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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.
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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

=
=
T

Lo g e}
L)
[==]
—
b —1

= 4 ==

S S D ED

—_ — —_
(=]
—
2
DO OO OO (==} R — e = = e

OO OOWXROOROeD

DD ED O N DN IR L=}

D O Sl bt IS O S =
—

[ ] (=1
OOOOoOOOOooO
CoOOOOOOoOOD
COoOOOoOOoONNOOoOOT
OO 00D =D =) O NI uRcs oo
OO N OO
DOOOoOODOoODOoOoOoS
COOoOoOOI OO =

o

et b e —t

P =l ED DI O Ol ED D I

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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) Study No.P030097
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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Study No.P030097

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

=
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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
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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.





