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Anticonvulsant activity

Table 8 Anticonvulsant activity of ameltolide (i.p.) in MES test

80 .

Dose Pretreated time No. of animals
(mg/kg) (min) No protection Protection

0.50 15 0
30 = 0
—— 0
0.75 1 TAEN 1
. 1
1
1.00 “N|& 5
3 o 2
B 7 1
125 15 == 5
\ 6
4
1.50 115 7
8Qs, o 1 7
2
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Table 9 Anticonvulsant activity of CU-17-06 (i.p.) in MES test

Dose Pretreated time No. of animals
(mg/kg) (min) No protection Protection

50 15 6 2
30 6 2
60 7(dead 2) 1
75 15 ) 2
30 4
60 e 3
100 1 4
5
3
125 a 5
30 / 6
60 4
150 15 = 7
30 = 4
0 5
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Table 10 Anticonvulsant activity of ameltolide (i.p.) in PTZ test

Dose Pretreated time No. of animals
(mg/kg) (min) No protection Protection
3 30 4 0
6 30 4 0
8 30 4 0

Table 11 Anticonvulsant activi

Dose
(mg/kg) Protection
150 0
300 0
600 0
Table 12 Duration of action of ameltol ;ﬁ_,é'wi
Dose
(mgl/kg) Protection
2 3of o e/ 1

3




Table 13 Duration of action of ameltolide in 6 hours

Dose Pretreated time No. of animals
(mg/kg) (min) No protection Protection
6 30 7(dead 2) 1
8 30 5 3
10 30 4 4
12 30 5
Table 14 Duration of action of C .
Dose Pretreate imals
(mgr/kg) (mln) Protection
150 . 3
300 3 L 4
450 30 T 5
600 30 % 6

Table 15 Duration of acti

Dose Pretreatéd time No. of animals
(mg/kg) EI,‘N f‘ “-.?rotection
300 Jifrrte ,
450 ] N .
600 "% | 3 fHﬂEl |”fﬁ_&b
4
800 30 1 7




Toxicity

Table 16 Acute toxicity (lethality) of ameltolide and CU-17-06 within 72 hours

Substance Dose No. Of animals
(Mg/kq) Dead Survival
ameltolide 60 3 5
65 3
70 2
CU-17-06 60 === 8
808 - 8
17000 l 8
Table 17 Neurotoxicity of amelto
Substance Dose
(Mg/kg) | Inabléto Mkt Able to maintaining on rotating
ameltolide 6 6
8 5
10 4
12 6 2
CU-17-06 41? Q a LY Laka q6
HHYIRERTNEINT;
450 5 f 30/
" A OIS S DI
iﬁ_oolﬁlﬁilitldﬂ:llil g Vi) TeNi
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Effect of ameltolide and CU-17-06 on the release of cortical amino acid

neurotransmitters

Table 18 Total amount of aspartate within 180 min after injection

Group Count The mean Standard Standard error
Deviation Of the mean
NSS 100. 33.21 14.85
PEG 400 25.68
CU-17-06 (77.62) 11.72
CU-17-06 (155.24) 19.50
Ameltolide (1.08) 18.51

Ameltolide (2.16) ‘,///J = A ‘ 10.12

Table 19 Total amount of glutamate witRiz=4£80
e,

L

CoUmt = G ———teRE05e = Standard error
: Of the mean

NSS 8.40

PEG 400 11.41

CU-17-06 (77.62) ﬁ 14.24

CU-17-06 (155.24) 5 93.08 £8.51 Q1811
Ameltolide (1. mw 4 i 3

Ameltolide (2.16)1 - 5 - 66.15 45.82 20.49




Table 20 Total amount of glycine within 180 min after injection

86

Group Count The mean Standard Standard error
Deviation Of the mean

NSS 24.74 11.06

PEG 400 14.57
CU-17-06 (77.62) 6.95
CU-17-06 (155.24) 16.41
Ameltolide (1.08) 4.79
Ameltolide (2.16) 16.44

Group Standard error
Of the mean
NSS 24.45
PEG 400 24.47
CU-17-06 (77.62) ﬁ 1 I E l jw 197.'4"' f‘ ‘j 8.39
LI | = |
CU-17-06 (155.24) “ 5 68.76 38.79 17.34

Ameltolide (1.

Ameltolide (2.16)a

AR il

[
=




Amount of aspartate at various times

Table 22 (20 min after injection)

87

Group Count The mean Standard Standard error
Deviation Of the mean

NSS 5 9.43 6.86 3.07

PEG 400 5 19. 34.00 15.20
CU-17-06 (77.62) 5 1.82 0.817
CU-17-06 (155.24) 5 0.99
Ameltolide (1.08) 5 2.92
Ameltolide (2.16) 5 2.88

Table 23(40 min after injection)

ol
Group Count A " Standard error

I3 ti Of the mean
NSS 5 - o 7 3.48
PEG 400" 5 e A 23 1.44
CU-17-06" (77.62) 5 0.97
CU-17-06°(155.24) 5 0.43
Ameltolide’ (1.08) 5 5.11 1.98 0.88
Ameltolide® (2.16) 5 ¢ 1.87

PP

231
4

p< 0.05 denote statistically significant from NSS

abecd
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Table 24 (60 min after injection)
Group Count The mean Standard Standard error
Deviation Of the mean
NSS 5 10.84 5:23 2.34
PEG 400 5 14.58 21.50 9.61
CU-17-06 (77.62) 5 294 1.08 0.48
CU-17-06 (155.24) S 3.98 1.54 0.69
Ameltolide (1.08) 5 3.13 1.40
Ameltolide (2.16) 5 4 0.42
Table 25 (80 min after injection) — o —
Group Count Standard error
i0 Of the mean
NSS 5 gt/ 1.64
PEG 400 5 b 12 3.63
. ﬂlu‘.l
CU-17-06" (77.62) 5 X - 0.58
CU-17-06°(155.24) 5 3 ’___ 0.51
Ameltolide (1.08) 5 dis 4. 2.11
Ameltolide (2.16) 5 A2 69 0.75
a'l’p< 0.05 denote statistically sig
Table 26 (100 min after injection
Group ount ‘ = ¥ : g ta 9_, tandard error
ﬁﬁﬂ ’J me eyfiation ﬁOfthemean
NSS “ 5 7.33

'3.E7

PEG 400 EI

bolaE2: ]

CU-17-06" (77.62“ 7 5 3.87 1.75 0.78
CU-17-06 (155.24) ] 4.35 1.57 0.70
Ameltolide (1.08) 5 6.60 3.65 1.63
Ameltolide (2.16) 5 4.75 1.47 0.65

°p< 0.05 denote statistically significant from NSS



Table 27 (120 min after injection)
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Group Count The mean Standard Standard error
Deviation Of the mean
NSS 5 7.60 555 2.48
PEG 400 5 9.75 10.69 4.78
CU-17-06 (77.62) 5 257 1.35 0.60
CU-17-06 (155.24) 5 3.52 2.03 0.91
Ameltolide (1.08) 5 3.27 1.46
Ameltolide (2.16) 5 g 0.78
e >
Table 28 (140 min after injection) -
Group Count n Standard error
i Of the mean
NSS 5 Q1 T 2.90
PEG 400 5 24.%; 17.26
CU-17-06 (77.62) 5 > 1.76
CU-17-06 (155.24) 5 L : 0.64
Ameltolide (1.08) 5 7 : 3.21 1.43
Ameltolide (2.16) 5 0.66

Table 29 (160 min after injectio

uﬂaﬂfwﬁﬂr

Group ﬂ u B i ?tandard error
Deviation Of the mean
NSS
PEG 400 ! ‘.
CU-17-06 (77.62) - 5 3.96 1.83 0.81
CU-17-06 (155.24) 5 2.60 1.32 0.59
Ameltolide (1.08) 5 5.40 4.91 2.19
Ameltolide (2.16) 5 10.46 8.11 3.62




Table 30 (180 min after injection)
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Group Count The mean Standard Standard error
Deviation Of the mean
NSS 5 7.21 6.67 2.98
PEG 400 5 20.60 37.84 16.92
CU-17-06 (77.62) 5 3.30 1.05 0.47
CU-17-06 (155.24) 5 279 1.85 0.82
Ameltolide (1.08) 5 2.34 1.05
Ameltolide (2.16) 5 0 0.85
Amo ate'@t vareussimess
Table 31 (20 min after injection)
Group Count e Standard error
ti Of the mean
NSS 5 e 11~ 3.99
PEG 400 5 23,08~ 11.21
CU-17-06" (77.62) 5 s P N 1.35
CU-17-06°(155.24) 5 dind 6 3.03
Ameltolide (1.08) 5 A% 8.11 8.09
Ameltolide (2.16) 5 7.22

**p< 0.05 denote statistically signi

Table 32 (40 min after injection)

itandard error

Group
Deviation Of the mean
— — ,
NSS 3 245 g "] %_
| 1 | ) . ") ]

PEG 400 q 5 16.47 13.01 5.81
CU-17-06 (77.62) 5 17.61 21.87 9.78
CU-17-06 (155.24) 5 8.32 5.85 2.61
Ameltolide (1.08) 5 13.03 3.13 1.40
Ameltolide (2.16) 5 26.12 17.37 7.7




Table 33 (60 min after injection)

Group Count The mean Standard Standard error
Deviation Of the mean
NSS B 19.78 11.59 5.18
PEG 400 5 18.75 10.98 4.91
CU-17-06 (77.62) S 12.57 8.71 3.89
CU-17-06 (155.24) 5 .32 4.02 1.79
Ameltolide (1.08) 5 6.86
Ameltolide (2.16) 5 8.07
Table 34 (80 min after injection)
Group Count e Standard error
n Of the mean
NSS 5 298, g 6.61
PEG 400 5 Y \ ' 9.20
CU-17-06 (77.62) 5 . £20 ~ 147
[ oy
CU-17-06 (155.24) § 5 - 18.00 8.05
A
Ameltolide (1.08) 5 9.08
Ameltolide (2.16) 57 2.20

Table 35 (100 min after injectio

Group ount = The me g a c‘!Fl tandard error
A 1121R TTEIN T WEN £ Foreem

NSS “ 5 16.6L 12.60 5.E3

e
4+
%

CU-17-06 (77.62)q 5 8.85 5.05 2.46
CU-17-06 (155.24) 5 7.80 3.07 1.37
Ameltolide (1.08) 5 19.08 13.95 6.24

Ameltolide (2.16) 5 18.01 4.07 1.82




Table 36 (120 min after injection)
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Group Count The mean Standard Standard error
Deviation Of the mean

NSS 5 22.06 22.76 10.18

PEG 400 5 17.87 11.54 5.16
CU-17-06 (77.62) 5 11.54 10.47 4.68
CU-17-06 (155.24) 5 9.28 2.47 1.07
Ameltolide (1.08) 5 4.78
Ameltolide (2.16) 5 3.54

Table 37 (140 min after injection)

Group Standard error
Of the mean

NSS 9.99

PEG 400 14.36
CU-17-06 (77.62) 4.38
CU-17-06 (155.24) 2.90
Ameltolide (1.08) 17.56
Ameltolide (2.16) 2.50

Group ount ‘ % The mean s Standar(iﬂ Standard error
ion Of the mean
LI L L] -
NSS “5 17.49 14.75 6.60
e — -
PEG 400 1 v g "] ai I

CU-17-06 (77.62)1 5 9.73 6.27 2.80
CU-17-06 (155.24) 5 14.80 4.86 217
Ameltolide (1.08) 5 19.38 12.14 5.42
Ameltolide (2.16) 5 20.17 8.58 3.83




Table 39 (180 min after injection)
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Group Count The mean Standard Standard error
Deviation Of the mean
NSS 5 15.66 15.39 6.88

PEG’ 400 5 6.92 6.92 3.09
CU-17-06b(77,62) 5 8.35 4.00 1.78
CU-17-06°(155.24) 5 1 3.63 1.62
Ameltolide (1.08) 5 6.25 2.79
Ameltolide (2.16) 5 1 6.26
**5< 0.05 denote statistically significant f .16)

A r
Table 40 (20 min after injection)
Group Count I T St rd Standard error
l
eviation Of the mean
NSS 5 4 16.60

PEG 400 5 20.37
CU-17-06 (77.62) 5 5.04
CU-17-06 (155.24) 5 17.37 6.74 3.01
Ameltolide (1.08) 4 e~ 147 e F~ 8.95
Ameltolide (2.16) ﬂ-ﬁﬁ 0 3 d 14.25

o

MR TUAMINE

8



Table 41 (40 min after injection)
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Group Count The mean Standard Standard error
Deviation Of the mean
NSS 5 76.43 19.48 8.71
PEG 400° 5 16.84 7.55 3.37
CU-17-06" (77.62) 5 32.2 12.44 5.56
CU-17-06°(155.24) 5 .07 1.82
Ameltolide” (1.08) 5 9.40
Ameltolide’ (2.16) 5 6.90
%< 0.05 denote statistically significan
Table 42 (60 min after injection) _
P2
Group Count 7 = Standard error
I__! ti Of the mean
NSS 5 : 2 : 32. 14.61
PEG 400° 5 A2 94 1070
CU-17-06" (77.62) 5 2.11
CU-17-06(155.24) 5 2.79
Ameltolide” (1.08) 5 22.73 9.31 4.16
Ameltolide’ (2.16) o~ 43
#0¢4°6< 0.05 denote statigfi a
s

MR TUAMINE




Table 43 (80 min after injection)
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Group Count The mean Standard Standard error
Deviation Of the mean
NSS 5 51.18 31.62 14.14
PEG 400 5 32.11 14.76 6.60
CU-17-06" (77.62) 5 21.7 4.91 2.19
CU-17-06"(155.24) 5 89 263
Ameltolide® (1.08) 5 5.99
Ameltolide® (2.16) 5 4.43
*2¢5< 0.05 denote statistically signific
Table 44 (100 min after injection) -ﬂl-f
Group Count [} 5 t rd Standard error
eviation Of the mean .
NSS 5 . 14.76
PEG 400 5 16.60
CU-17-06° (77.62) 5 9.15
CU-17-06°(155.24) 5 18.71 5.49 245
—f =

Ameltolide® (1.08) ﬁq [1la’ 5.91

. o L
Ameltolide® (2.16) 5 4.07
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Table 45 (120 min after injection)

abcd

Table 46 (140 min after injection)

p< 0.05 denote statistically significant

Group Count The mean Standard Standard error
Deviation Of the mean

NSS 5 56.60 39.97 17.87

PEG 400 5 33.91 24.48 10.94
CU-17-06° (77.62) 5 23.14 10.89 4.87
CU-17-06"(155.24) 5 15.62 5.71 2.55
Ameltolide (1.08) 5 4.27
Ameltolide’ (2.16) 5 3.12

i
Group Count ; S rd Standard error
e Deviation Qf the mean

NSS 5 4 Z 15.65

PEG 400 21.74
CU-17-06 (77.62) 5 13.07
CU-17-06 (155.24) 5 15.47 4.16 1.86
Ameltolide (1.08) 6.62
Ameltolide (2.16) 3.77
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Table 47 (160 min after injection)
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Group Count The mean Standard Standard error
Deviation Of the mean
NSS 5 58.85 22.40 10.02
PEG 400 5 37.99 23.89 10.68
CU-17-06" (77.62) 5 21.98 14.43 6.45
CU-17-06"(155.24) 5 14.69 4.81 2.15
Ameltolide® (1.08) 5 5.03
Ameltolide (2.16) 5 17.87
**5< 0.05 denote statistically significant fro
Table 48 (180 min after injection) ;ﬂ:;
: -
I -
Group Count T s St rd Standard error
L -
: eviation Of the mean
F)
NSS 5 A 15.82
PEG 400 5 16.89
CU-17-06" (77.62) 5 4.08
CU-17-06°(155.24) 5 13.57 7.14 3.19
Ameltolide’ ﬁalfflh
meltolide™ (1.08) ) 2.)ﬁ ‘q q 5.49
Ameltolide (2.16) I I d 3.31
s

ARIAINTUURIINE

p<0.05 deno‘_ statistically significant from NSS
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Amount of GABA at various times

Table 49 (20 min after injection)
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Group Count The mean Standard Standard error
Deviation Of the mean
NSS 5 30.77 13.76
PEG 400 5 5253 27.96
CU-17-06 (77.62) 5 1 580 2.37
CU-17-06 (155.24) ) 2.88
Ameltolide (1.08) 5 13.12
Ameltolide (2.16) 5 8.27
-
Table 50 (40 min after injection) -
-
Group Count 4 St rd Standard error
d..-t 1
— eviation Of the mean
AT
NSS 5 6.79
PEG 400° 5 1.25
CU-17-06 (77.62) 5 8.55
CU-17-06°(155.24) 5 6.61 1.67 0.74
. e
Ameltolide (1.08) ﬁ a I E l i t&lq f q 11.99
Ameltolide® (2.16) 5 i d

_q

195
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p<0.05 denotgstatistically significant from NSS
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Table 51 (60 min after injection)

99

Group Count The mean Standard Standard error
Deviation Of the mean

NSS 5 42.83 42.60 19.05

PEG 400 5 26.67 40.12 17.94
CU-17-06 (77.62) 5 12.80 6.47 2.89
CU-17-06 (155.24) 5 6.57 1.87 0.83
Ameltolide (1.08) 5 5.55
Ameltolide (2.16) 5 4.36

Table 52 (80 min after injection)

Group Count
NSS 5
PEG 400 5

CU-17-06 *(77.62)

[é)]

CU-17-06°(155.24)

A7k
(/1= ,.\\\\
7 XS AR

VIM%

Ameltolide (1.08)

Ameltolide (2.16)

*®p< 0.05 denote statistically sign

PALN

Standard error

Of the mean

10.70

17

0.90

1.78

8.31

1.40

Group ount ‘L The mean tapnd r% tandard error
E

{1810 TN 3 WEN 1) Formemn

NSS 5 33.8 23.39 10,46
b | A% [
1 i |

cu-17-oe°(77.ezq 5 9.82 6.65 2.97
CU-17-06(155.24) 5 8.12 2.47 1.10
Ameltolide (1.08) 5 24.30 19.42 8.68
Ameltolide® (2.16) 5 1255 6.81 3.04

abcd

p< 0.05 denote statistically significant from NSS
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Table 54 (120 min after injection)

Group Count The mean Standard Standard error
Deviation Of the mean

NSS 5 33.80 26.80 11.98

PEG 400° 5 13.50 5:25 2.34

CU-17-06" (77.62) 5 9.1 3.27 1.46

CU-17-06°(155.24) 5 ' . 87 1.28

Ameltolide (1.08) 5 7.92

Ameltolide® (2.16) 5 ‘ 1.43
**°p< 0.05 denote statistically signifiedt fro

Table 55 (140 min after injection)

Group Count : _; tandard Standard error
7 eviation Of the mean
NSS 5 - 8.35
PEG400 5" ; 25.24
CU-17-06 (77.62) 5 60 | 250

CU-17-06 (155.24) 5 ‘ ) 6.99 3.17 1.41
4

Ameltolide (1.08) ﬁﬂ I EI m 1
|
U

Ameltolide (2.16) 5 19.35 18.09
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Table 56 (160 min after injection)
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Group Count The mean Standard Standard error
Deviation Of the mean

NSS 5 27.64 12.71 5.68

PEG 400 5 19.48 17.21 7.69
CU-17-06 *(77.62) 5 8.55 491 2.19
CU-17-06°(155.24) -1 7.00 2.19 0.98
Ameltolide (1.08) 5 15.54 6.95
Ameltolide (2.16) 5 7 2.60

**p< 0.05 denote statistically significant from

Table 57 (180 min after injection)

Group Count Standard error
Of the mean

NSS 9.30

PEG 400 5.79
CU-17-06 °(77.62) 2.57
CU-17-06(155.24) 1.27
Ameltolide (1.08) 6.40
Ameltolide (2.16) ' q 1.70

p< 0.05 denote statistically significant from NSS
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Vitae

Miss Saichol Rodpaewpaln was born on 10" February 1970, in Bangkok,
Thailand. She had graduated with Bachelor in Nursing from Faculty of Nurse, Mahidol

University in 1996. After graduation, she has been working as a nurse at Siriraj Hospital.
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