Chapter IV

Results
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The most frequent adverse signs observed in mice receiving high
doses (400, 800, 1400 mg/kg B.W.) of HMV were sedation, ataxia, loss of righting
reflex, hypnosis, respiratory tract secretion and death which occurred mostly within
24 hours. Lethality was noted after 72 hours and the median lethal doses (LDg) of

HMV and VPA were 722 and 717 mg/kg B.W., respectively. (Figure 6, 8: Table 2)
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Though LDy, of HMV and VPA were almost identical, the relative safety maryin
(LDsy/EDgp) of HMV illustrated in Table 2, is about 3 times higher than that of VPA
(9.37 vs. 3.35 in MES and 20.63 vs. 6.64 in PT2).

.

¥882and PEG400 (0.1 mi/25 g BW. ip.)

2.2 Rotorod test

All contro
were able to maintai \\k lumin on the rotating rod in 3

successive ftrials. | inability of the animals to

maintain their equilibri i i an Ip.‘administration of various doses of
HMV and VPA in a dos _7 g igure \ e TDg, was 89 and 274 mg/kg
B.W. for HMV and VP ' "' Figur id 8; Table 2). However the

protection index (Pl = TDg Viis very closed to or identical with

those of VPA (1.16 vs. 1.28.in-\M

2.3 Loco » m

l compaﬁs& to NSS, an i¥? administration of, PEG400 (0.1 ml/25 g

B.W.), HMV (%uﬂq@ YI'\EJIJ iﬂ:ﬂﬁ(ﬂ i/kg B.W.) significantly

depress..th or . activity. ¢ ‘; (i 10) tﬁf kL, no statistically

signiﬁcg ﬁaj:a iﬁoﬁmo% ﬁ‘jfj?] ﬂjo g\'!(- 35, 75 mg/kg
B.W.) and VPA (100, 200 mg/kg B.W.).

2.4 Barbiturate potentiation test

As illustrated in Figure 11, PEG400 (0.1 mi/25 g B.W. i.p.) tended to
slightly prolong barbiturate sleeping time but no statistically significance was noted

between the effects of NSS and PEG400. HMV significantly lengthened the sleeping
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time only when higher dose (75 mg/kg B.W. i.p.) was given, however, at lower dose
(35 mg/kg BW. i.p) HMV is devoid of this effect. In contrast, the barbiturate
sleeping time was significantly prolonged by both low and high doses of VPA ip.,

The effect of higher dose of VPA (200 mg/kg B.W. i.p.) is statistically different from

that elicited by NSS, PEG400 and Jow 54 o VPA (100 mg/kg B.W. i.p.). The effect
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decreasea with time and appeared to be more prominent in NSS (0.1 ml/25 g B.W.
i.p.) than that of PEG400 (0.1 ml/25 g B.W. i.p.) treated group (Figure 14 and 15).
The changes of GABA level within the period of 180 min after the administration of
test substances were shown in Figure 16. No- statistical significance was observed
between the effect of NSS and that of PEG400, though a s1ighﬂy greater decrease in
GABA was evident with the NSS group (Figure 14).
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Being similar to the effect of NSS and PEG400, HMV75 mg/kg B.W.
appeared not to have any major effect on GABA level. However, at higher dose of

150 mg/kg B.W., HMV exerted a significant increase in cortical GABA level (Figure

16).

With regards to NSS y Ar200 as well as 400 mg/kg B.W. ip.
significantly increased the & effect of VPA 400 mg/kg B.W.
seemed to be slightly stro gnificance from that elicited by
VPA 200 mg/kg BW. Agele dren: ted.among the effect of VPA 400
mg/kg B.W. and HMV in ifie dos ‘ _7  88, “ mg/kg B.W. (Figure 16).
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Table 1 Anticonvulsant activity of intraperitoneally or orally given HMV

and VPA on different models of epilepsy in mice.
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Table 2 EDg, TDg, LDg, Pl (TDg/EDg)) and relative safety margin
(LDgy/EDg) of an intraperitoneal administration of HMV and VPA

in MES and PTZ models.

Parameter HMV VPA

ED,, 214

(ma/kg B\ 108

% \
o (mofka®. // /EFR \ 274
\\\ u

P 2.54

LDy, (mg/kg BWWE ﬁ@ 717
Relative safety n G 93 3.35
6.64
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Effects of an intraperitoneal administration of VPA and HMV on
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horizontal counts (MEAN+SEM) of locomotor activity in mice at

various times.
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Flgure 10. Effects of an intraperitoneal administration of VPA and HMV on
total horizontal counts (MEAN+SEM) within 75 min after the

injection of the test substances
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Figure 11. Effects of an intraperitoneal administration of VPA and HMV on

barbiturate sleeping time (MEAN + SEM) in mice.
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Flgure 12. HPLC chromatogram of OPA-derivatized standard amino acids.
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Figure 13. HPLC chromatogram of OPA-derivatized amino acids

from the rat cerebral cortex.
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Figure 14 Changes in the rat cortical GABA levels at various times after an

intraperitoneal administration of NSS and PEG400.
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Figure 15 Effects of an intrapéritoneal administration of VPA and HMV on

the rat cortical GABA levels at various times.
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Figure 16 Effects of VPA and HMV on the total amount of the rat cortical

GABA in the dialysates collected for 3 hours after an

intraperitoneal administration of the test substances.
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