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Teble § - continued

Uringy flndings

)

Study No.P030097 -

- Male,Penale, 3w _ o
Group Number - - Ketone body ‘Bilirubin Occult blood = Urobilinogen

Sex and of S S (mg/dL§

dose gnimals - : —
, S - - - M q
Male -~ Conirol 10 0 10 00 10
| 0.1 mg/ke 0 10 10 00 10
0.5 mg/kg 10 S 0 w00 10
2.5 ng/ke 9 9 9 3 9
Remsle - Control 10 10 10 0 90 {0
0.5 me/kg 10 10 10 w0 10
25melkg 10 10 0 00 10

12,5 mg/ke 10 10 10 10. 0 10

Not significantly different from control.
Grade sign: -, none; =, irace; t, slight;

++, méderate; +44, severe.
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Table § - continued - Urinary findings o . , ' - _
. - . Male,Pemsle, 13w , ' '
Group Number Urinary sediment
Sex -and of : . :
‘ dose " animals Bpithelial cells Erythrocyies Leukocytes Casts Crysials
' - ‘ - 4 - 4 - SR S T e
Nale  Control 10 10 IV w9 10 7 0 2 1
0.1 ng/kg 10 . 0 U 0 10 B T R
0.5 mg/kg 10 BT BT I 10 501 0 3
%5mg/kg 9 B 81 9 9 8 0 1 g
Female Confrol 0 - 0 w0 00 g 00 0
0,5 mg/kg (I 10 00 10 0 10 10 0 0 0
2.5 ng/kg 10 T iE 0 9 10 0 10 00 0 9
125 me/ke 10 N 0 0 10 0 0 0

‘Not significantly different from conirol.
rade signs are-as follows.

Epithelia] cells: =, ¢ 3/field: +, Yfield S and < 10/field; ++, 10/11eld < and < 20/field; +H+, = 20/field.
Erythrocytes . : -, ¢ 10/1ieid: %, 10/f1eld < and < 30/fleld; 4, 30/tield = and < 100/field: +++, countless.
Leukocytes o S d/tield; +, 3/ffeld < and < 90/field: H, 20/field S and < 40/(ield: +H4, 2 40/field.
Casts D= mone; 4, 2 1/al] field.

Crystals omy CL0/Mield; 4, 10/field S and ¢ 9

O/field; +, 20/ield < and < 30/tield; ++, countless.
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Cl

(aBo/2hr)  (aBa/2480)

Na
(nBq/24hr)

(0sm/kg)

Urine volume Osmotic pressure Specific gravily
(mL/24hr)

Urinary Ijndings
Male, Remale, 52w
Group

and
dose

" Table 6
" Sex

°>D U
Y
o

esen
—

Control-

Malé

b4
(Y-l

oo

"

;
1,378
0. 270

8
- 0.546

0,299

(-3
w3 —

cO— S

H

o
e
00—

e

0.1 mg/ke

N

12.5 ng/kg

2.5 mg/kg
0.5 mg/ke

0.5 mg/kg

Control

0.5 mg/kg

Female
4 140,05, s+ P<0.01 (significantly different from control).
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Table 6 - continued

‘Urinary findings -

)

Study No.P030097

Male,Female, 52 .

Group Nugber ~ Color pH Protein Glucose
Sex and of :

dose aninals _

o : Y 6.5 6.0 65 7.0 1.5 8.0 85 R T R
Wale  Control 10 13 A 2 0 3 5 0 0 10

0.1 ng/ke g 08 L L T T S S S g

0.5 mg/kg 10 0 10 A N S o1 331 10

1.5 ne/ke 10 L L L L T N R S ST T 10
‘Female  Control w0 w2 0 0 0 1 3 g 52 2 0 0 o 10

0.5 me/ke 1 R S R B L6 1 3 0 o o 10

250g/ke 10 O L T T S 10

2.5 mekg 9 A e 34 2 0 0 0 9

Not significantly different from control, N
Abbreviation: PY, pale vellov; Y, yellow: YB, vellowish brown: B, brown,
Grade sign: -, none; £, trace; +, slighl; ++, moderate; tH, severe; t+t, very severe
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Table. 6 - éontinued

- Urinary findings

J

Study No.P030097

Nale, Female, 52w _ _
Group Nugber Ketone body:  Bilirubin Oceult blood Urobili
e ang of | l ! cult Moo iy
dose animals - : _ . -
| - - - - H R
Nale  Control. 0 10 10 9 1 0 0.
0.1 mg/kg 8 8 g 70 8
0.5 ng/ke 10 0 10 9 0 1. 10
2.5 ne/ke 10 10 10 00 0 10
Pemale . Control 10 10 10 00 0 10
0.5 og/ke 10 10 10 0 0 0 (0
05 me/ke 10 10 10 00 9 10
l2.5mg/kg -9 - 9 9 9 0 0. 9

Not significantly different from contral.

Grade sign: -, nome; x, frace; +, slight; ++, moderate; ++4, severe: +4+, very severe.
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_——1uble 6 - continued

s v“

'--Urmar {indings
, Male.FZmale Slzlvgr

)

Study No. P030097

0/tield; ++, 20/fleld &

- Gfoup Number , Urinary sediment
Sex - and of - :
dose animals Bpithelial cells Erythrocytes Leukocytes Casts Crystals
- - - ¢ - - b
Male Control 10. 10 10 9 ) 10 10 0 0
0.1 mg/kg g 8 8 T 3 T 0 )
0.5 mg/ke 10 10 9 9 1 10 9 1 0
Cnfmkg 10 10 00 10 9 10
- PFemele  Control - 10 10 10 100 10 3§ 1.0
0.5 ng/kg 10 U 10 00 10 8 1 0
bmeke 10 10 10 0 g (0 w0 0
12,5 mg/kg 9 g 9 9 0 g 8 0. 0
Not significanily different trom control.
Grade signs are as follovs.
-gm{gella{ celis: -, g %}}el?d ++ 3/1 éé ie dld++@+w/(§}%ld dSsand § %O{é(l}%d +++ h(a 20/1‘{4}31(1
T rocytes i 18 , jel countliess.,
Iéegitmcytis ERYhity 1 it C/Tel8; b, a0/hel§ & e So/toayfo 4, coumtes
asts L
Crysials - 2 IO/Held ¢ <

and < 30/1ield: +++, countless
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Platelets

10+ /ul)

Reticulocyte
(104 /uD)

MCHC

(g/dL)

MCH
(o)

NCY
(1)

®)

(g/dL)

(104 /ul)

Henatological [indings

Male, Female, 13w ¢
Leukocytes Erythrocytes Hemoglobin Hematocrit
(10 /ul)

" Group
.and
dose

Table 1
Sex

- - >

~Hea o~ca oo w0 — —_— <+ oo <o
O~ Doged o oo | odad oSE ot

oo oo o oo caca oo W~ = Y= S o0~

e o~ e t—i o w0 om
=y =y —eq PP =Py —eey —edy

e cows —ip —~— —— — —in
OO oS oD o |otsS oS oods

. - ” .
2 —— OO =3

—TH OTTH TTH. TCH|TTH Tl T

: >
ORr=- . OOD DR HE-CA | CO0000 DM O am
— D N - — GG e Oy — LD VD —CT> P — D
H °H >H ©H =+ = H -H
I 3 LD 6O &~ o D LD
= H T H 7 H H{—™ H — H — H
= . = = = = .
(Y a . RS . 5y P 33
= =2 = =171 = = =

= = & 2 >4
S B B = S E »
P - . 8 [ =
o . (=) .
Q (= o o3 (&3 o 3
o
@ =
— a
o3 D

83
114

12.5 mg/kg

'tz P<0. 05, #3: PLO. 01 (sign}fican!ly different from control).
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Table 7 - continued. Hematological {indings : - Study No. 030087
, Male, Pemale, 13w - '
Croup ) APTT
Sex and , ,
dose (sec) (sec) -
Male  Control N 10, 10
. Mean 15.2 24,6
S, D. 2.7 1.9
0.1 mg/k N 10 10
. w/ke Mean 14,9 24,1
S.D. =1.1 +1.9
0.5 mg/kg N 10 10
v Mean 15,1 23.0
.. _ S.D. 1.6 . %15
2.9 mg/kg - N 9 g
4 , Mean 143 8.5
3.0, +1.4 £3.1
Female Control . N 10 10
- Mean 1.7 19,2
S.D. 30,5 ‘+1,5
0.5 ng/ke N 10 10
: Mean 117 19,17
$.D. +0.3 +0.9
2.5 ng/k N 1 10
. ek " Mean 117 S 19.0
s.D. +0,3 +1.6
‘0.5 mg/ke N 10 10
- Mean .8 192
- $.D. +0.4  £15

Not significantly different from con"trol.
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" Table 7 - continued

'-Hematologicalbf

Male, Female, 13v

lndihgs

)

_ Study No.P030097

. G;gup Differential leukocyte count
8X ang - - - - -
dose Bosinophils Neutrophils Lymphocyles Basophils  Monocytes 'Large.unstained.ce}ls
. (102 /ul) (102 /ul) (102 /ul) (102 /ul) (102 /uL) 102 /uL)
Male  Comtrol N 10 10 10. 10 10 10
Mean 1 16.2 58.1 0.1 1,7 0.3
8. D, +0, 6 £6. | £14.3 +0, 1 £0.5 0.1
0.1 ng/kg N 10 10 010 10 )
Mean 1.4 16. 8 65.5 0.2 1§ 0.5
| 8.D. 0.4 +9.8 £93.5 0.1 0.7 +0.4
0.5 mg/ki N 10 10 10 10 10 10
u/ke Mean L3 3.8 IR Y 2.0 - 0,74
_ : S.D. £0,7 "+5,1 30,1 +0.1 E10 +0.3
2.5 ng/ke N g 9 9 g 9 9
Mean 1.1 14.4 81,4 0.2 2.2 0.7
SD. £0.4 +5.5 *19.9 £0,1 £0.7 £0.5
Pemale Control N 10 10 10 10 19 0
Mean 0.9 7.1 40. 1 0.1 0.8 0.4
S.D. +0.4 +2.1 £9.5 £0.1 +0,3 10,2
05 N 10 10, 10 10 - (R
. &/kg 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 m N 10 10 10 10 10 10
s/ke Mean 0.8 8.3 39,4 0.1 0.6 0.4
, S.D. +0,3 +3.3 +8.7 0.0 +0. 2 0.2
2,5 ng/ N S0 10 10 (0 10 10
1 .g/kg Mean 0.9 6. 2. 43.5 0.1 0.8 0.3
D, +0.3 2.9 £15.9 £0,1 0.4 £0.2

#:- P£0,05 (signiffgaﬁtly differéul from.controt).
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‘o
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T eert
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O o3
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—— Q)
(=g <9

-~ a

,me
D B
m=

o0
@
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o

[

Reticulocyte:

Leukoeytes Erylhrocytes Hemoglobin Hematocril

Platelets
(104 /ul)

—~
-3
3
~
L
—_
~r
g 2
(53
23
N
=
el
<
= <
S

®)

(e/dL)

(103 /ul)

Group -
and
dose

Sex

(10¢ /L)

Control

Male

8.22
t145

+3.48

Mean

0.1 ng/kg

0.5 mg/ke

2.5 mg/kg

. Control

Female

86

0.5 ng/ke

117

2,5 ng/kg

12,5 mg/ke

41 BCQ.08, 4 BCO.01 Gsigniflcantly different  fron control).
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Table 8'-'cont;inu‘ed Hematological fi‘ndings' ,

J

© Study No.P030097

Male, Female, 52v-
Group - o APTT
o Sex and
o dose : (sec) - (see)
Male  Control N 10 10
. Hean . 13,8 2.5
S.D. +1.0 +1.5
0.1 mg/k N. '8 §
vk Mean 13.8 . 20.9
" 8D, 1.0 £2.7
0.5 mg/k N 10 o1
Wk Mean 14.5 21,2
S.D. £1.9 £2§
2.5 mg/kg N 10 - 10
v . Mean 21,842 29,5
o ‘ . 8D +9.0 +9.3
" Female Conirol N 0 1
: Hean 12.3 18.4
| $.D. 0.8 2009
0.5 mg/k N 10 10
- be Hean 129 18.5
o S.D. +0.7 +0.9
2.5 mg/k N 10 10
ug/ke * Mean 12.5 . 1.7
| - $.D. £0.5 0 £14
12.5 ng/kg N 9 g
o Mean 1l 1.7
' SD 0. £

s P0.01 (stgnilicantly dilferent from control).
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'Hematoloéica)»findings

Table 8§ - continded

Male,Female

8w

Monocytes Large unstained cells

Basaphils
(102 /ul)

Differential leukocyte count

m.“ (5]
223
< o
¢
H
[

Bosinophils Neuirophils Lymphocytes”

- (102 /L)

(102 /ul)

(102 /uly

(102 /ul)

(102 /ul)

Male

 wme
.

D e

[~X =)
oo
=

—
osSo

o
=
—

[ =21
===

—eay

Control

w~

0.1 mg/kg

Land = ]
. . .
SO

0.5 mg/kg

e~
O

T OO

ocio

[=1=1-%
=

2.5 mg/kg

—c
oo
—

. Control

Pemale

@
oS
piaet

Lr-3¥-9

oo

OO
oo
=

I r T
S~

12+—

D

L D

==

0.5 mg/ke

119

€L
ocs
=

W e

O

OO
ocsos
=

O
00

=

—_—
TR

—H

2.5 ng/ke

uIC

TR
THCDO.

O
»—S

O )

=1

o0 ey
o ~f e

[ L= o)

DI | .

12.5 mg/kg

Not significantly different from control.
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2

oS
=2
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300
OSAUA

-H
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oo
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00—

Control

© Male -

=3 1-)

Ot

[ X7 =]
oS
=

o>
oFS

——H

00O

 owes

f=2 - =4
(=g ol o

0.1 mg/ke

© 0.5 ng/ke

2.5 ng/kg

Female

OO
Ol

HNOO

]
=

OO

—H

woo
owua

Conirol

89

OO
oFea

a2 —]
St
—

~h 2
i~

w3

[=21 ol
Sca—

TTH

‘p~cu

.
Do O

0.5 mg/kg

120

2.5 mg/kg

c—ca

=

>
O~
=

——
+ .
O —

——H

O >
QU

12,5 mg/kg

£ BC0.05, #4: P<0.01 (significantly different from control).
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Glucose

{ug/dL)

(mg/dL)

(ng/dL)

T,Cholesterol Triglycerides Phospholipids
(mg/dL)

{1U/1)

- ALP

(/1)

AT

AST
(1/n

(ng/dl)

gs .
_T. Bil irubi»n

rBiochemical findin
“Male, Female, 13w

Group:
dose

Table. 9 - continued

Sex

4 e
- et > .

OMN— DL OO A=W | OO DOLOUD DD OD D

<00 O~ O HOOO ' § COLOS o0 oo Qe
H H H H H H

Rl
34
O DW= DM DML | DI
—r> Y ——— LD —— > ——t Y — Do —_—D oD — VD OO
H
OO Or=00 MM NI | OO~ D00 OO0 oo

ODHOO DI~~~ OO

+ —H H -H +H -+ H
> ) -
=< = -

- H — -H T H H +H H H H
= . . . £ . o= . =, e . £ . = .
Y Q. . @ . o o . Q. @ . O .
=2 =w = =) = = = =

o op on [ =

o W y y o &b Iy &

o =1 = ol = =]

-~ - w>

= — (¥ (Y] = [T=} [¥~3

S . S . o3

< =3 =3 o3 1 =3 o3 —

@

5] Ll

— t=]

3 @

= fx.

90
121

# B<0.05, #+: PC0.01 (significantly different from control).
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ngs

L.
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——
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L3 o
= v
ot
[-=}_2
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=
o
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=
<
(>
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<n
®
<2
. .
[ =%

Cl

K
@Rol)  @ByD)

Na
(mBq/L)

(ng/dL)

Ca-

P
(ng/dL)

BUN
(ng/dL)

Group
and
dose

Sex

Creatinine
,mQ@U

S
. . -
U ~—t

—

o

© ———

oS
=

oo

.COntrql

Male'

[ p—

. -
T

=3
—=H

LD v
o e

oS
=

o
T

o> D
oo

-~ oD
oo

=
oS
—

oot~

- -
T vt e

Mean

0.1 mg/kg'

0.5 ng/kg

2.5 ng/kg

- oo

1 ows

=SH

g
D=

oS
=

=H

Control

Female

9

e ey -

00—
—

-+
——

oo
<

0.5 ng/kg .

122

[Vl o
=2
=H

i)
D v

(=T
=

owes

3.5 mg/ke

oHed

o0~
—
=H

125 mg/kg

§ r(o.os, t#: PC0.01 (significantly different {rom control).
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“
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e—e
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e 04D
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RS —t
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L eme B2
5
x.
=3 .
.5
S
——— 3
M=
L=
—
L5 )
=
«
—

Albumin
®

®) &)

@z ~Globulin B-Globulin -Globulin
%)

a1 ~Globulin
%)

T.Protein A/G ratio
(g/dLy .

Group
and
dose

Sex

Lol

oo

T—en
Dl
—

I
=Y

B oL
oS
P

L Lo )
== 1N

Conirol

Male

©O tr— —+

o300
oD oG —

-— D
L=l ]

o0 .

> 2
o O

0.1 ng/kg

s
[T 171
15.:

0.5 mg/kg

2.5 ng/ke

‘Female‘

Control

92

WL -

ocaca
=S

—

o
=T )

o

oSS
—

e
Ordﬂil.“

0.5 mg/ke

123

wIT

. o
R —~1oc1 ]

e
S e
—_ .

°> O
Ses—

O

Vo

oo~
S ea—

2.5 mg/kg

LD e

R X)
T e -
HIUD ~—

Lo o

e —

— i

—

(=2 Rl

DN
D v

;meas

wLD

. .
OO

12,5 ng/kg

ki PC0.05, ¥+ P<0.0L (significantly different from control).
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ndings

. Biochemiesl [j
Nale,Pemate, 52

Table .10 - continved

1.Cholesterol Triglycerides Phospholipids

¥

Group

Glucose
(mg/dL)

(mg/dL)

ALP
(1u/L)

e~ 3
2 S
fad
g

[

A =
—
=}

=

—

=g

=

b

oo

s

—

~

| 2]

g
3
P=R=1
o3
>4
Y
23

(mg/dL)

(mg/dL)

(ng/dL)

[ =73 g

oI«

Control

Mare

OO vt
CFS vt

=1

oSS

0.1 ng/kg

0.5 ng/ke

O UD D

(=3 g ¥ =3
D el

o
oSs
—

2.5 mg/ké

Control

Female

93
124

0.5 mg/kg

0.5 mg/kg

L Y e

9
iR

12,5 mg/kg

#: D005, #+: P0.01 (significently different from control).

St
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gs

lochemical [indin
ale,Female, 62w

B
N

" Table 10 - continued

¢l

Ca Na K
@Ba/L) ~ (Bo/L) (mEq/L)

(mg/dL)

1P
(ng/dL)

BUN
(ng/dL)

Group

and
dose
~ Conirol

Sex

Creatinine
- {(mg/dL)

Male

-

=H

~J* e
D —e

oo

;. o=

H

0.1 me/kg

w OO
s

TEH

4.64

10
£0.32

10
146. 5
£0.8

0’.5 mg/kg

2.5 mg/kg

o3eD
OMU,....L
—ZH

~F o~
ooy

oo
=

Sy —

Control

Female

94

oD
orsed
)

=+H

0.5 mg/kg

125

. 2.5 ng/ke

= —

(=2 X213
= )

- TEN

L hand
D

DRSS

e
DD v

T

- 12.5 mgfig

$: PC0.05, #+: PA0.0L (significantly different from control).
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S o | - - o © Study No.2030087
“Table {1 Necrogsy findings - C ‘ , oo '
Male, Female, (3w - o :
' Sex R _ ' Male , o Female.
Group and dose ~Control 0.1 mgkg 0.5mg/kg 2.5 me/kg  Comtrol 0.5 mg/kg 2.5 mg/kg 12,5 ng/kg
Organs and findings Number of ahfmajs. 10 10 10 9 10 [/ 10 30
Difgstive systen " o
~ Liver . ' : ’
Enlargement ‘ ‘ L 9 0. 5¢ 0 0 0 1
Hematopoietic sysien , '
Thymus _ '
‘Coloration, dark red . 0 0 0 0 1 0 0. 0
Urinary sysiem
Kidney. ,
Pit : 1 0 0 0 0. 0 0 0
Dilatation,pelvic cavily 0 0 0 0 0 1 0 0
Mass,llght'gray » 0 0 0 0 1 0 0 0
Integumentary system .
Infegument - - :
0ss, hair : _ 0 o0 0 0 0 0 0 !
$: P<0.05 (significantly different from control), °

No appreciable changes in all other organs and tissues. .
One male in the 2.5 mg/kg group died.



LZT

96

. ) N ' :
D . L . ) 3 o ‘ :)'
o | , " ) o Study No.P030097
Table 19 Necrogsy findings ! '
e Male, Female, 52w , B ,
Sex ' ‘  Male Pemale
- Group and dose Control 0.1 mg/kg 0.5 me/ke 2.5 mg/kg  Conirol 0.5 mg/kg 2.5 mg/kg 12.5 ng/kg
. | | . s ’
Organs and findings Number of apimals- 10 - g 10 10 10 0 10 9
Digestive system ’ | '
Liver
Hacule, light gray 0 0 0 2 0 0 0 {
Hacule, dark red 0 0 0 ] 0 0 o1 0
Discoloration 2 0 0 0 0 0 0 0
Bnlargement 0 0 T4 (12 0 0 0 o
Hernis, diaphragmaiic 0 0 0 0 [ 0 0 1
Respiratory system
Lung
Spot, white 1 0 0 4 L 0 0 0
Coloration, dark red 0 0 0 1 0 0 0 0
Hematopoletic systenm
Thymus . .
Smal] 10 8 10 9 8 8 10 9
Popliteal lymph node
Bnlargement : ‘ ! 0 | 1 0 0 0 0
Spleen ‘ ' :
Macule, light gray ' _ l | 0 0 0 -0 0 0
Cardiovascular systen
Heart ' ) ‘ ‘
Coloration, light gray I 0 | ! 0 0 0 0
Urinary system
Kidney : :
1381 | 0 0 ! 0 0 0 0 0
Genita} sysiem : :
Testis NA NA NA NA
. Smal] 0 0 0 1 :
Bpididymis ' NA " NA NA NA
Smail 0 0 ] i : o : _
Prosiate _ ‘ NA NA NA NA
Spot, dark red ‘ 0 0 0 ] -
Ovar nlargement : NA NA NA NA 0 0 ) 0
tlargenen ‘ : . : ‘
Dilatgtion.ovarian bursa 0 0 0 l
Cyst Co 2 3 1 2

¥ 20,05, 48 g§0.01 (slgnificantly different from control).

NA: not applicable, : ,
No appreciable chanfes in all other organs ang tissues, .
Two males in the 0.1 mg/kg group and one female in the 12.5 mg/kg group died.
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. Table 12 - continued:

Necrops Iiudln S
ale gegale,nwg

)

Study No.P030097

: Sex -
Group and-dose

Organs and findings .~ Number of animals

Hale -

Female

~Control

0.1 ng/kg

0.5 ng/kg

2f5 mg/kg

Control

0.5 mg/kg 2.5 mg/kg 12.5 mg/ke.

10

8

10

10

10

10

10

<9

Genital system
Uterus
Polyp, endometrium
Mammary gland
Retention,milk

Endocrine sysiem
Pituitary :
Spot, dark red
Enlargement
Nodule, light gray
Thyroid
Defect left
Enlargement right
Adrenal
Spot, brown
Enlargement

Integumentary system-
Inlegunent
dule cutis, vhite
Nodule, subcutis wiite
Mass, suhcutls,lxght grav

Others
thremit¥
Swelling, hindlimb
Corn, hindlimd

NA
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Not significantly different from control
A not applicable.

No appreciable chan%es in all other organs and tissues.

Tvo males in the 0

mg/kg group and one- female in the 12 5 mg/kg group died.
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. (2/100 gB.¥.)

Beart
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(0g/100 gB.¥.)

Thyroids

(ng)

(mg/100 gB.W.)

Pituitary

(ng)

(g/100 gB.W.)

Brain

®

Final
body weight
(@
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Orfaniwei his -
Male,

Croup
dose
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P<0.Dlg}significantly different from control).
2.5 ng/kg group died

i
male in the 2,

b4

<0, 05

t:
One.
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Table 13‘-'continued

. Organ weighis
’ Mafe,Fema%g,ISW
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- 0.36
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L5 mg/kg

12.5 mg/ke

101 (significantlv~differegt from control).

male in the 2.5 mg/kg group died.
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