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Abstract: In Nigerian traditional medicinal practices, Zapoteca portoricensis (Jacq) HM. Hernández roots are used as anti-
diarrhoea, antispasmodic as well as treating convulsive disorders. The present study aimed to evaluate the anticonvulsant 
activity of the root extract and fractions of Zapotecca portoricensis in mice.  
Three different in vivo test models were used: pentylenetetrazole (PTZ), picrotoxin (PTX) and strychnine (STR) induced-
convulsions in mice. Mice were allotted to five (5) groups; group I served as the seizure control, groups II-IV served as the 
test groups that received Z. portoricensis extract and fractions (100, 200 and 400 mg/kg, p.o.), respectively while group V 
served as the standard control. 

The root extract and fractions of Zapoteca portoricensis dose-dependently exhibited significant anticonvulsant activity and 
high percentage protection against mortality compared with the control. In the PTZ and STR-induced convulsions, EF and 
MF at 400 mg/kg dose, showed the highest significant (p<0.001) delay in the time of onset of myoclonic spasms (MS) and 
tonic-clonic phase (TCP), respectively while ME (400 mg/kg) showed highest significant (p<0.001) delay against PTX-
induced MS and TCP.           

The results indicate that Zapoteca portoricensis root possesses significant anticonvulsant activity, thus a potential source of 
effective drug against convulsive disorders. 
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1 Introduction 

Epilepsy accounts for around 2 % of the most common 
abnormality of the brain, making it second to stroke [1]. 
Globally, it is the third most common neurological disorder 
affecting approximately 3% of the population. It is 
characterized by recurrent seizures and usually episodes of 
unconsciousness and/or amnesia due to decreased 
resistance of excitatory neurons to fire and downregulation 
of inhibitory neurons [2]. There are approximately 50 
million epileptics worldwide and 80% of them are from 
developing countries. The incidence in developed countries 
is approximately 50 per 100,000 while that of developing 
country is between 7 and 14 per 1000 [3]. Among the 
common pathologies that give rise to epilepsy are brain 
tumours, meningitis, infections of the CNS, metabolic if the 
aetiology cannot be identified or “symptomatic” if the 
aetiology is secondary to an identifiable condition. Many 

 

therapeutic approaches have been utilized in the 
management, control, and/or treatment of epileptics [5]. 
However, about 30% of epileptic cases are refractory to 
current antiepileptic drugs (AEDs). The refractoriness, 
dose-related toxicity, high cost and unavailability of 
standard AEDs call for alternative therapeutic options. 

In recent years, the search for newer agents with better 
efficacy and tolerability from natural sources has been the 
major goal in epilepsy research [6]. In Africa alone, several 
herbal medicinal products are in widespread use in treating 
epileptics due to their easy availability and affordability, 
when compared with standard AEDs. Zapoteca portoricensis 
(Jacq) HM. Hernández belongs to the family Fabaceae. It is 
endemic in West Africa, West Indies and the Atlantic Coast 
of America. In South-Eastern Nigeria, It is popularly called 
“Elugelu” and is used to treat tonsillitis, spasmodic, 
gastrointestinal disorders as well as convulsive disorders 
[7]. It has shown antimicrobial [8], antiulcer [7] and anti-
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inflammatory [9] properties. However, the anticonvulsant 
activity has not been reported. The present study aims at the 
anticonvulsant activity to scientifically ascertain the 
traditional use in the treatment of convulsive disorders. 

2 Materials and Methods 

2.1 Drugs and Chemicals 

Pentylenetetrazole (PTZ) (Sigma, Germany), picrotoxin 
(PTX) (Sigma, Germany); strychnine (STR) (Sigma, 
Germany) and diazepam (Valium) 5 mg/ml injection (F-
Hoffman-La Roche, Switzerland). Solvents used for 
extraction and fractionation are methanol, n-hexane and 
ethyl acetate (analytical grades). 

2.2 Animals 

Adult albino mice weighing between 20-30 g were used for 
this study. The animals were provided with standard 
laboratory pellets and water ad libitum. All animal 
experiments were conducted according to International 
Guidelines for Care and Use of Laboratory Animals (Pub. 
No. 85 -23, revised 1985) and in strict compliance to the 
ethical principles, rules and regulations of the institution 
on the use of laboratory animals for experiments 
(NHREC/05/01/2008B).  

2.3 Collection and Preparation of Plant Material 

Fresh roots of Z. portoricensis were collected from Orba in 
Nsukka LGA, Enugu State, Nigeria. Botanical 
identification was confirmed by Mr A.O. Ozioko, 
International Centre for Ethnomedicine and Drug 
Development (Inter-CEDD), Nsukka, Nigeria. The voucher 
specimen was deposited at the herbarium with the number 
InterCEDD/16043. The roots were air-dried and powdered 
to a coarse size using a milling machine (Lab mill, serial 
no. 4745, Christy and Norris Ltd, England). The powdered 
root (3 kg) was extracted with about 10 L of methanol by 
maceration process. The resulting filtrate was concentrated 
using a rotary vacuum to obtain the methanol extract (ME; 160 
g; 5.33% w/w). The ME (150 g) was subjected to 
fractionation in a silica gel (70–230 nm mesh, Merck 
Germany) column using n-hexane, ethyl acetate and 
methanol solvents. The fractions were concentrated to 
obtain the n-hexane fraction (HF; 7.54 g; 5.02% w/w), ethyl 
acetate fraction (EF; 3.34 g; 2.22% w/w) and methanol 
fraction (MF; 46.25 g; 30.80% w/w).   

2.4 Phytochemical Screening 

Qualitative phytochemical screening was performed to 
identify secondary metabolites present in the methanol 
extract (ME) as well as the n-hexane, ethyl acetate and 
methanol fractions using standard procedures [10,11]. 

 

2.5 Anticonvulsant activity 

2.5.1 Pentylenetetrazole(PTZ)-induced 
Convulsions. 
 

Five (5) groups of mice (n=5) were used in this model; 
group I served as the PTZ-induced seizure control (received 
10 ml/kg of distilled water, p.o.), groups II-IV received 
ME, HF, EF and MF (100, 200 and 400 mg/kg, p.o.), 
respectively while group V served as the standard  
(received 3 mg/kg of diazepam, i.p.). Thirty minutes later, 
convulsions were induced by the administration of 
pentylenetetrazole (PTZ, 60 mg/kg, i.p). Animals were 
observed for the time of onset of myoclonic spasms and 
tonic-clonic phases of seizures. Protection (%) of mice 
against seizure-induced deaths was also recorded in each 
group. Animals devoid of seizure/ convulsion without 
subsequent death during the 60 min observation period 
were considered protected [12,13].  
 

2.5.2 Picrotoxin (PTX)-induced Convulsion 

Five (5) groups of mice (n=5) were used in this model; 
group I (PTX-induced seizure control) received 10 ml/kg of 
distilled water, p.o.), groups II–V received the 
extract/fractions/standard drug as described above. 
Treatments were done 30 min before picrotoxin (PTX, 4 
mg/kg, i.p.) administration. Animals were observed for 60 
min after administration of PTX for the time of onset of 
myoclonic spasms, tonic-clonic spasms and death. Animals 
that showed neither of these signs was considered protected 
[14,15]. Protection (%) of mice against seizure-induced 
deaths was recorded in each group.  

2.5.3 Strychnine (STC)-induced Convulsion 

Five (5) groups of mice (n=5) were used in this model; 
STC-induced seizure control (group I) received 10 ml/kg of 
distilled water, p.o.). Mice in groups II–V received the 
extract/fractions/ standard drug as described above. 
Treatments were done 30 min before strychnine (STC, 2 
mg/kg, i.p.) administration. Animals were observed for 60 
min after administration of STC for myoclonic spasms, 
tonic-clonic seizures and time to death. Animals that 
showed neither of these signs was considered protected 
[14,15]. Protection (%) of mice against seizure-induced 
deaths was recorded in each group.  

2.6 Statistical Analysis 

The data obtained were analysed using the One-Way 
Analysis of Variance (ANOVA) followed by Post Hoc 
Dunnett’s test. Results were expressed as mean ± SD (𝑛=5). 
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Differences between mean values were considered 
significant at 0.1%, 1% and 5% level of significance (i.e. 
p<0.001, p<0.01, p<0.05). 

3 Results  

3.1Phytochemical Constituents of the Extract and 
Fractions of Z. Portoricensis  

The result showed that ME contains carbohydrates, 
saponins, steroids, reducing sugar, flavonoids, terpenoids, 
glycosides, fats and oil, alkaloids and resins. HF tested 
positive for carbohydrates, saponins, steroids, flavonoids, 
terpenoids, fats and oil, alkaloids and resins. EF gave 
positive reactions for carbohydrates, saponins, steroids, 
terpenoids, glycosides, fats and oil, alkaloids and resins 
while MF tested positive for carbohydrates, saponins, 
steroids, terpenoids, glycosides, alkaloids and resins (Table 
1). 

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 

3.3 Effect of Extract and Fractions of Z. 
Portoricensis on PTX-induced Convulsion  

The result showed that ME (200 and 400 mg/kg), HF (400 
mg/kg) and EF (100, 200, 400 mg/kg) significantly 
(p<0.00; p<0.01; p<0.05) delayed the time of onset of MS 
when compared with the control group. MF had no 
significant (p>0.001; p>0.01; p>0.05) effects on MS. The 
TCP was found to be significantly (p<0.001; p<0.05) 
delayed in ME at all doses (100, 200, 400 mg/kg), MF and 
HF (400 mg/kg) and EF (200 and 400 mg/kg) compared 
with the control. ME (200 and 400 mg/kg) offered the 
highest percentage protection (100%) in treated mice 
followed by HF and MF with 80% protection at 400 mg/kg, 
respectively. Diazepam exhibited the highest delay in time 

(60.00 ± 0.00) of onset of MS and TCP respectively with 
100% protection (Table 3). 

3.2 Effect of Extract and Fractions of Z. 
Portoricensis on PTZ-Induced Convulsion  

The result showed that EF at all doses (100, 200, 400 
mg/kg), HF (400 mg/kg) and MF (400 mg/kg) significantly 
(p<0.001; p<0.01) delayed the onset of MS whereas in mice 
that received ME, no significant (p>0.001; p>0.01; P>0.05) 
effect was observed in the time of onset of MS compared 
with the control group. In the TCP, there was significant 
(p<0.001; p<0.01) delay in ME and HF (400 mg/kg); EF 
and MF (200 and 400 mg/kg), respectively compared with 
the control. However, EF (200 and 400 mg/kg) and ME 
(400 mg/kg) offered the highest percentage protection 
(100%) in mice similar to diazepam (3 mg/kg i.p.) with 
100% protection. This was followed by ME (100, 200 
mg/kg) with 80% protection compared with the control 
(0%) against PTZ-induced lethality (Table 2).  

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 

3.4 Effect of Extract and Fractions of Z. 
Portoricensis on STR-Induced Convulsion  

The onset of MS was significantly (p<0.001; p<0.01; 
p<0.05) delayed by ME and EF at all doses (100, 200, 400); 
HF and MF (200 and 400 mg/kg), respectively when 
compared with the control. Similarly, ME, EF and MF at all 
doses (100, 200 and 400) and HF (200, 400 mg/kg) 
significantly (p<0.001; p<0.01; p<0.05) delayed strychnine-
induced TCP compared with the control. MF and ME at 
400 mg/kg respectively, offered the highest percentage 
protection of 80 % against STR-induced convulsion. The 
diazepam treated group did not show any signs of 
convulsions, and thus shows percentage protection of 100% 
(Table 4). 

Table 1: Phytochemical constituents of the extract and fractions of Z. portoricensis. 
 

Constituents                          ME                             HF                          EF                      MF 
 
Carbohydrates                           +                                  +                           +                         +   
 
Reducing sugar                         +                                  -                            -                          -  
Glycosides                                +                                  -                            +                        + 
Flavonoids                                +                                  +                            -                         - 
Saponins                                   +                                  +                            +                         + 
Alkaloids                                  +                                   +                            +                         + 
Terpenoids                                +                                  +                            +                         + 
Tannins                                     -                                   -                             -                          - 
Resins                                       +                                  +                            +                         + 
Steroids                                     +                                  +                            +                         + 
Fats and oil                               +                                   +                           +                         - 
Acidic compounds                    -                                   -                             -                          - 
= Present;    -   =  Absent 
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Table 2: Effect of extract and fractions of Z. portoricensis on PTZ-induced convulsion. 

Treatment               Dose (mg/kg)                         Onset of seizure (min)                       % protection        
Myoclonic spasms  Tonic-clonic phase        

(MS)                           (TCP) 
 
Control                    10 ml/kg                      0.67 ± 0.02                   0.81 ± 0.18                        0 

Diazepam                      3                             60.00 ± 0.00***           60.00 ± 0.00***          100 

ME                               100                          0.86 ± 0.03                   1.08 ± 0.06               80 

                                      200                          1.01 ± 0.01                   1.16 ± 0.03                80        

                                      400                          1.57 ± 0.06                   2.07 ± 0.09**         100 

HF                               100                          1.00 ± 0.03                   1.21 ± 0.05   60 

                                     200                          1.16 ± 0.04                   1.45 ± 0.04                    100 

          400                          2.85 ± 0.09**               4.19 ± 0.37***    100 

EF           100                          5.02 ± 0.81***             7.05 ± 0.77***                40 

           200                          4.91 ± 1.48***             6.58 ± 1.36***                40 

                                     400                          7.58 ± 0.71***             9.40 ± 0.56***                60 

MF                              100                          1.08 ± 0.08                   12.97 ± 11.76***              40      

                                    200                          1.32 ± 0.02                   13.11 ± 11.72***             60 

                                    400                          3.53 ± 0.18**               15.69 ± 11.09***              60 

Values of onset of seizure time shown are expressed as mean ± SEM; significance ***p<0.001, **p < 0.01, *p <0.05 
using ANOVA, post-hoc-Dunnet's test compared with the control, n = 5.  
Table 3: Effect of extract and fractions of Z. portoricensis on PTX-induced convulsion 

Treatment               Dose (mg/kg)                  Onset of seizure (min)                              % protection 

Myoclonic spasms  Tonic-clonic phase (MS)                    
(TCP) 

 

Control  10 ml/kg           8.78 ± 0.49                 11.32 ± 0.77    0 

Diazepam      3             60.00 ± 0.00**           60.00 ± 0.00***  100 

ME                       100            10.49 ± 0.15               22.79 ± 9.32***    80 

                                    200                            12.69 ± 0.18**           24.72 ± 8.84***             100 

                                    400                            15.60 ± 0.18***         26.35 ± 8.45***             100 

HF                               100                            8.06 ± 0.29                 8.53 ± 0.30                      60 

                                    200                            10.13 ± 0.22               11.30 ± 0.73                    60                    

                                    400                            16.97 ± 0.22***         17.40 ± 0.44***              80                   

EF                               100                            11.46 ± 0.74*             12.81 ± 0.77                    40                    

                                    200                            11.49 ± 0.75*             13.26 ± 0.89*                  60                    

                                    400                            11.87 ± 0.71*             13.43 ± 0.79*                  40                   
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4 Discussions  

In this study, the anticonvulsant activity of Zapoteca 
portoricensis was evaluated against pentylenetetrazole 
(PTZ), picrotoxin (PTX) and strychnine (STR) induced 
convulsion models in mice.  

The observation after PTZ (60 mg/kg, i.p) administration 
showed an elicited myoclonic spasm (MS) and tonic-clonic 
phase (TCP) consistent with many other studies. Evidence 
has shown that PTZ produces convulsions in experimental 
animals by inhibiting γ-aminobutyric acid (GABA) 
pathway in the central nervous system (CNS) via the 
inhibition of GABAA receptor-chloride channel complex 
[16]. This results in a hyper-excitable state of neurons and  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

excessive firing of an action potential, which leads to the 
development of seizure [17]. The activation of the N-
methyl-d-aspartate (NMDA) receptors according to 
previous report by Kiasalari et al. [18] might also be 
involved in the initiation and propagation of PTZ-induced 
seizures. The result showed that the methanol extract (ME) 
and fractions (EF, HF, MF) of Z. portoricensis root 
exhibited varying degrees of anticonvulsant activity in a 
dose-dependent manner. The 400 mg/kg dose exhibited a 
maximum delay in the onset of PTZ-induced convulsions 
when compared to the seizure control group. ME (400 
mg/kg) and EF (200 and 400 offered the highest percentage 
protection (100%). The standard, diazepam exhibited the 
highest degree of delay in MS and TCP (60.00±0.0) with 
100% protection of mice. Diazepam, a positive modulator 
of GABAA receptors inhibits seizure frequency and severity 

MF                              100                            7.38 ± 0.09                 11.32 ± 0.77                    40 

                                    200                            9.91 ± 0.15                 12.03 ± 0.75                    60 

                                    400                           10.66 ± 0.55                21.09 ± 9.74***              80 

Values of onset of seizure time shown are expressed as mean ± SEM; significance *** p<0.001, ** p<0.01, * p<0.05 
using ANOVA, post-hoc-Dunnet's test compared with the control, n = 5.  

Table 4: Effect of extract and fractions of Z. portoricensis on STR-induced convulsion. 

Treatment                    Dose (mg/kg)                 Onset of seizure (min)                          % protection       

Myoclonic spasms Tonic-clonic phase     (MS)                     
(TCP) 

 
Control                     10 ml/kg              0.73±0.02          1.21±0.07                            0                 

Diazepam                   3                          60.00 ± 0.00***               60.00±0.00***                   100         

ME                            100                       4.38±0.45*                       4.65 ± 0.47*                       40 

                                  200                       7.63±0.41**                     7.92 ± 0.40**                     60 

                                  400                       9.50±0.39**                     9.86 ± 0.41**                     80 

HF                             100                       3.32±0.19                     3.92 ± 0.37      40 

                       200                       6.59±0.39**                     8.53 ± 0.43**                     60                  

                                  400                       8.13±0.18**                     19.37 ± 10.17***               60                  

EF                             100                       6.24 ± 0.30**                   7.14 ± 0.30**                     40                  

                                  200                       7.49 ± 0.49**                   8.64 ± 0.58**                     40                    

                                  400                       11.08 ± 0.99***               10.71 ± 1.15***                 60                     

MF                            100                       3.13 ± 0.40                       6.20 ± 1.28**                     40 

                                  200                       6.11± 0.20**                    7.98 ± 0.42**                     60 

                                  400                       9.69 ± 0.63***                 30.61 ± 12.01***               80 

Values of onset of seizure time shown are expressed as mean ± SEM; significance *** p<0.001, ** p< 0.01, * p<0.05 
using ANOVA, post-hoc-Dunnet's test compared with the control, n = 5.  
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by enhancing the GABAA receptor-mediated inhibition in 
the brain [19]. The ability of Z. portoricencis root extract 
and fractions to protect mice against PTZ-induced seizure 
suggests the presence of constituents with protective 
activity against PTZ-induced seizure and indicate a 
promising efficacy against absence seizures.  Nisar et al. 
[20] reported that drugs that antagonize PTZ-induced 
convulsions are generally effective in controlling 
myoclonic and absence seizures.  

The use of picrotoxin-induced seizure as a research model 
for elucidating the anticonvulsant activity of 
pharmacological agents has been reported in literature. 
Picrotoxin, a CNS stimulant and non-competitive 
antagonist at GABA receptors, was reported to elicit its 
convulsant effects by blocking the presynaptic inhibition 
mediated by GABA on GABAA receptor chloride channels 
[21]. As presented in Table 3, the methanol root extract and 
fractions of Z. portoricencis demonstrated significant 
activity against PTX-induced seizure in a dose-dependent 
manner. The 400 mg/kg appeared to be most effective in 
delaying the time of onset of MS and TCP. The highest 
percentage protection of 100 % against PTX-induced seizure 
deaths was offered by ME (100, 200 mg/kg) followed by 80% for 
HF and MF at 400 mg/kg dose, respectively. The established 
suppression and protection against PTX-induced 
convulsions is suggestive of the enhancement of 
GABAergic activity [22,23]. A possible mechanism of 
action may be by enhancing chloride currents through 
picrotoxin–sensitive chloride channels on the GABAA 
receptor complex [24].  

Numerous studies have reported the use of strychnine test 
model for anticonvulsant screening. Strychnine (STR), a 
potent CNS convulsant, selectively block inhibitory inputs 
by glycine receptors [25], predominantly at the spinal cord, 
to induce excitatory responses in the CNS [26]. The result 
showed a dose-dependent anticonvulsant activity of ME, 
HF, EF and MF against strychnine-induced convulsions by 
delaying the time of onset of MS and TCP. MF and HF at 
400 mg/kg respectively offered the highest delay in time of 
onset of MS and TCP and protected 80% and 60%, 
respectively of the mice against STR-induced seizure deaths. 
The seizure suppression induced by strychnine indicates an 
anticonvulsant activity via the glycine inhibitory 
mechanisms [27].   

Furthermore, phytochemical screening of Z. portoricencis 
indicated the presence of saponins, steroids, flavonoids, 
terpenoids, glycosides and alkaloids. The anticonvulsant 
activity of triterpenes [28], flavonoids [29], saponins 
[30,31] and alkaloids [32] have well been documented. 
Therefore, it is plausible to infer that these constituents may 
partly be responsible for the observed anticonvulsant 
effects [33,34].  

In conclusion, the extract and fractions of Z. portoricensis 
root exhibited a marked anticonvulsant activity. This gives 

scientific evidence to the folkloric claims of its use in the 
management of convulsive disorders. Further research via 
activity guided isolation is ongoing to characterize the 
bioactive compound(s) responsible for the anticonvulsant 
activity.  

List of abbreviations: 

PTZ: pentylenetetrazole; PTX: picrotoxin; STR: strychnine; 
MS: myoclonic spasm; TCP: tonic-clonic phase; ANOVA: 
One-Way Analysis of Variance; AEDs: antiepileptic drugs; 
WHO: World Health Organization; NMDA: N-methyl-d-
aspartate; CNS: central nervous system; GABA: γ-
aminobutyric acid;  

Competing interests 

The authors declare that there is no competing interest 
regarding the publication of this article. 

Authors’ contributions: 

TCA and BCO designed and supervised all experiments. 
ULI and FKA performed the experiments. BCO and ULI 
performed the statistical analysis and wrote the manuscript. 
TCA made manuscript revisions. All authors read and 
approved the manuscript. 

Acknowledgement:  

The authors thank the laboratory staff of the Department of 
Pharmacology and Toxicology, University of Nigeria, 
Nsukka for their technical assistance during the study. 

References 

[1] Carl ES. Epilepsy: A Review of Selected Clinical Syndromes 
and Advances in Basic Science. Journal of Cerebral Blood 
Flow & Metabolism., 26, 983-4(2006). 

[2] Shelar MK, Patil MJ, Bhujbal SS, Chaudhari RB. Evaluation 
of anticonvulsant activity of the ethanolic extracts from 
leaves of Excoecaria agallocha. Future Journal of 
Pharmaceutical Sciences., 4, 215-219(2018). 

[3] World Health Organisation. Epilepsy: Etiology, Epidemiology 
and  Prognosis. 2018. Retrieved from 
www.who.int/entire/mediacentre/factsheets/fs999/en/-25k-
18. 12/05/2019. 

[4] Kandawire, DA. The Socio-economic Experiences of People 
with Epilepsy Employed in the Open Labour Market in the 
Ekurhuleni Region, University of Pretoria., 2016. 

[5] Mehrzadi S, Sadr S, Hosseinzadeh A, Gholamine B, Shahbazi 
A, FallahHuseini H, Ghaznavi H. Anticonvulsant activity of 
the ethanolic extract of Punica granatum L. seed. 
Neurological Research.,  37(6), 470–475(2014).  

[6] Abdel-Rahman RF, Soliman GA, Yusufoglu HS, Tatli-
Çankaya I, Alqasoumi SI, Anil SA, Akaydin G. Potential 



J. Pharm. Appl. Chem., 7, No. 1, 1-7 (2021)/ http://www.naturalspublishing.com/Journals.asp                                                  77      

 
        © 2021 NSP 
         Natural Sciences Publishing Cor. 

 

anticonvulsant activity of ethanol extracts of Cichorium 
intybus and Taraxacum serotinum in rats. Tropical Journal 
of Pharmaceutical Research., 14(10), 1829-1835(2015). 

[7] Ukwe CV, Ubaka CM, Adibe MO, Okonkwo CJ, Akah PA. 
Antiulcer activity of roots of Zapoteca portoricensis (Fam. 
Fabaceae).  J. Basic Clin. Pharm., 1,183–186(2010). 

[8] Nwodo NJ, Uzochukwu CI. Studies on anti-inflammatory and 
antimicrobial  activities of crude methanol extracts of 
Zapoteca portoricensis (Jacq.) HM Hernandez. Recent Prog. 
Med. Plants., 19, 61–69(2008).   

[9] Agbo MO, Okoye FBC, Nwodo NJ. In vivo Anti-
inflammatory effect of Zapoteca portoricensis (Jacq) HM 
Hernández. International Journal of Health Research., 3(1), 
29-35(2010). 

[10] Harbone JB. Phytochemical Methods. A Guide to Modern 
Techniques of Plant Analysis. 2nd Edn, Chapman and Hall, 
London., 55-56(1973). 

[11] Trease GE, Evans WC. Trease and Evans Pharmacognosy. 
General Methods Associated with the Phytochemical 
Investigation of Herbal Products (14th Edn), London: 
Saunders Publishers., 191-293(1996). 

[12] Nogueira E, Vassillief VS. Hypnotic, anticonvulsant and 
muscle relaxant effects of  Rubus brasiliensis involvement 
of GABA9A)-system. J Ethnopharmacol., 70(3),275-80 
(2000). 

[13] Okoye TC, Aguwa CN, Okoli CO, Akah PA, Nworu CS. 
Anticonvulsant and sedative effects of leaf extracts of 
Stachytarpheta cayennensis. J. Trop Med Plants., 9(1), 17-
22(2008). 

[14] Ogbonnia SO, Jager AK, Van Staden J, Coker HAB. 
Anticonvulsant activity of Schumanniophyton magnificum 
roots extract in mice. West Afr. J. Pharmacol. Drug  Res., 19 
(182), 33-36(2003). 

[15] Yemitan OK, Adeyemi OO. Protection against generalized 
seizures by Dalbergia saxatilis (Hook. F.) in the 
pentylenetetrazole and electroconvulsive models. West 
 Afri. J. Pharmacol Drug Res., 21, 33-36(2003).  

[16] Gupta G, Afzal M, David S, Verma R, Candaswamy M, 
Anwar F. Anticonvulsant activity of Morus alba and its 
effect on brain gamma-aminobutyric acid level in rats. 
Pharmacog Res., 6,188-189(2014). 

[17] Ha JH, Lee DU, Lee JT, Kim JS, Yong CS, Kim JA. 4-
Hydroxybenzaldehyde from gastrodiaelata as active in the 
antioxidation and GABAergic neuromodulation of the rat 
brain. J Ethnopharmacol., 73, 329–33(2004). 

[18] Kiasalari Z, Khalili M, Roghani M, Heidari H, Azizi Y. 
Antiepileptic and antioxidant effect of hydroalcoholic 
extract of Ferula asafoetida gum on pentylenetetrazole- 
induced kindling in male mice. Basic Clin Neurosci., 4, 
299e306(2013). 

[19] Dhir A, Naidu PS, Kulkarni SK. Effect of cyclooxygenase 
inhibitors on pentylenetetrazol (PTZ)- induced convulsions: 
possible mechanism of action. Prog Neuropsychopharmacol 
Biol Psychiatry., 30(8),1478-85(2006). 

[20] Nisar M, Khan I, Simjee SU, Gilani AH, Obaidullah, Perveen 
H. Anticonvulsant, analgesic and antipyretic activities 
of Taxus wallichiana Zucc. J Ethnopharmacol., 116, 490-4, 

2008.   

[21] Diniz TC, Silva JC, de Lima-Saraiva SR, Ribeiro FP, 
Pacheco AG, de Freitas RM, Quintans-Junior LJ, Quintans 
Jde S, Mendes RL, Almeida JR. The role of flavonoids on 
oxidative stress in epilepsy. Oxid Med Cell Longev., 
2015;171756, 2015.  

[22] Mante PK, Adongo DW, Woode E, Kukuia KKE, Ameyaw 
EO. Anticonvulsant effect of Antiaris toxicaria (Pers.) 
Lesch. (Moraceae) aqueous extract in rodents. ISRN 
Pharmacology Article,  ID 519208, 2013.  

[23] Dighe AP, Barve KH. Anticonvulsant effect of Sphaeranthus 
flower extracts in mice. Journal of Ayurveda and Integrative 
Medicine., 10, 38-40(2019). 

[24] Hegde K, Thakker SP, Joshi RB, Shastry CS, 
Chandrashekhar KS. Anticonvulsant activity of Carissa 
carandas Linn. root extract in experimental mice. Tropical 
Journal of Pharmaceutical Research., 8(2),117-125(2009). 

[25] Pamar NS, Shiv P. Screening Methods in Pharmacology. 
New Delhi: Narosa Publishing House., 2006. 

[26] Nicol RA. Introduction to the pharmacology of CNS drugs 
In: Katzung BJ, Basic and Clinical  Pharmacology (8th 
Edn). MccGraw-Hill, New York., 351-363(2001). 

[27] Garba K, Hamza AY. Anticonvulsant actions of ethanol stem 
bark extract of Trichilia roka (Meliaceae) in mice and 
chicks. The Journal of Phytopharmacology., 4(4), 231-234 
(2015). 

[28] Gareri P, Condorelli D, Belluardo N, Gratteri S, Ferreri G, 
Donato Di Paola E. De Sarro A, De Sarro G. Influence of 
carbenoxolone on the anticonvulsant efficacy of  
conventional antiepileptic drugs against audiogenic seizures 
in DBA/2  mice. Eur J. Pharmacol., 484, 49-56(2004).  

[29] Nassiri-Asl M, Shariati-rad S, Zamansoltani F. 
Anticonvulsant effects of intracerebroventricular 
administration of rutin in rats. Prog Neuropsychopharmacol 
Biol Psychiatry,  32, 989-993(2008). 

[30] Rasilingam D, Duraisamy S, Subramanian R. Anticonvulsant 
activity of bioflavonoid gossypin. Bangladesh J Pharmacol., 
4, 51-54(2009).  

[31] Chindo BA, Anuka JA, McNeil L, Yaro AH, Adamu SS, 
Amos S, Connelly WK, Lees G, Gamamiel KS. 
Anticonvulsant properties of saponins from Ficus 
platyphylla stem bark. Brain Res Bull., 78, 276-282(2010). 

[32] Bhutada P, Mundhada Y, Bansod K, Dixit P, Umathe S, 
Mundhada D. Anticonvulsant activity of berberine, an 
isoquinoline alkaloid in mice. Epilepsy Behav., 18:207-210, 
2010. 

[33] Singh P, Singh D, Goel RK. Phytoflavonoids: antiepileptics 
for the future. Int J Pharm Pharm Sci., 6(8), 51-66(2014). 

[34] Rashidian A, Farhang F, Vahedi H, Dehpour AR, Ejtemai 
Mehr SE, Mehrzadi S, Rezayat SM. Anticonvulsant effects 
of Lippia citriodora (Verbenaceae) leaves ethanolic extract 
in mice: Role of gabaergic system. Int J Prev Med., 7:1-
5(2016). 

 


