Study No.P030098

Table 10 Necropsy findings
Male, Female, 13w
Sex Male Female
Group and dose Conirol 4 mg/kg 20 mg/ke 100 medke Conirol 4 mgfkg 20 mg/ke 100 me/kg
Organs and findings Number of animals 10 9 10 9 16 10 10 0
Genital system
Tesiis NA NA - NA NA
_ Enlargemeni 0 1 0 ]
Epididymis NA NA NA NA
Nodule, lighi vellow 0 0 1 ]
Endocrine system
Pituitary
Enlargemeni 0 0 0 0 0 0 0 1
Special sense organs
Eye
Dyscoria | ¢ ) i} 0 { 0 0

Noi significantly different from control.
NA: nol applicable. . .
No appreciable changes in all other organs and tissues.

One male in the 4 mg/ke group was imminently sacrificed when moribund and one male in the 100 mg/ke eroup died.
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Table 11 Necropsy {indings
Male, Female, 52w

Study No.P030098

Sex

Group and dose

Organs and findings Number of animals

Male

Female

Control

4 mg/kg

20 ng/ke

100 meg/ke

Control

4 mg/kg

20 ng/kg

100 mg/ke

10

8

8

10

10

10

9

10

Digesiive system
Liver
Macule, dark red
Enlargenent
Mass, 1ight gray
Pancreas
Mass, [ight gray

Hemaiopoielic sysiem
Thymus
Small
Spleen
Enlargement
Cyst

Urinary sysien
Kidney
Rough, sur{ace
Dilatation, pelvic caviiy

Genital sysiem

Testis |
Soflening
Small

Uterus
Enfargement
Cyst, endomeirium

Mammary gland
Releniion, milk

Endocrine sysiem
Pitwitary
Spot,dark red
Mass,datk red
Thyroid
Nodule, 1ighi gray

— e

10

(=1

e

L L

oo

—

(=X}

=F—}

[—] O —

Y]

o o p

o

[T

= OO e

10

(=) [=—2—T

10

[N

[ =T ~=]

NA

L] [ Loarg e

o

NA

= [ LY )

[~

o=

NA

—

P<0.05 (significantly ¢ifferent from control}.
NA noil applicable.

No appreclable changes in all oiher organs and tissues.

One mzle in the ¢ mg/kg group died and one male in the 4 mg/kg grovp was imminenfly saerificed when moribund.

Two males and one lemale in the 20 mg/kg group died.
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Table 11 ~ coniinued Necropsy findings
Male, Fenaie, 52w

Study No.P030098

Sex Male Female
Group and dose Conirol 4 mg/kg 20 ag/ke 100 me/ke Control 4 mg/kz 20 mg/kg 100 me/ke
Organs and findings Number of animals 10 8 L] 10 10 10 9 10
Endocrine system
Adrenal
Spot, brown 8 0 1] 8 4 1 2 1
Enlargemeni 0 ] 0 { f 1 ] 0
Nodule, browan 0 0 0 0 2 0 0 0
"Integumeniary sysiem
Integument .
Mass, subcutis, light gray | t { 0 2 2 2 3
Dihers
Briremity .
Swelling, hindlimb g 0 l ] 0 0 0 1
Corn, hind] imb 4 2 2 4 2 2 1 2

Not significantly differeni from conirol.

Ko appreciable changes in all oiher organs and tissues.

One male in the 4 mg/ke group died and one male in the 4 mg/ke group was imminenily sacrificed when meribund.

Two males and one female in the 20 mg/kg group died.
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Siudy No,P030098

Absolute and relative organ weights

Male, Female, 13w

Table 12

Pituitary Thyroids Heart
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100 mg/kg

One malz in the 4 mg/kg group was imminenily sacrificed when meribund and one male in the 100 mg/ke group died.

$: P<0.05 (significantly different from comirol).
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Study No.P030098

gan weighis

Absoluie and relative or

Male, Female, 13w

Table 12 - continued
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One male in the ¢ mg/ke group was imminenily sacrificed whem moribund and one male in the 100 mg/kg group died.

£: P<0.05, *#+; P<0.01 (signilicantly different from conirol).
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Table 12 - contimied Absoluie and relative organ weights
Male,Pemale, 13w

Study No.P030098

Group Kidneys Adrenals Epididymides Testes

Sex and
dose
(&) (g/100 gB.V.) {ng) (me/100 gB.%.) 6] (g/100 gB.¥.) ®) (&/100 gB.¥.)
Male  Conirol N 10 10 10 10 1] 10 10 10
Mean 3.63 0. 60 6.5 10.1 1.36 0.23 3.59 0.59
S.D. +0,19 +0,05 +5.9 +1.1 +0.06 +0.03 +0.32 +0., 06
4 mg/ke N 9 § 9 9 9 9 9 9
Mean 3.70 0.64 60,4 10.4 i.40 0.24 3.78 0.66
S.D. +0.45 +0.05 +10.3 +1.7 +0.09 +0.03 +0. 62 +0.13
20 mg/kg N 10 10 10 10 10 10 10 10
Mean 3. 69 0.62 58.3 9.8 1,85 0.23 345 0.58
S.D. +0.52 *0.07 +8. 6 +1.2 £0.18 +0.02 +0,31 +0. 05
100 mg/ke N 9 9 g 9 9 g g )
Hean 4.01 0.64 59.6 9.5 1.34 0.21 3.58 0.57
5.0, +90.55 +0.06 +4.9 +0.8 +0.13 +0.03 x0, 34 +0,05
Female Conirol N 10 10 10 10
Mean 1.88 0. 60 67.0 21.3
S.D. +0.15 0, 08 +7.5 42.6
4 mg/kg - N 10 10 10 10
Mean 1.87 0. 61 64.9 21.1
3.D. £0.14 +0. 04 +9.4 +2.6
20 ne/ke N 10 10 10 10
Nean 2.01 0.64 66.4 21.1
3.D. £0.21 +0.04 x11.2 +2.0
100 ng/kg N 10 18 11 10
Nean 2.01 0.65% 68.7 22.4
§.D. +0.19 20,05 +9.5 +2.5

£: P0.05 (significantly differeni from comtrol). )
One male in the 4 mg/kg group was imminenily sacrificed when moribund and one male in the 100 mg/ke group died.
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Siudy No.P030098
Table 11 - centinued Abselute and relative organ weights
Male,Female, 13w

Group Ovaries Uterus
Sex and
dose -
(mg) (ng/100 gB.V.) (2 (g/100 gB.W.)
Male  Conirol . N
- Mean
S.D.
4 mg/ke N
Mean
S.D.
20 mg/ke N
Mean
S.D.
100 mg/ke N
Mean
S.D.
Female Control N 10 <10 10 I}
Mean T7.7 24. 8 0. 65 0.21
S.D. +10.4 +3.4 +0.15 +0. 08
4 mg/kg N 10 10 10 )
Mean M7 25.4 0.72 0.24
S.D. +0.1 +3.0 +0.17 0,06
20 ng/ke N 10 10 10 10
Mean 82.4 26.4 0. 64 0. 21
S.D. +10.2 +4.1 0. 11 +0.03
100 ng/kg N 10 10 10 10
Mean 21.2 26. 5 0. 61 0.20
S.D. +8.8 +2.5 +0.13 +0. 06

Not significantiy different from contral.
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Study No.P030038

Absolute and-relative organ weights

Male, Female, 5iw

Table 13

Heari
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y sgcrificed when moribund.

group died and one male in the 4 mg/kg group was imminentl
/kg group died.

g/kg

¥: P0.05 (significanily differeni from control).
Two mafes and one female in the 20 nmg

One male in the ¢ 1
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_ Study No.P030098

Absolute and relative organ weighis

Male,Female, 52w

Table [3 - continued
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100 me/ke

g group died and one male in the 4 mg/kg group was imminently sacriliced when moribund.

Two males and one (emale in the 20 mg/kg group died.

k

%1 PLD. 05, **: P<0.0} (significantly different from control).

One male in the 4 mg
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Tahle 13 - continued Absoluie and relative organ weights

Siudy No.P030098

Male,Female, b2v
Group Kidneys Adrenais Epididymides
Sex gnd
ose
~ (3] {g/100 gB. W) (ng) (mg/100 gB.VW.) (g/100 gB.¥.) {g/100 gB.%.)
Male Control N 10 10 10 10 10 10
Mean 4,20 0.50 1.5 1.43 0.17 0. 46
S.D. +0.38 £0.05 +7.3 +0.7 +0.18 +0.03 +40. 06
4 me/kg N 8 8 8 8 8 8 8
Mean 4,10 0.51 §5.7 8.2 1.43 0.18 0. 49
S.D. +0. 46 +0.03 +12.1 +0.8 +0.15 +0.02 +{. 086
20 mg/kg N 8 8 8 3 3 3 3
Mean 4.23 0. 50 64.1 .17 1.27 0.15 0.42
S.D. +0.73 +0. 05 +6.1 *+1.5 +0.25 +0,03 +0.08
100 me/kg N 10 10 10 10 1¢ 10 10
Mean 4,61 0.53 63.0 7.8 1.31 0.15 0.44
5.D. +0.68 +0.08 +13.5 *l.4 +0.15 +0.03 +0.05
Female Ceatrol N 10 10 10 10
Mean 2.29 0.54 83.3 19.7
S.D. +1{. 26 +0.10 +18.3 x4.5
4 mg/ke N 10 10 10 10
Mean 2.31 0. 57 80.4 19.9
S.D. +0.30 +0.07 +12.6 +3.3
20 mg/kg N g g § 9
Mean 2.45 0. 56 77.1 17.9
5.D. +0.30 +0. 06 +13.3 +3.8
100 me/kg N 10 10 10 10
Mean 2. 1h%% 0.63 81.3 18.6
S.D. +0.33 +0.12 +17.3 +5.5

x: PC0.01 (siemificantly differenl from control).

One male in the 4 mg/ke group died and one male in {he 4 mg/kg group was imminently sacrificed when moribund.

Two males and one female in the 20 mg/ke group died.



) ) ) )
Study No.P(30098

Table 13 - coniinued Absolute and relative organ weights
Male,Female, H2w

Group Ovaries Uterus
Sex and
dose
(mg) (ng/100 gB.¥.) @ (/100 gB.¥.)
Male Control N
Mean
S.D.
4 mg/ke N
Mean
S.D.
20 me/kg N
Mean
S.D.
100 mg/kg N
Mean
S.D.
Female Control N 10 0 10 10
Mean 5l.4 12.2 (.95 (.23
.D. +10.3 *3.1 £0.19 0,07
4 mg/ke N 10 10 10 10
Mean 48.7 1.9 i.22 0.30
.D. =121 +2.3 +0.43 +0.11
20 wme/ke N 9 9 9 g
Mean h2.1 12.0 1.03 0.24
3.D. *+15.8 . 4.0 +0.25 +{. 06
160 mg/ke N 10 10 10 10
Mean 56. 8 13.1 1,03 0.24
.D. +19.5 +5.2 x0. 18 40.06

Not significanily different from control.
One female in the 20 mg/ke group died.




Table 14 Histopathelogical [indings
Male, Female, 13w

Study No.P030098

Sex Male
Group and dose Conlrol 4 mg/kg 20 mg/kg
o Number of animals 10 9 10
Organs and [indings
-+t M Total -+ #F 4 Total -t +H +H Total
Digestive svsien
Tongue . NREIO} (Og {0)
Esophagus NRC10 (0 0
Stomach NR 10; 0; 0
Duodenum RRC10 (i 0
Tejunug NR{10) 0 gﬁ
[leum NR(10) 0 {
Cecum NRCLD) 0 EU
Colon NR{LD) éﬂg 0
Recium NR(10) 0 (0
Submaxillary gland MR 10; (0 (0
Sublingeal gland NR?U (0 50
Parotid gland NRCL0) {0) 0
Liver . ) (10) 9} (10)
Degeneraljon, hepatocyte, fatiy, cenirilobular w o 0 ¢ 0 9 0 0 0 0 8 2 0 0 2
Degeneralion, hepatocyie, fally, periporial T3 0 0 3 & 3 4 0 3 2 5 0 90 b
Necrosis, hepatocyte, focal w0 0 9 0 g 0 0 0 0 10 0 0 ¢ 0
Hyﬁlertropljy,l;epalugyte,cenjrllobular 0 ¢ 0 0 9 0 0 0 0 w0 0 0 0
Cellular infiltration, mononuclear cell w0 0 6 0 5 0 0 0 0 0 0 0 0 0
Fibrosis g 1 0 0 1 5 0 90 0 0 M 0 0 0 ]
Pancreas ) (10) (0) (0)
Atrophy, acinus, focal § 2 0 0 2
Cellular iefiliration, mixed ] i 0 0 l
Respiratory systfem
rachea NR(10) EO; (0;
Lung . (10 0 (0
Metaplasia, osseous T3 00 3
Accumulation, foan cell,alveolus 9 1 0 0 1
Mineralization,artery g 1 0 0 1
Hemaiopeielic sysiem
yIus NR(1 0; (0) (0
Submaxillary lymph node NR(10 (1)) o

Noi significanily different from conirol.

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

NR: no remarkable changes.

Figures in pareniheses are number of animals wiih tissues cxamined histopathologzically.

{ne male in the 4 mg/kg group was imminenily sacrificed when moribund.
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. Study No.PG30098
Table 14 - continued Histopathological findings
Male,Female, 13w

Sex Male
Group and dose Control 4 mg/kg 20 mg/ke
o Number of animais 10 9 10
Organs and findings
-+ H ++ Toial -+t tt Total -+  # tH Tetal
Hematopoietic sysiem
Mesenteric Iymph node (10) ( (10)
Accumutation, Toam cell W 0 0 0 0 w o0 30
Spleen NRE]U; ({0 E{J
Bone marrow (sternum) NR(10 ()] ()
Bone marrow (femur) NR (10} )] )
Cardiovascular system .
Hear o (10) ' {0) {0
Cellular infilfration, mononuclear cell § 2 0 0 2
Fibrosis, myocardium 9 1 o0 o 1
Aorfa NRCLO) ) (0)
Urinary system
Kidney (10) ) (Ln
Tubule basophilic .6 4 0 D 4 6 3 0 90 3 g8 2 4 0 2
Droplet epithelial cell,proximal 1ubule, hyaline m 0 0 0 0 g 0 0 1} 0 7T 3 0 0 3
Cast, proteinaceous w 0 0 90 0 9 0 0 90 0 0 0 ¢ 0 0
Cyst,medulla . 0w 0 0o 0 0 g8 1 0 0 1 0w 0o ¢ 0 )
Cgllular infi]iraiion, nononuclear cell,pelvis 0w 0 0 0 { g 0 0 0 0 1w ¢ 9 -0 0
Fibrosis, medulla 0w 0 6 0 { g 0 0 9 ¢ 9 1 0 0 i
Mineralization, coriex 9 1 0 0 1 g 0 0 0 0 0w o ¢ 0 0
Mineralization, meduila 9 1 0 0 1 8 [ 0 0 1 5 i 06 0 1
Urinary bladder o (10) (0) ()
Granuloma, adventitia w o o 0 0
Genital sysiem
Testis NRglﬂg EU) Eﬂg
Bpididymis NR(10 0) 0
Prostate o _ (10 0 : ()
Cellular infiliration, mononuclear cell T %3 0 0 3
Seminal vesicle NR(10) () (1)
Ovary NA NA NA

Uteros NA NA NA

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

¥A: not applicable.
Figures in pareniheses are number of animals with tissues examined hlstopalhologlcal}y
One male in ihe 4 mg/ke group was iominently sacrificed whenm morihund.
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Study No.P030098

Table 14 — continned Histopathological findings
Male, Female, 13w

Sex Male
Group and dese {ontrol 4 mg/ke : 20 mg/kg
o Nugber of animais 10 9 10
Organs and findings
- + t+ ++ Total - + ++ ++ Total - + ++ H+ Total
Genital sysiem -
Yagina ) ) . NA NA NA
Degeneration, epithelium, mucous
Maomary gland NR(10) (0 ()]
Endocrine sysiem
Pifuitary (10) (0 ()]
Cyst, anterior lobe w0 0 0 0
Thyroid {10 (0 (0)
Remnant, ul{imobranchial body 9 i 0 0 1
Paraihyroid : NR{10) 50; EO;
Adrenal . (10 0 0
Hypertrophy, cortical cell, focal 9 1 0 0D 1
Nervous sysiem
Cerebrim NR{10) (0; gﬂ
Cerebellum NR(10) {0 1)
Medulla oblongata NR 10} fl)) {0
Spinal eord NR (10 0) 0
Oplic nerve NREIO% (0} 0
Scialic nerve NR(10 () 0
Special sense organs ’
Bye (10 (i)] )
Dysplasia, retina g 1 0 D 1
Harderian gland NR{10) )] ()]
Musculoskeletal syslem
M. biceps lemoris NR(10) )] 0
Slernum NR(10 2{]; 0
Femut NRCLD 0 0

Inlegumeniary sysiem
Integument NR Q10D (] {0

Not significantly dlerrent from control.

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

NR: no remarkable changes.

NA: nol applicable.

Figures in pareniheses are number of aninals with lissues examincd histopathologically.
One male in the 4 mg/ke group was imminently sacrificed when moribund.
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Study No.P030093

Table 14 - continued Histopathological findings
Male,Fenmale, [3w

Sex Male Female
Group and dese 100 mg/kg Conlral 4 mg/kg
Nember of animals Y 10 10
Organs and [indings
-~ 4+  H +H Tetal - o+ ot HH Toedal - o+ H Ht Toial
Digesiive system )
Tongue NR%Q) NR(IO) EO)
Esophagus NR(9) NR(10 0
Stomach NR{9) NRC10 {0
Duodenum NR(9) NR(10 (0
Jejunum NRgQ) NR(10 (0;
[leum NR(9) NR(10 0
Cecon NR 9; NREIO Dg
Colon NR{D NR(10 0
Rectum NR 9; NR{10 D;
Submaxillary gland NR(9 NR(10) 0
Sublingual gland NR%Q) NR 10; 0;
Paroiid gland NR D) NR(1D 0
Liver ) . (9) (10) (10)
Degeneralion, hepatocyie, fatty, cenirilobular g 0 0 0 ¢ 10 0 0 0 0 m 0 0 0 0
Degeneration, hepalocyte, fatty, periportal 6 3 0 0 3 9 1 ¢ 0 1 9 1 0 0 1
Necrosis, hepatocyie, focal g 0 0 D 0o 10 0 0 0 )] g 1 0 9 l
Ilypertrophy, hepalocyie, cenirilobular T 2 0 0 g w0 o 90 0 i ¢ 0 0 0
Cellnlar infiltration, zononuclear cell g o0 0 0 0 10 0 O 0 0 0 90 0 0 0
Fibrosis g 0 0 0 0 10 0 0 -0 ] w06 0 0 0
Pancreas ) (9 (10) (0
Atrophy, acinus, focal | 9 ¢ 0 0 0 9 1 0 0 !
Cellular infilirafion,mixed S 0 0 0 0 1w ¢ 0 0 0
Respiraiory sysiem
Trachea NR(®) NR(10) EO)
Lung . : @ (10) 0)
Meiaplasia, osseous 1 2 0 9 2 10 0 0 0 0
Accumu]ation, feam cell, alveolus g 1 0 9 [0 0 0 0 0
Wineralizalion,ariery 5 4 0 0 | g 2 0 0 2
Hematopoielic syslem
Thymus NR(Q} NR(ID% (0)
Submagillary lymph node NR (8 NR(10 ()

Not significantly different {rom conirol.

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

NR: no remarkable changes. ‘ o ) _ _
Figures in parentheses are number of animals with tissues examined histopathologically.
One male in ihe 100 mg/kg group died.
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Table 14 - confinued Histopathological findings

)

Study No.PO30098

Male,Female, 13w
Sex Male Female
Group and dose 100 mg/ke Control 4 ng/kg
Number of animals g 10 10

Organs zad {indings

- 4 ++ + Total - ¢ ++ +H+ Total - + ++ ++ Total
Hemaiopoielic sysiem
Mesenleric lymph node ) (10) (0
Accumulation, foam cell T 2 0 2 10 0 0 0 0
Spleen NR%Q; FR10 (0
Bone marrow (siernum) NR(D NR{10) (D]
Bone marrow (femur) NR(9) NR(10) )
Cardiovascular system
ear o , (9) (10) ()
Cellular infiltraiicr, mononuclear cell b 0 0 & 10 6 0 0
Fibrosis,myocardinm T 0 0 2 w0 0 0
horla MR () NR(10) ()]
Urinary system
Kidney o (9) (10) (10}
Tubule, basophilie ) _ b 4 0 0 ¢ 1 9 0 90 0 0w 0 0 0 0
Droplet, epithelial cell,proxinal tubule, hyaline 4 5 0 D % 10 0 0 O 0 0 0 0 0 0
Cast, proteinaceous $§ 0 0 0 0 16 0 0o 0 0 w0 0 0 0
Cysi,medulla . ) g 0 0 0 0 10 0 ¢ 0 0 10 0 ¢ 0 0
- Cellular infiliraiion, menomuclear cell, pelvis g 1 0 0 Powo0 0 0 0 19 0 0 0 0
Fibrosis, medulla R 0 1w ¢ 0 0 0 e 0 0 90 0
Mineralization, coriex 6 3 0 0 s 10 0 0 ¢ 0 w0 0 0 0
Mineralization, medulla g 0 0 0 0 10 0 0 0 0 g 1 0 8 1
Urinary bladder . )] (1o ()
Granuloma, adventilia 9 0 0 0 ] 5 1 6 0 I
Genilal sysiem
Testis NR Qg NA NA
Epididymis NR(B NA NA
Prosiate o _ 9 NA NA
Cellular infiliraiion, nononuclear cell 2 0
Seminal vesicle NR(9) NA NA
Qvary NA NR(10) (0;
Uterus NA NRC10) (i

t+: 740,01 (significantly different from conirol).

Grade sign: -, none; +, wild; ++, moderafe; +++, marked.

¥R: no remarkable changes.
NA: noi applicable.

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

One male in the 100 mg/ke group died.
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Histepathological findings
Male,Female, 13w

Table 14 - coniinned

Study No.P030098

Sex

Group and dose

Number of animals
Organs and {indings

Genital sysiem
Yagina ) ) .
Degeneration, epiihelium, micous
Mammary gland

Endocrine sysiem
Pituitary .
Cyst,anterior lobe
Thyroid . C
Remnant, uliimobranchial body
Parathyroid
Adrenal .
Hyperirophy, cortical cell, focal

Nervous sysiem
Cerebrum
Cerebel bum
Medulla oblongala
Spinal cord
Optic nerve
Sciatie nerve

Special sensc organs
Eve. ) .
Dysplasia, refina
Harderian gland

Musculoskeleial system
M. biceps femoris
Sternum
Femur

Iniegumeniary sysiem
[nlegument

Male Female
100 mg/ke Control 4 ng/kg
g 10 10
+ ++ H+ Total - t ++ #+ Total - { t# Ht Total
NA (10) {0)
10 0 & 0
NR(9) KR(10) ()]
0 (8) 0 0 1w 0 610) 0 o
) {10) ®
3 0 0 3 6 4 { 0
NR(9) NR(L0Y {0
{4) (10 0)
0 0 0 0 _ 10 0 0 0
NR(Q% NR(IO; {0
NR (O NR(10 (m
NR 9; NR§10) (ﬂg
NR (9 NRC10) (0
NE (9} NREID gﬂg
NR(9) NR (LD 0
C)] (10) (0
0 ] 0 0 19 0 i 0
NE(9) NR(L0) )]
NR(9) NR(10 41)]
NREB) NR(ID% (0%
NE(9) NR (10 (]
R )] NR{10) )]

Yot significanily different from control.

Grade sign: -, none; +, mild; +, moderate; +H, marked.
NR: no remarkable changes.

NA: noi applicable.

Figares in parentheses are number of animals wilh tissues examined histopatholegiczlly.

One rale in lhe 100 mg/ks group died.
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Table 14 - coniinuved Hisiopathological findings

Male,Female, 13w

R

Studv No.P030098

Sex Female
Group and dose 20 me/kg 100 mg/ks
0 ¢ findi Number of animals 10 10
rgans and findings
- + + ++ Total - 1 ++ H+ Tolal
Di%esﬁ‘fe sysiem 0 RAD
ongue
Bsophagus E[}) NR(10)
Siomach g[)g NR(10)
3) i
ejunem
11eun 0) NR{IO)
Cecun 0% NR(l()g
Colon 0 AR(1D
Recium 0 MR lﬂg
Submaxillary gland 0) NR (10
Sublingual gland iﬂ) NR(10)
{Z}I’Otld gland %)10) . Nl%f(l}?)
iver
Degeneraiion, hepalocyle, [atly, cenirilobular 0 0 0 0 0 w 0 0 0 0
Degeneration, hepatocytie, faily, periportal - 8 2 0 0 2 6 4 0 0 4
Hecrosis, hepatocyte, focal 9 1 0 0 | 0 0 0 0 0
Hyperirophy, hepalocyle, centrilobular 8 2 0 0 2 l 8 1 0 %%
Cellular infiliration, mononuclear cell 8 1 0 0 1 00 0 D 0
Fibrosis 0 0 0 0 0 0 0 0 0 ]
Pancreas ) _ 0 (10)
Atrophy, acinns, focal mw ¢ 0 0 0
Cellular infiliralion, mixed 10 0 0 0 0
Respiratory sysiem
Trachea 83 Mﬁ(é?)
me
Metaplasia, osseous 10 { 0 0 0
Aecumalgtion, foam cell, alveolus w0 9 B 0
Minerzlization, arlery 8 2 0 O 2
Hemaiopoielic sysien o RO
vius
Submaxillary lymph node {0} NRélO)

$%: P0.01 (significantly different from controtf).

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

NR: no remarkable changes.

Figures in pareniheses are number of animals with tissues examined histopathologically.
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Table 14 ~ coniinued Histopaihological findings
Male, Female, 13w

)

Study No.P030098

Sex Female
Group and dose 20 mg/kg - 100 mg/kg
Number of animals 10 1
Organs and findings
-+ 4+ H+ Total -+ + +t Total
Hemalcpoielic sysiem

Mesenieric lymph node (10) (10)
Accumulation, foam cell 10 0 0 0 0 9 1 0 0 i

Spleen (0; NR§10

Bone marrow {siernum {0 NR{10

Bone marrow ([emur) {1)] NR{LO

Cardiovascular system .

Hear ) () (10
Cellular infiliration, mononuelear cell w 0 o0 0
Fibrosis, myocardium 10 0 0 ]

horta (i) NRC10)

Urinary system ‘
Kidney (10) (10)
Tubule basophilic Ww 0o 0 0 0 g8 2 0 0 2
Droplet epithelial cell,proximal tubule, hyaline 0 0 0 0 0 1w 0 0 ¢ 0
(ast,proleinaceous 10 0 0 0 0 ] 1 0 0 1
Cyst, medul la 0 0 0 0 w °t ¢ ¢ 0
Cellular infiliralicn, nononuclear cell,pelvis 1] 0 0 0 0 w Jq 0 0 0
Fibrosis, medulia w o0 0 0 0 | 0 0 0
Mineral;zatiun.cortex w o 0 0 0 w o0 0 0 0
Mineralizafion,medulla § 2 0 i} 2 10 0 0 0 0

Urinary bladder o _ () 1w

Granuloma, adventiiia 10 0 0 ] 0
Genital sysiem

Tesiis NA NA

Epididymis NA NA

Prostate NA NA
Cellular infiliratien, munonuclear cell

Seminal vesicle NA NA

Ovary (0) NR{10)

Uierus ()] NR(L0)

Mot significantly diiferent fron control.
Grade sign: -, nmone: +, mild; ++, moderatle; +t, marked.
MR: no remarkable changes.

NA: not applicable.
Figures in pareniheses are number of animals with tissues examined histopathelogically.
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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 findings

Female

20 mg/ke

100 me/ke

19

(I

-+  H At Total -+ #H +H Tolal
Genifal sysiem
Vagina _ o () (10)
Pegeneration, epi thelium, mucous j 0 0
Mammary gland 0) RO
Endocrine system
Pituitary . (0 (10
Cyst, anierior lobe 9 1 0 0
Thyroid ] ) @ (10)
Remnant, ultimobranchial body $ 1 0o 0
Parathyroid (Og NR(LO)
Adrenal _ (0 (10)
Hyperirophy, cortical cell, facal 1m0
Nervous sysiem
Cerebrum §0) NR§10
Cerebellum 0) NR(10
Medulla oblongaia (0; NRglﬂ
Spinal cord (0 NR (10
Opiic nerve ?0; NRE[G}
Sciafic nerve 0 NRC10
Special sense organs
Eve . . 0] (10)
Dysplasia, retina 10 0 0
Harderian gland (0 NREIODD
Musculoskeleial sysiem
M. biceps femoris (1)) NREIU)
Slernum 20) NR 10%
Femur ) NRQ10
Integumeniary sysiem
Integumeni ()] NR(1O)

Not significantly dillerent from control.

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

NR: no remarkable changes.

Figeres in parentheses are number of animals with iissues examined histopathologically.
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Siudy Ne.P030098
Table 15 Histopathelogical findings

Male, Female, b2w
Sex ) Male
Group and dose Conirol 4 mg/kg 20 mg/kg
Number of animals 10 8 B

Organs and findings

-+ + it Total - +  + ++t Toial - + + ++ Total
Digesiive sysien

Tongue NR(]O; gO i)}

Esophagus NR(10 0 0)

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

Duodenun ) ) . (10) o @&
Accumulaiion, foam cell, lamina propria o0 0 0 0 8 0 0 0 {

Jejunum ) ) ) (10) (0) (8}
Accumulation, foam cell, lamina propria mw ¢ 0o 0 0 8 ¢ 0 9 0

Tlem ) ) , (10) (0} ®
Accumulaiion, foam cell, lamina propria o ¢t 0 0 0 g ¢ 0 o @
Accumulation, foan cell, peyer’s patch w 0 0 0 0 8 0 0 0 0

Cecun NR(10 )] 0

Colon NR{10 0) 0

Recium NRE10 0 0

Supmaxillary gland NRglOg 0; ]

Sublinguai gland NR (10 0 0

Parotid gland NR(L0) 0) (0;

Liver _ _ (10) 8) (8
Degeneratjon, hepalocyie, [atiy, cenfrilobular g 1 0 0 | 71 0 0 1 8 0 0 0 0
Degeneraiion, hepalocyie, fatty, peripertal ¢ 5 1 0 6 T 1 0 0 1% 4 3 1 0 4
Necrosis, hepatocyte, focal w 0 0 0 0 5 2 1 0 3% g8 0 0 0 . 0
Hypertrophy, hepatocyle, cenirilobular 1w 0 0 0 0 § 0 0 0 0 8 0 0 9 0
Hyperplasia, bile duci 9 1 0 0 1 8 & 0 0 0 6 2 0 0 2
Hematopoiesis, extramedullary 0w 6 0 0 0 § 0 0 0 0 g8 0 0 0 0
Focus, aliered cell,basophilic mw o o 0 0 g 0 ¢ 9 0 8 04 0 0
Focus, altered cell, clear w 0 o D 0 &8 0 0 0 0 § 0 0 0 0
Angiectasis w o 0 90 0 s 0 0 0 ] 8 0 0 0 0
Hemorrhage ) w o0 0 0 0 g 0 0 O 0 8§ 0 0 0 0
Cellular infiltration, mononuclear cell § 2 0 0 . 2 g 0 0 0 0 g 3 0 0 3
Accumalation, foam cell, sinusoid® w ¢ 0 0 0 8§ 0 0 0 0 6 ¢ 0 @ )
Cholangioma 5 1 0 0 1 83 0 0 0 0 g 04 0 0 0

#: P<0.05 (significantly differeni from control),

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

NR: no remarkable changes,

a) vith lyophocyle infiliration. . L ] ) .
Figures in parentheses are number of amimals with {issues examined histopathologically.

One male in the 4 me/kg group died and one male in the 4 mg/ke group was imminenlly sacrificed when moribund.
Two males in the 20 mg/kg group died.
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. Study No.P030098
Table 15 - coniinued Histopethological findings

Male, Female, b2%
Sex Male
Group and dose : Contral 4 me/kg 20 mg/kg
o Number of animals 10 8 8
Organs and findings
- 4 H ot Tolal -+ HH Total -+ H HE Tolal
Digesiive svysiem ’
Pancreas . {10) 1) )
Atrophy, acinus, focal 10 0 0 0 0
Myperplasia, acinar cell, {ocal 8§ 2 0 O 2
Facus, acinar cell, basophilic 3 2 0 0 2
Metaplasia, hepalocyie 10 ¢c 0 9 0
Hemorrhage 9 1 0 0 1
Polvarterilis 10 0 6 9 0
Respiratory sysiem
Trachea KR{ID) {0 ()]
Lung ) _ (10) (0) 0
Metaplasia, osseous g8 2 0 0 2
Accomu]ation, foam cell, alveolus g 1 0 0 1
Mineralizaiion, artery 6 4 0 D 4
Hematopoietic sysiem
Thymus (10 0 (1))
Alrophy 0 7 3 6 10
Submaxillary lymph node ¥R(10) (® gﬁg
Mesenteric lymph node (10) (8) 8
Accumulation, foam cell 10 0 0 0 0 8 0 0 90 0 3 5 0 0 S4%
Spleen o (10) {8 (8
Hematopoiesis, extrameduliary 0 0 0 90 0 8 0 0 0 1] § 0 0 0 0
Cyst, capsule ) 0 0 0 9 0 g 0 0 0 0 8 0 0 0 D
Accumulation, foam cell,white pulp w o0 0 9 0 g 0 0 90 ] T 1 0 0 I
-Accumulation, foam cell, red pulp w 0 0 0 ] 8 0 0 0 0 7 ! 0 0 I
Bone marrow §sternun0 NREIU) ﬁﬂ) 503
Bone marrow {(femur) - MR(10) 0) 0

Cardiovescular system ]
ear{ . ) (10) () ®
Cellnlar infilfration, mononuclear cell 4 8 0 0 i
Fibrosis, myocardinm 5 5 0 0

#: PC0.01 (significantly different Irom cnutrol}.
Grade sign: -, nome; +, mild (existence of iwmor); ++, moderafe; +++, marked.

NR: no remarkable changes. ) o ) . )

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

One male in the 4 mg/ke 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 Histopaiholegical [indings

)

$1udy No.P030098

Male,Female, 22w
Sex Male
Group and dose Control 4 na/ke 20 mg/kg
Number of animals 10 3 8

Organs and findings

+ +H Total

+ H+ Total

1

t

+H+ ++ Total

Cardiovascular sysiem
Aorta

Urinary sysiem

Kidney . o o )
Hyperplasia, iransilional epithelium, pelvis
Tubule, basephilic )
Karyomegaly, epiihelial cell,proxinal {ubule
Droplel,epithelial cell,proximal tubule,hyaline
Cast,proieinaceous
Dilatation,distal lubule
Dilatation, pelvic cavity
Cyst,medulla
Hemorrhage, pelvis ‘
Cellular infiliration, mononucicar cell, pelvis
Cellular infiliration, mononuclear cell,coriex
Cellular exudalion,pelvic caviiy,nenirophil
Mineralization, pelvis
Mineralizatiom, cortex
¥ineralization,medulla

Urinary bladder

Genilal sysiem
Teslis .
Airophy, seminiferous tubule
Edema, Interstitium
Epididymis
Decrease, sperm, lumen
Prostate Lo )
Cellular infiltration, neronuciear cell
Fibrosis, interstitium
Seminal vesicle
Ovary
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$: P0.05 (significantly different from control).

Grade sign: -, none; +, mild (exisience of {umor); ++, moderate; +i, marked.

NR: no remarkable changes.
NA: not applicable.

Figures in parentheses are number of animals with {issues examined histopaihologically,
One male in the 4 mg/kg group died and one male in ihe 4 mg/kg group was imminently sacrificed when moribund.

Two males in the 20 mg/kg group died.



Table 15 - confinued Histopathological findings

Siudy No.P030098

Male, Fenale, b2w
Sex Male
Group and dose Control 4 mg/kg 20 mg/kg
o Number of animals 10 8 8
Organs and [indings
-+ 4+ Ht Tofal -+ +H Tofal -+t +H Total
Gentlal sysiem .
Uterus o NA NA NA
Metaplasia,epithelial cell, gland, squamous
Lyst, endonctrium
Vagina . . . NA NA NA
Degeneration, epiihel ium, mcous
Magmary gland (1 (1)} ()]
Betasia, alvenlus/duct 0 0 0
Adenoma w0 0 0 0
Endocrine system
Pituitary . (10 (0 ()]
Hyperplasig, anterior lobe, focal g 1 0 0 1
Cyst, anferior lobe 0 0 0 0 0
Hemorrhage, Ralbke s pouch 0w o 0 0 0
Gliosis, posterior lobe g 1 0 9 [
Ectopic tissue,posterior lobe 19 0 0 0 0
Adenoma, anterior leobe 0 0 0 90 0
Thyroid . (10} () (1)
Hyperplasia,C cell, focal ¢ 1 0 0 1
Rennant, ul{imobranchial body g8 2 0 0 2
Parathyroid NR(ID) Eﬂg 20;
Adrenal . (10) 0 0
Hynerirophy,cortical cell, {acal 9 1 0 0 1
Hyperplasia, cortical cell, focal I o 0 0 0
Angiectasis w o 0 90 0
Nervous sysiem
Cerebrem NR (10} 50) ®
Cerebel [um NR(10) 0 EO;
Medullz oblongata NR (L0) (0) 0
Spinal cord NR(10) 0} éﬂ)
Opiic nerve ' NR(LD) 0) 0)
Scialic nerve NRAL0) 0 )

Not significantly different from control.
Grade sign: -, nene: +, mild (exisience of {umor); ++, moderale; 444, marked.
NR: no remarkable changes. .

NA: not applicable. ) o _ ) ]
Figures in pareniheses are number of animals with tissues examined histopathologically.

Onc male in ihe 4 mg/ke group died and one male in {he 4 mg/kg group vas imminenily sacrificed when moribund.

Two males in the 20 mg/kg group died.



Table 15 - continued Hislopathofogical [indings

Study No.P030098

Male, Female, b2w
Sex Male
Group and dose Conirol 4 mg/kg 920 mg/kg
Number of animals 10 3 8

Organs and findings

- 1 + ++ Tetal - 1 H +4 Tetal - ¢ ++  +H . Total
Special sense orgams
Eye ) (10 0 i)
Atrophy, reling, focal 10 0 0 0 0
Dysplasia, retina 00 0 ]
Mineralizatlion, cornea 10 0 0 ¢ 0
Harderian gland NR(1O) )] )
Musculoskelelal sysfenm
W, biceps femoris NR(IO; 0 0
Sternum NR(10 0) 0
Femar KR(10) 0) 0
Integementary sysien
Integument” ) . ¢1)] 0 ()
Cellutar infiliration, mononuclear cell, subcutis w ¢ 0 0 0
Keraioacanihoma 9 1 0 0 1
Others
Extremity @D (1)) ()]
Formaiion, callus, hindlimb 4 06 0 0 0
Uleer, hind!in 0 4 0 0 {

Noi significanily dlffercnt from contrel.

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

NR: no remarkable changes

Figures in parentheses are numher of animals with tissues examined hisiopatholugicaily.
One male in the 4 mg/! ggkgroup died and one male in the 4 mg/kg group was imminenily sacrificed when moribund.

Two males in the 20 wg/ke group died.
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| Study No.P030098

Table 15 - continued ~ Hislopaihological findings
Mzle, Female, 52w

Sex Male Female
Group and dose 100 me/kg Control 4 ng/ke
0 1 findi Number of animals 10 10 10
rgans and findings
-+ H B Tolal -+ H O+ Total -+ H H4 Total
Digesiive sysiem
Tongue NREIG) NR(lOg gﬂ
Esophagus NR(10) NR(10 0
Stomach (10 (10) (0
Dilatation, glandular space, glandular s{omach T § 0 0 g 2 0 0 2
Duodenum . ) ) (10) (10) ()]
Accumulation, foam cell, famina propria § 1 0 0 mw 0o 0 0 0
Jejunum ) . ) (10) (10) 0
Accumulation, foam cell, lamina propria 2 8 0 8% 10 0 0 O 0
Ileum . _ _ (L0} (10) ();
Accumulatjon, foam cell, lamina propria 4 6 0 0 6## 10 0 0 0 0
Accumulaticn, foam cell,peyer s paich T3 0 0 3w 0 o0 0 0
Cecun , MR 10; NR(IO% %D)
Colon NR(LO NREID [)g
Recim NR(10) NR lﬁg (i
Submaxillary gland NR%IQ} NR§10 8
Sublingual gland NR(LD NR(10) 0
Parotid gland NRCLD) NR (10) 0
Liver ) ) (10) (10) © (1o
Degeneraficn, hepafocyte, falty, centrilobular w ¢ 0 0 0 10 0 0 40 0 w o 0 90 0
Degeneration, hepafocyic, fatiy, periporial 5 3 ¢ 0 5 T 3 0 0 3 g 1 0 0 1
Necrosis, hepatocyte, focal g 2 0 0 2 & 1 0 0 1 g 1 0 0 I
Hyperirophy, hepatocyie, cenirilobular g8 ¢ 0 0 2 1 0 0 0 0 w 0 0 0 0
Hyperplasia, bile duet I 53 200 % 9 1 0 0 1 M 0 0 0 0
Hematopoiests, exiramedullary 0 0 0 90 0 10 0 0 0 0 g 1 0 0 I
Focus, altered cell, basophilic W 0 0 0- 0 9 t 0 0 | 9 1 0 0 [
Focus, altered cell, clear g 1 0 0 1 10 0 ¢ 0 0 0w 0 0 98 0
Angieclasis 9 1 0 0 | g 1 0 0 l w0 0 0 g
Hemorrhage W 0 ¢ 0 0 10 0 0 0 0 g 2 0 0 2
Cellular infiltration, mononuclear cell nw o0 0 90 ¢ 10 0 0 90 1] m o 0 0 0
Accumulation, foam cell, sinusoid® 0 2 8 0 16 10 0 0 4q 0 0 0 0 0
Cholangiomna w o0 ¢ 0 0 1 0 ¢ 0 0 1 4 6 0 0

sx: PC0.01 (significantly differeni from contro]g.
Grade sign: -, nome: +, mild (exisience of lumor); +, moderale; ++, marked.

¥R: no remarkable changes.

a) with lymphocyte infiltration. ' o ' _ _
Figires in parentheses are number of animals with lissues examined histopathologically.
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Hisiopatholoegical findings
Male,Female, 52w

Table 15 - continued

Study No.P030098

Sex

Group and dose

o Number of animais
Organs and [indings

Male

Female

100 mg/ke

Co

nirol 4 ng/kg

10

i 10

it Tolal

H oHt Tolal -+ H HH Total

Digesiive sysien

Pancreas )
Attophy, acinus, foczl
Hyperplasia, acinar cell, focal
Focus, acinar cell, basophilic
Mefaplasia, hepatocyie
Hemorrhage
Polyarteritis

Respiralory sysicm
Trachea
Lung .
Metaplasia, osseous
Accumulation, foam cell, alveolus
Mineraiization, ariery

Hematopoielic sysiem

Thymus
Atrophy

Submaxillary lvmph node

Mesenteric lymph node
Accumulation, foan cell

Spleen o
Hematopoiesis, extrameduliary
Cyst, capsule .
Accumulation, {oam ce]l,whife pulp
Accumnlalion, foam cell, red pulp

Bone marrow (sternum)

Bone marrow {[emur)

Cardiovascular sysiem

ari
Ceflular infiliration, mononuclear cell
Fibrosis, myocardium
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$: P0.05, #%: PL0.01 (signilicantly different from control).

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

NR: no remarkable changes.

Figures in parentheses are number of animals wiih tissues examined histopatRologically.
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Histopathological [indings
¥ale, Female, blw

Table 15 = conlinued

)

Study No.P030098

Sex

Group and dose

o Number of animals
Organs and [indings

Male

Fenale

100 me/kg

Control

4 ng/ke

10

10 10

+

t+ +t Tolal

+

H o+t Tetal =~ o+

++ 4 Total

Cardiovascular system
Aorta

Urinary sysiem
Kidney . s - _
Hyperplasia, transitional epithelium, pelvis
Tubule, bagophilic .
Karyomegaly, epithelia] cell, proximal tabule

Droplet,epithelial cell,proximal fubule, hyaline

Cast, proieinaceous

Dilatation,distal tubule

Dilalaiion, pelvic cavity

Cysi,medulla

Hemorrhage, pelvis _ .
Cellular infiliration, menonuclear cell,pelvis

Cellular infiliration,mononuclear cell,coriex

Cellular exudation,pelvic cavity,neuirophil
Mineralization,pelvis
Mineralization,coriex
. Mineralization, medulla
Urinary bladder

Genilal sysiem
Testis o
Atrophy, seminiferous tubule
Edema, inferstilium
Epididymis
Decrease, spern, lumen
Prostate e
Cellular infiliration, mononuclear cell
Fibrosis, interstitium
Seminal vesicle
Ovary
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Not significantly differeni from conirol.

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

NR: no remarkable changes.
NA: not applicable.

Figures in parentheses are anumber of animals with iissues examined histopathologically.
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. ) - Study No.P030098
Table 15 - continued Histopathological findings

Male, Female, 52w
Sex o Male Female
Group and dose 100 mg/kg Control 4 ng/ke

Number of animals 10 10 10
- + + H+ Total - T ++ +t+ Total - + ++ 4 Total

Organs and findings

Genital sysiem :

Uterus . . NA
Metaplasia,epithelial ceil,gland, squamous
_Cysi, endoneiriom

Vagina . . NA
Degeneration, epithelium mecous

Mammary gland {10
Eclasia, alveolus/duct 0
Adenoma
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Endocrine system

Pituitary )
Hyperplasia, anferior lobe, focal
Cyst, anterior lobe
Hemorrhage, Raihke s pouch
Glipsis,posterior lobe
Ectopic tissue,posierior lobe
Adenome, anlerior lobe

Thyroid
Hyperplasia,C cell, focal
Rermant, ullimobranchial body

Parathyroid

Adrenal ]
Hypertrophy, cortical cell, focal
Hyperplasia, cortical cell, focal
Angiectasis
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Nervous sysfem
Cerebrum NR(
Cerebellum NR{
Medulla cblongaia NR
Spinal cord NRE
Optic nerve NR
Sciatic nerve NR{

DO oo
et e e et

Not significanily differeni from confrol
Grade sign: -, none; +, mild (existence of fumor); ++, moderate; ++f, maiked.
NR: no remarkable changes.

NA: nol applicable. : . o ) . )
Figures in parentheses are number of animals with lissues examined histopathologically.
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)

Tahle 15 - continued Histopathological [indings

)

Siudy No.P030098

Male, Female, h2w
Sex Male Temale
Group and dose 100 me/ke Control 4 ng/ke
Number of animals 10 14 10
Organs and findings
- 1 ++ +t Total - + ++ +Ht Total - t ++ ++ Total
Special sense organs
Eye _ (10 (10) ©
Atrophy, reting, focal 0w 0 0 0 0 10 0 0 0 0
Dysplasia, retina 0w 0 6 0 0 1w 9 0 90 0
Mineralization, cornea 9 l 0 1 w6 10 0 0
Harderian gland NR(L0) NR(ID) {0
Musculoskeletal sysiem
biceps femoris NR(L0) NR(10) ()]
Sternum NR%IOg NR(1D) Eﬂg
Femur NR(10 NR{10) 0
Inlegumentary system
Infegument . ) (10 (10) ()]
Cellular infiltration, mononuclear cell, subcutis 9 1 0 0 | mw ¢ o 0 0
Keratoacanihoma 10 0 0 0 0 0 0 ¢ 0 0
Others
Extremily . {4) @ (1)
Formaijon, callus, hindlimb 4 0 0 0 0 2 0 0 0 0
Ulcer, hindlimb 0 4 0 @ 4 6 2 6 0 2

Not significanily different from control,

Grade sign; -, none; +, mild (exisience of tumor); ++, moderate; ¥+, marked.

NR: no remarkable changes.

Figures in parentheses are number of animals with fissues examined histopatholegically.
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Study No.PD30093
Table 15 — continaed Histopathological findings

Male, Female, 52w
Sex " Female
Group and dese 20 mg/kg 100 mg/ke
o Number of animals § 10
Organs and findings
- + ++ ++t+ Total - + ++ +t++ Total
Digestive sysiem

Tongue . 0) NRSIO)

Bsophagus 0) NR(10)

Stomach 0 (10)
Dilatation, glandular space,glandular sfomach 7 1 0 0

Duodenam _ _ ) (10)
Accumulation, foam cell, lamina propria 9 0 0 0 0 ¢ 1 0 0 1

Jejunum () (1)
Accumulation, foam cell, lamina propria 9 0 9 0 0 ¢ ] 0 0 it 1

[leun {0 1,
Accumulation, foam cell, laming propria $ 0 0 0 0 9 i 0 0 1
Accumulation, foam cell, peyer’ s patch 9 0 0 0 0 9 [0 0 1

. Cecom ] NRCLO)

Colon 0 NRC10)

Rectum 0 NR(10)

Submaxillary gland EU NREIU;

Sublingual gland 0 NR(10

Paroiid gland %0) NR(10)

Liver 9) (10
Degeneration, hepaiocyie, [aily, centrilobular 9 0 0 0 0 1w 0 6 0 0
Degeneraiion, hepatoeylie, [aity,perlportai T2 0 @ 2 3 03 4 0 T4
Necrosis, hepafocyie, focal 9 0 0 0 0 (] 0 0 0 0
Hyperlrophy,hepatocyle cenlrllobular 5 4 0 0 4% 9 0 10 0 104%
Hyperplasia, bile ducl i 2 0 0 2 § 1 0 0 1
Hematopoiesis, extramedullary 9 0 0 0 ] 0 0 0 0 0
Focus, altered cell,basophilic 8 0 0 0 0 w 6 ¢ 9 0
Focus,altered cell,clear g 0 0 0 0 w o0 0 0 0
Angiectasis 9 ¢ 0 0 0 mw o 0 0 0
Hemorrhage g 0 0 0 0 ¢ 9 0 0
Cellalar infilfration, mononuclear cell g 0 0 0 0 w0 0 0 0
Accumulation, foam cell, sinugoid® § 1 0 ¢ | 1 7 2 0 0%+
Cholangioma g 0 ¢ 0 { 1w 0 0 0 0

$: P{0.05, #%: P<0.01 (31gn1f1cantly different from conirol).

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

NR: no remarkable changes

a) with lymphocyie infiliraiion.

Figures in pareniheses are number of animals with tissues examined histopathologically.
fne iemale in the 20 mg/kg group died.
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Table 15 - continued Histopathological findings

Study No.P030098

Male,Fenale, b2w
Sex - Female
Group and dose 20 mg/ke 100 mg/kg
Number of animals ) 10

Organs and [indings
-t + tH Total -+ t+ it Toilal

Digestive sysiem
Pancreas (0

Atrophy, acinus, focal
Hyperplasia, acinar cell, focal
Focus, acinar cell, basophilic
Melaplasia, hepalocyle
Hemorrhage
Polyarierilis

— . k. . ot et
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Respirajory system
Trachea (0) MR(
Lung . ' 0) 1
Metaplasia, osseous
Accumulation, foam cell,alveelns
Mineralizaiion, artery

——
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—caa
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=1 1
1=

Hematopoielic sysiem
Thymus : 0)

Atrophy 0 38

Sutmaxillary lymph node

Mesenterie lymph node
Aceumulation, fcam cell

Spleen o
Hematopoiesis, extramedul lary
Cysi, capsule .
Accumulation, {cam cell,white pulp
Accumulaiion, foam cell,red pulp

Bone marrow %stcrnum)

Bone marrow (femur)
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Cardiovascular svsiem
Hear o . (D)
Cellular infilirafion, mononuclear cell ]

Fibrosis, myocardium 14

[T

: PC0.05, +#: PC0.01 (significantly different from control).
Grade sign: -, none; +, mild (existence of tumor); 44, moderate; +++, marked.

MR: no remarkable changes. ) S _ ] _
Figures in parenlheses are number of animals with tissues examined hislopathologically.

One female in the 20 mg/kg group died.
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Table 15 - continued Histopathological findings

Male,Female, 52w

)

Study No.P030098

Sex
Group and dose

Number of animals
Organs and findings

Female

20 mg/kg

100 ng/ke

9

10

1

+ + Tolal

}

++ 4+ Total

Cardiovascular sysfem
horia

Urinary system

Kidney , o L .
Hyperplasia, fransitional epithelium, pelvis
Tubule, basophilic .
Karyomegaly, epithelial cell,proximal {ubule
Droplet,epithelial cell,proximal tubule,hyaline
Casi, proteinaceous
Dilataiionm, disial tubule
Dilalalion,pelvic cavily
Cysi,medulla
Hemorrhage, pelfvis )
Cellular infifiralion, mononuclear cell,pelvis
Cellular fnliliration, mononuclear cell,corlex
Cellular exudation, pelvic cavity, neuirophil
Mineralization, pelvis
Mineralization, coriex

_ Mineralization,medulla
Urinary bladder

Gerital system
Testls o
Alrophy, seminiferous iubule
. Bdemy, inferstitiun :
Eoididymis
Decrease, sperm, lunen
Prostate L o
Cellular infiliration,mononuclear cell
Fibrosis, intersiitium
Seminal vesicle
Ovary
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: P{0.05 (significantly different from conirol},

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

NR: no remarkable changes.
NA: not applicable.

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 — continged Histopaihological findings

)

Study No.P030098

Male, Female, h2w
Sex Female
Group and dose 20 mg/ke 100 mg/kg
Number of animals g 10

Organs and f{indings

.I.

+ H+ Toial

++ +++ Total

Genital sysiem

[erus
Melaplasia,epiihelial cell, gland, squamous
Cyst, endometrium

Vagina )
Degeneration, epithelium, mucous

Hammary gland
Betasia, alveolus/duct
Adenomna

Endocrine syslem

Pituifary
Hyperplasia, anlerior lobe, focal
Cyst,anterior lobe
Hemorrhage, Rathke's pouch
Gliesis,posteriar lobe
iclopic tissue,posterior tohe
Adenoma, anierior 1obe

Thyroid
Hyperplasia,C cell, focal
Remnant, ul | imobranchial body

Paralhyr01d

Adrenal
Hyperirophy,cortical cell, focal
Hyperplasia, cortical cell, focal
Angiectasis

Nervous sysiem
Cerebrum
Cercbellunm
Medulla cblongata
Spinal cord
Optic nerve
Sciatic nerve
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Noi significantly different [rom control.

Grade sign: -, none; +, mild (existence of tumor}; ++, moderaie; +++, marked.

¥R: no remarkable changes

Figures in pareniheses are number of animals with tissues examined hisiopathologically.

One femsle in ihe 20 mg/kg group died.
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Table 15 - continued Hislopathological findings

)

Study No.P030093

Male, Female, 52w
Sex Femzle
Group and dese 20 mg/kg 100 mg/ke
Number of animals g 10

Organs and findings

- t + +++ Total - + ¢ +t Tolal
Special sense 0TgaNs
Eye ) (10)
Atrophv.retlua,focai g 1 0 0 |
Dysplasia, retina 9 1 G 0 1
Wineralization, cornea w ¢ 0 0 0
Harderian gland {a) NR(LO)
Muscu]oskeletal sysiem
biceps femoris )] RR{10)
Stermum Eﬁg NR 10;
Femur 0 NR(10
Integumentary system
Int e%umen ()] (10)
1lular infiliration, mononuclear cell, subcuiis mw 0 0 0
Keraloacanihoma m ¢ 0 0 ]
Others
Bxtremily o (0} (3)
Formaiion, callus, hindlimb 2 1 b 0 1
Ulcer, hindlimb 1 2 0 0 2

Noi significantly differeni [rom control.

Grade sign: -, none: +, miid {existence of tumor):; ++, moderaie: +++, marked.

NR: no remarkable changes

Figures in parentheses are number of amimals with tissues exam:ned histopzathologically.

(ne female in the 20 mg/kg group died.
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