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Study No.P030097

Incidence of clinical signs
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Study No. P030097
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Siady No.P030097

Incidence of clinical signs

Fenale

Table 2 - coniinued

[s]
g
oo
=
—
—
o
[—13
i
o]
(=13
(=3
s
oo
(=3
o2
=3
oo
—
L]
—
]
=]
ot
=
—
—_—
w
(="
= 90
]
Ll =)
[ -5
e
O
]

312 313314 316 316 817 318 319 320 320 322 323 324 325 326 327 328 329

L= v
—

O~y r— &Y
—

(=Tt =T rt-
—

e o Ja kPl -t |
—
—
R e S wred £
—
—t
- o
—
R D vl &3
—
= - ]
—
CRA L O e 3
—
DT D v T
—
P O (00 et O
—_—
(=12 =Ty
—
=1 =Tt
—
(=3 ]
v
e o ]
——
D 3 et £
—
=t — o]
——

D= Ch vt 3
—

e CD e
—
OOt ™
—
=]
prny
o
- (=1
o) -—
h= .
_— o
=
Plr—
[T e
= Jang
Bt oy st
oo
=5
[y
S2TBED
Hooow
= e =
=
o)
[
=
o
o
[-F}
2]
|=]
<
F—

Number of examined
No abnormality

Corn

0.5 mg/ke

Number of examined
No abnormalitly

Corn
Mass

2.5 mg/kg

DIy O e e I e
oy
= Yy Y |1
==
OO OO
— —
OO OOOEO
— —t
e f e Lo P B e e W R e R ]
— =
D D D E 0D 9 55 C (D D D
— —
COoOODOOODOOOO
—
DR
——
(=Y Y e P 1T =)
—_—
OO OOOTEOOOS
—=
D OO O
]y
D o D I I CD T
—_—
=== Tt TP = T T T
v
OO R E S S R D R
—_—
= Y LT T 1
——
0 D (D S I D DD D
—_=
DO O I O I
—
=== =TT S o )
——

OO OO O
et —d

Lo ¥ Y s ¥ e J oo s T J o e o e e

——

.GDOUGB.GDBAUUD
——t -

COoOOOUOOUOOOOOS
——

-+
(>}
ant
= —
[ w2 = e
= — =
ol ] — - o
£ aa o N o
o et o o O L e
e — — e T 3
Qr g O st s sny =] =2y
= o3 P Qe oL, —
-.m-l f.lplm am
o — O e
= O RT O LS D
=] e e ]
W oY O B A O
=] rssp.lrnatsm
HOoOMMOPD O =t e
MNCMLHSTBLDI
©h
bb
=]
=)
(=]
—

66




Study Ne.P030097

Incidence of clinical signs

Female

Table 2 - coniinued

Days
330 331 332 333 334 335 336 337 338 349 340 341 342 343 344 345 346 347 348 349 350 351

Clinical sign

Group
and
dose

Sex

" Pemale

0 O D et N
—
O S0 MY
-t
f—T k=1 ot}
——t
[==Raal=—l oo o]
—

CR L= —i

L et 8]
— .

=] o gt |
—
© D — o
—
(=TT ]
—
- e—ea
peet
T T T ey 5N
—
oo
I D —
—
e D e
—_
O — e
—
=T o= r-X |
=Tt~ R s ]
—
=TT~y
—
b 2 Y
D D — N
b D
—

= —ioT
—

Abnormality of tooth

Humber of examined
Corn
Mass

No abnormality

Control

==Y}
ot
oo ] e ]
——
oo
et
[ Lo |
—vmie
(=]
———
[=T]==—F.}
— —
Do

[=—f=F =]

—

Number of examined
No abnormality

Corn -

0.5 mg/ke

Number of examined
Ho abnormality

2.5 mg/kg

n..m..n.:.l.l..ﬂl.ll..lﬂﬂﬂ
.ﬂ\ULﬁ.IIlﬂ T e G T €T Y
M?IIUIIIOGOG
wnrlil.l.ollﬂﬂﬂunuﬂ
wﬂlllﬂllﬂﬂﬁﬂﬁ
.m.?llnullnunu&nunv
w-.fllloiln.lﬂnﬂnu
msloullﬂﬂaﬂﬁ
NSIOOIIUUGUO
WDOIDUIIGGGUU
wglonuﬂﬂuonuﬂﬂnu
mglnuonognungnu
mglGGUUGUQGﬂU
wglﬁnUOUnuﬁ.uﬂuﬂD
mgloununuoaﬂﬂ
mg]UDOUGOOOD
mglﬂanOﬂOnununU
OO OO O
——

DD D CO DI
——

OO OO IO O
et —t

CMOOO@OOO@QOOO

y—t—t

@
[x
.
~ —
%] vl [
= — =3 —
— e — — €3
f=E o — o
[~ - [ — o
et r— ooyt o
a ot [ P Wi =3 =
= b — S —
e — S A -—
ao Fr ae o=
= ScoTodLL
=] o e pm i S
Qr TS M VY S — T G e
p=1 o .Iratsm
5 ocodo OO ol B
MNCMLHSTBLDIJ
ag
=
2
wa
(]
—

67




39

-

Table

2 -~ continued

Incidence of clinical signs

Female

D

Siudy No. PO30097

Sex

Group
and -
dose

Clinical sign

Days

(L)
o
(-]

353 354 355 356 357 358 359 360 361 2362 363 3064

Fenale

Contirol

Number- of examined

No abnormality -
Abnormality of teoth
Corn

Nass

ok

10
1

10

10

10

10

10

10
7

19

19

10
1

19
7

19

0.5 mg/ke

Number of examined
No abmermality
Corn

—
— I b O =Y D

ey
—_— e oo — e

—
— e ED T e

—
—_—D [l |

—
—_— D [ Sh-E g e T §

—_ .
o BTy e

—
—Dc B e

—
— e [l el —

—
— ey | b e

—_
—D ey BD et £ =]

—
—u e D —

—_
—tD D [ -]

2.5 mg/ke

Number of examined
No abnormaliiy
Corn
Mass

—_—
Ll o] + =]}

—
———00

—t
— oo

—
—_eo QDT

—_—
— OO

fa—
—— 00y

[y
—— 0

—
—,——00

[an—y
- ) £

fam—y
—— OO0

_—
——aec

—

—
Ll = § - [ e Y } (Sl = |

12.5 mg/kg

Number of examined

No ahnormality

Corn

Mass _

Loss of hair
Hypoaclivily
Soiled perinaris
Torticollis
Bradvpnea
Lateral position
Dysonea L
Imminently sacrifice

—_

= =T Ll LY — TS =

[a—

T ) € et bk 1t bt (D bt e T G

—

et i et €2 bt et £ )t bt ]

oo ——aw

OO OO — D

OO OO I — =D

OO OO O

O OO OO R D

OO OO ORI e Ch U

eSO D OO OIS — T D

OO OOoOOorbE oD

oD OO DD eI — TR D ———00 o

OO OO OO baan




> ®, ) )

' Study No.?P030047
Table 3 Body weights

Male,Female
Group Body weight (@) on day
Sex and
dose 1 3 15 , 22 29 36 43 50 57 b4
Male  Conirol N 20 20 20 20 20 0 20 20 20 20
Mean 212.1 267.5 320.9 362. 2 400, 2 431.3 456.1 479.2 501.17 320.9
S.D. +8.5 £i4.3 +23.7 +30.2 +36.7 +40,0 +42.3 +44.9 +50.0 +52.9
0.1 me/ke N 20 20 20 0 20 20 20 20 20
Mean 212.4 271.5 327.0 378.1 414:5 445, 6 469.9 495, 1 521.6 537.68
+9.1 *13.6 +19.0 +124.8 +127.5 +29.6 +31.0 +33.4 +34.5 £37.3
0.5 ng/ke N 20 20 20 20 20 20 20 20 20
Mean 211.5 274.5 334.4 381,12 423,2 456, 6 481, 6 505 526.6 545.10
S.D. +8.5 .:I:]4.B +20.3 +25.3 +30.6 +33.6 +36.0 +38.4 +40.5 44, 1
2.5 mg/kg N 20 20 20 20 a0 20 20 20 19 19
Mean 212.0 268. 5 3.5 353.9 382.1 404, 4% 471, 143 438, 84+ 454, 4%% 466, 14+
S.D. +10.1 +13.3 +18.7 +23.1 +25.9 +34.6 +32.2 +38.8 +48,3 +46.6
Female Conirol N 20 20 P 20 20 20 20 20 20 20
Mean 1571 1817.3 210, 8 235.1 249, 1 261.3 268.6 276.1 286.1 290.9
a2 D, +8.6 +il.1 +12.6 :1:15_.? +16.5 +17.3 +18.1 +17.7 +2.4 +22.8
0.5 ng/ke N 20 20 20 20 20 20 20 20 20 20
Mean 1589.1 127.9 219.3 231.2 250.9 261,9 270.2 280.2 289.5. 204, 3
S.D. +8.3 +10.6 +13.4 +=18.0 +19.3 +21.3 +321.8 £23.7 £725.9 £27.8
2.5 mg/ke N P 0 20 20 20 20 20 20 20 20
Mean 159.9 190.0 211.9 238.4 253.4 265.7 273.3 284, 9 293,45 298.0
D +7.9 +10.9 +13.1 +15.7 +{7.4 £18.9 +£18.8 2L 8 £23.6 +24.6
12.5 ng/ke N 20 an . 20 20 20 20 20 20 20 20
. Mean 157.1 189. 1 213.8 238.3 252,17 265.5 272.6 281.5 28¢0. 2 295, 1
3.0, +8.4 +11.8 +13.4 +15.9 +18.3 +15.3 +18.3 *2i.1 +22.5 +23.2

x: PC0.05, #%: P<0,01 (significantly different From control).
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. . ' Study No.P030097
Table 3 - coniinned Body weighis

Male, Female _
Group Body weight (g) on day
Sex and -
dose 11 18 25 91 91 120 143 176 204 232
Male Control N 20 20 20 pA| 10 U] 10 10 10 10
Mean 531. 7 h46. 4 558.8 568.3 583.0 625.2 657.5 683.9 713.3 735.3
D £54.6 +-55. 4 +54.0 +£60.7 +79.8 +88.8 £102.5 £111.5 +1i8.1 £113.7
0.1 me/ke i 20 20 20 20 10 & 10 14 10 g
Mean 5530 569.9 583.3 089. 4 590.4 616.0 643.8 668. 9 693.1 730.0
5.D. +35.9 +38.5 +40.1 +46.0 +39.5 +64. 6 +69.7 +74.8 +76.4 4744
0.5 ng/kg N 20 20 20 20 10 10 10 10 10 1
Mean 560. 3 575.9 586. 4 594.3 617.0 §48.9 685, 1 706. 5 730.8 759. 3
3.0, 471 +43.5 +=49.8 +52.4 +52.17 *+61.7 +=71.0 +82.7 +90.7 98,4
2.5 ng/ke N - 19 19 19 19 10 10 10 1y 10 10
Mean 475, 4%% 483. 834 491.5%% 493, 24% 515.0% h35. 0% 5h4, h¥ 565. 4% 588. 7% 503, T4%
S.D. +46.4 +49.4 x50.8 +51.8 +61.0 +58.2 - +65.0 +68.2 +74.8 +88.7
Temale Conirg) N 20 20 20 20 10 10 19 10 10 10
Hean 296, 2 202.5 300.1 315.2 308.3 321,17 334.9 348.6 359.3 375.1
S.D. +22.5 +24.6 +25.7 +£26.8 +26.8 +28.4 +35.8 +41.2 47,1 +56.3
0.5 mg/ke N 20 20 20 20 10 10 10 10 10 10
Hean 289.0 307.4 312.2 314.0 309.7 325,29 341.8 3h4.4 365. 1 380.6
: S.D. +27.1 +28.5 +29.7 t30.6 +£28.5 +36.2 +36.1 +41.0 +42.4 +46.3
2.5 mg/ke N 20 20 20 20 10 10 10 10 10 10 .
Nean 301. 9 311.4 316.8 320.4 328.8 350.7 362.8 376.5 391.4 431.8
5.D. +26.0 . £28.9 +30.8 +31.17 +39.3 +46.0 1+49.2 +54.3 £60.6 +£70.8
12.5 me/ke N 20 20 Pl 20 16 10 |/ 10 i¢ 10
Mean 300.3 306.0 300.1 1.8 307.5 324.0 337.1 348.3 361.7 373.7
S.D. +13.6 x24.8 +17.4 +24.6 +28.0 +31.8 +31.2 - £85.4 +36.1 +37.1

¥: 0,05, #%: PD.0L {(significantly different from comtrol).



Study No.P030097

Body weights
Male,Female

Table 3 - coniinued
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. Study Ne.P030097
Table 4 Food consumpfion
Wale,Female

Group Food consumpiion{g) on day
Sex and
_ dose 2 8 i5 22 29 36 43 50 57 64
Male  Control N 20 20 20 20 20 20 20 20 20 20
Mean 23.1 23.7 24.6 23.3 23.1 23.1 23.4 22.8 22.6 21,5
3.0, ot 0 | *2.2 +2.% *+3.1 +3.1 +1.3 +2.6 +£2.4 +3.2 +£3.6
0.1 pg/ke N 20 20 20 20 20 20 20 20 20 20
Hean 22,7 25.3 24.4 24,5 23.4 22,7 22.5 23.2 20.5 21.1
S.D. 1.8 2.4 T2.6 +2.6 +2.4 +2.3 +2.6 +2.7 +2.1 2.6
0.5 ng/kg X 0 20 70 20 20 20 20 20 20 20
Mean 23.5 25, 8% 25.8 23.6 24.3 24.2 24.3 24.3 24.2 23. 7%
+1.0 +2.1 +2.8 +2.5 +2.1 +[.8 +1.9 +2.4 £2.2 +2.1
2.5 meg/ke N 20 20 20 2 20 20 20 20 19 19
Mean 23.0 23.17 23.2 2.4 21,7 23.0 21.4 22.9 2%.5 21.1
S.D. +2.3 2.1 +3.1 +2.9 +2.8 +3.1 33.6 £3.8 +3.7 +3.0
Female Comirol N 20 20 20 20 20 20 20 20 20 20
Hean 16.5 16.5 16.3 15.9 15,9 - 16.1 15.7 14,1 15.0 13.4
+2.3 +2.8 2.1 2.0 +3.0 +3.2 +2.6 +2.4 +2.2 +2.6
0.5 we/ke N pA)| 20 20 20 20 20 20 20 20 20
Mean 16,6 16.3 15.5 15.2 5.2 5.4 15.0 15.2 14.9 12. 6
S.h. +1.7 2.8 +2.2 +1.0 +1.9 +3.1 +3.5 +2.4 +3.4 +2.4
2.5 me/ke N 20 20 20 20 20 20 20 20 20 20
Mean 16.4 16.7 15.5 5.4 [6.1 16.2 4.8 16.0 14,6 12.4
5.0, 1.7 *1.8 +3.3 +1.9 +1.9 2.0 x3.2 +2.2 *1.8 +2.4
12.5 mg/ke N 20 20 20 20 20 20 20 20 20 20
Mean 16.5 17.1 16.3 [h.4 15.8 16.0 14. 8 16.0 14.9 14.2
D +1.8 =1 +2.2 *2.4 +12.9 +1.8 +i.8 +=2.7- +2.3 +3.0

“§: PC0.05 (significanily different irom conirol).
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Food consumpiion
Nale,Female

Table 4 - contimued

Food consumption{g) on day

Group

Sex
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£+ P<0.05, #%:; P<0.00 (significanily different from contrel).
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#: PCD.05, #%: P{0.01 (significanily different from control).
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Siudy No.P030097
Table 5 Urinary [indings
Male; Female, 13w

g Grgup Urine volume Osmotic pressure Specific gravity Na K ¢l
ex an
dose (oL/24ht) {Osm/kg) mfa/24h1)  {ERo/24h1)  (mRo/24hr)
Male Conirol N 10 10 10 10 i) 10
¢ Mean 141 7. 468 1,050 0.990 2,103 1,302
$.D. 8.7 0. 661 *0.022 +0. 357 0. 295 +0. 380
0.1 ng/kg b 10 10 1 10 10 10
Mean 15.6 1. 157 1. 040 1,042 2.123 1.444
S.D. +5.5 +0. 362 +0.0102 +0.372 +0, 531 &0, 440
0.5 ne/kg N 10 14 10 19 10 10
Yean 10.6 1.861 1.862 0.934 2.134 1.320
S.D. x2.0 +0, 4117 10,014 *0.236 +0, 282 +0,198
2.5 ngfke N g g 9 9 9 8
Mean 1.8 2. 197#% 1. 072%% 1147 1.909 1. 268
S.D. +1.8 +0. 382 £0.011 +0. 296 =0. 312 40. 300
Female Control N 10 10 i 10 10 10.
Mean 3.5 1. 602 1.03] 0.782 1.659 1.143
3.0, *5.2 +0.637 x0.019 +10.323 +0. 761 +0.470
0.5 N 10 10 10 10 i0 10
mg/kg Mean 3.7 1.234 1.040 0. 549 1,390 . 878
8.0, +2.7 +0. 219 +(. 008 +0. 250 £0, 488 +0. 345
2.5 ng/ks N 10 10 10 10 10 10
Mean 10.0 1.18 1.039 0. 661 1. 807 0.973
5.D. £3.3 +0. 285 *0, 009 +0, 266 +0. 495 +0. 285
12.5 meg/ke N 10 10 10 10 10 10
Mean 7.8 - 1,508 1.05] 0.655 [.506 0. 952
S.D. 1.8 +1. 506 +0.016 +0.195 20, 444 +0. 305

#¥: P{0.01 (significantly different frem conirol).
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Table 5 - continuved

Urinary findings
Male,Femaie, 13w

D

Study No.P030097

Group Nuzber Color p Protein Glucose
Sex and of

dose animals

el ¥. .5 6.0 65 .0 T.5 80 8.5 - + + +H -

Male Conirgl 10 3 ) 0 0 0 | 2 ] 1 1 5 4 0 10

0.1 ng/kg 10 3 7 | 0 0 0 0 6 3 1 4 5 0 i¢

0.5 ng/ke 10 ) 0 10 0 { 0 0 | g 0 2 2 5 001 10

2.5 me/ke 9 b 9 6 o6 0o 0 I 5 3 1 4 2 2 9
Female Conirol 10 0 10 0 1 1 1 1 5 1 8§ 0 2 0 16

0.5 mg/ke 10 0 10 (I 0 ( [ 2 6 9 0 0 0 10

2.5 ng/ke 10 0 [0 0 2 0 i 2 3 3 8 2 0 ] 10

12.5 mg/ke 10 { 16 0 0 0 0 3 5 2 7 3 0 0 10

Not significanily éifferent [rom conirol.
Abbreviation: PY, pale vellow; Y, vellow.
Grade sign: -, none; =, irace; +, slight;

4, moderate; ++, severe; 4, very severe.
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Table & - continued

Urinary iindilngs
Male, Femate, [3w

3

Study No.P030097

Group Number Ketone body Bilirubin Oceult biood Urobilinogen
Sex and of (mg/dL?
dose animals
- - - <
ale  Control 10 10 10 w0 10
. 0.1 mg/ke 10 10 10 10 0 10
0.5 mg/ke 10 10 10 10 0 10
2.5 ma/kg g [ g 8 t g
Female Conirol 10 10 10 10 0 10
0.5 mg/ke 10 10 10 10 0 10
2.5 mg/ke 10 10 10 10 0 {0
12.5 me/kg 10 10 10 10 0 10

Noi significantly different from conirol.
Grade sign: -, nome; %, frace; t, slight;

++, moderate; +¢, severe,
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Table

5 - ¢oniinued

Urinary findings
Male,Female, 13w

D

Study No. PO300ST

Group Number Urinary sediment
Sex -and of -
dose animals Bpithelial cells Eryihrocyies Leukocytes Casis Crysials
- - -t - -+ H
Male Control 10 10 i0 0 10 0 16 7 0 2 1
0.1 mg/ke 10 19 00 00 10 9 1 0
0.5 wg/ke 10 10 10 0 ) i 10 5 ? 0 3
2.9 ng/ke Y 9 8 { g 0 9 8 it 1 {
Female Control 10 10 10 0 10 0 10 ji] 0 0 0
0.5 mg/ke 10 18 16 1] 10 ] 1 i 0 0 )]
2.5 mg/ke 10 10 (1] ] 10 0 10 10 0 0 0
12,5 mg/ke 10 10 [0 0 10 0 10 10 ] 0 0
‘Net significanily different from conirol.
Grade signs are as fo)lows.
Bpithelial cells: 3/1jeld, + fleld S and { 10/field; +, 10/field = and { 0/field; H+, = 20/feld.
Erythrocytes 1, 10/field £ and < 30/field: 34, 30/field < and < 100/1ie1d: +H couniless.
Iéeultmcytes 3 field; '+, 3/f1eldlds and € 20/field: +, 20/Tield = and ¢ 40/1ield; +H, = 40/field,
asts .
Crystals / ield; + 10/field £ and < 20/field; +, 20/field = and < 30/field; ++, countless.
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' Study No.P030097
Tabie 6 Urinary findings _

Male, Female, D2¥
. Group Urine volume Osmotic pressure Specific gravity Na K Cl
Sex and )
dose (ml./24hr) {(0sn/kg) (nRq/24hr)  (nBa/24hr) (uBq/24hr)
Male Conirol N 10 10 10 10 10 10
Mean 9.3 1.316 1,047 0.663 1.501 0. 774
S.D. +3.3 +0, 305 +0.013 +0.468 +0. 480 +0. 542
0.1 N 8 8 3 8 8 8
ne/ke Mean 7.9 1,556 1.056 0, 546 1,376 0. 566
3.D. +3.0 +0.330 +0.013 +0, 259 +0.270 +0, 306
0.5 mg/ke N 10 10 10 £0 0 10
Mean 9.1 1. 9104% 1. 065% 0.822 1. 801 0.911
S.D. +2.5 +0.4138 +0. 016 +0,373 %0, 286 +0.3%4
2.5 mg/k N 10 10 i) 10 10 10
g/ke Mean 8.6 1.809% 1. 061 0.870 1.517 0.831
3.1, +2.2 +0.417 +0.013 +90. 461 +0.413 J_r0.353
Female Conirol N 10 10 10 10 10 10
Mean 8.9 1.325 1. 046 0,727 [.836 1,043
S.D. +5.0 +0. 352 +0.013 +0.425 +0. 548 +0. 505
0.5 mg/kg N 10 10 10 10 10 10
Mean 12.6 1. 200 1. 042 0,730 1,753 1.019
S.D, +1.3 £0.500 0. 017 £0. 251 =0, 226 0. 263
2.5 ng/kg X 10 10 10 10 10 10
Mean 14.7 1.043 1.037 0.722 i.780 1.077
3.D. +8.7 +0.432 +0.018 40, 309 +{, 393 +0. 346
12,5 mg/ N 9 ] g 9 g 9
ke Mear 19. 0# 0. 8404 1.030 0.999 2,187 1.315
S.D. 4.0 +0.219 +0, 008 +0. 256 £0.418 +0.308

$: PS0.05, #%: 2<0.01 (significanily different from conirel).
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Table & - continued

Urinary findings -

)

Study No.P030097

Male, Female, 52w

Group Number Color pH Protein Glucose
Sex and of

dose animals

PY Y 5.5 6.0 6.5 7.0 7.5 8.0 8.5 + + +H Ht -

Male  Control 10 P P00 13 4 ¢ 3 5 0 0 10

0.1 ng/ke 8 0 8 00 0 L & 0 2 5 1 0 0 g

0.5 ng/ke 10 0 10 2 2 3 01 20 t 3 3 2 1 10

2.5 mg/ke 10 0 10 ] 2 0 1 1 4 2 | 5 3 1 0 1
Pemale Conirol 10 ¢ 10 2 0 ] 0 1 3 4 2 2 0 ] 0 10

0.5 mg/kg 10 { g { i 1 1 1 4 { 1 3 Q ] 0 10

2.5 mg/kg . 10 3 7 2 0 3 1 1 2 l 1 3 1 0 0 10

12.5 me/ke § 2 ) 1 3 1 1 2 0 4 2 0 0 i g

Not significantly different from conirol,

Abbreviaiion: PY, pale vellow; Y, vellow; YB, yellowish brown; B, brown.

Grade sign: -, none; %, trace; +, slight; +t, moderaie; +H, severe; +++4, very severe.
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. Study No.P030097
Table 6 - continued Urinary findings

Male, Female, 52w

Group Number Ketone hody Bilirubin Ozeult blood Urobilinogen
Sex and of (mg/dL

dose animals -

- - - H o H ¢

Male Control 10 10 i 9 1 0 10-

0.1 mg/kg 8 8 8 7 0 { 8

0.5 mg/kg 10 10 10 g 0 1 10

2.5 mg/ke 10 10 10 10 0 0 10
Female Conlrol 10 10 10 10 0 ] 10

0.5 me/ke 10 10 10 10 0 Q 10

9.5 mg/kg 10 10 10 w00 10

12,5 ng/ke g 9 g ] 0 0 9

Not significantly dilferent from control. :
Grade sign: -, none; X, {race; +, slighi; ++, moderate; ++, severe; +H+, very severe.
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Table 6 - cenfinued Urinary [indings
Male, Femaie, 52w

)

Study No.P030097

Group Number Urinary sediment
Sex and of -
dose animals Epithelial cells Erythrocytes Leukocytes Casts Crystals
- - -t - -+ Ht
¥ale Control 10 10 10 0 9 1 10 10 0 0
0.1 mg/ke 8 8 8§ 0 (A g 70 |
0.5 me/ke 10 10 9 1 9 .1 10 g i 0
2.5 mg/ke 1] . 10 10 0 i0 0 10 9 1 ]
Female Control 10 108 10 0 10 0 10 g9 1 0
0.5 mg/ke 10 , 10 . ' 10 ] 10 0 10 8 2 0
2.5 me/ke 10 10 00 00 10 0 0 0
(2.5 ng/ke 9 9 9 0 g 0 9 9 0 0

Not significantily dlfferent from control.
Grade signs are as follov

Casts : = none: {, = 1/ 1l f
Crysials - {10/Held: +, lo/fleld and € 20/Field; ++, 20/field

Epithelial cells - < 3/field; + 3/field = and < 10/1ield; +, 10/field < and ¢ 20/field: ++4, = 20/field.
Brythrocytes : -, 10/f1e1d 10/f1eld < and < 30/field: +, 30/Tield < and < 100/[ield; +++ cound less.
Leukocyies 1 -, < 3/field; 3/f:eld “and ¢ 20/field; H, 20/f1eld < and < 40/1ield; +H, = 40/tield.

< and

< 30/iield; ++t, couniless.



Study No.P030097

Platelets
(10+ /L)

Reticnlocyte
(104 /uL)

NCHC

(g/dL)

NCH

(r@

MCY

® (fL}

(g/dL)

Levkocyies Ervihrecyles Hemeglobin Hemalocrid
(102 /pl)

(103 /ul)

Hemaiological findings
Male,Female, 13w

" Group
dose
Control
0.1 ngfkg

Table 1
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12.5 mg/kg

£ PL0.05, #%: PC0.01 (signilicanily different Irom conirel).
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Study No.P030097

Table 7 - continued Hematological findings
Male,Female, 13w

Group BT APTT
Sex and
dose (sec) (sec)
Nale Conirol N 10 . 10
Mean 15.2 24,6
S.D. *2.7 +1.9
0.1 me/k N 10 10
¥ig Mean 149 24.1
S.D. =j.1 x1.9
0.5 mg/ke N 10 10
Mean 15.1 23.0
S.D. +1.,5 1.5
2.5 me/ke N g 9
Mean 14.3 23.5
5.0, +1.4 +3.1
Female Coniral ' N 10 10
Mean 11.7 19.2
5.0, +40.% 1.5
0.5 ng/ks N {0 10
Mean [1.7 19.7
S.D. +0.23 +0.9
2.5 mg/ke N 10 ‘10
Mean 11,7 19.0
3.0, +0.3 1.6
2.5 mg/keg N 10 10
Mean i1.8 18.12
S.0. +0.4 *1.5

¥oi significanily different f{rom conirel.
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e Study No, PO30097
Table 7 - continued Hematological findings
- Male,Female, 3w

Grgup Diifereniial leukocyte count
Sex an
dose Bosinophils Neuirophils Lymphocyles Basophils Monocytes Large unstained ce}}s
, (02 /uly Q02 /ul) (102 /pl) {102 /ul) (102 /uD) (102 /L)
Male Control N 10 10 10 10 10 10
Mean .2 16.2 58.7 0.1 1.7 0.3
3.0, +0.6 +6.1 +14.3 0.1 +0.5 0.1
0.1 mg/ke N 10 10 10 10 10 10
Mean 1.4 16.8 65. 5 0.2 1.8 0.5
S.D. +0.4 +9.8 +23.5 £0.1 £0.7 +0,4
0.5 rg/ke N 19 10 10 10 10 i
& Mean 1.3 13.8 72,9 0.2 2.0 0.7%
S.D. +0.7 +5.1 £21.7 +0,1 1.0 +0.3
2.5 ng/ke N g 9 g g 0 9
e/ Mean 1.1 14,4 81.1 0.2 2.2 0.7
S.D. - +0.4 +5.5 +19.9 +0.1 +0.7 +0.5
Female Control N 10 10 10 10 10 10
Mean 0.9 7.1 40. 1 0.1 0.8 0.4
S.D. +0.4 +2.7 +8.9 +0.1 +0.3 +0.2
0.5m ‘ N 10 1 . 10 10 10 10
g/ke Mean 0.8 6.3 34.9 0.1 0.7 0.3
S.D. £0.5 £1.6 +8.5 +0.1 +0.3 +0.1
2.5 mg/ke N 10 10 T 10 10 10
Mean 0.8 8.3 39. 4 0.1 0.6 .4
S.D. +0.3 +3.8 +8.7 0.0 +0,2 +0.2
12,5 mg/keg ¥ -1 10 10 10 10 10
Mean 0.9 6.2 43.5 0.1 0.8 0.3
5.D. +0.3 +2.2 +15.2 +0.1 +0.4 +0.2

$: P<0.05 (significantly differeni from conirol).
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Hematological findings

Male,Female, 52w

Table $

MCHC Reticulocyte

MCH
{0g)

MY
(tL)

Leukocyles Bryihrocyies Hemoglobin Hematoerit
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32 PC0.05, #4¢ P0.0L (signilicantly different-from control).
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Table 8 - continued Hematological findings

Male, Female, 52w )
Group PT APTT
Sex and
dose (sec) (sec)
Hale Control N 10 10
Hean 13.9 21.5
S.D. +1.0 *.5
0.1 ng/k N B 3
s/ke Mean 13.8 20.8
5.1, +1.0 +2.7
0.5 mg/ke i 10 1
Mean 14,5 21.2
S.D. +1.9 +2.6
2.5 mg/ke N 10 10
Mean 21, B4 29,5
S8.D. +9,0 +9.3
Female TConirol N 10 1
Mean 12.3 18.4
S.D. +0.8 +0.9
0.5 mg/kg N 10 10
Mean 12.9 18.5
S.D. +0.7 +0.9
2.5 mg/k b 10 10
i Mean 12.5 17.7
S.D. +0.5 t1.4
12,5 ng/k N g g
nese Hean 12.1 1.1
S.D. +0. +1.2

$x; P0.01 (significantly differeni from conirel).
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Table 8§ ~ coniinued Hematological findings

Male,Female, 5éw
Group Differential leukocyte counl
Sex and -
-dose Bosinephils Neuirophils Lymphocyles Basophils Momocyles Large unsiained cells
(102 /ul) (102 /pl) (0% /uly (102 /L) (102 /pl) C (102 /el
Male Control N 10 10 10 10 10 10
Mean 1.2 26.2 47,8 0.1 3.0 1.5
S.D. +0.3 +9.9 +=11.9 +0.0 +0.8 +2.0
0.1 m N -8 8 8 8 8 8
e/ke Mean 1.0 30.8 £6.4 0.1 2.5 1.5
S.D. £0.6 +29.1 +6.5 £0.1 +0.5 +2.4
0.5 me/ke N 19 0 10 10 10 (0
Mean 0.9 18.6 44,3 0.1 2.3 0.1
5.0, +0.3 +7.3 +6.3 £0.0 +0.7 =0.2
2.5 mg/ke N 10 10 10 10 10 10
Mean 1.1 17,6 56,2 0.1 2.9 1.1
S.D. +0.5 +17.5 +17.5 +0.1 +0.8 +0,7
Female Conirol N 10 10 10 10 10 10
- Mean 0.6 10. 1 25.4 0.0 1.4 0.7
3.0, +0.2 +8.0 £8.2 0,0 +0.8 +0.3
0.5 mg/kg N 10 3] 10 10 10 10
Mean 0.7 11,0 23.3 0.0 1.6 0.6
S.D. +0.2 4.0 +7.2 0.0 *0.5 =0.3
2.5 mg/kg N 10 10 10 10 10 10
Mean 0.9 £2.1 24,6 0.0 1.6 0.6
3.0, 10,4 6.1 +8.2 0.0 0.6 +0.8
12.% mg/ke N 9 9 9 g 9 9
Mean 0.8 9.2 24.8 0.0 1.b 0.5
S.D. +0.2 +1.5 +6.3 0.0 +0.5 +0.2

¥ot significantiy different [rom conirol.
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Biochemical findings
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$1 PC0.05, #+: PL0.01 (significantly different from conirel).
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Table 9 - continued Biochemical findings _
Male,Female, 13w

G\:g\m T.Bilirebin AST ALT ALD T.Cholesterol Triglycerides Phospholipids  Glucose
Sex an
dose _ (mg/dL) {15/ {1u/1) {1V/1) (mg/dL) (ng/dL) (ng/dL) (mg/dL)
Mal Conlrol N i} 10 10 10 10 10 10 10
e Mean 0.0 30 35 (54 68 i3 119 121
S.D. +0.0 +122 =19 . +123 +12 +21 +21 +9
0.1 mg/ke i 10 10 10 10 10 10 10 10
¥ean 0.0 118 47 AL 64 43 114 120
S.D. +0,0 +46 +58 *57 +12 +18 +23 +7
0.5 mg/kg N 10 10 10 10 10 10 i 10
Mean 0.0 33 23 373%x 59 a8 125 154#%
s.D. 0.0 +14 +4 +60 *13 +25 +327 413
2.5 mglke i) 9 9 9 9 9 g 9 9
Mean 0.0 94 32 519%% 58 65 131 1513%
3.D. 0.0 +16 +§ +115 9 . *19 16 +9
Female Control N 10 10 10 10 10 10 10 10
Mean 0.1 5 20 99 75 29 150 119
S.D. +0.1 +20 +7 x30 £12 20 £2] +13
0.5 mg/ke N 10 10 10 10 10 10 10 10
Mean 0. 0% 69 18 107 18 24 155 17
S.D. 0.0 +38 +6 x5 +10 +§ 15 +10
2.5 ng/ke N 10 )] 10 10 19 10 16 19
Mean 0.0 11 17 101 72 23 147 118
5.D. %0.0 +14 +2 +31 +12 +10 23 *15
12.5 me/kg i 1] 10 10 10 10 10 10 10
Mean 0.0 68 13 136 33 35 169 130
S.D. *0.0 *10 +2 +381 7 +13 +16 10

#: PED.05, #%: PL0.01 (significantly different from control).





