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Table 13 - continued

-Organ: vei 513 )
Male, Remale, 13w

D

Study No.P030097

Group Ovaries - Uterus
Sex gnd : : o _
ose ~ -
| W)  @gA00 B.Y) (@  (2/100 gB.¥.)
Male  Control N "
' Mean
’ $.D,
0.1 ng/kg N
Mean
. 3.0,
0.5 mg/kg N
Mean
SD.
2.5 ng/ke N
Mean
. 8.D: )
Female Conirol N 10 10 10 10
‘ ‘ " ‘Mean 185 26.1 0.58 0,19
S:D. ET.8 24,0 0. 09 0. 03"
0.5 mg/ke N 10 t0 10- 10
Mean 79.8 26.5 0. 65 0,22
-S.D, +8.9 +3.2 *0.08 1&0{ :
2.5 mg/k N 10 10 10 10
e/ke ‘Mean 19,3 20,9 0.56 0,19
‘ S.D. +11.9 _iL6. £0.06 +0, 03
12,5 mg N 10 10 10 10
ne/kg Mean. 80,4 210 0.63 0.81 ’
Do £10.9 £4.0 0,08 +0.03
Not significantly different from control. o
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Or?an weifhts
Male,Fenmale, 52w .

Table 14 ~ continued
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mg/ke group and one female in the 12.5 ng/kg group died.

P<0. 08, ¢4 P(O.?l (significantly different from control).

Two males in {he 0,
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- Table 14 - continued . Organ weighis : . - . .
Male, Pemale, 52w

. Grotp s : - Ovaries © Uterus
Sex and : ) o .
dose. - :
o (hg) ~ (g/100 £B.¥.) ® (/100 gB.¥.)
Nale  Control N N
: Nean
$.D.
0.1 ng/keg N
‘ Mean -
. ' ‘SoDo
0.5 mg/kg Méri'n'
- $.D.
0.5 ng/kg N
. Mean
. i) N '
- Female Control N o - ‘10 10 10
> - Mean 67.0 . {6.0 0.97. 0.24
< S.D, +17.0 *3.3 +0.25 +0.08
0.5 og/kg N 10 10 10 10
‘ ' ¥ean 62.2 14.3 0.96 0.22
S.D. +17.5 +4.4 +0.24 +0.06
2.5 ng/k N 10 10 . 10 10
ne/kg Mean 64.5 13.5 0.97 0,22
S.D. i3161 +5.5 +0.26 0,09
12.5 ng/kg N 8 3 g 9.
g/kg Mean ©60.9 14.3 1.03 0.25 .
S.D, £18.7- +2.5 +0.22 +0, 08
. Not siegnificantly different from control.
One female in the 12.5 mg/kg: group died.
The ovaries in one female 1 th

the 12.5 mg/kg group were not weighed due to the dilatation of paraovatian hursa. prevents obtaining the actual ovary veights.
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ological N : , | 203009
Table 1§ ,Histopatho]ogical findings , \ , Study No.P030097
Male, Female, 13w S

Sex L : . Male o
Group and dose o ~ Control ) 0.1 ng/kg " 0.5 mg/ke -  ioe/ke

Number of animals ' 10 10 4 L0 9

+ 4+ Tolal)

NRég)
00

(
R

Organs and findings A

L]

-t MMl - 4 HHETolal -+ fH Tofal

5

Dl%estive system
Tongue
- Esophagus o : :
: Fibrosis, muscular layer g 1
Stomach
Duodentm
Jejunum
[leun
Cecum
Colon
Rectum
Submaxillary gland
Sublingual gland
Parotid gland
Liver ,
Degeneration, hepatocyte, fatty, nidzonal
Degeneraf ron, hepatocyte, fatty, periporial
- Necrosis, hepalocyte, focal .~ _
Hy?ertrophy.hepatocvte*’, centrilobular : !
Cellular infiliralion, mononuclear cell
Pancreas i ‘ o
~ Atrophy,acinus; focal _ 10 9
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" Respiratory system o
Trachea ‘ NR (10)

Lung . . : . )
Accunulation, {oam cell,slveolns -

Mineralization, artery

Hematopoletic system , -
Thymus ' (10) (0 (0 )
Hemorrhage 0 0 0 0 0 : ‘ ' 9 0 0 0 0
Submaxillar¥ lymph node NREIO% §0g , 50; : NRéQ? ,

=
. —
(=2

la¥ia]
—
DO
—
oo
—
=%
—

Mesenteric lymph node NR

;. PCO,01 (significantly different from conlrol).
Grade sien: -, nene; +, mild; +, moderate; +44, marked.
NR: no remarkable changes. - . _
1) vith eosinophilic granular cytoplasm, o , -
Figures in perentheses are number of animals with tissues examined histopathologically
One male in the 2.5 mg/kg group died.
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. : ‘ o ‘ ‘ : : ~ Study No.P030097
Table 15-~ continued Hi,stogatholo lcal findings = - . : - _
: , Male, Fenale, 13w . : . '
Sex .- ‘ . Male .
_Group and dose Control 0.1 ng/kg 0.5 ng/kg - 0.5 ng/kg
- . " Number of snimals ' | 10 Y , 10 s g
Organs and {indings : : : ‘
- Dt o tEHTotal - b b Total - b H 4 Total - g H H Total
Hematopoietic system , ' '
Spleen NR(10 0 0 NR (9
- Bone ‘marrow gsternum) ‘ : NR(10 0 0 NR(9) .
Bone marrow (femur) o NR (10 0 (0 NR(9
Cardiovascular sysiem : ' ' .
Heart - . , (10) )] . (0) (9)
Cellular {nfiltration; mononclear cell N 8§ 2 0 0 2 - § 4 0 0 4
horta o ' NR(10) () o ‘ G NR(9)
Ve systen (10) o o ©
Kidney : ‘ ‘ .
Tubule, basophilic _ : 00 0 0 0 8§ 1.0 0 1
Cast',ﬂ)rotem&ceous o , _ : 9 0 0 9 0 0 0 ¢
Cellular infll'lralion,pelvis,neutrophll,A 0. 0.0 0 0 8§ 1 0 0 1
Mineralization, coriicomedul lary 1000 0 0 ¢ , , 9 0 0 0 9
Nephroblastoma 0 0 0 0 0 k 9 0.0 0 o
Urinary bladder NR(IQ) ()] ' (0) NR(9)
Genltal system v ' . ' ’
“Testis - NR'Slog 0 0 NR 9;
Em.didgt/ms . . NR (10 0 0 NR(9
Prosiate . . A o ‘ (10) 0 (0 9
Cellular infiltration, nononucléar cell _ 8§ 2 0 0 9 72 0 0 2
‘Seminal vesicle - : NR(10) () (0) NR(9)
‘Ovary : NA NA NA - NA
agins M i A A
Yagina - .
Msmmary gland NRQIO) () () NR(9)
Endocrine systen ' '
~Piultary NR(10) gog gog NR (9)
Thyrold S : (10) 0 0 (9
Remnant, ultimobranchial body , 0.0 0 o o 8§ 1 0 0 1
Not significantly different from control.

Grade sign: -, nonme; 4, mild(existeni of tumor); +4, moderaie; ++, marked.
NR: no remarkable changes. o :

NA: not applicable.

Figures in parentheses are number of animal~s'_wi'th {issues examined histopathologically.

- One male in"the 2.5 mg/kg group.died.

L | o
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Table 15 - continued-

o

Male, Female, I3w

Histopathologica! finding;

)

Study No.P030097

Sex

‘Male

Grade sign: -, none: t, nild; "+, noderale: ++, marked,

NR: 10 -remarkable changes,

Figures in parentheses are number of animals with tissues exanined hist
One male in the 2.5 mg/kg group died. ‘

opathologically,

- Group and dose - Control 0.1 ng/ke 0.5 mg/kg o L5 me/kg
, o §
- _ : Number of animals 10 10 BT g
Organs and findings - - , , .
‘ =+ 4+ Total + H +++‘T0'lal =+ + 444 Total =+ 44 Total
Endocrine system ' . 5 ‘
. Parath"fro-l.d MR (10) gog Eog MR (9)
- Adrenal - (10) 0 0 {9
Hypertrophy, cortical cell, focal 9 1 0 0 8 1 0 0 1
Nervous system '
Cerebrum y (10) © (0) €
Dilatation, lateral ventricje 9 1 0 9 8§ 0 00 0
“Cerebellum NR(10 {0 i NR(9
Medulle oblongata. NR (10 (0 0 NR(9
~ Spinal cord NR(10 0 0 NR(9
ptic nerve NR (10 0 0 MR (9
Sciatic nerve NR(10 0 0 NR (9
Special sense organs '
Bye AR gwg <o§ gog Naésg 3
Harderian gland NR(10 (i 0; NR(9
Husculoskeletal systen -
M. biceps femoris NR(10 §O 0 NR(9)
Sternom NR(10 0 0 NR(9
Fenur NR(10 (0 0 NR (9,
Integumeniary systen ’
- Integunent T NR (10) ) 0) - MR
“Not signilicantly different from control.
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. Table 15~ continued Histopathological findings tudy o

, , Male, Fenale, 13w _ ~
sex , Female .
- Group and dose Control 0.5 ng/kg 2.5 ng/kg 105 ng/kg
* Number of animais 10 10 10 T

Organs and findings : ‘ , ' ,

Dt oMMl - b H e Tolal -+ H 4 Total -+ H 4 Total |

-NR: no remarkable ¢

Di resiive .system

ongue (10) 0 0 MR (10)
Esophggns : : N1210) . 50; 503 . (10)
Fibrosts, muscular layer 0 0 0 0 9 1 0 0 1
$lomach ~ NR(10 0 0 NR(10
Duodenun NR(10, 0 0) NR(10
Jejunum NR(10 (0 0 NR(10
[1eun NR(10 0 0 ‘NR(10
gecum . NR(10 {0 0 - NR(L0
Colon NR(10 0 0 NR(LO,
Reclom - NR (10 0 0 . NR(10):
Submaxillary gland NR(10 0 0 MR(10
Sublingual gland NR(10 0 0 NR(10
E?igﬁl eland m}u%? 8 %10)’ M%Hl)g
- Degeneration, hepatocyte, fatty, midzona) 0 0 0 0 0 00 0 0 o0 00 0 0 0
Degeneraiion, hepalocyte, fatty, periportal 9 1 0 01 00 0 0 0 00 0 0 0
Necrosis, hepatocyte, focal 3 100 0 .00 0 9 1 0 0 1 100 0 0 0
Hy?ertrophy,I}e_p-atocy.t_e”,_cen.trllobular 10 0.0 0 ¢ 0 0 0 0 0 4 6 0 0 6%+
Cellular infiliration, mononuclesr cell T 3 0 0 3 8§ 2.0 0 2° 9 1 90 0 |
Pancreas . o (10) 0 () ()
Atrophy, scinus, focal 5 1 0 0 S 00 00 o0
Respiratory systen
Trachea = NRCLO) . 203 50; NR(10)
Lung . _ ' (10 0 0 10)
“Accumuletion, foam cell,alveolus g 1 0 0 1 K 9 1 0 0 1
Mineralization, artery 9 1 0 .0 | 82 0 0 2
Hemaiopoielic sysiem o
Thymas : (10) ) o - 1)
Hemorrhage 9 1 0 0 100 0 0
'Submaxll-larleymph node NRélog gog gog MR(10
Mesenteric lymph node’ NR (10 (0 0 NRA10,

#: 240, 01 (significanily different from confrol).
Grade sign; -, nene
ges..

1) with.eosinophilic granular eytoplasm.

Flgures In parentheses are number of anim'ais vith tissues exanined histopathologically.

f.n 1, wild; ++, moderafe; +t4, marked,
an, ~ C
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Table 15 - continued

Histo atbological ‘findings
Male, Remale, 13w '

3

Study No.2030097.

Sex

Female S
Group and dose Control 0.5 mg/ke 2.5 ng/ke 12.5 ng/ke,
i Number of animals 10 10 , 10 10
Organs and findings : - . - :
o - b ot H Total -+ b+ Total <+ H 4 Tolal -+ H H4 Total
Hematopoietic system
Spleen » NR€10 Og 0 NR(10
Bone marrow gsiernum) » NR (10 0 0 NR{L0
Bone marrow (femur) NR (10 ) 0 NRCL0
Cardiovascular system. ,
eard o o o (10) ) () (10)
Cellular infiltration, mononuclear céll : W 0 0 ¢ 0 . 00 0 0 0
Aorta . NR(10) ) () NR(10)
Urinary sysiem
‘Kidney : (10) [()] (), (10)
Tubule,basophilic 1000 0 0 ¢ 100 0 0 0
Cast.?m{gmaceous ' , . 0 0 0 0 0 10 0 00 90
Cellular infiltration, pelvis, teutrophil 0w 06 9 0 90 10 0 0 0 0
Mineralization, corticomedullary S 1 0 0 1 0 0.0 0 9
. Nephroblasioma - g L0 0 1 0 0 0 0 o0
Urinary bladder NR(10) )] ()] NR(10)
Genital sysiem
Testls : NA NA NA NA
Bpididymis L S NA ‘NA NA NA
Prostate o v C NA NA NA NA
Cellular infiltration, mononuclear cell
Seminal vesicle o NA NA NA NA
Qvary . : ‘ NR(10 0 0 ¥R(10
Uterus \ , NR(10 0 0 NR(10)
Yaging NR(10 0 0 - MR(10
Mammary gland- NR10 0 0 NR(10
Bndocrine sysien
Piluitary : NR (10) 50; %0; : MR (10)
Thyroid ‘ _ : (n 0 0 (10)
Remnant, ultimobranchial body ‘ 6 4 0 0 4 8 20 0 2
Not significantly different {rom control,

Grade sign: -, none: +, mild(existent of tumor): ++, moderate: +++, marked.
NR: no remarkable changes,

NA:.dot applicable. , ) v ‘ . '
Pigures in parenibeses are number of animals with tissues examined histopathologically.
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- 5 ,, : o Study No.P030087
Table 15 = continued _Hxstogatholo ical findlngs : , ’ ' :y
L ale. enale, 3w ‘
Sex . ' ‘ . Pemale ‘ :
-crogp and dose - Comtrol -+ 0.5mg/kg . 2.5 w/kg L5 ng/kg
o Number of animals . T 10 - 0 ¢ 10
. Orgins and {indings . . - —— -
‘ =+ e Total - & 44 44 Tolad =t #+ +++ Total =+ # +f+ Total
Eafostine sYs‘em BAO 0 0 (10
rath ‘ v .
Adrenal _ : (10) - 203 203 N%lo)'
Hypertrophy, cortical cell, focal o 000 0 0 0 6 0 0 0
Nervous system | ,
Cerebrum. - (10) (0) () (10
Dilatation, latera] ventricle L 00 070 0 0w 0 0 0 0
- Cerebel lun NR (10, 0 0 NRC10
Medulla oblongata NR(10, 0 0 NR(10
Spinal cord NR(10 0 0 NR(10
Optic nerve NR 10; go 0 NR(10,
Sciatic nerve NR(10 0 0 NR10
Specxal sense organs , : ,
8 NR§IO§ : (0; Eo; . nglog
Harderlan gland . ) NR(10, (0) 0 NR (L0
' Muscnloskeletal s¥stem '
biceps femor NR(10 go 0 NR 10
Siernum : - oo o NRC10 0 (] NR(10
TPemur. , - R (10 (0 0 NR{LO
lnte meniary sysiem - o ' : : -
{nfegumen - . RAD o 0 NR(10)

,Not signifxcant]y different from control,

Grade sign: -, nome: +, mhld: +4, moderale ++4, marked.
NR: no remarkable- changes

Flgures in parentheses are number of animals with tissues examined hlstopathologlcally



gl

eVl

| ‘ - Study No.PO3009T.
Table 16 HISIO aiholo 1cal fi ndxngs ' - Sty Yo 03t
Male, Female, . A . _
- Sex I ' Hale . |
“Group and dose o Contro} 0.1 ngrkg 0.5 ng/kg 2.5 ng/kg
. o . g :
‘ Number of snimals 10 8 10 : 10
Organs and {indings ' ‘ : , ‘
S Tt Ml - b ATl - 4 e Total -+ H H Towl

Di%estive systenm
ongue A
Esophagus
Stomac
Dllatatxon,%landular space, glandular stomach

Cellular in 11tration,mucosa.glandular stomach neutrophil 10
Duodenym

Jejunun

[1eum

Cecum - -
Fibrosis, nuscular layer : 10 0

Colon . :

Rectun .

SubT?xillarylgland

ublingua) gland

Parotlgu Jend

Y Cel]ular infiltraifon, lymphocyte

iver
Degeneration, hepatocyte, fatly,perlportal
Degeneration, cystic
Necerosis, hepatocyte, focal
Hyper!rophy,hepatocyte*’, centrllobular
Hematopoiesis, exiramedullary
Focus, altered cell,basophilie
Focus, allered cell,clear
Deposnl llpofusc1n=’ hepatocyle
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7*ecta51s
Cellular infiliration, nononuclear cell
Adenoma, hepatocellutar

: PC0.05, #¥: P<O. 01 (significantly different from con\rol)
Grade ‘sign: , neue , mild(existent of fumor); +4, moderate +++, marked
‘NR: no remarkable cﬁanges
; with.eosinoghi}ic granular cytoplasm.
identified by Schmor! method, Berlin blue stiaining and Hall method.
Figures in parentheses are number of anlmals i h tissues examined hlslopatholcglcally
Two males in the 0.1 mg/kg group
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o o S ~ Study No.2030097
- Table 16 - continued Hlstopathological findings -
-~ Male,Fenale , . : ' '

Sex” o | - o  Male -
© Growp and dose . Control . 0wk 0Emeke - 0.5 mg/ke
. e -Numbé’r, of animals : 10 . 8 B T .ot R U
Organs and findings ' o ‘ e - - —
o =+ 4 4 Total -+ H4 Total =+ 4+ +44 Tolal =+ 3 +44 Total
Digestive systen - :
ancreas : : (10) (0) [(3)] (10)
Atroph acinas, focal 000 0 0 o . 9 1 0 0 i
y?er? asia, ac inar cell, focal v 8 2 0 0 2 T3 0 0 3
nlar lnfxltrallon, lymphocyte W 0.0 0 ¢ 1000 0 0 0
‘Fibrosis, is et , S O 0 0 0 0 0
Respiratory system :
Traches . ' (10) ) () (10)
. Cellular mfxltravtion.lamina‘proprxa,neutrophil 10 0 %10)0 0 . © 0 10 90 %w)o 0
ung : :
Accumnlauou.foam cell, alveolus . R R T | R 4 5 .1 0 6
Pneumonia, aspiration ' 00 0 0 0 g 1 0 0 1
- Mineralization, artery » : b ¢ 0 0 ¢ 5 5 00 5
Hematopoietic systen ' ' _.
“Thymus a » (10) . o - (1)) , (10
: Atroh : ‘ 1 8 .10 9 : . 1 9 0-9
Submaxil arv lﬁmoh node _ ‘ o NR(10) éog 50; ' NR(10)
Poplitea] node o ' (1) _ (0 0 AD-
M P{M%tef&tign.péasma cell S 0 1 NI%(IO)O 1 ) 0 0 1 Nﬁ(io? 1
esen eric lynph node - ) | ~
i | ' an, & @ 00)
Thickenmg,capsule . 9 1 0 0 1 100 0.0 0
Depast pioasns omedullary IR, | ©d9 0 3
epesit, pigment, red pulp, brown : .
Bone marrow (sternum) - (10) © , , (0 , (10)
Atrophy, focal - T _ 1000 0 0 0 10 0 0 0 o

Not signiflcantly different from control,
rade sign: -, nome: +, nild; ++, moderate ++1, marked,
-NR: no remarkable chan ges.

Flgures ‘in parentheses are number of animals ¥ith tissues examined hist topathologically.
Two males in the 0. 1 mg/kg group die .
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Table 16 - continued HistoBathological findings . ' ' ' S
. Male,Female, 52v. - S
Sex - _ dale
Group and dase . Control 0.1 ng/ke 0.5 ng/kg ; 3.5 me/kg -
. o Number of animals 10 ' 8 - 10 10
Organs and findings -
- b odbdTolal -+ Total -+ b+ Total = 4+ 4 Total

Hemalopoietic Sysien .

Bone marrow (femur) o (1 : ) ) (10)
Atrophy, focal 090 0 0 00 0 0
Hematopoiesis, {ncreased ‘ 8 1 l -0 0 0 0

Cardiovascular systen :

Heart o , (10) ) L © (10)
Cellular infiltcation, mononuclear cell T8 ¢ 0 3 6 4 0 0 ¢
Fibrosis,myocardium - 64 0 0 4 8 2 0 0 2

dorta NR(10) ) () NR(10)

Urinary system ‘ : - ,

Kidney ‘ (10) 0) _ (0) (10)

Hyperplasia, eplthelial cell, tubule 0 0 0 0 0 0 0 00 0
' Hygerplasla,t;agsrtlonal cel I, pelvis 00 0 0 0 00 00 0
Tubule, basophilic ' 6 4 0 0 4 g 2.0 0 2
Cast,proteinacequs 6 4 0 0 ¢ § 2 0 0 2
Hemorrhage, pelvis ; 9 1 0 0 100 0 0 0
Cellular infiliration, nononuclear cell,pelvis g8 2 0 0 1 0w 00 0 0
Cellular infiliration, mononuclear cell, cortex 8 2 0 0 2 9.1 0 ¢
Cetlular infiltration, pelvis, neatrophil S 1 0 0 | 100 0 0 0
Cellular infiltration, cortex,neutrophil 0w 0 0 0 0 100 0 0 0
Cellular exudation,pelvie cavity,neutrophil - g 1 0 0 1 0 0 0 0 0
M;aeral;zat:on,pagilla ‘ 00 0 .0 0 8§ 2 0 0 2
‘Mineralization, pelvis 9 1 0 0 1 00 0 0 0

UrtnarY bladder . (10) (0) ) : (10)

Cellular infillration, muscular layer,neuirophil 8 1 0.0 1 100 0 0 0

Not significantly different from control.

- Grade sign: -, none; +, mild; ++, moderate; ++4, marked. _
NR: no remarkable changes. o M o :
Figures in parentheses are number of animals with tissues examined hisiopathologically,
Two males in the 0.1 mg/kg group died.
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Table 16 - continued  Histo athologlcal fxndlngs ' - ' Study No
Male,Fenale, 52w ;

Sex Male
Group and dose Control 0.1 mg/kg 0.5 ng/kg 2.5 ng/kg
) Number of animals 10 ' 8 10 \E - 10
Organs and fxndings ‘ _ : —
-+ +F ++ Total =+ 4 +++ Total -+ t+ ++ Total - 4+ 4t Total
Genital” systen
Testis (10) (0 (0) )
Atroth semzniferous fubule = 0 0 0 0 _ 8 0.1 1
Hyperplasia, leydig cell, focal’ 0 0 0 0 0 -1 0 0 1
Bpididymis : (10) () (0) (10)
Decrease, sperm.lumen 0 00 0 0 ‘ 9 0 0 1 1
Cellular infiltration, mononuciear cell 9 1 0 0 1 _ 00 0 -0 0
Prostale . (10) () () : (10) _
Atrophz _ 8 4 0 0 4 S 3 20 5
Hemorrhage 0 00 0 0 : \ g1 0 0 1
Ce)lular 1nf11trat|on,mononuc1ear celI 9 1 0 0 1 8§ 2 0 0 2
Seminal vesicle . ‘ ~ NR(10) ) . o MR(10)
Ovary NA - NA NA - NA
8il?1ation,ovarlan bursa \ : .
U!erus : , NA . NA : NA NA
" Metaplasia, eplthelxal cell, gland, squamous _ , , ,
Polvp,endometrxal siromal , : S
Yagina - NA NA NA NA
Degeneration, epithelium, micous , ' _ _ ‘
Mammary gland . . (10) ® 0 (10
. Hyperplasis, lobular 0 0 0 0 ¢ . 10 0 0 0 0
‘Belasia, alveolus/duct. 10 0 0 0 0 10. 0 ¢ 0 0
Adenoma 100 90 0 9 100 0 0 0 0
Fibroadenoma 0 0 0 0 0 100 0 0 0
Adenocarcinoma - 00 0 0 0 100 0 0 0
Not. slgniflcant]y different [rom control.

Grade -sign: -, none; 4, mxld(exlslent of tumor) +H, moderate t+4, marked,
“¥R: no remarkable changes.

NA: not applicable.

Figures in parentheses are number of animals with llssues exanined’ h1s topathologically.
Two males in the 0.1 mg/kg group dle



911

LPT

Table 16 - continued Histogathological findings ‘ , : Study No.?030097
' Nale,Femsle, 52w - - : : . .

Sex . o - Kale .
Grow and dose . - Conlrol 0.1 ng/keg 0.5 mg/kg ¢ L5ume/ke

10 ‘ 10

Number of animals ‘ 10 ‘ 8
' - b M HYTolal -+ 4 HETotal -+ H 4 Total - % % 1 Total

Organg and findings

Endocrine system
Pltuilary o
Hyperplasia, anterior ‘lobe
Cyst, anterfor lobe '
Thyroid
Hyperplasia, C cell N o
Deposit,material, inferstitium, eosinophilic
Remnani, ul{imobranchial body
Parathyroid
Adrenal . . ‘
Hyperirophy, coriical cell, focal
Hyperplasis, cortical cell, focal

Angleciasis
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Nervous system
Cerebrum : NR(1
Cerebellum NR(1
Medulla oblongais ' : NR(1
Spinal cord ' ‘ ‘ . NR(1
Op{ic nerve NR (1
Sciatic nerve NR(1

DO O

Special sense organs

ye. . :
Harderjan gland (
Cellular infiltration, lvaphocyte ‘ 00 0 0 o

Musculoskeletal system :
biceps femoris - ‘ ' : NR(10) (V) . o - . iR (10)

Not significantly ditferest from control. :

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

NR: no Temarkable changes. -

NA: not applicable. o L ' . '
Figres in parentheses are number of animals with tissues examined histopathologically.
Two males in the 0.1 mg/kg group died. - Co \ ‘
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Table 16 ~ continued

Histo atholo ical findings 

J

Study No.P030097

NR: no remarkable changes

Male, emale
Sex Male .
Group gnd dose - Control 0.1 mg/kg 0.6 mg/kg 2.5 ng/kg
A ' Number of aninals 10 ' 8 10 ¢ 10
Organs and [indings: : ' _
. : , -+ +1 ++ Total - + - # H4 Total =t H Total =+ 1+ H4 Total
‘Musculoskeleta] system : ' _
Sternum : M?% @ YE% M?%
Femur NR(10 0 0 » NR(10
Integumentary sysien L
Integument . NR(10) ) © NR(10)
Others ' :
Exiremjty ) () (1) ‘ (-
Ulcer, hindlimb 0 4 1 0 5 . - 0 0t 0 1t

Nol-significantly different from control, .
Grade sign: -, none: +, mil

d: ++, moderate; ++4, marked.

Figures in parentheses are number of animals with tissues exami
Two males in the 0.1 mg/kgﬁgroup died.

ned hlstopathologxca]ly
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Table 16 - continued Risto athologica] findings ‘ ' e
: Nale, Pemale, b2w N

. Sex Pemale
Group and dose - Control 0.5 mg/kg 2.5 ng/kg § 12,5 ng/kg
. Number of animals 10 10 10 9
- Organs and findings ' :
- =+ H 4 Total -t HE i Total. -+ 4+ 43 Total .~ + #+ +44 Total
Dl%estive systen
ongue NRélog 0 0 NRéQg
Esophagus NR (10 0 0 MR (3
Stomach - ; (10) 0 0 Q)
Dilatatlon.%landulgr space, gladdular stomach I 1 T S | Y B 9 0 0 0 0
Cellutar inliltration, mucosa,glandular stomach, neutrophil 10 0 0. 0 0 8§ 1. 0.0 1
Duodenum NR(10, 0 0 NR(9
Jejunum : ' NR(10 0 0 NR(9
lleum NR (10 0 0 NR(9
Cectem - - - , . (10) 0 0 (9
Fibrosis, muscular layer 0 0 0 0 ' 8 1.0 0 1
Colon ’ -NR(10 §0 0 NR(9
Rectum NR (10, 0 0 R (9
Submaxillary gland ' ' NR(10 0) 0 NR(9
Sublingual_gland NR(10 _ 0 0 MR (9
Paroftd gland . ' (10) 0 0) 9
- Cellular infiltration, lymphocyte 0 0 0 0 0 : § 1 0 0 1
Liver S ‘ (10) () (10) @
Degeneraiion, hepatocyte, fatty, periportal 8§ 2 0 0 2 00 00 0 9.0.0 0 ¢
‘Degeneration,cystic _ 0 0 ¢ 0 90 w 0.0 0 0 g 0 0 0 0
Necrosis, hepatocyle, focal 82 0 0 2 100 0 0 0 30 0 0 0
“ Hypertrophy, hepatocyte™, centrilobular 0 0 0 0 0 10°0 0 0 0 § 4 0 0 4
Hematopoiesis, extramedul}ary 8§ 2 0-0 2 8 0 0 0 0 $ 0 0 0 0
Focus, aliered cell,basophilic 6 4 0 0 4 8 2 0 0 2 72 0.0 2
Focus, altered.cell, clear 0 0 0 0 0 100 0 0 0 9 00 0 0
Deposit, 1ipofuscin®, hepatocyie 100 0 0 0 0w o 0 0 0 7 2 0 0 2
An¥iectas;S'_ 0 0 0 0 00 0 0 0 9 0 0 0 0
Cellular infiliration, mononuclear cell 00 0 0 0 10 0.0 0 0 § 1 0 0 1
Adenona, hepatocellular 00 0 0 0 00 0 0 0 81 0 0 I

% PC0.05 (significantly different from contro}).

Grade sign: -, none; +, mild(existent of tumor); ++, moderate; ++, marked.
NR: no remarkable changes. -

1; vith eosinophilic granular cytoplasm. N

L) Hentified by Schuorl methed, Berlin blue stajning and Hall method. =
Figures in parentheses are number of animals with tissues examined histopaihologically.
One female in the 12.5 mg/kg group died.
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Table 16 ~ continued Hlstegathologlcal flndlngs ' : , ' ; : '
_ : ale, enale ‘ - '
Sex’ _ Penale _
© Group and dose Control 0.5 mg/ke 2.8 mg/ke 12.5 ng/kg
o Number, of aninals 10 o 10 3 8

Organs and {indings - .
- bbb Total . -+ 4 #HETotal - 4+ M Total - b+ Total

‘Digestive system , ‘ ' L ’ - '

gancreas o : (10) () ) : )] ,
Atrophy, acinus, focal - 9 1 0 0 1 . o ) 90 0 0 0
Hyperp! asla,aclnar cell, focal : 0 0 0 0 0 5 0 0 ¢ O
Gellular 1nliltratlon.lymphocyte R M0 0 0 ¢ g8 1 0 0
Fibrosis, islet 0w 0 0 0 0 $°0 0 0 0

Respiratory systen ' ' ‘

‘Trachea e () ' ()] ' @)

Cellular infiltration, lamlna proprla neutrophll w ¢ 0 0 90 N : o 8 1 0.0 !
ung : {10 () 0 o .

Accnmulation foam cell,alveolus. - : 6 4 0 0 4 : 5 4 0 ¢ ¢4

Pneumonis, aspiration . 0 0 0 0 9 0 0 0 0

Minerallzatlon artery ¢ 0 0 | T2 0 0 2

Hematopoietic sysiem ' )
~ Thymus - (10) )] 0 - (9)

Atrophy } 1 8 1 0 9 0 7 2 0 98
Submaxlllary lzmph node , ~ NR(10) (0% 203 NR (9)
Popliteal lymph node _ : O) © 0. : ()

y Pgollleﬁatlgn péasma cell R0 0 2 9)

esenteric lymph node - . . ‘ :

Spleen : (10 éog log ,é)
Thlckenlng.capsule 0w ¢ ¢ 0 0 9 0 0 0 0
femsiopolesls, etrmetnllany SRR I RN

eposit, pigment, red pulp,bro

Bone battov (s jesnun . o ) o )

- Atrophy, focal C w0 0 0 0 g 1 6 0 |

,Not slgnlfxcantly different from control.

Grade sign: -, none: 4, mild; ++, moderate; +tt, marked
NR: no- rematkable changes

Flgures in parenibeses are number of animals vith tissues examined hlslopathologlcall
One female in the 12,5 mg/kg group died.
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)

Male, Female,

Histo Stholog%vc’al findings

)

Study No.P030097

© Sex

" Femele : :
Group and dose - Control 0.5 neg/ke - 45 ng/ke ¢ 12.5 ng/kg
, Number of animals 10 10 10 9
Organs and !indings , o . :
S b HtHTolal -t M Total - 4 M Tolal =+ H 44 Total
Hematopoietic sysiem S '

Bone marrow (femur) : ST v ) - {0) 9
Atrophy, focal 0 0 0 0 0 , g 1 0 0 |
Hematopoiesis, increased 8 1 0 0 | 8 0 0 0 0

Cardiovasculer systen _

Heart o (10) (0) (0) 9
Cellalar iufiliration, nononuclear cell g 1 0 0 1 7.2 0 0 -2
Fibrosis, myocardium 00 0 0 0 § 1 0

Aorta NR(10) ) ) NR(9)

Urinary system .

Kidney L (10) (0 , ) 9
Hyperplasia, epithelial cell, tubule 00 0 0 0 8 1 0 0 1
vaerplasia,tgags1llonal cell, pelvis 0 -0 00 0 g 1 0 0 |
Tubule, basophilic 0.0 0 0 0 72 0 0 2
Cast, protelnaceous 0 0 0 0 0 g 1 0 0 |
Hemorrhage, pelvis o , 0w 000 0. g 0 0 0 0
Cellular infiltration, mononuclear cell,pelvis 8 1 0 0 1 § 0 0 0 0
Cellular infiltration, mononuclear cell, cortex 0w ¢ 0 0 0 8§ 1 0 0 1

~Cellular infiltration, pelvis,neutrophi}l - 00 0 0 0 § 1 0 0 |
Cellular inliltration, cortex,neutrophil g 1 0 0 1 9 0 0 0 0
Cellular ex»u.dation,,?elvic cavity,nentrophil g 1 0 0 1 8 1 0 0 i
Miveralization,papilla = : T3 000 3 g8 1L 0 0 1
Mineralization,pelvis T3 0.0 3 8 1 0 0 |

Urinary bladder o : R (10) ' ) ) )

Cellular infiliration,muscular layer,neutrophil - 0.0 0 0 0 . 9 0 0 0 0

Not signilticantly different from control.

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

NR: no remarkable changes.

Figures In pareniheses are number of animals with {issues exanined histopathologiceally.

- One female In'the 12.5 mg/kg group died.
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Table 16 = continued Histe athologlcal flndlngs : : .
o emale .
Sex , Female , '
Group and dose ' Conirol 0.5 mg/kg 2.5 mg/kg 12.5 mg/kg
<L
o Number of animals 10 10 1 X 9
Organs and findings o : . . . :
- e - bt Tolal c - b b+ Total - M HETotal -+ # 4+ Total
Genllal'system , ' ' :
Tes NA NA , NA . NA
Alroth seminlferous tubule ° ¥
ypetp asxa,leydlg cell, focal oo . ¥
Epididynis o NA L NA NA ‘NA
.Decrease, sperm, umen. : R T , ,
Celular 1nflltratlon,mononuclear cell : A ' '
Prostate - NA . AR NA [ . NA
Atroph L : e : .
Cellular lnliltratlon,mononuclear cell - : )
Semlnal vesicle gA NA ‘ N¢ , NA
varﬁ , , : 10) ) ) . ©
llatation ovarian bursa . 0 0 0 0 0 8§ 1 0 0 |
Cyst 8 2 0 0 2 T2 0 0 2
Uterus . - (10) ) ) . )]
Metaplasia, epithelial cell,gland, squamous S 5 0 0 5 _ 72 0 0 2
Polyp,endometrlal siromal- : A 0 0 00 - 8 1. 0 0 1
Vagina C : (10) 0) ‘ () 9
Degeneration, epxthellum,mucous g L 0 0 1 - § -1 0 0 1
Mammary gland ‘ (10) ) : o ()
Hyperplasis, lobular 8 2 0 0 2 5 4 0 0 ¢4
Betasia, alveolus/duct T 10 3 4 2 3 0 5
- Adenoma 9 1 0 0 1 8 1 0 0
Fibroadenona g 2 0 0 8 1 0 0 1
Adenocarcinoma g L 0 0 1 8 1 0 0 |

Not sxgnificantly different from control.

Grade sign: -, none; 4, mlld(existent of lumor) tt, ‘noderate; +++, marked.
NR: no remarkable changes

NA: 10t applicsble.

Pigures in parenihes e § are number ol anlmals ¥ith tigsues examxned hxstopathologxcally
One femaie in the 12.5 mg/kg. group ied. ,

! , o
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Table 16 ~ continued Hlsm alholo 1ca1 hndings S !
,Female, , '
S.ex . Female A ‘ v
Group and dose o Control 0.5 ng/kg - 2.5‘mg/kg , : 12.5 mg/kg
_ Number of animals - 0 1 - 10 9
Organs and findings '

Tt M b Total -+ H 4 Tolal -+ # +H Total t H 4 Total

Bndocrine system _ B : '
Pitujlary (10) ©) (0 o R C)

Hyperplasia, anterior lobe. 73 0 0 3 6 3 0 0 3
Cyst anterior lobe ‘ 100 0 0 0 89 0 0 0 0
Thyrotd (10) ()] ()] 9
Hyper? asia, € cell 0w 0 0 o 0 8 1 0 0
Deposit{, material, interstitium,eosmophxlic 0 0 ¢ 0 0 , 9 0 0 0 0
Remnant nmmobranchial body S 8§ 2 0 0 2 81t 0 0 1
Parath Yrox ‘ _ - M0 - (0 ' Eﬂg MR (9
Adrena ‘ (10) © 0 , (9
Hypertrophy,corncal cell, focal 8 00 2 ' 0 2
Hyperplasig, coriical cell, focal 8 4 0 0 4 8 1 0 0 |
Angleclasxs 5 4 0 0 ¢ 8 1 0 0
Nervous system ' o :
Cerebrum 5 o NR(10 0 0 NR(9
Cerebellum - . NR (10 0 0 NR (9
Medulla oblongata : _ NR(10) - 0 0 NR(9
Spinal cord : L ' NR(10 0 0 NR(9
Optic nerve ' , NRCIOY 0 0 - NR(9
Sciatic nerve ' NR(10 ' 0 0 NR(9
Spec1a1 ‘Sense organs
NR(10) 20§ 20% NR(9)
Harderlan gland (10) 0 0 (9)
Cellular infiltration, lymphocyte 0 0.0 0 0 8§ 1 0 ¢
Musculoskeletal system ' ‘
. biceps femor?s ‘ ' NR(10) ) (0) - NR(9)

Not significantly dxfferent from control

Grade sign: -, none; +, mild; +, moderaie; ++4, ‘marked.
NR: wo remarkable changes,

Figures in parentheses are number of animals with 1issues exanined histopaihologically.
One female in. the 12.5 mg/kg group died. ‘
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Table 16 - continued - Hxsio atholo jeal findxngs

Male, Female, Hiv.

)

- Study No.P030097

N

Sex : _ Female
Group and dose Control 0.5 mg/kg 2.5 ng/kg. 12,5 mg/kg
, . Nember of animals 10 10 10 ; 9
Organs and [indings — ,
. St ot Total - 4 4 M Total - 4+ 44 i Total <+ +4 44+ Total
Mugguloske)eta] systen’ ‘ RO ' ) ' A ‘ ~ MR (S
erny _ -
Feaur - NREIOE §o§ 20; .NR§9;
“Inte mentary system - .
I feganent R (i0) o o NE(3)
Others g .
Extremity ) 0 o ()
Ulcer,hlndlimb , 0 1 0 o ' 0 2.0 0 2
Not signiflcantly dlfferent from conirol
Grade sign: -, nome: +, d; +, moderate; +++, marked.
NR 10 remarkable changes
Figures in ?arentheses are namber of animals vith tissues examined hlstopathologlcally
- Oue female inthe 12.5 mg/kg group died. ‘





