cell,pelvis 00 0 0 0 5 0 0 0 0 0 0 0 -0 0
Fibrosis, medulla w0 0 0 0 9 0 0 0 0 g 1 ¢ 0 i
Mineralization, corfex 9 1 0 0 1 9 0 0 0 0 0w 0 0 0 0
Mineralization, medulla $ 1 0 0 1 8§ I 0 0 1 $ 1 0 0 1
Urinary bladder o (10) () )]
. Granuloma, adventitia 0 0 0 0 0
Genital system
Testis NRélog 0) Og
Bpididymis NR (10 0) 0
Prostate o ) (10) (0) 0)
Cellular infiltration, mononuclear cell T3 0 0 3
Seminal vesicle NR(10) 0) )
Ovary NA NA NA
Uterus NA NA NA

Not significantly different from control.

Grade sign: -, none; t, mild; ++, moderate; ++f, marked.

NR: no remarkable changes.

NA: not applicable. ) o ) . )
Figures in pareniheses are number of animals with tissues examined histopathologically.
One male in the 4 mg/kg group was imminently sacrificed when moribund.
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Table 14 - continued .Histopathological Tindings
Male,Female, 13w

)

Stady No.P030098

Sex

Male
Group and dose Control 4 mg/kg 20 mg/kg
i Number of animals 10 9 10
Organs and findings
- tt ottt Total -+ + H+ Total t tH Total
Genital system
Vagina ) _ . NA NA NA
Degeneration, epithelium, mucous
Mammary gland NR(10) (0) (0
Endocrine system
Pituitary _ (10 () )
Cyst, anterior lobe {0 0 0 0
Thyroid ‘ . (10) 0 0
Remnant, ul{imobranchial body 9 0 0 l
Parathyroid ‘ NR(10) EO) EO%
Adrenal . (10) 0) 0
Hypertrophy,cortical cell, focal 9 0 0 1
Nervous sysiem
Cerebrum NR 10; {0 0
Cerebellum NR(10 0 0
Medulla oblongata NR 10; 0 0
Spinal cord NR(10 0 0
Optic nerve NRglog (0) 0
Sciatic nerve NR (10 0 0
Special sense organs
Eye , _ (10 (0) 0)
Dysplasia, retina 9 0
Harderian gland NR(10) () 0
Musculoskeletal system
M. biceps femoris NR (10 0)] (0
Sternum NR (10 20; EO%
Femur NR(10 0 (\
Iniegumentary sysiem
Integument NR(10) 0)] 0)

Not significantly different from control,

Grade sign: -, none; +, mild; ++, moderate: ++%, marked.

NR: no remarkable changes.
NA: not applicable. -

Figures in parentheses are number of animals with {issues examined histopathologically.

One male in the 4 mg/kg group was imminently sacrificed when moribund,
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. ' Study No.P030098
Table 14 - continued Histopathological findings .
Male, Female, I3w

Sex Male Fenale
Group and dose 100 mg/kg Control 4 ng/keg
A
] <
o Number of animals 9 10 10
Organs and findings
- +  ftt ++t Total - ¢+ t+ +++ Total - ¢ ++ 1+ Total
Digestive systenm :

Tongue - NR 9; NR(10 §Og

Esophagus NR(9 NRCL0 0

Stomach NR(9 NR(10 0

Duodenum R(8 NR (10 0

Jejunum NR (9 NR 10; 0

Ileun NR(9) NRC10 0

Cecun ' NR(9 NRélo 0

Colon NR (9 NR(10 0

Rectum NR(9 NR(10 0

Submaxillary gland NR(9 NR(10 0

Subllngual gland NREB) NR(10 (0;

Parotid gland NR{9) NR(10 (0) .

Liver A _ © (10) (10)
Degeneration, hepatocyte, [atty, centrilobular 9 0 0 0 0 10 0 0 0 0 w o0 0 o0 0
Degeneration, hepatocyte, fatty, periportal 6 3 0 0 39 1t 0 90 1 g 1 0 0 !
Necrosis, hepatacyle, focal S 0 0 0 0 10 0 0 90 0 9 L 0 0 1
Hyper{rophy, hepatocyte, centrilobular T2 0 90 2 00 0 0 0 0 0 0 0 0
Celluiar infiliraiion, mononuclear cell 9 0 0 0 010 0 0 0 0 00 0 0 0
Fibrosis $ 0 0 0 0 10 0 0 0 0 w o0 0 0 0

Pancreas ; ©) (10) (0)

Atrophy, acinus, focal g 0 0 90 0 9 1 0 0 |
Cellular infiltration,mixed 9 0 0 0 0 1w o 0 0 0
Respiratory system

Trachea NR(9) NR(10) gog

Lung , : 9) (10) 0
Metaplasia, osseous T2 0 0 ¢ 00 00 0
Accumulation, foam cell, alveolus 8 1 0 0 I 10 0 0 0 0
Mineralization, artery 5 4 0 0 4 g8 2 0 0 /

Hematopoietic sysiem ,
hymus NR(Q; NR(IO% ' EO)
Submaxillary lymoh node _ NR(9 NR(10 0

Not significantly different from control.

Grade sign: -, none; 1, mild; ++, moderate; ++, marked.

NR: no remarkable changes. . L o ‘ _
Figures in parentheses are number of animals with tissues examined histopathologically.
One male in the 100 mg/kg group died.
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. , . Study No.P030098
Table 14 - continued Histopathological findings
Male,Female, 13w

Sex Male Female
Group and dose 100 mg/ke Control 4 ug/ke
o Number of animals 9 10 10
Organs and findings
-t H M Total - b b+ 44 Total -+ H 4+ Total
Hematopoietic system
Mesenteric lymph node (9) (10) 0
Accumulaiion, foam cell T2 0.0 20 0 0 0 0
Spleen NREgg NR(L0) éO)
Bone marrow Esternum) NR(9 NRglog 0)
Bone marrow (femur) NR(9) NR (10 )
Cardiovascular ‘system
Hear{ o . (9) (10) )
Cellular infiltration, mononuclear cell 5 4 0 0 4 100 0 0 0 0
Fibrosis, myocardium T2 00 200 00 0
horta NR(9) NR (10) (),
Urinary sysiem
Kidney . 9 (10) (10)
Tubule, basophilic 4 . S 4 0 90 ¢ 100 0 0 0 000 0 9 0
Droplet, epithelial cell,proximal tubule, hyaline 45 0 0 ¥t 10 0 0 0 0 100 0 0 0
Cast, proteinaceous 3 0 0 0 0 10 0 0 ¢ 0 00 0 0 0
Cyst, medulla _ g 0 0 90 0 10 0 0 0 0 w0 0 0 0
Cellular infiliration, mononuclear cell, pelvis § 1 0 0 L1000 0 0 0 100 0 0 o0 0
Fibrosis, medulla g 0 0 0 I U N 010 0 0 0 0
Mineralization, cortex 6§ 3 0 0 10 0 0 0 0 0 0 0 90 0
. Mineralization, medulla $ 0 0 0 010 0o 0 0 0 9 1 0 0 I
Urinary bladder o ) (10) )]
Granuloma, adventiiia $ 0 0 0 0 S 1 0 0 1
Genital sysien
Testis : NR§9§ NA NA
Epididymis NR(9 NA NA
Prostate o . ) NA NA
LCellular infiltration, nononuclear cej) T 0 0 )
Seminal vesicle NR(9) NA NA
QOvary NA NR(10) (0;
Uterus : NA NR(10) 0

341 P0.01 (significantly different from control).

Grade sign: -, none; 1, mild; ++, moderate; +t1, marked.

¥R: no remarkable changes.

NA: not applicable. _ ) ‘ . )

Figures in parentheses are number of animals with tissues examined histopathologically.
One male in the 100 mg/kg group died.
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Study No.P030098
Table 14 ~ continued Histopathological flndlngs :
Male,Female, 13w

Sex Male Female
Group and dose 100 mg/kg Control 4 mg/ke
. ‘ %
Number of animals 9 10 10 '
Organs and findings ~
- + ++ 4+ Tofal - + ++ t++ Total - + +H 4+ Total
Genital system “
Vagina ‘ i NA (10) ()
Degeneration, epithelium, mucous 10 0 0 0 0
Mammary gland NR(9) NR(10) o -
Endocrine system '
Pituitary ' ) 9 (10) 0
Cyst, anterior lobe 3 0 0 0 0 0 0 0 0 0
Thyreid ) {10 )
Remnant, ultimobranchial body 6 3 0 ¢ 3 6 4 0 0O 4
Parathyroid KR (9) NR{10) §0g
Adrenal ) (9) (10) . 0
Hypertrophy,cortical cell, focal 9 0 0. 0 0 10 0 0 0O 0
Nervous system
Cerebrum NR%Q} NR(10 ' (03
Cerebellun NR(9 NR(10 0
Medulla oblongala NR(9 NR(10 0
Spinal cord NR(S NR(10 0
Optic nerve _ NR(9 NR&IO 0
Seiatic nerve NR(O NR (10 0
Special sense organs '
Eye ) (9) (10) )]
Dysplasia, retina 9 0 0 0 0 10 0 0 0 0
Harderian gland NR(9) NR(10) )}
Musculoskeletal system
M. biceps femoris NR 9; NR{10 «)
Sterpum NR(9 NREIO 20
Femur NR(9) NR(10 0
Integumeniary system
Inlegument NR(9) NR(10) )}
Not significantly difterent from control.
Grade sign: -, nome; 4, mild; +4, moderate; +++, marked.

NR: no remarkable changes.
NA: not applicable.

Figures in parenlheses are number of animals with tissues examined histopathologically.
One male in the 100 mg/kg group died.
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Table 14 - continued Histopathological findings
Male,Female, {3w

y

Study No.P030098

Sex

Group and dose

Number of animals
Organs and findings

Female

20 mg/kg 100 mg/ke

10 10

-t H M Total - 4 4 HE Total

Digestive system

Tongue

Bsophagus

Stomach

Duodenum

Jejunum

[leum

Cecum

Colon

Rectum

Submaxillary gland

Sublingual gland

Parotid gland

Liver . A
Degeneralion, hepatocyte, {aity, centrilobular
Degeneratjon, hepatocyte, fatty, periportal
Necrosis, hepatocyte, focal
Hypertrophy, hepatocyte, centrilobular
Cellular infiltration, mononuclear cell
Fibrosis

Pancreas .
Atrophy, acinus, focal
Celfutar infiltration, mixed

08

Respiratory system
Trachea
Lung ,
Metaplasia, osseous
Accumulation, foam cell, alveolus
Mineralization,arlery

Hematopoietic sysiem
Thymus
Submaxiilary lymph node
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tx: P<0.01 (significantly different from conirol).
Grade sign: -, none; +, mild; ++, moderate; ++, marked.
NR: no remarkable changes

Figures in parentheses are number of animals with tissues exanined histopathologically.
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Table 14 -~ continued Histo atholo%lcal findings

Male,Fenale

)

Study No.P030098

Sex
Group and dose

) - Number of animals
Organs and findings

Female

10 mg/ke

100 mg/kg

10

10

++ 4+ Total -

H ++ Total

Hematopoielic system
Mesenieric lymph node
Accumulation, foam cell
Spleen
Bone marrow gsternuno
Bone marrow (femur)

Cardiovascular system
Heart
Cellular infiltration, mononuclear cell
) Fibrosis, myocardium
orta

Urinary system

Kidney
Tubule, basophilic
Droplel epithelial cell, pr0x1ma1 tubule, hyaline
(Cast, proteinaceous
Cyst medulla
Cellular infil{ralion, nononuclear cell,pelvis
Fibrosis, medulla
Mlnerallzatlon corfex
Mineralization,medulla

Urinary bladder
Granuloma, adventitia

Genital sysiem
Testis
Bpididymis
Prostate
Cellutar lnfxltratlon mononuclear cell
Seminal vesicle
Ovary
Uterus

10
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Not significantly dnffereni {rom control.
Grade sign: -, none:
NR: no remarkable changes
NA: not applicable.

Rigures in parentheses are number of anlmals with tissues examined histopathologically.

+, mild: +t, moderate, +1+, marked.
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Table 14 - continued Histopathological findings
Male, Female, 13w

)

Study No.P030098

Sex

Group and dose

o Number of animals
Organs and {indings

Female

20 mg/ke

100 mg/ke

10

+

H ot Total

Genital system

Vagina . _ (©) (10)
‘Degeneration, epithelium, mocous 9 0
Mammary gland 0 NR{LO)
Endocrine system
Pituitary ) () (10
Cyst,anterior lobe 9 0 0 1
Thyroid , _ 0 (10)
Remnant, ultimobranchial body 9 0 0 !
Parathyroid <0§ NR(10)
Adrenal . © (10)
Hyper(rophy, cortical cell, focal 10 0 0 0
Nervous system
Cerebrum ?O) NR(10
Cerebe]lum 0) NR(10
Medulla oblongata (03 NR(10
Spinal cord (0 NR(LO
Optic nerve §o§ NREIO%
Sciatic nerve 0 NR(10
Special sense organs
Eye _ A ® (10)
Dysplasia, retina 10 0
Harderian gland ©) NR(10)
Musculoskeletal system
biceps femoris 0 NR(10)
Sternum 20) NRSIO%
Femur 0) NR(10
Integumeniary system
Integument 0 NR(10)

Not significantly different from control.

Grade sign: -, none; +, mild; +, moderate: +t+, marked.

NR: no remarkable changes.

Figures in parentheses are pumber of animals with tissues examined histopatholegically.
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Study No.P030098
Table 15 Histopathological findings
Male, Female, 52w :
Sex ) Male
Group and dose Control 4 mg/kg 20 mg/kg
. %
Number of animals 10 8 8

Organs and findings

b M M Tetal -+ M M+ Total -+ 4+ 4+ Total
Digestive sysien :

Tongue NR(10 50; 0

Esophagus NR (10 0 0;

Stomach (10) ) 0
Dilatation, glandular space,glandular stomach & 5 0 0 5

Duodenum ) . . ) (10) (0) @®

. Accumulation, foam cell, lamina propria w 0 0 0 0 8§ 0 0 0 0

Jejunum _ ‘ ‘ (10) () @®
Accumulation, foan cell, lamina propria w o 0 0 8§ 0 0 0 0

[leun ) ' i (10) (0) ®
Accumulation, foan cell, laming propria 0w 0 0 90 0 8 0 0 90 0
Accumulation, foam cell,peyer’s pafch 00 0 0 0 § 0 0 0 0

Cecum NR(10 20) 0

Colon ' NR(10 0) 0

Rectum ' NR (10 0 0

Submaxillary gland , NR (10 0 0

Sublingual gland NR(10 0 0)

Parotid gland NR (L0} Og fog

Liver . . (10) 8 8
Degeneration, hepatocyte, fatly, centrilobylar g 1 0 9 ] Tt o0 0 1 8§ 0 0 0 0
Degeneratjon, hepatocyle, fatty, periporial ¢ 5 1 0 8 T 00 1% &3 1 0 4
Necrosis, hepatocyte, focal w o0 0 9 0 5 2 1 0 3% § 0 0 0 0
Hypertrophy, hepatocyte, cenirilobular w0 0 0 0 8§ 0 0 0 0 & 0 0 0 0
Hyperplasia, bile duct §$ 1 0 0 | 8§ 0 0 0 0 6 2 0 0 2
Hematopoiesis, extramedullary 0 0 0 0 0 8 0 0 0 0 § 0 0 0 0
Focus, altered cell,basophilic 006 0 90 0 8 0 0 0 0 8 0 0 9§ 0
Focus, altered cell, clear 0w o 0 0 90 8§ 0 0 0 0 8 0 0 0 0
Angiectasis 0o 0 0 90 0 § 0 0 0 0 g8 0 0 0 0
Hemorrhage _ 0 0 0 9 0 8 0 0 0 0 § 0 0 0 0
Cellular infiltration, mononuclear cell § 2 0 0 2 & 0 0 0 0 b3 00 3
Accumulation, foam cell, sinusoid® 0w 0 0 0 0 8 0 0 0 0 6 2 0 90 2
Cholangiona $ 1 0 O l § 0 0 0 0 g8 0 0 0 0

%: P<0.05 (significantly different from control),

Grade sign: -, none; +, mild (existence of tumor); ++, moderate: +++, marked.

MR: no remarkable changes.

a) with lymphocyte infiltration. ‘ o ' , ‘

Figures in parentheses are number of amimals with tissues examined histopathologically. .

(One male in the 4 mg/k§ group died and one male in the 4 ng/kg group was imnineniiy sacrificed when motibund,
Two males in the 20 mg/kg group died.
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, ’ Study No.P030098
Table 15 - continued Histopathological findings T
Male, Female, 52w

Sex Male
Group and dose Control 4 mg/kg 20 mg/kg ¢

) Number of animals 10 8 8
Organs and findings

T bt M Tetal - 4+ H4 Tolal t 4+t Total

Digestive systen

Pancreas _ 10) 0 )

Atrophy, acinus, focal 10 |

Hyperplasia, acinar cell, focal 8
Focus, acinar cell, basophilic 8
Metaplasia, hepatocyte 10
Hemorrhage 9
Polyarteritis 10

[ Rl sl SR N Tl
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Respiratory sysiem
Trachea NR(
1

Lung , (
Metaplasia, osseous 8 0 0
Accumulation, foam cell, alveolus g 1 0 0 !

Mineralization,artery ] 0 0

Hematopoietic system
Thymus
Atrophy 0 7
submaxillary lymph node
Mesenteric lymph node
Accumulation, foam cel) !
Spleen o
Hematop01e31s,exlramedullary
Cyst, capsule
Accumulation, foam cell,white pulp
‘Accunulation, foam cell, red pulp
Bone marrow gsternum)
Bone marrow (femur)
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Cardiovascular system
Heart

Cellular infiltration, mononuclear cell 4 6

Fibrosis, myocardiun 5 5

10) o (0

SO~
o

% P<0. 01 (significantly different from controlg.

Grade sign: -, none; 4, nild (existence of tumor): t1, moderate; t++, marked.

NR: no remarkable changes. ) L ) ‘ )
Figures in parentheses are number of animals with tissues examined histopathologically.

One male in the 4 mg/kg group died and one male in the 4 mg/kg group was imminently sacrificed when moribund.
Two males in the 20 mg/kg group died.
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' Study No.P030098
Table 15 - continued Histopathological findings !
_ Male, Female, Zy
Sex Male
Group and dose Control 4 mg/kg : 20 mg/kg

£
Number of animals 10 8 8 f

Organs and {indings

=+ H O Total

]
-+

+H +H Total

1

t ottt Total

Cardiovascular system
Aoria NR(10) 0 ()]

Urinary system
Kidney ‘ A - .
Hygerpla31a,tran31lional epithelium, pelvis
Tubule, basophilic _
Karyomegaly, epithelial cell,proximal tubule )
Droplet,epithelial cell,proximal tubule, hyaline
Cast,proteinaceous
Dilatation,distal tubule
Dilatation, pelvic cavity
Cyst,medulla
Hemorrhage, pelvis _
Cellular in{iltration, mononuclear cell,pelvis
Cellular infil{ration, nononuclear cell,cortex
Cellular exudation,pelvic cavity,neutrophil
Mineralization,pelvis
Mineralization, cortex
. Mineralization,medulla
Urinary bladder
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Genital system
Testis o 10
Atrophy, seminiferous tubule 0
. Bdema, Inferstitium
Epididymis
Decrease, sperm, lumen
Prostate o .
Cellular infiltration, mononuclear cell
Fibrosis, interstitium 1
Seminal vesicle
Ovary

—_
=
~

()

OO
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0 .
(10)
l

(10) () (0)
0
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0 0
NR(10) ) 0
NA NA

4 P<0.05 (significantly different from control),

Grade sign: =, none; +, mild (existence of tumor); ++, moderate; +++, marked.

NR: no remarkable changes.

NA: not applicable. . . ) ) . i
Figures in parentheses are number of animals with tissues examined histopathologically.

(One male in the 4 mg/k§ group died and one male in the 4 mg/kg group was imminently sacrificed when moribund.
Two males in the 20 mg/kg group died.
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. Study No.P030098
Table 15 - continued Histopathological findings
Male, Female, 52w

Sex Male
Group and dose Control 4 mg/kg 20 me/kg ¢
o Number of animals 10 8 8
Organs and findings
=t H 444 Total -+ 4+ Total -+t Total
Genital sysiem
Uterus ) ) NA NA NA
Metaplasia, epithelial cell, gland, squamous
_Cyst, endometrium
Vagina . _ NA NA NA
Degeneration, epithelium, mucous
Mammary gland (10 Q) )
Betasia, alveolus/duct 0w 0 0 0 0
Adenoma 0 0 0 0 0

Endocrine system

Pituitary ‘ (10) o )]
Hyperplasia, anterior lobe, focal 9 1 0 0 l
Cyst, anterior lobe 0 0 0 0
Hemorrhage,Rathke’ s pouch 0 0 0 0 0
Gliosis, posterior lobe 9 1 0 90 {
Betopic tissue,posterior lobe w0 0 90 0
Adenoma, anterior lobe 0 0 0 0 0
Thyroid ‘ (10 ) ()
Hyperplasia, C cell, focal 9 1 0 0 1
Remnant, ultimobranchial body 8 2 0 0 2
Parathyroid MR (10) 0 éog
Adrenal (10) D) 0
Hypertrophy, cortical cell, focal g 1 0 9 ]
Hyperplasia, cortical cell, focal w ¢ 6 0 0
Angiectasis M0 0o 0 9 0
Nervous system
Cerebrum MR(10) (0 (0
Cetebellum NR 10; éO) 0)
Medulla oblongata , NR(L0 0) 0
Spinal cord NR(10) 50) 0;
Optic merve MR 10§ 0) 0
Sciatic nerve -NR(10 (0) (0

Not significantly different from control.

Grade sign: -, none; +, mild (existence of tumor); ++, moderate: +++, marked.

NR: no remarkable changes. -

NA: not applicable. . o . , )

Figures in parentheses are number of animals with tissues examined histopathologically, ‘

One male in the 4 mg/k§ group died and one male in the 4 mg/kg group was imminently sacrificed when moribund.
Two males in the 20 mg/kg group died.
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Table 15 - continued Hislopalholog%ca] [indings
w

)

Study No.P030098

Male, Female,
Sex o Male
Group and dose , Conirol 4 mg/ke 20 mg/kg
3
Number of animals . 10 8 8 |
Organs and findings .
LT b Total - b+ b4 Total - 4+ 4+ Total

Special sense organs
Eye 0 610) 0 0 0)

Atrophy, reting, focal 10 0
Dysplasia, retina 1000 0 0 0
Mineralizalion, cornea w 0 0 0 0 :
Harderian gland , NR(10) (0) )
Musculoskeletal system
M. biceps femoris NR(10 0 0
Sternum NR (10 0 0
Femur NR(10 0 0
Integumentary systen :
Integument” _ . (10) () - (0)
ellular infiltration, mononuclear cell,subcutis 00 90 90 0
Keratoacanthoma § 1 0 0 1
Others
Extremity ‘ (4) () 0
Formaiion, callus, hindl imb 4 0 0 0 0
Uleer, hindlimb _ 6 4 0 0 4

Not significantly different from control.

Grade sign: -, none; +, mild (existence of tumor): ++, moderate; +++, marked.

NR: no remarkable changes. ) o ) . )
Figures in pareniheses are number of animals with tissues examined histopathologically,

One male in the 4 mg/kg group died and one male in the 4 mg/kg group was imminently sacrificed when moribund.
Two males in the 20 mg/kg group died.
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| Study No.P030098
Table 15 - continued HistoPathological findings : Y
Male,Female, 52w
Sex Male Female
Group and dose 100 mg/kg ' Control 4 mg/kg g
0 4 findi Number of animals 10 10 10
rgans and [indings ,
- t t++ ++t Total - t ++ +++ Total -~ + +t +t+ Total
Di%estive systen NR(10) NR(10) 0
ongue
Esophagus NREIO) NR(10) §0§
Stomach (10) (10) (0
Dilatation, glandular space,glandular stomach T 3 0 0 3 § 2 0 0 2
Duodenunm . . (10) (10) (0
el Accumulation, foam cell, lamina propria 5 1 %10) 0 100 % ) 0 0 o
ejunum 1
0 Accumulation, foam cell, lamina propria 2 8 %10) 0 8¢x 10 0 % 0 0 0 o
eun 1
Accumulation, foam cell, lamina propria ¢ 6 0 0 by 10 0 0 0 0
Accumulation, foam cell,peyer's patch 1 3 0 0 3 0 0 0 0
= gm0 i e 0
& olon
Rectum NR§10) NR(LO) (]
Submaxillary gland ngm NR?% 0
Sublingual gland NR(L0) NR(10 0
E@rotld gland N%fé?) N%fé?) %10)
iver ‘
Degeneralion, hepatocyte, falty, cenirilobular 0w 0 0 0 0 10 0 0 90 0 w0 0 0 0
Degeneration, hepatocyte, fatty, periportal b 3 2 0 5 T3 0 0 3 g 1 0 0 1
Necrosis, hepatocyte, focal 8 2 0 0 2 § 1 0 0 ] g 1 0 0 ]
Hypertrophy, hepatocyte, centrilobular 8 2 0 0 2 0 0 0 0 0 0 0 0 ¢ 0
Hyperplasia,bile duct 3o 20 9 1 0 0 ] 0 0 0 0 0
fematopoiesis, exiramedullary 0 0 0 0 0 10 0 0 0 0 g L 0 0 1
Focus, altered cell,basophilic w0 0 0 0 9 0 0 l g 1 0 0 I
Focus, altered cell, clear 9 1 0 0 w0 0 0 0 0 0 0 0 0
Angieclasis 9 1 0 0 1 ) 1 0 0 | 00 9 0 ‘0
Hemorrhage . W 0 0 0 0 10 0 0 0 0 g8 2 0 0 2
Cellular infiltration, mononuclear cell 0w 0 0 0 0 10 0 0 0 0 00 0 0 0
Accumulation, foam cell, sinusoid® 0 2 & 0 10& 10 0 0 9@ 0 g ¢ ¢ 0 Q0
Cholangiona 0w 0 0 0 0 10 0 0 0 0 -0 0 0 0

#x; PA0.01 (significantly different from control).

Grade sign: -, none; +, mild (existence of tumor); ++, moderale; ++, marked

NR: no remarkable changes.

a) with lymphocyte infiltration. ‘ o _ _ .
Figures in parentheses are number of animals with tissues examined histopathologically.
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Table 15 - continued Histopatbolog%cal findings
W

Male,Female,

)

Study No.P030098

Sex
Group and dose

o Number of animals
Organs and findings

Male Female
100 mg/kg Control ‘ 4 ng/kg
:
10 10 10

H +++ Total

t o+t Tolal -

+

t H+ Total

Digestive system

Pancreas )
Atrophy, acinus, focal |
Hyperplasia, acinar celi, focal
Focus, acinar cell, basophilic
Metaplasia, hepatocyte
Hemorrhage
Polvarteritis

Respiratory system
Trachea
Lung .
Metaplasia, osseous
Accumulation, foam cell, alveolus
Mineralization,ariery

Hematopoietic system

Thymus
Alrophy

Submax1llar¥ lymph node

Mesenteric lynph node
Accumulation, foam cell

pleen o
Hematopoiesis, extramedullary
Cyst, capsule .
Accumulation, foam cell,white pulp
Accumulalion, foam cell, red pulp

Bone marrow gsternum)

Bone marrow (femur)

Cardiovascular system
Heart o _
Cellular infiltration, mononuclear cell
Fibrosis, myocardium
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30 D€0.05, ##: P<0.01 (significantly different from control).

Grade sign: -, none; +, mild (existence of tumor); +f, moderate: +++, marked.

NR: no-remarkable changes.

Figures in parentheses are number of animals vith tissues examined histopathoTogically.
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Table 15 - continued Histopathological findings
Male, Female, 52w

)

Study No.P030098

Sex Male

Female

Group and dose 100 mg/kg

Control . 4 mg/ke

\

o Number of animals 10
Organs and [indings

i0 1

0

-+ H H Total

+

$# 444 Tolal -+ K b4 Total

Cardiovascular system
Aorta NR(10)

Urinary sysiem.

Kidney ] _ . _ )
Hygerplas1a,tgansitxonal epithelium, pelvis
Tubule, basophilic _
Karyomegaly, epithelial cell,proximal tubule
Droplet,epithelial cell, proximal tubule, hyaline
Cast,proteinaceous
Dilatation,distal tubule
Dilatation,pelvic cavity
Cyst,medulla
Hemorrhage, pelvis » .
Cellular infiltration, mononuclear cell,pelvis
Cellular infiliration, mononuclear cell, corfex
Cellular exudation,pelvic cavity, neuirophil
Mineralization, pelvis
Mineralization,cortex

. Mineralization, medulla
Urinary bladder N

—
—
=
~

e —
DO OOOMOOOCD I ~I O ma D
OO OOOOOMOOLLVOWr— 3O
OO OO O T
IO OOOC OO WD — WO

OO0 OOOCOOoOOOOOmDO .~

(10

Genital system
Testis o
Atrophy, seminiferous tubule 10
_ Edema, inferstitium 10
Epididymis
Decrease, spern, lunen 10

(10
0
0
(
0
Prostaie : (
0
]
R
N

[oun) oo
< oD

—
=
=

Cellular infiltration,mononuclear cell 9

Fibrosis, interstitium , 9
Seminal vesicle N
Ovary

ot —
——

(10)
A

— — — — —t p—a
OO OO OO OO OOW O L

O D= e O OO D O

NR(10) 0

—
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OOOOOCOOCOOOOOOOOOID
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PO OOOOOOONNOOLIEY
OO OODOOODOOOIOOOOD

~~
—
=
=

—~

=

==
==
==
>

NA NA
NA NA

NA NA
NR(1O) ()]

OO OOODOOOOODOOOD

B ONOOOOOOOTIOO oY

Not significantly different from control

Grade sign: -, none; 4, mild (existence of {umor): ++, moderate: +++, marked.
NR: no remarkable changes

NA: not applicable. ‘ L ) . )
Figures in parentheses are number of animals with tissues examined histopathologically.
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. : Study No.P030098
Table 15 ~ continued Histogathological findings :
Male,Female, 52w
Sex o Male Fenale
Group and dose 100 mg/kg Control 4 mg/kg
: %
_ Number of animals 10 10 0
Organs and findings '
- + ++ +++ Tota] - ¢ t+ 4+ Total -t #t +++ Total
Genital systen
Uterus .~ NA (10) (0)
Metaplasia,epithelial cell,gland, squamous 7 3 0 0 3
_Cyst, endometrium 0 ¢ 0 0 0
Vagina . , NA (10) (0
Degeneration, epithel ium, muccus ) 4 0 0 4
Mammary gland (10 (10) 0
Ectasia, alveolus/duct $ 1 0 90 2 2 6 0 3
Adenoma 0w 0 0 0 0 10 0 ¢ 0 0

Endocrine system

Pitujtary - (10) (10) (0
Hyperplasig, anterior lobe, focal 9 1 0 0 1 8 2 0 0 2
Cyst, anterior lob 9 1 0 0 I 0 0 0 0 0
Hemorrhage, Rathke s pouch 0w 0 0 0 0 9 1 0 0 1
Gliosis,posterior lobe w0 0 ¢ 0 10 0 0 0 0
Betopic tissue,posterior lobe 0 0 0 90 0 1w 0 0 0 0
Adenoma, anterior lobe $ 1 0 0 L1 0 0 0 0
Thyroid ‘ (10) (10) (0
Hyperplasia, C cell, focal 10 0 0 0 0 0w 0o ¢ 0 0
Remnant, ul{imobranchial body 00 0 -0 0 8 2 0 0 2
Parathyroid : M1 NR%Q) §0)
Adrenal . (10) 10) 0
Hyperirophy, cortical cell, focal 00 06 0 0 10 0 ¢ 0
Hyperplasia, cortical cell, focal 9 1 0 0 1 4 6 0 0 6
Angiectasis } 0 0 0 0 0 1T 0 0 7
Nervous system
Cerebrum NR(10 NR(10) 0
Cerebellum NRCLO NR(10 0
Medulla oblongaia NRCLO NR(10 0
Spinal cord NR(10 NR(10 0
Optic nerve NR (10 NR(10 0
Sciatic nerve NR(L0 NR(10 0

Not significanily differeni from control

Grade sign: -, none; +, mild (existence of tumor); ++, moderate: +++, marked.

NR: no remarkable changes.

NA: not applicable, i o . . )
Figures in parentheses are number of animals with tissues examined histopathologically.
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Table 15 - continued Histopathological findings
Male, Female, 52w

o

)

Siudy No.P030098

Sex ‘ Male Female
Group and dose 100 mg/kg Control 4 mg/kg
' o Number of animals 10 10 10
Organs and findings
- t ++ +++ Total - + H 4+ Total - t 1+ ++4 Total
Special sense organs
Bye ) (10 (10) ()
Atrophy, reting, focal w 0 o0 0 10 0 0 0 0
Dysplasia, retina 0 0 0 0 0 10 0 ¢ 0 0
Mineralization, cornea 9 | 0 0 10 0 0 0 0
Harderian gland NR(10) NR(10) 0)
Nusculoskeletal sysiem
. biceps femoris NR§[0 NR(10) 0)
Sternum NR(10 NR(10) Og
Femur NR(10 NR(10) 0
Integumentary systen 4
Inlegument o ' (10) (10) 0
ellular infiltration, nononuclear cell, subcutis g 1 0 9 [ 0 0 0 0 0
Kera;oacanthoma 0 0 0 0 0 10 0 0 ¢ 0
Others
Extremity . @) 2) 0)
Formation, callus, hindlimb 4 0 0 9 0 20 0 0 0
Ulcer, hind]imb b 4 0 0 4 0 2 0 0 2

Not significanily different from control

Grade sign: -, none; 4+, mild (existence of tumor); ++, moderate: +++, marked.
MR: no remarkable changes.

Figures in parentheses are number of animals with tissues examined histopathologically.
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Table 15 - continued

Histopathological findings

)

Study No.P030098

Male, Female, 52w
Sex Female
Group and dose 20 mg/kg 100 mg/ke
o Number of animals 9 10
Organs and findings ‘
= b+ b Total -+ 4 4 Total

Di%estive system

ongue
Esophagus
Stomach ]
Dilatation, glandular space,glandular stomach
Duodenum ) ,
. Accumulalion, foam cell, lamina propria
Jejunum . . .
0 Accunulation, foam cell, lamina propria
eum
Accunulalion, foam cell, laning propria
Accumulation, foam cell,peyer’ s patch

. Cecum

Colon

Rectum

Submaxillary gland

Sublingua] gland

Parotid gland

Liver ‘ _
Degeneratjon, hepatocyte, fatty, cenirilobular
Degeneralion, hepatacyte, fatty, periportal
Necrosis, hepatocyte, focal
Hyper trophy, hepatocyte, centrilobular
Hyperplasia,bile duct
Hematopoiesis, extramedullary
Focus,altered cel],basophilic
Focus,altered cell,clear
Angieciasis
Hemorrhage )
Cellular infiltration, mononuc]ear cell
Accumulation, foam cell, sinusoid®
Cholangioma
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1 PC0.05, ¥*: P<0.01 (significantly different from control).

Grade sign: ~, none; +, mild (existence of tumor): ++, moderale: +++, marked.

NR: no remarkable changes. -
a) with lymphocyte infiltration,

Figures in parentheses are number of animals with tissues examined histopathologically.

One female in the 20 mg/kg group died.
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Table 15 ~ continyed Histopathological findings

Male, Female, 52v

>

3

Study No.P030098

Sex

Group and dose

o Number of animals
Organs and [indings

Female

20 mg/kg

100 mg/kg

9

10

+

HoH Total -

H Ht Total

Digestive system
Pancreas

Atrophy, acinus, focal
Hyperplasia, acinar cell, focal
Rocus, acinar cell, basophilic
Metaplasia, hepatocyte
Hemorrhage
Polyarteritis

Respiratory system
Trachea :
Lung )
Melaplasia, osseous
Accumulation, foam cell,alveolus
Mineralization,artery

Hematopoietic systenm

Thymus
Atrophy

Submaxillary lymph node

Mesenteric lymph node
Accumulaiion, foam cell

Spleen o
Hematopoxe31s,extramedullary
Cyst, capsule )
Accumulation, foam cell,white pulp
Accumuliaiion, foam cell, red pulp

Bone marrow §sternum)

Bone marrow {(femur)

Cardiovascular system
Heart o .
Cellular infiltration, mononuclear cell
Fibrosis, myocardium
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3 P<0.05, ##: P<0.01 (significantly different from control)

Grade sign: -, none: 4, mild
NR: no remarkable changes.

(existence of {umor): +4, moderate: +++, marked

Figures in pareniheses are number of animals with lissues examined histopathologically

One female in the 20 mg/kg group died.
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o Study No.P030098
Table 15 - continued Histopathological findings
Male, Female, 52w :
Sex Female
Group and dose 20 mg/kg 100 mg/ke
¢
4
Number of animals 9 10
Organs and findings
= f H M Total -+ H M Total
Cardiovascular system
Aoria (0) NR(10)
Urinary system
Kidney . . o . 9 (10),
Hygerplasxa,l;a951llona] epithelium, pelvis g 1 0 0 ! 0w 0o 0 0 0
Tubule, basophilic _ 6 3 0 0 3 5 5 0 0 0%
Karyomegaly, epithelial cel), proximal tubule 9 0 0 0 0 w 0 0 0 0
Droplet, epithelial cell, proximal tubule, hyaline $ 0 0 0 0 w o 0 0 0
Cast, proteinaceous 6 3 0 0 3 6 4 0 0 4
Dilatatjon,distal tubule § 1 0 0 ] 0w 0 0 0 0
Dilatation,pelvic cavity gy 0 0 0 0 0 0 0 0 0
Cyst,medulla 9 0 0 0 0 00 0 0 0
Hemorrhage, pelvis ) § L 0 0 | 0 0 0 90 0
Cellular infiltralion, mononuclear cell,pelvis 9 0 0 0 0 0w 0 0 0 0
Cellular infiltration,mononuclear cell, cortex 9 0 0 0 0 10 0 0 0 0
Cellular exudation,pelvic cavity,neutrophil g 0 0 0 0 w0 0 0 0
Mineralization,pelvis T2 0 0 2 0 9 0 0 0
Mineralizalion, cortex g 0 0 0 0 w 0 0 -0 0
_ Mineralization,medulla T 0 0 T4 § 4 0 0 4
Urinary bladder © NR(10)
Genifal system
Testis ) NA NA
Airophy, seminiferous tubule
Edema, interstitium
Epididymis NA NA
Decrease, sperm, tumen
Prostate o o NA NA
Cellular infiltration, mononuciear cell
Fibrosis, interstitium
Seminal vesicle : NA NA
Ovary (0 NR(10)

£: PA0.06 (significantly different from control),

Grade sign: -, none; +, mild (existence of tumor); ++, moderate: +++, marked.

¥R: no remarkable changes

. NA: not applicable. . o ) o )
Figures in parentheses are number of animals with tissues examined histopathologically.
One female in the 20 mg/kg group died. :
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Table 1§ - continued Histopathological findings

Male, Female, 52w

Study No.P030098

Sex

Group and dose

o Number of animals
Organs and findings

Female

20 mg/kg

100 mg/kg

9

10

+

H +H Total

t+ +++ Total

Genital system

Uterus ‘ _
Metaplasia, epithelial cell,gland, squamous
_Cyst, endometrium

Vagina A
Degeneration, epithelium, mucous

Hammary gland
Bctasia, alveolus/duct
Adenoma

Endocrine system
Pituitary )
Hyperplasia, anterior lobe, focal
Cyst, anterior lobe
Hemorrhage, Rathke s pouch
Gliosis,posterior lobe
Betopic tissue,posterior lobe
Adenoma, anferior lobe
Thyroid )
Hyperplasia,C cell, focal
Remnant, ultimobranchial body
Parathyroid :
Adrenal )
Hypertrophy, cortical cell, focal
Hyperplasia, cortical cell, focal
Angiectasis

Nervous sysien
Cerebrum
Cerebellum
Hedulla oblongata
Spinal cord
Optic nerve
Sciatic nerve

(0)
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(0

o

NN N o

0
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0
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Not significantly different from conirol.

Grade sign: -, none; +, mild (existence of tumor): +4, moderate: ++4, marked.

NR: no remarkable changes.

Figures in pareniheses are number of animals with tissues examined histopatholegically.
e

One female in the 20 mg/kg group died
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Table 15 - continued Histo alholog%cal findings
]

Male, Female,

)

Study No.P030098

Sex

Female
Group and dose 20 mg/ke 100 mg/kg
Number of animals 9 10 .
Organs and findings
=+ + 4 Total -+ 4+ Total
Special sense organs
Eye o (0) (10)
Atrophy, retina, focal g 1 0 1
Dysplasia, retina 9 1 0 0 1
Mineralization, cornea 0w o o0 0 0
Harderian gland (0) NR(10)
Musculoskeletal system
M. biceps femoris ) NR(10)
Sternum 50 NR 103
Femur 0 NR(10
Integumentary system
Integument _ _ (0 (10
ellular infiliration, mononuclear cell, subcutis 19 0 0 0 0
Keraloacanthoma W ¢ 0o 0 0
Others
Bxtremity . ) 3)
Formation, callus, hindlimb 21 0 0 1
Ulcer,hindlimb | 2 0. 0 2

Not significantly different from control.
Grade sign: -, none; +, mild
NR: no remarkable changes.

(existence of tumor); ++, moderate: +++, marked.

Figures in parentheses are number of animals with tissues examingd histopathologically.

One female in the 20 mg/kg group died.





