Chapter Il

Results
1.Anticonvulsant activity

Anticonvulsant activities of the tested compounds were evaluated in

mice using two primary standard screening models, MES and PTZ tests. While NSS and

As shown i ally «\given CU-17-06 and

ameltolide demonstrated a pafeciibrfegainst: N Mice dose dependent. The

ED,, of CU-17-06 were 92.04, @f.6 pretreated times of 15,
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30 and 60 min, respectivel eltolide were 1.11, 1.08 and

1.15 mg/kg B.W.
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values for ameltolide were 1.15, 3.54 and 10.0 mg/kg B.W. (Fig.7)
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1.2 Anticonvulsant activity against PTZ

Like ameltolide, CU-17-06 does not demonstrated anticonvulsant activity
against convulsion induced by PTZ, ameltolide in the dose up to 10 mg/kg B.W. does
not protect any experimental animals in this model. CU-17-06 in the dose up to 600

mg/kg B.W. does not protect any experimental animals in this model either.

2. Toxicity
2.1 Lethality
The most frequent clifieal's sefuedin_mice receiving high dose of
ameltolide were ataxia, sedatio - i «Lethality was observed within
the period of 72 hours, howevesstie: ¢ ried mostly Withjg.24 hours. The median

lethal dose (LD,;) of ameltolidg ‘:\\_ (Fig. 9). In case of
CU-17-06, giving intraperitoneajiyf ug ) [ ,_1 j does, not show clinical signs

of death in any experimentalfanin
2.2 Rotarod test

In rotarod test, co TiCE _ S'and PEG 400, were able to

maintain their equilibrium for at least ’)1‘;% y.rod in 3 successive trials. The

neurological lmpalrment c
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equilibrium was exhibited! 'f:' i s doses of CU-17-

ighal, to maintain their

06 and ameltolide. As iIIuted in Figure™10and both :, 7-06 and ameltolide

inhibited the rotarod performarpﬂ a dose- depenggnt manner. The TD,, of CU-17-06
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17-06 and amlltollde respectively. (Table 7)



47

3. Effect on some cortical amino acid neurotransmitter levels in freely moving

rats.

The excitatory neurotransmitters in question are glutamate and aspartate
whereas GABA and glycine are the ones with inhibitory effect. Alteration of amino acid
neurotransmitter’ s levels was expressed as percentage of change from basal value,

which was determined from three consecutive samples before the administration of the

test substances. Qualitative and quantitai 4 ination of the amount of the amino

acids was accomplished by HPL : chromatogram in Figure 13

and 14. = '-i'

In control grous pontaneous release of

cortical aspartate, glutamate StiGally from those of NSS

(Fig. 19-22). Ameltolide in th

B.W. did not exert any
significant effect on the levels gffa 2 18,and GABA. Similarity to
ameltolide, CU-17-06 did not shol aghy signi 10 »I« In both of excitatory amino
acid neurotransmitter (aspa tatg - e and inhibitory amino acid
neurotransmitter (glycine and GABA)

18).

Land 155.2 mg/kg B.W. (Fig. 15-
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Figure 5 Log dose response curves of CU-17-06 (i.p.) against MES

in mice at 15, 30, and 60 min-pretreated times



49

e
e,

Amciichide (15 man)
Protuts(Ameltolde) ~ 4 623727 7242 *LOG(x) R™2 - 0 644

o EDSO-1116(0.94-1 33) mufky

Prosbug
e

Dase {mgg)

:::' s
=
| R*2 - 0.946
3
-
Y |
~§ oF
- /~, Armcltolids (60 nuny
. 4| o gmbiamehiotide) - 4B 7 3668°1.0GIN) 192 - 0917
) > e ! ?1#' f] n o
ﬂ ' | ‘ —Hﬂ : H | ﬁ
;¥ BB ) L ‘ - e ‘

NTINMAINYAE
q :
Figure 6 Log dose response curves of ameltolide (i.p.) against MES

in mice at 15, 30, and 60 min pretreated times
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Table 7 EDg,, TDg, LDy, PI (TD,/ ED,,) and relative safety margin

(LD4y/ EDyy) of an intraperitoneal administration of CU-17-06 and

ameltolide in MES and PTZ models
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Parameter Animal model CU-17-06 Ameltolide
ED; MES 77.62 1.08
(mgrkg) (32.51-185.75) (0.74-1.60)
PTZ o protection No protection
TD,,(mg/kg B.W.) 321 9
PI 9
LD,,(mg/kg B.W.) 63
Relative safety margin 63
Z
4-,‘.5
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"and ameltolide on the total amount of the rat cortical aspartate

levels in the dialysate collected for 3 hours
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Figure 21 Effects of an“traperltoneal admlru,stratlon of CU- 17 06 and ame ade on the

q WIRER I UHAIN YA 8



66

————
| OOnNss

M rec

| B cu-17-06 77.62

|
B cu 17-06 155.24 |
1
B ameltolide1.08 |
| Bameltolide 2.06

GABA (% change from baseline)

20 40

i¥

AUYININTNYINT

Figure 22 Effects of anfifitraperitoneal administration of CU-17-06 and ameltolide on the
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