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e Study No.P030097
Table 15 Hisiopathological findings

Male, Femaie, 13w
Sex Hale
Group and dose _ Contrel 0.1 ng/kg ’ 0.5 mg/kg 2.5 mg/kg
Number of animals 10 10 10 9

Organs and findings

-+ 4+ttt Total -+ 4+ ++t Tolal -+ ++ ++t Total - 1 4+ Total
Digestive systen

Tongue NR{10) gﬂ) (0; : NR S‘J)

Esophagus : (10) 0) () ¢
Fibrosis, muscular layer 9 1 0 0 1 ] 9 0 0

Stomach NR (10 ()] EO NR{(9)

Duodenum NR (10 gﬂ) 0 R (9

Tejunum NR{10 0) (] NR(D

{leun NRALO Og ﬁ(}) NR(9

Cecum NR(10 0 0) NR (9

Colon NR(LD) 0 4] NR (9

Rectum NR(LO 0 0 NR(9

Submaxillary gland NR&lO 0 0 NR{9

Sublingua] gland NR 10 0 0 NR{(9

Parotid gland NR(10) 0) (i NR(9)

Liver . . (10) (10) (10) 9
Degeneration, hepatocyie, iaily, midzonal 1 5 0 0 € g 1 b 6 1 -5 6 9 0 g0 0 0 90
Degeneration, hepatocyle, fatiy, periportal w 0 0 0 ¢ 0w 0 0 0 0 00 0 0 0 9 0 0 0 0
Necrosis, hepatocyie, focal . 9 1 0 0 1 W 0 0 0 0 9 1t 0 0 1 7 2 0 0 2
Hyperirophy, hepatocyte®, centrilobular w o 0 0 0 000 0 0 0 T3 0 0 3 ¢ 6 3 0 94
Cellular infilira!ion, mononuctear ceil 9 1 0 0 1 7 3 0 0 3 § 2 0 0 2 9 0 0 0 0

Pancreas ) : (10) 0)] 0 (9}
Atrophy, acinus, focal I 0 0 0 0 9 0 0 90 o0

Respiratory sysiem

Trachea NRC10) ()] %l]g NR(D)

Lung ) (10) (0) D (9
Accumulation, foam cell, alveolus : ¢ 1 ¢ 0 1 6 0 3
Mineralization, artery 5 1 9 0 | 3 1 D1

Hematopoiefic system

Thymus (10) ) () ()
Hemorrhage 1w o0 00 0 : 9 0 0 0 0

Submaxillary lymph node NR?IO) (Ug §0) NR(9)

Mesenteric Iymph node NR(LD) {0

0 NR(®)

#: PO, 00 (significantly different from control).

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

NR: no remarkable changes. -

1) vith eosirophilic granular cytoplasm. L . )
Figures in parentheses are number of animals with iissues examined histopathologically,
One male in the 2.5 mg/kg group died.
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Table 15 ~ continued Histopathological [indings

Male, Female, 13w
Sex Male
Group and dose Coniro! 0.1 mg/ke 0.5 mg/ke 2.5 me/ke
o Number of animals 10 10 _ 10 9
Organs and findings
: - 4+t Telal - o+ 44 Total - 4+ 4+ Tolal -+ +b 4 Tofal
Hematopoietic Sysien
Spleen NR(10 gﬂ EO NR(9
Bone marrow (sternum NR(10 0 0 NR{9
Bone marrow (femur) NR(10 { (0 NR(9
Cardiovascular sysiem
eari o ) (10) 0 : (0 ey
Celiular infiliration, mononuclear cell $ 2 0 0 2 5 4 0 0 4
Aoria NR (10} {0 _ {0) NR(D)
Urinary systen-
Kidney . (10) : (1) ()] ©
Tubule, basophilic 0w 0 0 0 0 8 1 0 0 1
Cast, proteinaceous _ , g 1 0 0 I g 0 0 0 0
Cellular infiltration, pelvis, neutrophil 0 6 0 0 0 g 1 0 0 1
Mineralization, corticomedal ary w6 0 0 0 9 0 0 4 90
Nephroblasioma w o 00 0 8 0 0 0 o
Urinary bladder NR(10) 0 (0) KR (9)
Genital sysiem
"Testis NR{10) (Ug (1 NR(9)
Epididymis . NR(10) 50 _ EO NR(9)
Prosiate o ) (10) 0 0 &
Cellular infiltration, mononnclesr cell 8§ 2 0o 0 T 7T 7. 0 8
Seminal vesicle NR(10) )] (0 ¥R (9)
Ovary NA NA NA NA
Ulerus - qA NA NA N4
Yagina NA NA NA NA
Mammary gland NRCLO) . (0) (0) NR(9)
Endocrine system
- Pituitary ¥R (10} (ug ?% NR(?)
Thyroid ) . (o (] 0 (9
Remnant,ultimobranchial body w o0 0 0 0 g 1 0 0 l

Noi significantly differeni from control.

Grade sign: -, none; 4, mild{existenl of tumor); t+, mederaie; +++, marked.

NR: no remarkable changes.

NA: not applicable. . o ) ) )
Figures in parenibeses are number of animals with iissves examined hisiopathologically,
One male in the 2.5 mg/kg group died.
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Table 15 - continued Histopathologicel findings -
Male, Female, 13w

Sex Male
Group and dose o Control 0.1 mg/ke 0.5 mg/ke 2.5 ma/ke
0 ¢ find Nember of animals (] 14 . 10 9
rgans and findings
§ - 1+ 4+ Total -+t 4t Toial - +  + 4 Total -+ 4+ Total
Bndocrine sysiem .
Parathyroid ‘ NR(10} 20} EO; NR(9)
Adrenal ) (10} 0 0 )
Hypertrophy, cortieal cell, focal 9 1 0 0 1 8 1 1
Nervous system :
Cerebrum (1m » (» )]
Dilatation, lateral veniricle 9 1 6 0 1 9 0 0 0 0
Cerebellom NR(10 50 0) NR(9
Medulla oblongzia NR(10 0 0 NR(9
Spintal cord NR(10 0 0 NR(S
Optic nerve NR(10 0% 0 NR{9
Seiatic nerve NRUIO )} 0 NR(S
Special sense organs
Eye ' NR(10) (0; 50; NR?B)
Harderian gland R0 (0 0 NR(9)
Husceloskeletal sysiem
M. biceps femoris NREIO% ?0; i) NRSQ?
Sternom NR(1D 0 0) NR(S
Femur . NR(10) 0 )] NR(9)
Iniegumeniary system :
Infegument - HR(10) (0 ® NR (9)

Not significantly d]fferent from contrel.

Grade sign: -, nome; +, mild; ++, moderate; H+ narked,

NR: no remarkable changes

Figures in patentheses are number of animals with {issues examined histopatholegically.
One oale in the 2.5 mg/kg group died.
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Table 15 - continued Histopathological findings
Male, Female, 13w

Sex _ Female
Group and dose Control 0.5 ng/ke 2.5 ng/kg 12.5 ng/kg
umber of animals )
. - Number of animal 10 19 10 19
rgans and findings
- bt b Total - HoHE Total - 4 H otal - +4 Tota
+ H+ Tofal + | 4 Total $ + +H Total
Digesiive system

Tongue MR (10 EG éﬂg NR(LD)

Esophagus . (10) 0 0 (10)
Fibrosis,muscalar layer mw o o 0 90 9 1 0 9 1

Siomach NR (10) (0) (] HR(10

Dugdenum NR {10, (0) 0 NR (10

Jejunum NR{10 EU { NR(10

11eam NRALD 0 {0 NRO10)

A 0 0 0 W

olon

Recium NREIO% 0) Ug NR(IOE

Submaxtliary gland NR 10; 0 0 NRCIO

Sublingual gland NR(10 0 0 NRE!G;

Piiopid gland it 8 %o R

tver
Degeneration, hepatocyie, faily, midzonal it 00 b 0 w9 0 0 0 w2 00 0
Degeneration, hepalocyie, fatty, periporial 9 1 0 0 1 0w o0 0 0 0 0 0 0 6 0
Necrosis, hepalocyte, focal . 1w o 0 .0 ¢ 91 0 0 1 0w 6 0 0 0
Hyperirophy, hepalocyle™, cenfrilobular 00 0 0 0 00 0 0 0 4 6 0 0 b
Cellular infiliration, mononuclear cell T3 o6 0 3 g 2 0 0 2 8 1 0 0 1

Pancreas , (i) () o (10)
Atrophy, acinus, focal 1 0 8 1 0 0 6 0 0

Respiratory system

Trachea : NR(10) (0] EO) NR{10)

Lang ) : (10} () 0) (10)
Accumnlation, foam cell,alveotus 9 1 ¢ 0 1 , g 1 1
Mineralization, artery 9 1 0 O 1 § 2 0 0 2

Hemaiopoietic sysiem :

Thymus (10 )] (0) S (T)]
Hemorrhage g 1 0 0 1 0w 0 0 0 0

Submaxi!lary lvmph node NR?% , ?; ' ?; NRG%

Mesenteric lymph node NR (10 0 0 _ NR{10

$4: PO, 01 (significantly dilferent from conirol).

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

NR: no remarkable changes. '

1) with eosinephilic granular cytoplasm, o . ] .
Figures in parentheses are number of animals with tissves examined histopathologically.
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Table 15 - continued Histopathological findings
Male, Female, 13w

Sex Female
Group and dose Control 0.5 me/ke 2.5 mg/kg ©12.5 ng/ke
0 1 findi Number of animals 10 10 10 : 10
rgans and findings
- 4+ H M+ Total - + 44 Tetal = + M+ Total -+ + +H4 Tofal
Heratopoietic system
Spleen NR&IO) 03 EO NR(10)
Bone marrow Esternum) NR 10; 0 (i NR lﬂg
Bone marrow (femur) NR{10 ()] ' {0 NR(L0O
Cardiovascular sysiem ’
Hear! o _ {10) ) (0) (10)
Cellular infiltration, mononuclear ceil 1 6 0 0 0 | I o 6 0 0
Aorta NR (10} (0) ()] NR{L0)
Urinary system
Kidney (10) )] (®)! {19
Tubule basophilic 1w 0 06 0 0 . 0 o0 ¢ 0 @0
Cast,proieinaceous - W 0 ¢ 0 0 i 4 0 0 0
Cellular infiliraiion, pelvis,neutrophil mw o 0 0 ¢ 1 0 0 0 0
Wineralizaiion, coriicomedullary $ 1 0 6 1. i 0 9 0 0
Nephreblasioma 9 1 0 0 Ww o 0 o 0
Urinary bladder _ : NR(10) )] ® ~ NRQ10)
Genital system :
Testis NA NA NA NA
Epididymis NA NA NA NA
Prosiate N& NA NA N
Cellular infiliratiion, mononuclear cell
Seminal vesicle . NA NA NA
Ovary - EIO) 03 ED MR lﬂg
e e 8 3 i
agina
Mammary gland 510; Ug ED AR 10}
Endocrine system
Pitaitary NR (1) ()] Eﬂg NR(10)
Thyroid : {10 (0) i 10
0 4 g8 2 0 0 2

Remnant, ultimobranchial body 6 4

Not significantly different [rom conirol.

Grade sign: -, none: +, mild{existeni of tumor): +, moderate: ++4, marked.

NR: no remarkable changes

NA:.mot applicable

Figures in parentheses are number of animals with fissues examined histopaihelogically.
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Male,Femate, 13w
Sex Female
Group and dose Control 0.5 mg/ke 2.5 mg/ke 12,5 ng/kg
. i findi Numher of animals {0 10 mw 10
rgans and findings
¥ -+ 4 Total - 4 3 Total -+ 44 4+ Total - + 4+ 44+ Total
Endoerine system
Parathyroid NR(1D) i 0 NR (10}
Adrenal ) (10) éﬂg Eﬂg (10)
Hypertrophy,coriical cell, focal w 0 g0 6 0 w o o0 0 0
Nervous system
Cerebrun ) (10} (0) 10); (10)
Diiatation, laieral veniricie W 0 0 0 0 w o 0 ¢
cerebel lum NR(10 {0 0) NR(10
Medulla oblongata NR(10 (0 0 NR (10
Spinal cord NR(10 0 0 NR(10
Opiic nmerve NREIO) 0 0 NR(10
Sciatic nerve NRQ1D) 0 ] NR(iD
Spgcial sense organs RO " o R (L0
ve
Harderian gland NREIOg {0; (Og NRilO;
Husculoskeletal sysiem
L s e g i 0 no
ernun
Femur NR(10) (0 )] MR (10
Integumeniary sysiem -
Integument NR{10) (0) () L)

Not significanily differeni from conirel.

‘Grade sign: -, noue; +, mild; +t, moderale; t+1, marked.

NR: no remarkable changes.

Figures in parentheses are number of animals with {issues examined histopathologieally.
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Table 18 Histopathological findings

Male, Female, 2w _
Sex Male
Group and dose Control 0.1 ng/kg 0.5 ng/ke 2.5 ng/ke
Number of animals 10 H] 10 10

Organs and findings
=+t 4 Toial - 1 4 44t Tolal - 4+t Ht Total -+ H 4+ Total

Digestive Sysiem

Tongue NRElU% Dg (0; MR 10;

Esophagus NR.(I0 {t %G NR (10

Stomach (10} i)} 0 (10)
Pilatation, glanduiar space, glandular siomach 1 ¢ 0 1 g8 2 0 0 2
Cellular 1n111tratlon,mucosa,g]anduiar stomach, neuirophil 10 08 0 0 Ww o 0 0 0

Pugdenum NR(10 () 0 NR(10

Tejunum NREIU 0 0 NR(10

[lewm NR(10 1] 0 NR(10

Cecum (10) 0 (0 (10)
Fibrosis, muscular layer 1w 0 0 0 0 -0 0 0 0

Colon NR(10) 0 (Gg NR(10

Recium NR {10} 0 go NR(LO

Submaxillaty gland NR 10} 0 Ug NR(1D

Sublingual gland NR(10 0 0 NR(10

Paretid gland (o () 0) (10
Cellular infiltration, lymphocyie 0w 0 0 0 0 0 0 0 0 0

Liver (10) (8 (10 (L0
Degeneraiion, hepaiocyte, faity, periporial 8 I I 0 2 6 0 2 D 7 10 0 0 ¢ 0 w o ¢ 0 0
Degeneration, cystic w 0 o 0 0 5 2 0 0 2 8 2 0 0 2 6 4 0 0 4
Necrosis, hepatocyte, focal 8 1 0 0 | § 0 0 0 0 T 3 0 0 3 8 4 0 0 4
Hypertrophy.hepalocyte", cenfrilobular 00 o ¢ 0 8 0 0 0 0 5 5 0 9 5% 2 7T 1 0 84
Hemaiopoiesis, extramedullary w0 0 0 0 8 0 0 0 0 10 0 0 0 0 w o 0 0 0
Focus, altered cell,basophiltc Ww o 49 40 0 g 0 9 0 O 0 ¢ 0 0 0 W 0o 0 ¢ 0
Focus, a) tered cell, clear -0 0 0 0 T 1 0 0 1 37 0 0 T 03 6 1 0
Daposii, llpofusclnz‘ hepaiocyle W o0 0 0 @ g 00 b 0 w o 0 0 0 4 6 0 0 g
Angiectasis w 9 0 0 0 $ 0 0 0 0 mw o 9 0 0 9 1 0 0 1
Cellular infiliration, mononuclear cell § 2 0 0 2 ¢ 2 0 0 13 1w o 0 0 90 7 3 0 0 3
Adenoma, hepatocellnlar 0 0 0 0 0 g 0 0 0 0 1 0 0 0 0 10 0 0 0 ¢

: P€0.05, #4: P0.01 (significantly differeai from control).
Grade sign: -, nome: +, mild(exisienl of tumor); ++, moderate: ++, marked.
NR: no remarkable changes.
g with eosinophilic granular cytoplasm,
2) identified by Schmer! method, Berlim blue sfaining and Hall method.
Figures in perentheses aye number of animals w&th tissues examined histopathologically.
Two males in the 0.1 mg/keg group died.
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Table 16 ~ continued Hisiopathological findings

Male,Female, 52w
Sex : Male -
- Group and dose Confral 0.1 mg/kg 0.5 me/kg 2.5 mg/kg
. o -Number of animals 10 . 8 10 10
Organs and findings
- b M Tolal -+ H b Tetal - 4 H R Tofal - 4+ H B Total
Digestive sysien
Pancreas (10 (1)) (0 (1n
Atrophy, atinus, focal M 0 0 0 ¢ 9 1 0 0 i
Hyperplasia, acinar cell, focal § 2 0 0 2 T 3 0 0 3
Cellular 1uf111rat10n,1ymphocyie mw o 0 ¢ 0 w 0 0 ¢ 0
Fibrosis, islet A T | 0w 0o 6 ¢ 0
Regpiratary system p
Trachea o ‘ _ i ) (1m ()] 0} (10
Cellular infiltration, lanina propria,neairophil Mm o0 0 0 0 0 0 0 ¢ ¢
Lung (10) 0 {0) (10)
Accomutation, foam cell, alveslus T3 0 0 3 4 % 1 0 6
Pneumpnia, aspiration w0 0 0 0 g 1 0 0 1
Mineralization,artery 6 4 0 0 4 5 8 0 0 5
Hematopoietic system
Thymus , (10) 0 0 (10)
Atrophy I 8 t D 9 1 0-
Submaxlllary Tyoph node NR{10) Eﬂg EU; NRL1O)
Popliteal lymph node : 6] 0 0 n
Proliferation, plasma cell 01 0 0 1 0 1t 0 0 1
Mesenterlc lymph node . NR(1D) gog Eﬂ} NR{10)
Spleen (1 0 0 (10}
Thickening, capsule I | | R w o0 0 0 0
Hemaigpoiesis, exiramedullary w0 0 0 40 0 6 0 0 ¢
Deposit, pigment, red pulp, brewn 10 0 0 0 0 1w o0 ¢ o0 0
Bone marrov (siernum {10 , ©) 0 (10
Alrophy, focal I 9 0 0 0 00 0 0 ¢ 0

Not significantly differen{ from control.
Grade sign: -, none; +, mild; +, moderaie; ¥+, marked.

NR: no remarkable changes.
Figures in parentheses are number af animals with tissues examined hlstopathuloglcally

Two males in the 0.1 mg/kg group died.
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Table 16 - continved Histopathological findings

Male,Female, 52w - .
Sex Male
Group and dose Conirol 0.1 mg/kg 0.5 mg/ke 2.5 mg/kg -
o Number of animals 14 . 8 10 10
Organs and {indings
= 4+ 4+ 4 Total -+ 4t 4 Total - 4+ H 4+ Total - 4+ 4 Total
Hemaiopoielic sysien
Bone marrov (femur) . (10 ()] _ ()] (10
Atrophy, focal _ 0 0 0 0 90 w ¢ ¢ 9 0
Hematopoiesis, increased g 1 0 0 1 . e ¢ 0 0 0
Cardiovascular sysienm
gart o _ (10) {0) 10} (10)
Cellular infiltration, mononuclear cell 73 0 0 3 6 4 0 0 4
Fibrosis,myocardium & 4 0 0 4 8 2 0 0 2
horta : NR{1D) {0) (0 NR(10)
Urinary sysiem
Kidney . (10 (0) ) {10)
Hyperplasia, epithelial cell, tubule 1w 0 0 0 0 mw 9 0 0 0
Hyperplasia, transitional cell, pelvis w o 0 0 9 w o 0 4 0
Tubule, basophilic 5§ 4 0 0 4 g 2 0 0 12
fast, profeinacequs g 4 ¢ 0 4 g 2 0 ¢ 2
Hemorrhage, pelvis . g 1 0 0 1 0 0 ¢ 0 0
Cellular infi]iration, mononuclear cell,pelvis 8 2 0 0 2 0w o 00 0
Cellular infiliration, mononuclear cell, cortex g 2 0 0 2 9 1 0 0 I
Cellular infiltration, pelvis,nentrophil g 1 0 0 1 0 ¢ 0 0 0
Cellutar infiltration, cortex,nenirophil 0 0 0 0 0 i 0 0 0 0
Cellular exudation,pelvic cavity,nenirophil y 1 0 0 1 w a0 0 0
Mineraljzatjon, papilla 0w o0 0.0 B g8 2 0 ¢ 2
Mineralizaiion, pelvis o 1 ¢ 0 1 w o0 0 4 0
Urinary bladder ] , (10) (0) () {10}
Cellular infiltration, mescular layer,neuirophil 9 1 0.0 1 100 0 0 0

Not sienificantly differeni from conirol.

Grade sign: -, none; +, mild; ++, moderate; 44+, marked.

¥R: no remarkable changes. ' _ A . ) )
Figures in parentheses are number of animals with tissues examined hisiopathologically.
Two males in the 0.1 ng/kg group died.
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Table 16 - continued Hisiopathological findings

Male, Fenale, 52w
Sex Male
Group and dose Control 0.1 ng/kg 0.5 mg/ke 2.5 mg/kg
Number of animals i0 8 10 10

Organs and findings

1
-+~

-+ Tetal -+ #F 4 Tetal -+ 3+ Total +H 1t Tolal

Genital systen
Testis . (10) 0} {0 ()
Alrophy, seminiferous tubule 0 1
Hyperplasia, leydig cell, focal
Epididymis
Decrease, sperm, lunen
Cellular infiltrafion, nononuclear cell
Prostate
Atrophy
Hemorrhage _ 1
Cellular infiltraiion, mononuclear cell 0
Seminal vesicle - NR{10 () o
Ovary . . N NA NA NA
Dilatation,ovarian bursa )
Cysi
Uierus L NA NA NA KA
Metaplasia,epithelial cell, gland, squamous
Polyp, endometrial siromal -
Vagina o NA NA NA NA
Degeneration, epithelium, mucous
- Mammary gland 10) ) )}
. Hyperplasia, lobular
Eclasia, alveolus/duct
Adenoma
Fibroadenoma
Adenocarcinoma
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Not significantly differeni [rom control.

Grade sign: -, none; +, mild{exisieni of tumor); +i, moderate; H, marked.

NR: no remarkable changes. _ )

NA: not applicable. ] o _ . )
Figures in parentheses are number of animals with tissves examined histopalhologically.
Two males in the 0.1 mg/kg group died. .
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Table 16 - continued Histopathological findings
Male,Female, b2w
Sex Male
Group and dose - , Control 0.1 mg/kg 0.5 mg/kg 2.5 ng/ke
. Number of animals 16 ' 8 10 10
Organs and findings .
-+ HH Total -+ 4 Tofal - 4+ 4 ++ Total ~ 4+ 1+ +H Tetal

Endocrine sysiem

Pituitary | (10} {0 ® (10)
Hyperplasia, anierior lobe 7 3 0 0 3 mw o 0 ¢ 0
Cyst, anferior lobe nw o 0 0 0 § 1 0 0 1

Thyrold _ {10) ) () (10)
Hyperplasia, C cell . . -0 0 0 0 _ w ¢ ¢ 4 0
Deposii,malerial, inferstitium, eosinophilic -0 0 0 0 g 1 0 0 I
Remnant, uliimobranchial body g 0 0 1t O S | I

Parathyroid NR (10) (0) (Gg TR0

Adrena ) (10) {0) {0 (10)
Hyperirophy, corlical cell, focal g 2 0°0 2 T 0 0 3
Hyperplasia, cortical cell, focal 9 [ 0 0 ! g 1 0 0 1
Angieciasis w o 0 0 0 100 0 0 0

Nervous sysiem

Cerebrum NR(10) Eﬂg %l) KR El )

Cerebellun NR(10) 0 0 NR(ID)

Medulla oblongaia NR (10) (0) 0 NR(10)

Spinal cord NR(10) Eo 0; NR(10

Oplic nmerve NR{10) 0 0 NR(L0

Sciatic nerve ' : NRCLO) () 0) NR(I0

Special sense organs
ye NR(10) %Ug zﬂ) NR{10)

Harderian gland ) (10} 0 0 (10}

Cellular infiltration, lymphocyie 100 0 0 0 0 6 ¢ ¢ 0

Musculoskeleial sysiem
M. biceps femoris . . NR(10) (0) o NR{10)

¥oi significanily different from conirel.

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

NR: no remarkahle changes. :

NA: not applicable, . L .

Figures in parentheses are number of animals with tissues examined hisiopafhologically.
Two males in the 0.1 mg/kg group died.
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Table 16 - continued Histopathological findings

D

Study No.P030097

Male,Fenale, 52w
Sex Male .
Group and dose - Conirol 0.1 mg/ke 0.5 mg/ke 2.5 me/ke
Number of animals 1t 8 10 i0
Organs and f[indings
=+ 4+ i+ Totel - 4+ M M+ Total - o+ 4+ HE Total -+ 4 HH Total
Musculoskeletal system
Sternum NR(lﬂg (0} (ﬂg NREID;
Femur NR(10 0 {0 NR(10
[ntegumeniary svslen .
Iniegunent NR(10) (0 )] NR(10)
Others .
Exiremity ) )] (] 0
Ulcer, hindlimb 0 4 1 5 . 00 1 0 I

Noi significantly different from conirel,

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

NR: no remarkable changes.

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

Two males in the 8.1 mg/kg group died.

148



g1

DI J ) | )

, . \ o Study No.P030097
Table 16 - confinued Histopathological Pindings

Male,Femalg.52w
Sex _ Female
Group and dose Conirol 0.5 mg/ke 2.5 mg/ke 12.5 mg/kg
Number of animals 10 ‘ 10 10 9

Organs and findings

-+t Total -+ H HETotal -+ H o Total bt Tolal

g g 48

{0 {© ()
0

0
0) 0 NR{9)
0 0 NR(9)
0 0
(0

0) (g)
E%% & i)
0 _ %0; NR%
] 0
(0) )

()] (10)
0

Digesiive syslenm

Tongue

Esophagus

Stomach
Dilatation, glandular space,glandular stopach 1
Cellular infiltration, mucosa, glandular stomach, nenirophil 10

Duodenum

Jejunum

Jleum

Cecum - _
Fibrosis, nuscuiar layer 10 0

Colon

Recium

Supmaxillary gland

Sublingual gland

Parotid gland _

 Cellular infiltration, lymphocyte

Liver . .
Degeneration, hepatocyte, fatty, periporial
Degeneration, cystic
Necrosis, hepatocyte, focal .
Hlypertrophy, hepaiocyle®, cenirilobular
Hematopoiesis, extranedul fary
Focus, altered cell, basophitic
Focus, aiiered cell, clear
Deposit, lipofuscin®, hepatocyie
Angieciasis .
{ellular infiltration, mononuclear celi
Adenona, hepatocellular
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51 PL0.D5 (significantly different from control).

Grade sign: -, nome; 4, mild(existent of tumor); 4+, moderaie; +++, marked.

NR: no remarkable changes.

1) with eosinophilic granular cytopiasm. .

2) identified by Schmorl method, Berlin biue staining and Hall meihod. _
Figures in parentheses are nomber of arimals with tissues examined histopathologically.
One female in the 12.5 mg/kg group died.
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Table 16 - continued Histopathological findings
Male,Fenale, b2w

Sex Female
Group and dose Conirol 0.5 mg/ke 2.5 mg/ke 12.5 mg/ke
_ Number, of animals 10 i0 10 9
Organs and findings
- 4+ 4 44 Total -+ 4 +++ Total - 4+ 4+ Total - 4+ 4+ 44+ Total
Digestive system
Pancreas (10) m (0 )

Atrophy, acinus, focal 9 1 ¢ 0 1 9 0 0 0 0

Hyperp aSIa,a01nar cell, focal w o 0 0 9 9 0 0 9 0

Cellular infiltration, Iyaphocyle 0 8 0 0 0 § 1 0 0 1

] Fibrosis, islet 00 0 0 0 9 0 0 0 O
Respiratory sysfem
Trache (10) () (1)) )]
- Celtular tnfittration, lamina propria, negtrophil w o 0o 0 0 . - . g 1 0 0 1
Lung (10) ) (i) )]

Accnmelation, foam cell, alveolus : g8 4 0 0 4 5 4 0 ¢ 4

Pneumonia, asplratlon w o 0 0 0 9 0 0 0 0

Mlnerallzatlon ariery g 1 0 0 l 7 2 0 @ 2

Hematopoietic sysiem
Thymus (m ) (0) (9)

Atrophy 1 8 1 0 9§ 0 1 12 9
Suhmax111ary lyaph node NR(1D) {0 EO; NR(9)
Popliteal lymph node )} 0 0. {0)

y Pgo];[eiatlgn péasma cell AR (1) 0 . -
esenferic lympk node
Spleen (10) 50; §0; (é)

Thlckenlng,capsule i 0 0 0 0D 8 0 0 0 D

Hematopoiesis, exiramedullary g 2 0 0 2 8 1 0 0 1

Deposit, pigment, red pulp, brown 9 1 0 0 [ T 2 0 0 2
Bone marrow (siernad {10) )] ) (9)

Atrophy, focal W o0 0 0 0 8 0 0 1

Not significantly dlfferent from control.

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

NR: no remarkable changes.

Figures in pareniheses are number of animals with tissues examined hislopathologically.
One female in the 12,5 meg/ke group died,
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Table 16 - continued Histo atholo 1cal findings :

Male, Female,
Sex " TFemale
Group and dose Control 0.5 me/ke 2.5 mg/ke 12.5 mg/ke
- Number of animals 10 10 10 9
Organs and findings
- 4 H 1 Total -+ H +# Total - + 4+ +H Total -+ 4 Total
Hemaiopoielic sysien

Bone marrow (femur) 1)) (® {0 e)]
Atrophy, focal w0 0 0 0 g 1 0 0 1
Hematopoiesis, increased g 1 0 0 1 9 ¢ 0 0 0

Cardicvascular system _

Heart (10) 0 (1) ' (9
Cellular infiliraiion, mononuclear cell g 1 0 0 1 7 2 0
Fibrosis, myocardium 16 0 0 0 0 g8 1 0 ¢

Aorta NR(10} 0} (0 NR(9)

Urinary system ) ’

Kidney (10) )] ()] ®
Hyperplasia, epithelial cell, tubule w o0 0 0 0 g 1 0 0 1
Hyperpla51a,tran51llona} cell pelvis m 0 0 0 9 g8 1 0 0 1
Tubule, basophilic M 0 0 0 0 7T 2 0 0 2
(Casi, protelnaceous 0 ¢ 0 0 0 8§ | 0 O )
Hemorrhage pelvis 0w 090 0 9 9 0 0 0 0
Cellular infiltration, mononuclear cell,pelvis 9 1 4 0 1 9 0 0 ¢ ]
Cellular infiltration, mononuclear cell goriex w o0 0 ¢ 0 8 1 0 0 1
Cellular Inflllratlon,peIVts neuirophil w o 0 0 0 g 1 0 0D 1
Cellular infiltiration; cortex,neuirophil 5 1 0 0 1 9 0 0 90 0
Cellular exudation,pelvie cav1ty,neutrophll 9 t 6 0 1 38 1 0 9 1
Mineralizalion, papilla T 3 0 0 3 3 1 0 0 1
Migeralizalion, pelvis T3 0 6 3 8 1 0 90 1

Urinary bladder {10 )] ()} 9
Cellular infiltralion, muscular laver, neutrophli w0 0 0 0 9 0 0 0 0

ot significantly differeni from control.

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

NR: no remarkable changes.

Figures in parentheses are number of animals with tissues examined hisiopathologically.
One female in the 12.3 mg/kg grotp died.
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Table 16 - continued Bistopathological findings
Male,Fenale, 52w

Sex ) Fenale ]
Group and dose ' Conirol 0.5 mg/kg 2.5 mg/kg 12.5 mg/ke
Number of animals 10 10 10 9
Organs and findings
- + + 4 Total -+ + ++ Total - +  ++ H4 Tolal - 4+ 4+ +H Total

Genital sysiem
Testis : NA NA NA NA
Atrophy, seminiferous tubule
_ Ilyperplasia, leydig cell, focal
Epididvmis
-Decrease, sperm, lunen.
Cellular infiltration, mononuclear cell
Prostate
Atrophy
Hemorrhage : ‘
Cellular infiltration, nononuciear cell
Seminal vesicle
(Ovar

NA NA NA NA

=
-

NA NA ‘ NA

HA NA NA
) 0) ©)

;:r-
a—

y
Dilatation,avarian bursa . 1
Cyst
Uteras ..
Meiaplasia, epithelial ce]l, gland, squamous
Polyp, endometrial siromal _ I
Vagina o
Degeneraiion, epithelium, macous
Mammary gland
Hyperplasia, lobular
Bctasia, alveolus/duct
Adenoma
Eibroadenona
Adenocarcinoma

() o .

,_.
=2
— D [

oo [ o e ]
oo e [T
— D [T

) )
m ()

—
=
~
—

D D DD D D o e 3 O 2
—
=
—

[ 2= f e = L) L=J =11 oY}

OO LD ~I00 LX) —oaon oo
DB e pE —
—_— D — D D
COCOLOH=E1 & SO0=a 2 =35a
ot s BT
ooowoinolis

S VQ
CoCmE o o oo
— et b CF —

Nol significantly differeni from contral

Grade sign: -, nome; +, mild{exisfeni of (umor); +t, moderate; ++, marked.

MR: 20 remarkable changes.

NA: not applicable. . o ) )
Figures in parentheses are number of animais with tissues examined histopathologically.
One female in the 12.5 mg/ke group died.
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Table 16 - continned Hisiopathologica! {indings -

Maie,Female, 52w
Sex ' Female
Group and dose , Conlirol 0.5 mg/kg 2.5 mg/kg 12.5 mg/ke
Number of animals 0 10 10 9

Organs ar;d Findings

-+ H 4 Tetal -+ 4+ HH Total -+ H HHE Total t 4 H4 Tetal

Endoerine system
Pituitary 610) (0) {0 )]

yperplasia, anterior lobe
J£) lgsia, anierior lob T3 0 3 § 3 0 0 3
Cyst, atierior lobe w0 0 0 0 9 0 0 0 O
Thyrold . (1) (0) {) )
Hyperplasia, C cell . o M 0 0 & 0 g8 1.0 0 1
Deposii,material, injersiitium, eosinophilic w 0 0 0 0 g 0 0 0
Remnant, nliimobranchial body g 2 0 0 2 8 1 0 0
Parathyroid MR (1D} (0) (0) NR(D)
Adrenal i (10 0) ()] (9)
Hypertrophy, coriical cell, focal § 2 0 0 12 2 00 2
Hyperplasia, coriical cell, focal 6 4 0 0 4 8 1 0 0 1
Angieclasis 6 4 0 0 4 g8 1 0 0 1
Nervous system
Cerebrum NR(lﬁg EO (0; NR(9)
Cerebellum NR(10 0 0 NR(9)
Medulla oblongaia NR(10) (] Og NR(9
Spinal cord NR(10) 0 0 NR(9
Optic nerve NREIO% 20 0) NR(9
Sciatlic nerve NR (10 0 )] NR(9
Special sense organs
ye NR(10) EU; (G; NR(8)
Harderian gland (10 0 {0
¢ 0 90 8 1 0 I

Cellular infiltration, lymphocyie _ i 0

Musculoskeletal sysiem
M. biceps femoris FR (%) 16)) ()] KR (D)

Not significantly different from conirol

Grade sign: -, nome; +, mild; +f, moderaie; ++t, marked.

¥R: mo remarkable changes. ) N ) ) )
Figores in parentheses are number of animals with lissues examined hisiopathologically.
One female in the 12,5 mg/kg group died.
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Table 16 - coniinued Histopathological findings

Male, Female, 52w

Siudy No.P030097

Sex Female ’
Group and dose Conirgl 0.5 mg/ke 2.5 mg/ke 12.5 mg/ke
Number of animals 10 ' 10 10 9
Organs and [indings
-} 4 Total =+ ++ ++ Total - 1+ H+t Total - 4+ +4 Toial
Musculoskeletal system
Slernun NRELO) 50; 20; NR%B;
Femur NRC1O) 0 0 NR(9
Integumentary sysfem .
Iniegument NR(10) 0 ()] NR(9)
Qthers -
Exiremity (1) () {0 ¢3)
Ulcer, hind]limb 01 0 0 1 0 2 ¢ 0 2

Not significantly differeni from conirol.
Grade sign: -, none; 4, mild: +, moderate; ++f, marked.
NR: no remarkabie changes

Figures in pareniheses ar¢ number of animals with tissues examined hlslopathoiogxcally

One female in the 12.5 mg/ke group died.
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