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Table. Anticonvulsant effects of H3R antagonists 1-16 in MES-, PTZ-, and STR-induced seizures.

MES#-induced

PTZY-induced seizure

STRe-induced seizure

Group seizure Group Group
Average THLE (s) Average seizure % Protection against Average seizure % Protection against
score GTCS score GTCS
SAL 8.14+1.17 SAL 4.71+0.16 28.57 SAL 5.00+0.00 NP
PHT 0.90+0.19" VPA 0.00+0.00" 100 VPA 0.43+0.27" 100
(10 mg) (300 mg) (300 mg)
1d 6.43+1.14 1d 4.00+0.35 57.14 1d 4.43+0.27 42.86
2d 7.86+0.84 2d 4.43+0.27 42.86 2d 4.57+0.19 28.57
3d 1.29+0.17 3d 4.29+0.17 71.43 3d 4.29+0.39 42.86
44 0.57+0.21" 44 0.00+0.00" 100 44 4.57+0.19 28.57
5d 1.71+0.26™ 5d 4.43+0.34 28.57 5d 4.57+0.19 42.86
64 3.00+0.75 64 4.14+0.24 71.43 64 4.43+0.27 42.86
7d 2.00+0.49" 7d 0.00+0.00" 100 7d 4.86+0.13 14.29
8d 5.71+1.39 8d 4.29+0.33 57.14 8d 4.43+0.19 42.86
9d 8.29+1.57 9d 4.57+0.27 28.57 9d 4.57+0.19 42.86
104 6.43+0.75 104 4.43+0.19 57.14 104 4.71+0.17 28.57
114 8.14+0.62 114 0.00+0.00" 100 114 4.29+0.33 42.86
124 7.86+0.51 124 2.86+0.62" 7143 124 4.43+0.27 42.86
134 6.43+1.14 134 2.14+0.47 85.71 134 2.00+0.35" 100
144 3.14+0.59 144 3.71+0.56 42.86 144 4.57+0.19 28.57
154 7.14+0.74 154 3.86+0.51" 57.14 154 4.00+0.40 57.14
164 6.57+1.22 164 4.00+0.53 42.86 164 4.43+0.27 42.86
4e 5.83+1.01* 4e 2.29+0.44 100 13¢ 4.86+0.13 14.29
4f 2.50+1.21"* 4f 0.71+0.31"* 100 13f 3.00+0.31" 85.71
4s 3.67+0.94™* 4s 0.00+0.00™* 100 138 2.17+0.31" 100
44+RAMH¢ | 6.17+0.59 4+RAMH¢? | 0.29+0.16" 100 134+RAMH¢ | 2.14+0.35 100
SAL+RAMH¢ | 7.92+0.6 SAL+RAMHY | 4.29+0.25 14.29 SAL+RAMH¢ | 4.71+0.16 28.57

350-Hz alternating current of 120 mA intensity applied through ear electrodes for a duration of 1 s:°60 mg/kg, <3.5 mg/kg. 410 mg/kg, 2.5 mg/kg, 5 mg/kg, 815 mg/kg, and H3R

antagonists 1-16 (10 mg/kg, i.p.) were injected 30-45 min before MES, PTZ (60 mg/kg, i.p) or STR (3.5 mg/kg, i.p.) challenge. The table shows the protective effects of phenytoin
(PHT, 10 mg/kg, i.p.), VPA (300 mg/kg, i.p.) and H3R antagonists 1-16 (10 mg/kg, i.p.) on the duration of tonic hind limb extension (THLE) induced in the maximal electroshock
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(MES) model in rats. Protective effects in PTZ- and STR-induced convulsion model are expressed as score of seizures for 30 min observation time after PTZ or STR injection,
and percentage generalized tonic-clonic seizures (GTCS) was observed. Dose-dependent effect of H3R antagonist 4 (2.5, 5, 10, and 15 mg/kg, i.p.) on duration of THLE induced
in MES-model in rats. Dose-dependent effect of H3R antagonist 13 (2.5, 5, 10, and 15 mg/kg, i.p.) on seizure score as well as percentage of GTCS in STR-model in rats. Effect
of RAMH (10 mg/kg, i.p.) pretreatment on the protection provided by H3R antagonist 4 (10 mg/kg, i.p.) against MES- and PTZ-induced seizures. Effect of RAMH (10 mg/kg,

i.p.) pretreatment on the protection provided by H3R antagonist 13 (10 mg/kg, i.p.) against STR-induced seizures. Each value represents mean + SEM (n=6-7). "P< 0.05 vs.
(saline)-treated group. "P<0.001 vs. (saline)-treated group.#P< 0.05 vs. (5 mg)-treated group.



