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Table 4. -continued Detailed clinical observations and sensory reactivity to stimuli of different types . Exp. No. 9933 (115-212)

Sex : Male
Signs ‘ Dose level * . Administration period (Week) Recovery period (Week)
(mg/kg) - B.G. 1 2 3 4 1 2
HANDL ING OBSERVAT IONS ‘ ,
Muscle tone ; Normal 0. 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
. 500 10 10 10 10 10 5 5
Subnormal temperature Absent 0 10 10 10 10 10 5 5
20 , 5 5 5 5 5 - -
100 5 5 5 5 B - -
500 . 10 10 10 10 10 5 5
Piloerection Absent 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
iy i 500 , 10 10 10 10 10 5 5
ﬁ T Staining hair Absent . 0 10 10 10 10 10 5 5
20 5 b 5 5 5 - -
100 . 5 5 5 5 5 - -
500 10 10 10 10 10 5 5
Unkempt hair Absent A 0 10 10 10 10 10 5 5
, 20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5
Skin color Normal 0 10 10 10 10 10 5 5
: 20 5 5 5 5. 5 - -
100 5 5 5 5 5 - -
- 500 10 10 10 10 10 5 5
Lacrimation Absent 0 10- 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 b

B.G.: Before grouping
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Table 4.  -continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. zo. 9933 (115-212)

Sex : Male
Signs Dose level : Administration period (Week) Recovery period (Week)
. (mg/kg) B.G.~ 1 2 3 4 T 2 _
OBSERVATIONS IN ARENA .
Posture Normal 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 b 5 5 5 5 - -
500 10 10 10 10 10 5 5
Motor activity Normal : 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5
Respiration Normal 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 b 5 5 5 - -
| ' 500 : 10 10 10 10 10 5 5
(1) (=23
= T Lid closure Wide open 0 1010 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 b - -
200 10 10 10 10 10 ) 5
Gait Normal 0 10 10 10 10 10 5 5
20 5 ) 5 5 5 - -
100 5 4 5 5 5 - -
500 10 10 10 10 10 5 5
Indifference immobile . 0 0 0 0 0 0 0 0
20 0 0 0 0 0 - -
100 0 1 0 0 0 - -
500 0 0 0 0 0 0 0
Tremor None 0 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 10 10 10 10 5 5

B.G. : Before grouping
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Table 4. -continued Detailed clinical observations and sensory reactivity to stimuli of different types Exp. No. 9933 (115-212)

Sex : Male

Signs Dose level Administration period (Week) Recovery period (Week)

(mg/kg) - B.G. 1 2 3 4 T 2

SENSOR{MOTOR FUNCTION _
Approach contact No reaction 0
’ 20

100

500

Normal a) 0
20
100
500

Touch response No reaction 0
20 ‘

100

500

Moderate reaction 0
20
100
500

Freezing N&
100
500

Pi ::.m response Normal Mm,
100
500

(=]

w— —
O —-OCO WAIUIO —~O0OOCQ
g ol 1o el ol o

—_
ool Lo ovio |

OO OO IO
|

—
[4)]

B.G. : Before. m_‘czc_zm, .
a) Rat slowly approaches and sniffs at object or turns away -
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Table 4. —continued cnﬁmm_ma clinical observations and sensory reactivity to stimuli of different types

Sex : Female

Exp. No. 9933 (115-212)

Signs

Dose level
(mg/kg)

Administration period (Week)

Recovery period (Week)

B. G. 1 2

3

T

1

2

No. of animals

REMOVAL FROM CAGE

Ease of removal Very easy

Easy

Moderately difficult

Vocalization None

0
20
100
500

0
20
100
500

0
20
100
500

20
100
500

100
500

—
o
—_

10
5
5
8

(3]
O oI O

—

OCARGID mOOO —OOC TGO

ooo1c.n'c->L COOCO N~=NW I

COUIUIO OO —==NN oo

—y

1

—_—

v—
PUICIC OO =000 ~TIoIo.

0
5
5
8

1

—

U OO0 OO IO

—t

0
5
5
8

o o 1o o | (23]

ol ©

(3]

ool lo ol o e

B.G. : Before grouping
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Table 4. —continued Detailed clinical observations and sensory reactivity to stimuli of different types m.xu. No. 9933 (115-212)

Sex ! Female

Signs Dose level . Administration period (Week) Recovery period (Week)
(meg/kg) B.G. 1 2 3 4 1 2
Twitch . None : 0 v 10 10 10 10 10 5 5
20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 9 8 8 8 5 5
Convulsion None 0 10 10 10 10 10 5 5
: : . 20 ‘5 5 5 5 5 - -
100 . 5 5 5 5 5 - -
. 500 10 9 8 8 8 5 5
Stereotypic behavior None 0 10 10 10 10 10 L) 5
. 20 5 5 5 5 5 - -
100 5 5 5 5 5 - -
500 10 9 8 8 8 5 5
@ o Abnormal behavior None 0 0 10 10 10 10 5 5
©o f 20 5 5 5 5 9 - -
100 5 5 5 5 5 - -
500 10 9 8 8 8 5 5
Other Loose stool 0 0 0 0 0 0 0 0
20 0 0 0 0 0 - -
100 0 0 0 0 0 - -
500 0 1 0 0 0 0 0

B.G. : Before grouping
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Exp. No. 9933 (115-212)

Table 5.  Summary of number of defecation
Dose level No. of Administration period {week) Recovery period {(week)
Sex (mg/kg) animals B. G. 1 9 __ 3 7 1 . s
0 10 0.3+£0.7 a 0.4+0.8 0.1£0.3 0.2+0.6 0.0%0.0 0.0£0.0 () 0,0x0.0 (5
Male. 20 5 0.6x£0.9 0.6+0.5 0.0x0.0 0.4+0.9 0.2x+0.4
100 - b 0.6+0.9 0.0+0.0 0.0£0.0 0.2+0.4 0.00.0
500 10 1.0+1.1 0.9+1.5 0.4+1.3 0.5x1.6 0.0%+0.0 1.4+1.9 (5) 0.0x0.0 (5
& 3 0 10 0.1+0.3 0.1x0.3 - 0.040.0 0.0+0.0 0.0x+0.0 0,000 () 0.6%+0.9 (5
> = e e — e SR
Female 20 5 1.01.4 0.2%0.4 0.0£0.0 0.0+0.0 0.0+0.0
100 5  0.0x£0.0 0.0£0.0 0.0£0.0 0.0+0.0 0.2+0.4
500 10 0.3£0.7 0.6£0.9 (9 0.5=x1.1 SVPQHQo 8 0.0x£0.0 (8 0.6x£1.3 (5) 0.0+£0.0 (5
. Before grouping

B. G.
a) Mean =+ S.D. ‘ . .
Values in parentheses are expressed no. of animals examined



Table 6.

Summary of number of pools of urine

Exp. No. 9933(115-212)

Dose level

Sox e ) h”wamﬁw B e : ‘ >Qam:mmﬁ«mwmo: nmﬂmQQMNsmmxv — maom<mq< period ASWmmv
0 10 0.3x£0.5 a) 0.6+0.8 0.2+0.6 0.1%0.3 0.4x0.7 PoHPo (%) 0.0£0.0 (5)
Male 20 5 0.4+0.5 0.0£0.0 0.4%0.9 0.2+0.4 0.2+0.4
100 5 0.2+0.4 0.0%+0.0 0.0+0.0 0.0x+0.0 0.6+0.5
500 10 .PNHP» 0.4+0.8 0.2+0.4 0.2+0.4 0.2+0.4 0.00.0 (5 0.0£0.0 (5
w w 0 10 ~0.5%0.8 0.0x0.0 0.0£0.0 0.0+0.0 ~  0.2%0.4 0.2x0.4 (5) 0.2+0.4 (5
_ | Female 20 5 0.2+0.4 0.2+0.4 PNHPA\\lpoHPO( 0.0£0.0
100 5 0.8+0.8 0.0+0.0 0.0%+0.0 PoHPoyilMMHpo
500 10 0.2x0.6 0.4+0.5 (9 0.4%0.5 (8 0.1%0.4 (8 0.1x0.4 (8 %)

0.0+0.0 (5 0.0x0.0

B.G. : Before grouping

a) Mean &= S.D.

Values in parentheses are expressed no. of animals examined
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Table 8. - Summary of motor mowm<~ﬁ< , Exp. No. 9933 (115-212)

4 week of administration

Dose level No. of Motor activity (counts)
Sex _ _(me/ke) animals 0-10 a) 10-20  20-30 30-40 40-50 50-60  Total (0-60)
0 - 10 176 = 54 b) 147 = wm. 138 + 42 105 = 36 105 =+ 42 91 = 41 760 = 202
20 5 173 = 45 134 =20 12735 117 %21 94 %37 66+ 41 710 = 111
Male
100 5 164 =43 99 £ 57 11144 87 x48 66 x39 42 =50 571 = 203
500 10 155 £ 50 99 & 52 66 £ 43%k 41 £ 284k 17 = 244x 20 x 18+ 397 = 1654«
0 10 128 £28 9341 85x37 69 £31 712  75%2] 520 x 141
, 20 5 126 £ 25 9020 8040 80£30 8047 5819 53 £ 124
Female
100 5 132 £14 8427 93x£30 92x12 82 %40 8 x21 570+ 83
500 8 140 = 31 90 £33 7527 67 £38 48 £33 58 £ 45 478 + 163

a) interval time (minutes)
b) Mean = S.D.
Significantly different from control group #*x: p < 0.01 (Dunnett)



Exp. No. 9933 (115-212)

Table 8. —continued Summary of motor activity
2 week of recovery , . :
Dose level ~ No. of Motor activity (counts)
Sex (mg/ke) animais 0-10 a) 10-20 -~ 20-30 30-40 40-50 _50-60 Total (0-60)
77 = 30 41 = 34 95 + 176

128 £ 46 96 x 47 84 = 34

0 ‘ 5 170 £ 59 b)
Male _
500 5 © 194 x 32 137 = 43 112 £ 36 101 £ 37 90 = 33 55 = 31 689 = 141
: 0 5 118 £ 22 79 = 21 66 = 33 101 £ 22 84 x 24 72 £ 23 520 + 119
Female ]
500 5 127 = 44 106 = 44 82 + 28 79 = 25 73 = 24 64 = 25 529 = 160

a) interval time (minutes)
b) Mean % S.D.

-L118-
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