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Review Article

Recent Progress in the Development of New 
Antiepileptic Drugs with Novel Targets

Tafere Mulaw Belete1

Abstract

Background: Epilepsy is a chronic neurological disorder that affects approximately 50–70 million people worldwide. 
Epilepsy has a significant economic and social burden on patients as well as on the country. The recurrent, spontaneous 
seizure activity caused by abnormal neuronal firing in the brain is a hallmark of epilepsy. The current antiepileptic drugs 
provide symptomatic relief by restoring the balance of excitatory and inhibitory neurotransmitters. Besides, about 30% of 
epileptic patients do not achieve seizure control. The prevalence of adverse drug reactions, including aggression, agitation, 
irritability, and associated comorbidities, is also prevalent. Therefore, researchers should focus on developing more effective, 
safe, and disease-modifying agents based on new molecular targets and signaling cascades.
Summary: This review overviews several clinical trials that help identify promising new targets like lactate dehydrogenase 
inhibitors, c-jun n-terminal kinases, high mobility group box-1 antibodies, astrocyte reactivity inhibitors, cholesterol 
24-hydroxylase inhibitors, glycogen synthase kinase-3 beta inhibitors, and glycolytic inhibitors to develop a new antiepileptic 
drug.
Key messages: Approximately 30% of epileptic patients do not achieve seizure control. The current anti-seizure drugs 
are not disease modifying, cure or prevent epilepsy. Lactate dehydrogenase inhibitor, cholesterol 24-hydroxylase inhibitor, 
glycogen synthase kinase-3 beta inhibitors, and mTOR inhibitors have a promising antiepileptogenic effect. 
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Introduction

Epilepsy is a chronic, usually life-long neurological disorder 
characterized by the periodic and unpredictable occurrence of 
unprovoked seizures. Seizures occur when a neuron (mostly 
in the cortex) induces synchronous, abnormal, paroxysmal, 
and recurrent discharges. Epilepsy is the most prevalent 
central nervous system (CNS) disorder that affects 0.5%–1% 
of people in the world.1 The pathophysiology of epilepsy 
involves distortion of the normal balance between glutamate-
stimulating neurotransmitter and γ-aminobutyric acid 
(GABA)-inhibitor neurotransmitter, deposition of epileptic 
insults, and changes in neural circuits that over-synchronize 
neurons. Decreased GABA and increased glutamatergic 
signaling pathways cause several types of epilepsy.2 Several 
pathophysiologic insults cause epilepsy at different levels of 
CNS activity, such as neuronal structure change following 

prolonged febrile seizures, neurotransmitter synthesis, 
synaptic development, and abnormal ionic channel and 
receptor activity. Several neuronal activities, like neuronal 
circuit changes, abnormal dendrite structure, minimized 
GABA production, abnormal GABA receptors, and increased 
glycine synthesis, cause overstimulation of glutamate 
receptors.2,3

Antiepileptic drugs (AEDs) suppress the abnormal activity 
of neurons called epileptic discharges. AED may also have 
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neuroprotective potential. The proposed mechanisms of 
action of AEDs are modulation of calcium, sodium, or 
potassium voltage-dependent channels, increased synaptic 
pathways by GABA, and decreased glutamate-induced 
stimulation. Most AEDs are metabolized in the liver, and 
some drugs are metabolized into active metabolites.4

Patients with seizures face physical, psychological, and 
social morbidities. These difficulties can be prevented by 
controlling seizures. Eliminating seizures is the most 
important objective of epilepsy management. So, most AEDs 
help to control the occurrence of seizures. The efficacy of 
AED monotherapy is well established, and about 60%–70% 
of patients effectively control their seizures.5 Switching to 
other AED monotherapy controls half of the remaining 30% 
of drug-resistant patients. The remaining patients effectively 
controlled the seizures by using a combination of AEDs.6 
Polytherapy with AEDs causes drug interactions and 
exacerbates the side effects. Regardless of the progress 
attained in management, the mortality of patients due to 
epilepsy has not decreased. Thus, it is clear to search for new 
and novel AEDs for the treatment of epilepsy.7 Most AEDs 
need serum concentration measurements for proper 
management of epilepsy due to their narrow therapeutic range 
property. Secondly, the narrow therapeutic index of AEDs 
causes serious idiosyncratic side effects after weeks of 
starting the AED treatment. Besides, cumulative toxicity is 
another side effect that occurs after a long period of epilepsy 
treatment.8,9 Therapeutic use of AEDs during pregnancy 
increases the risk of congenital abnormalities.

Administration of valproic acid in the first trimester 
increases the rate of major anomalies, such as spina bifida, 
cardiac, craniofacial, skeletal, and limb defects, and decreases 
intrauterine growth. Carbamazepine causes an increased risk 
of fetal abnormalities such as spina bifida, and phenytoin 
causes major malformations.10 Even if the adverse drug 
reaction and pharmacokinetic character of the recent AED are 
improved, the treatment of epilepsy still depends on drugs 
that control the symptoms but do not hinder the disease’s 
mechanism. To minimize these clinical challenges, 
understanding the molecular mechanisms of epileptogenesis 
will pave the way to develop new drugs with broad therapeutic 
use that can potentially control the disease’s development or 
improve its clinical outcome.10,11 After several decades of 
research, many drugs were approved with better absorption, 
distribution, metabolism, excretion, and side effects relative 
to the first generation of AEDs. However, not enough progress 
has been made in terms of efficacy in drug-resistant epilepsy. 
This fact demands the conscientious strategies used to 
develop anticonvulsant agents.12

Mechanisms of Action of Existing AEDs

The current therapies decrease neuron firing by acting on ion 
channels that produce action potentials or on receptors that 

regulate synaptic transmission.13 The newer drugs have novel 
mechanisms and better safety profiles. This choice of AEDs 
has made it possible to tailor treatment plans based on patient 
profiles. Despite an increase in the choice of drugs, we still 
treat only the symptoms of seizures without arresting the 
underlying causes of epileptogenesis or providing 
neuroprotection from seizures.14 The mechanisms of action of 
AEDs include voltage-dependent ion channel blockade, 
increasing inhibitory neurotransmission, and suppressing 
excitatory neurotransmission, as shown in Figure 1.

Voltage-dependent Sodium Channel Blockers

Voltage-dependent sodium channel (VGSC) blockers have 
been the major AED for the management of focal and 
generalized tonic-clonic seizures for more than 70 years. 
VGSCs are one of the vital targets for the management of 
several CNS diseases, such as epilepsy, psychiatric disorders, 
chronic pain, and spasticity. VGSC blockers play a key role in 
the induction and propagation of action potentials in neurons. 
This reduction in cellular excitability helps to improve the 
symptoms of epileptic conditions. Most AEDs act by 
inhibiting sodium channels.15 AEDs such as phenytoin, 
carbamazepine, and valproate bind to the active state of the 
channel and reduce high-frequency firing during a seizure; 
some of the newer AEDs, including lamotrigine, 
oxcarbazepine, and zonisamide, act by facilitating the fast 
inactivation of sodium channels. Besides, lacosamide and 
eslicarbazepine increase the slow inactivation of VGSCs, 
which may be associated with better tolerability at higher 
dosages.16 VGSC exists in three states: resting, open, and 
inactivated. Most AEDs with VGSC blockers have a high 
affinity for the inactivated state. As a result, these drugs 
produce a voltage- and frequency-dependent reduction in 
channel conductance, resulting in a limitation of repetitive 
neuronal firing with little effect on the generation of single 
action potentials.17

Voltage-Gated Calcium Channel Inhibitor

Calcium ions enter via voltage-activated calcium channels 
(VGCC) and depolarize the cell membrane to control 
intracellular signaling. VGCCs are grouped into two main 
classes based on the threshold of action potential: low VGCC 
(T-type) and high voltage-activated (HVA) calcium channels 
(L-, N-, P-, Q-, and R-type). Each VGCC is composed of α1, 
α2, δ, β, and γ subunits. While L-type VGCC plays a key role 
in the excitation of postsynaptic neurons, N-, P/Q-, and 
R-type VGCC are involved in rapid synaptic neurotransmitter 
release.18 VGCC is a key component in controlling neuronal 
excitability and is thus of importance in the pathogenesis of 
different types of epilepsies, including absence epilepsies, 
which account for 10% of epileptic seizures.18,19
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T-type calcium channels initially respond to small 
depolarization, and their effect further depolarizes the cell, 
where HVA and sodium channels activate, allowing excess 
calcium entry and action potential generation.20 VGCC is an 
important target for most of the AEDs. Ethosuximide is the 
first-line drug for the management of absence epilepsy and 
acts by inhibiting the T-type calcium channel. Sodium 
valproate, lamotrigine, zonisamide, phenobarbital, felbamate, 
gabapentin, pregabalin, and topiramate also inhibit calcium 
channel conductance. Several AEDs cause adverse events, 
but ethosuximide has fewer side effects. Ethosuximide’s most 
prevalent side effects are gastrointestinal and neurological. 
Drowsiness may occur at the beginning of treatment but is 
resolved with dose reduction. Ethosuximide is more toxic in 
pregnant women with epilepsy than in controls.21,22 Currently, 
ACT-709478 (NBI-827104) is a T-type VGCC blocker in 
phase II studies to treat a rare form of pediatric epilepsy and 
essential tremor.23,24

GABAA Receptor Modulator

GABAA receptor is a ubiquitous ligand-gated ion channel that 
possesses five components (α, β, γ, δ, ε, or ρ) that can be 

activated by GABA binding. This arrangement causes a 
different assortment of receptor subtypes in most parts of the 
CNS. There are several allosteric binding sites at the GABA 
A receptor. The GABAA α1 mediates sedating and amnesic 
activity; α2 receptors mediate anxiolytic activity; α subunits 
are involved in the anticonvulsant effect, α5 mediates learning 
and memory; and β3 subunit deficiency decreases GABA 
inhibition.25,26

Several studies reported that the full GABAA receptor 
agonist has great potential to develop physical dependence 
and tolerance. Besides, partial positive allosteric modulators 
possess a significant effect on drug-resistant epilepsy. 
Therefore, partial positive allosteric modulators of GABAA 
receptors are crucial for the management of drug-resistant 
epilepsy. Most AEDs approved for the management of 
epilepsy act by activating GABAA receptors, enhancing the 
inhibitory effect of GABA.26,27

Barbiturates and benzodiazepines activate the GABAA 
receptor to open the chloride ion channel. Barbiturates 
prolong the chloride channel opening duration, but 
benzodiazepines increase the chloride channel opening 
frequency. Phenobarbital activates the GABAA receptor in the 
absence of GABA but not benzodiazepines.27,28 Felbamate 

Figure 1. The Mechanisms of Action of the Antiepileptic Drugs.
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and topiramate also modulate GABA responses at the GABAA 
receptor. Levetiracetam indirectly influences GABAA 
receptor function by reducing the negative allosteric 
modulation of the receptor. Vigabatrin is an irreversibly 
inhibited GABA-transaminase that metabolizes GABA, 
whereas tiagabine inhibits the reuptake of GABA from the 
synaptic cleft by inhibiting GABA transport.29 Stiripentol and 
clobazam are selective positive allosteric modulators. GABAA 
enhancers selectively bind to α3-B3-γ2 and alpha2-subtype 
GABAA receptors, respectively. Several selective GABA A 
receptor agonists have the chance to be effective against 
specific types of epilepsy.30,31 Several compounds are in 
clinical trials, including ganaxolone (phase III),31 CVL-865 
(phase II), and padsevonil (phase III).32

Glutamate Receptor Blocker

Glutamate is the principal fast excitatory neurotransmitter in 
the CNS. Glutamate receptors respond to glutamate binding 
by increasing cation conductance, resulting in neuronal 
excitation. Glutamate receptors are grouped as ligand-gated 
ion channels (“ionotropic”) and “metabotropic” GPCRs. The 
ionotropic receptor has three subfamilies designated as 
α-amino-3-hydroxy-5-methyl-4-isoxazole-propionic acid 
(AMPA), kainate, and N-methyl-d-aspartate (NMDA). These 
subtypes are named based on their affinities for the synthetic 
agonists: NMDA, AMP (α-amino-3-hydroxy-5-methyl-4-
isoxazole-propionate), and kainic acid (kainate).33,34 The 
AMPA and kainate receptors are permeable to sodium ions 
that are involved in fast excitatory synaptic transmission. The 
NMDA receptor is permeable to both sodium and calcium 
ions and is only activated during prolonged depolarization. 
The metabotropic glutamate receptors act similarly to 
GABAB receptors.35,36 They are G-protein coupled and act 
mainly as auto-receptors on glutamatergic terminals, 
inhibiting glutamate release.36 Perampanel is a selective, 
noncompetitive AMPA receptor antagonist that suppresses 
excitatory neurotransmission and thereby controls seizure 
discharge spread. Perampanel is approved as an adjunctive 
treatment for primary generalized tonic-clonic seizures and 
partial-onset seizures. Several AEDs exert their effect in part 
by acting on the glutamatergic receptor.37

Felbamate blocks the NMDA subtype of glutamate 
receptors. Topiramate, lacosamide, and zonisamide exert 
their effects by inhibiting AMPA and kainate receptors. 
Phenobarbital blocks AMPA receptors. Lamotrigine 
selectively reduces glutamate release by inhibiting presynaptic 
sodium and calcium channels rather than having a direct 
effect on the glutamate system.38,21 Several AMPA receptor 
antagonist agents are in clinical development for refractory 
status epilepticus, including NS-1209 and talampanel (GYKI-
53773).39 In January 2021, the FDA approved a phase IIa 
study of the selective metabotropic glutamate type 2 (mGlu2) 
receptor as a positive allosteric modulator JNJ-40411813 
(ADX71149) in epilepsy patients.39,40

Synaptic Vesicle Protein 2A

Synaptic vesicles exist in the presynaptic nerve and are used 
to store and regulate exocytosis. Synaptic vesicle protein 2A 
(SV2A) is a synaptic vesicle that is found in all kinds of nerve 
terminals.41 SV2A protein expression decreased by 40% in 
brain tissues resected from patients with temporal lobe 
epilepsy-resistant drugs.42 Levetiracetam, brivaracetam, 
seletracetam, and padsevonil are new groups of AED that 
bind to a presynaptic vesicle protein called SV2A, causing 
synaptic vesicles to fuse with the presynaptic membrane and 
release neurotransmitters.43 These drugs also inhibit 
presynaptic voltage-gated Ca2+ channels and inhibit the 
release of Ca2+ from intracellular stores, both of which 
suppress excitability and reduce transmitter release. SV2A 
inhibitors are used as adjunctive management for drug-
refractory partial-onset seizures in patients with epilepsy 
aged 16 years and above. Brivaracetam is more selective and 
has a higher affinity for SV2A than levetiracetam.43,44

KCNQ/Kv7 Potassium Channel Opener

Voltage-gated K+ channels (Kv) play a crucial role in 
controlling intrinsic electrical properties in excitable cells. 
Kv channels have a KV7 family that includes five members 
(Kv7.1-5) who have gained great interest in developing a 
novel drug due to its link to different diseases. KCNQ1 is 
located in cardiac tissues, whereas KCNQ2–5 is mainly found 
in the CNS and is therefore referred to as a neuronal KCNQs.45 
Kv7.2 and Kv7.3 subunits assemble into KCNQ2/3 
heterotetramers, which are identified as a major part of the 
low voltage-dependent M-channels that control neuronal 
activation. Facilitating activation or delaying inactivation of 
the Kv7 channel suppresses neuronal excitability, which 
helps to control electrical activity during seizures.46 The 
opening of potassium channels causes hyperpolarization, 
which causes a reduction in excitability. Retigabine is the first 
AED approved for the add-on treatment of refractory focal 
epilepsy.47 It acts as an opener of KCNQ channels that 
selectively acts on neuronal Kv7 potassium channels, but 
now it is not commercially available due to its side effects. 
Retigabine may cause urinary retention due to potentiating 
KCNQ channels expressed in bladder tissues. However, 
reports of skin discoloration on peripheral tissue and loss of 
vision due to retinal discoloration eventually led to a black 
box warning on retigabine medication.47,48 XEN1101 is 
another novel positive allosteric modulator of KCNQ2/3 
currently being developed by Xenon in phase II clinical trials 
for the treatment of focal epilepsy.49

Carbonic Anhydrase

The acid-base balance and maintaining local pH are essential 
for the normal activity of the CNS. A seizure can be caused by 
an increase in the extracellular potassium level or by neuronal 
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excitability affected by pH changes. Generally, the excitability 
of neurons is enhanced by alkalosis and suppressed by 
acidosis.50 Carbonic anhydrases are ubiquitous enzymes that 
have a key role in catalyzing the bidirectional conversion of 
carbon dioxide and water to bicarbonate and hydrogen ions. 
(CO2 + H2O ↔ HCO3

- + H+)
Carbonic anhydrase inhibitors such as acetazolamide, 

methazolamide, topiramate, zonisamide, and sulthiame can 
reduce seizures. These drugs act by producing localized 
acidosis and increasing intercellular hydrogen ion 
concentrations.50,51 This causes the shift of potassium ions to 
the extracellular space and causes hyperpolarization. This 
suppresses excitatory neurotransmission by reducing NMDA 
receptor activity and enhances inhibitory neurotransmission 
by facilitating the responsiveness of GABAA receptors. 
Acetazolamide is a carbonic anhydrase inhibitor used as an 

AED with some success.52 Topiramate and zonisamide inhibit 
carbonic anhydrase but are less potent. Thus, carbonic 
anhydrase inhibition can be proposed as an AED mechanism, 
but the extent to which it contributes to the clinical effect 
remains to be determined. The summary of AEDs is presented 
in Table 1.52,53

Novel Targets for Antiseizure Therapy

Currently, AED development has a better chance due to a 
better understanding of the mechanisms of epileptogenesis, 
seizure generation, pharmacoresistance, and the presence of 
disease-specific models. Several studies on the mechanisms 
of seizure initiation and propagation have identified several 
promising novel targets for developing drugs for the treatment 
of epilepsy. AEDs that inhibit epileptogenesis are urgently 

Table 1. Summary of Antiepileptic Drugs’ Therapeutic Use and Proposed Mechanisms of Action.

Drug Mechanism of Action Use Side Effects References
First  
generation

Phenobarbi-
tal (1912)

Enhances GABA  
action, reduces 
voltage-dependent 
Ca++ currents

Partial seizures, 
GTC seizures

Drowsiness, impotence, depression, 
poor memory, lethargy respiratory 
depression, vitamin D, and folic acid 
deficiency

1

Phenytoin 
(1938)

Block sodium channels Partial seizure, 
complex partial 
seizure, GTC 
seizures, trigeminal 
neuralgia, status 
epilepticus, and 
arrhythmia

Gingival hypertrophy, hepatitis, 
nystagmus, ataxia, vertigo, diplopia, 
arrhythmias, and skin necrosis

4

Primidone 
(1954)

Decrease sustained 
repetitive firing: inhibit 
voltage-dependent Na+ 
currents

Partial and gen-
eralized seizure, 
essential tremor, 
and psychomotor 
seizure

Sedation, ataxia, vertigo nystagmus, 
nausea, decreased libido, and skin 
rashes

2

Ethosuxi-
mide (1960)

Reducing T-type Ca++ 
currents, Blocking 
synchronized thalamic 
firing

Absence seizures Gastrointestinal intolerance,  
(nausea, vomiting, diarrhea)  
tiredness, sedation, lethargy,  
insomnia, and headache

21

Carbamaze-
pine (1974)

Blocks voltage-depen-
dent Na+ channels

Neurological 
pain (trigeminal 
neuralgia, dia-
betic neuropathy), 
epilepsy (focal 
and non-primary 
generalized), and 
bipolar disorder

Neurotoxicity: sedation, dizzi-
ness, diplopia, and ataxia. Vomiting, 
diarrhea, lethargy, hypersensitivity 
reactions are rashes, photosensitiv-
ity, hepatitis, agranulocytosis, and 
hyponatremia

16

Valproic acid 
(1978)

Increases central 
nervous system GABA 
levels by increased 
synthesis and reduced 
catabolism, block 
T-type Ca++ current, 
enhances Na+ channel 
inactivation

All types of 
epilepsy, migraine 
prophylaxis, and 
bipolar mania

Gastrointestinal irritation, hair loss, 
tremors, ankle swelling, weight gain, 
drowsiness, and aplastic

14

(Table 1 continued)
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Drug Mechanism of Action Use Side Effects References
Second 
generation(new)

Felbamate 
(1993)

Block N-methyl-d-
aspartate receptors, 
GABA potentiation, 
block Na+ channel

Partial seizures and 
Lennox-Gastaut

Anemia 16

Gabapentin 
(1993)

Enhances GABA 
release, inhibit entry of 
Ca2+ into presynaptic 
neurone that reduce 
glutamate release

Refractory partial 
seizures, GTC, 
myoclonus, anxiety, 
neuropathic pain, 
and migraine pro-
phylaxis

Mild sedation, tiredness, dizziness, 
and unsteadiness

26

Lamotrigine 
(1994)

Reduces glutamate 
releaseInhibits 
voltage-activated Ca2+ 
currents, Na+ channel 
blockade

Partial seizures, 
GTC seizures, 
absence, my-
oclonus (JME), 
Lennox-Gastaut, 
neuropathic pain, 
trigeminal neu-
ralgia, and bipolar 
depression

Dizziness, light-headedness,  
drowsiness, nausea, blurred vision, 
weight loss, and weakness

16

Topiramate 
(1996)

Inhibit Na+ and Ca2+ 
channel, enhance 
GABA activity, block 
glutamate and carbonic 
anhydrase activity

Partial seizures, 
GTC seizures, 
myoclonus, 
absence, migraine 
headache, and 
essential tremor, 
with phentermine, 
for weight loss

Cognitive impairment, poor 
memory, ataxia, sedation, diplopia, 
nystagmus, loss of appetite, weight 
loss, and kidney stones

26

Tiagabine 
(1997)

Neuronal and glial 
GABA-uptake inhibitor

Add-on therapy 
for partial seizures

Sedation, nervousness, asthenia, 
amnesia, and abdominal pain.

21

Levetirece-
tam (1999)

SV2A modulation Partial seizures, 
myoclonus (JME), 
and absence of 
epilepsy, mainly as 
add-on drug

Sleepiness, dizziness, weakness, 
sedation, thrombocytopenia, and 
psychiatric events, such as agitation 
and psychosis

43,44

Oxcarbaze-
pine (2000)

Inhibit Na+ and Ca++ 
channel

Partial seizures, 
GTC seizures, neu-
ropathic pain, and 
bipolar mania

Fatigue, headache, dizziness and 
ataxia, hyponatremia, nausea and 
gastrointestinal disturbance

16

Zonisamide 
(2000)

Blocks Na+ channels, 
blocks T-type Ca++ 
channels,enhance 
GABA action, and 
inhibit carbonic anhy-
drase

Add-on drug in 
refractory partial 
seizures, GTC 
seizures, myoclo-
nus (JME), absence, 
infantile spasms, 
kidney stones, 
Lennox-Gastaut, 
and bipolar mania

Somnolence, dizziness, headache, 
irritability, anorexia, metabolic aci-
dosis, and renal calculi paraesthesia

53

(Table 1 continued)

(Table 1 continued)
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Drug Mechanism of Action Use Side Effects References
Newest Pregabalin 

(2005)
Binds to α2δ subunit 
of voltage-gated cal-
cium channels

Focal-onset epilep-
sy, painful neuropa-
thies, generalized 
anxiety disorder, 
and fibromyalgia

Dizziness/incoordination, somno-
lence, abnormal thinking, weight 
gain, and peripheral edema

21

Rufinamide 
(2009)

Enhance slow inac-
tivation of sodium 
channels

Refractory partial 
seizures and 
Lennox-Gastaut 
syndrome

Somnolence, headache, dizziness, 
fatigue, diplopia, and gastrointesti-
nal disturbances

16,17

Lacosamide 
(2007)

Enhancing Na+ channel 
inactivation

Neuropathic pain, 
and refractory par-
tial seizure

Headache, nausea, ataxia, vertigo, 
tremor, diplopia, depression and 
arrhythmia

16

Vigabatrin 
(2009)

Inhibit GABA ami-
notransferase that 
degrades GABA

Partial seizures and 
infantile spasms 
approved only for 
adjuvant medica-
tion

Visual field constriction, behavioral 
change insomnia, psychosis limited 
its use as a reserve drug

21

Clobazam 
(2011)

GABA potentiation Adjunctive for 
Lennox-Gastaut 
syndrome

Ethargy, somnolence, aggression, 
insomnia, ataxia, and fatigue

25

Retigabine 
(Ezogabine) 
(2011)

Activated voltage-gat-
ed potassium channels 
(KCNQ [Kv7]), causes 
hyperpolarization and 
stabilize resting mem-
brane potential

Add-on treatment 
for treatment-
resistant focal 
epilepsy

Dizziness, fatigue, confusion, ver-
tigo, and tremor discontinued form 
the market due to safety issues 
such as skin and retina discolor-
ations

47

Perampanel 
(2012)

Noncompetitive 
α-amino-3-hydroxy-
5-methyl-4-isoxazole-
propionic acid 
glutamate receptor 
antagonist

Add-on therapy 
for drug-resistant 
focal epilepsy and 
GTC seizure

Dizziness, somnolence, headache, 
irritability, fatigue, ataxia, nausea, 
vertigo, and back pain

37

Eslicarbaze-
pine Acetate 
(2009)

Blockade of voltage 
dependentsodium 
channels

Partial seizures Dizziness, headache, diplopia, som-
nolence, nausea, emesis, and poor 
coordination

16

Stripentol 
(2007)

Enhancing GABAA 
receptor, inhibition of 
lactate dehydrogenase

Add-on therapy of 
seizures in children 
with Dravet 
syndrome status 
epilepticus

Anorexia, weight loss, drowsiness, 
ataxia, lethargy, nausea, vomit, and 
tremor

30,31

Brivarace-
tam

SV2A modulation Refractory partial 
onset seizures

Asthenia, somnolence, and behav-
ioral symptoms

21

Abbreviations: GTC, generalized tonic-clonic seizure; SV2A, synaptic vesicle protein 2A.

(Table 1 continued)

needed. The advancement in preclinical and clinical trials 
brings hope for developing a new agent with a novel target 
that has better efficacy and safety.54 In recent years, there 
have been numerous successes in AED discovery, but still, 
treatment of epilepsy is challenging, and safe and effective 
AEDs are far away.55 Targeting the underlying mechanism of 
epileptogenesis helps to develop AED with few side effects. 
For the past 20 years, a new generation of AEDs has been 

approved for the treatment of different types of epilepsy.56 
Most of the recently approved AEDs were modifications of 
the available AEDs with better adverse effects and stability. 
These new AEDs are used either alone or added to other drugs 
to treat refractory epilepsy. Nowadays, several novel 
antiepileptic agents are in different drug development 
stages.56,57 These drugs may have better safety, efficacy, and 
compatible pharmacokinetic properties. It is urgent to 
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improve animal models and search for new drug targets to 
treat patients with refractory epilepsy.57,58

Lactate Dehydrogenase Inhibitor

Several studies have reported that glycolysis is vital for 
maintaining sustainable synaptic activity. To support the 
enhanced synaptic vesicle effect, significant glycolysis is 
undertaken in activated neurons.59 Lactate dehydrogenase 
(LDH) catalyzes the interconversion of lactate and pyruvate; 
the latter is the final metabolic product of glycolysis. Lactate 
is used as fuel by several tissues during the aerobic state. In 
the CNS, lactate is the main source of energy.60 The concept 
of the astrocyte-to-neuron lactate shuttle hypothesis is that 
astrocytes produce lactate, which is then transported into 
neurons. Then, the transported lactate is metabolized to 
pyruvate by LDH, which helps to produce energy in the Krebs 
cycle. Based on this hypothesis, LDH inhibitors suppress 
neuronal discharges and play a key role in inhibiting 
epilepsy.61 Oxamate is a pyruvate analog that inhibits the 
LDH enzyme. A study done on the administration of Oxamate 
into the hippocampus inhibits seizures in animal models of 
temporal lobe epilepsy. Finally, the authors propose that some 
currently used AEDs may inhibit LDH.59,62

Among 20 AEDs screened on purified LDH enzyme, only 
stiripentol showed a partial LDH inhibitory effect at the level 
of 500 μM.63 Stiripentol has antiepileptic activity through two 
mechanisms. The first mechanism inhibits coadministered 
AED metabolism, and the second mechanism is GABA 
receptor modulation. These mechanisms may contribute to 
the treatment of Dravet syndrome.64 The mammalian target of 
rapamycin (mTOR) signaling pathway is also involved in 
epilepsy and is inhibited by the LDH inhibitor oxamate. 
Activation of the mTOR pathway enhances LDH expression. 
Furthermore, rapamycin, an mTOR inhibitor, decreases LDH 
expression, reduces lactate concentration, and inhibits 
epileptic seizures. Therefore, compounds with LDH inhibitory 
activity may contribute to the development of new AEDs for 
the management of drug-resistant epilepsies.65

c-Jun N-Terminal Kinases

Mitogen-activated protein kinases (MAPKs) are highly 
conserved serine (Ser)/threonine (Thr) kinases that control 
the proliferation, differentiation, senescence, and apoptosis of 
cells. These signals are transmitted by four signal cascades, 
including kinesis (ERK) 1/2, ERK5, p38, and the c-Jun 
N-terminal kinases (JNKs), to modulate the activity of 
transcription factors, transcription suppressors, and chromatin 
remodeling proteins.66 JNKs are also called stress-activated 
protein kinases, which are stimulated by cytokines, oxidative 
stress, DNA-damaging agents, UV radiation, protein 
inhibitors, and growth factors. JNK has an essential role in 
cellular proliferation, differentiation, morphogenesis, and the 

maintenance of synapses.67 Besides, it regulates neuronal 
migration and death via apoptosis after cellular insults. These 
activities suggest JNK has a key role in psychiatric and 
neurodegenerative disorders.67

Tai and colleagues reported significant JNK hyperactivation 
in rats treated with pilocarpine hydrochloride.67 In another 
study, rats treated with anisomycin, a nonspecific MAPK 
activator, increased seizure frequency.68 To confirm the 
hypothesis that JNK overactivation could be relevant in chronic 
epilepsy. JNK inhibitor (SP600125) showed a significant 
reduction in convulsive seizure frequency.69 In the pilocarpine-
induced rat model of epilepsy, elevated phosphorylated JNK 
concentrations indicated JNK hyperactivation in the CA1 
region of the hippocampus, and SP600125, a JNK inhibitor, 
displayed a reduction in seizure occurrence.67,70

High Mobility Group Box-1 Antibody

Our body has mechanisms to identify pathogenic agents 
through the detection of substances such as damage-associated 
molecular patterns (DAMPs). DAMPs such as S100 proteins, 
high mobility group box-1 (HMGB1), and heat shock proteins 
are endogenous danger molecules released by damaged 
tissue. DAMPs are vital during tissue repair and regeneration 
and in autoimmune disorders. The HMGB1 nuclear protein is 
the only DAMP that induces innate immunity either by itself 
or via cytokines.71 HMGB1 triggers autophagy when 
transported into the cytoplasm. HMGB1 is a proinflammatory 
cytokine that triggers status epilepticus and febrile seizures.72

In epileptic patients’ brains, high amounts of HMGB1, 
RAGE, TLR4, and nuclear factor-kappa B (NF-κB) were 
reported. The increased amount of HMGB1 is related to the 
onset of seizures, confirming HMGB1 as a contributor to 
neuron hyperexcitability, which is critical in seizure onset. 
Hence, the HMGB1/RAGE/TLR4 pathway may initiate the 
development and persistence of seizures.73 The translocation of 
HMGB1 was reported in different animal models such as 
pentylenetetrazole (PTZ)-induced seizures, pilocarpine-induced 
status epilepticus, and KA-induced epilepsy.74 A monoclonal 
antibody that targets HMGB1, also called “anti-HMGB1 mAb,” 
decreases inflammation in the CNS, which may inhibit 
epileptogenesis and seizures in animal models. Anti-HMGB-1 
mAb showed rapid anti-seizure activity in maximal electroshock 
and PTZ-induced seizures in mice models.75 Mice treated with 
anti-HMGB-1 mAb for 2 weeks did not show drug resistance 
and had a wide therapeutic index that provided a chance of 
using large doses without side effects.75,76

Astrocyte Reactivity

Several studies showed that the leakage of serum albumin via 
a disrupted blood–brain barrier (BBB) may initiate specific 
signaling cascades within neurovascular cells that specifically 
activate astrocytes. These reactive astrocytes release 
glutamate, resulting in neuron excitability and 
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epileptogenesis.77 Besides, reactive astrocytes release 
proinflammatory cytokines (e.g., interleukin [IL]-1β, IL-6, 
and tumor necrosis factor-α) and recruit more inflammatory 
cells by secreting C-C motif chemokine ligands 2, 3, and 5. 
As a result, there is increased neuronal excitability, seizure 
development, neuronal inflammation, and death.78

Albumin binds to astrocytic transforming growth factor-
beta (TGF-β)R2 resulting in the activation of the TGF-β 
signaling pathway, synthesis of TGF-β, and astrocyte 
activation that inhibits buffering of potassium and glutamate 
at the cellular level. ALK5/TGF-β-pathway induces excitatory 
synaptogenesis, whereas SJN2511, specific ALK5/TGF-β 
inhibitors, prevents synaptogenesis and epilepsy.79 Hence, 
TGF-β pathway inhibition arrests astrocyte activation during 
epileptogenesis, leading to a reduction in seizures and brain 
inflammation.78,79 So, the TGF-β pathway inhibition may 
serve as a therapeutic target to prevent seizure development 
in individuals with brain injury. The excitatory/inhibitory 
balance is controlled by astrocytes, and its disruption may 
cause neural cells to become epileptic. Thus, activation of 
adenosine type-1 receptors interferes with glutamate release 
in astrocytes, which has an anti-seizure effect.80

Cholesterol 24-Hydroxylase Inhibitor

Cholesterol plays an essential role in maintaining different 
physiological activities in the CNS, such as controlling 
membrane potential and the release of synaptic vesicles. The 
regulation of cholesterol metabolism in the CNS differs 
from that in the periphery. One such example is the 
cholesterol 24-hydroxylase (CH24H) enzyme, which is a 
CNS-specific enzyme that metabolizes cholesterol into 24S- 
hydroxycholesterol, the main mechanism of cholesterol 
clearance from the CNS.81

Modulation of CH24H affects amounts of 24- 
hydroxycholesterol, which is a positive allosteric modulator of 
NMDA receptors in the CNS. Overactivation of NMDA 
receptors causes neuronal cell death and epilepsy.82 Besides, 
neuronal 24-hydroxycholesterol may have a crucial role in 
controlling glial cell activity, including inflammation, oxidative 
stress, and potassium homeostasis. So, CH24H inhibition may 
be important in epilepsy.83 Soticlestat (TAK-935) is a promising 
therapeutic agent for the treatment of epilepsy. TAK-935 
decreased the concentration of 24-hydroxycholesterol in the 
CNS as reported in an animal model. Currently, soticlestat 
(TAK-935) is in a phase Ib/IIa clinical trial as adjunctive 
therapy in pediatrics with Dravet syndrome and Lennox-
Gastaut syndrome. Soticlestat was well tolerated and reduced 
seizure frequency during the study period.83,84

Glycogen Synthase Kinase-3 Beta and Tau Protein

Glycogen synthase kinase-3 (GSK3) is a protein-directed 
kinase mostly found in axons, a highly conserved Ser/Thr 
kinase that controls several biological processes such as 

immunity, metabolism, cell differentiation, and survival. 
GSK3 is involved in the pathogenesis of several neurological 
disorders such as schizophrenia, bipolar disorder, Parkinson’s 
disease, brain tumors, stroke, and Alzheimer’s disease.85 
Overexpression of GSK3β facilitates tau protein 
phosphorylation, microtubule dissociation, and aggregation 
that causes axonal transport changes, neurodegeneration, and 
impairment of learning and memory. Tau is a microtubule-
associated protein that stabilizes microtubules in the axon by 
interacting with kinesin and dynein proteins.86 The storage of 
hyperphosphorylated tau protein causes excitatory and 
inhibitory neurotransmitter imbalances that disrupt neuronal 
synchronization and epilepsy development. Patients with 
cognitive impairment and epilepsy showed aggregation of 
hyperphosphorylated tau protein and enhanced GSK3β 
enzyme activity.85,87

Several studies showed that decreased tau concentration 
has a preventive effect against seizures and halts neuronal and 
synaptic loss. In epilepsy, inhibition of GSK3β reduces tau 
hyperphosphorylation and neurofibrillary tangle development. 
TDZD-8 is the first non-ATP-competitive inhibitor of GSK3β. 
TDZD-8 inhibits tau hyperphosphorylation, neuronal death, 
and the modification of neurogenesis in epileptic patients.88 
Ifendropil and memantine are NMDAR blockers that have 
GSK3β inactivation and reduce tau phosphorylation.89 Recent 
studies showed that GSK3β inhibitors such as indirubin and 
BIO-acetoxime have anticonvulsant effects in PTZ-induced 
seizures in zebrafish and mouse 6 Hz model.88,89

Glycolytic Inhibition

A ketogenic diet is rich in fat (90%), with a low amount of 
carbohydrates and protein. So our body uses fat as a source of 
fuel, producing ketone bodies and resulting in glycolysis 
reduction. Glycolysis inhibitor mimics a ketogenic diet that 
helps to control the seizure. The glycolytic inhibitor 2-deoxy-
d-glucose (2-DG) showed antiepileptic effects by upregulating 
KATP subunits (kir6.1 and kir6.2).90 Modification of oxidative 
phosphorylation and glycolysis affects the induction of 
epilepsy by inhibiting K+ currents and GABAA and NMDA 
receptors. Inhibiting glycolysis with the glucose derivative 
2-DG at 10 mM suppressed the frequency of interictal 
discharge, similar to other in vitro models.90,91

2-DG is a glycolysis inhibitor that showed promising 
seizure protection. It inhibits glycolysis by phosphorylation 
of 2-DG at the sixth position, which interferes with the 
isomerization of glucose-6-phosphate to fructose-6-
phosphate. This decreases glycolytic flux, reduces energy 
production, and produces antiseizure effects. 2-DG showed a 
neuroprotective effect by decreasing the deleterious oxidative 
and metabolic effects of kainic acid in hippocampal cell 
cultures. 2-DG also decreased the seizure-induced 
hippocampal loss in kainic acid-induced seizures in animal 
models.92 The neuroprotection effect of 2DG may be 
associated with the inhibition of phosphoglucose isomerase, 



Belete	 271

resulting in disruption of glycosylation, increased tonic 
GABA inhibition by increasing neurosteroidogenesis, 
activation of adenosine monophosphate kinase, and reduced 
oxidative stress. During seizures, a high amount of energy is 
needed for the neurons, and this energy is gained by increasing 
glycolysis. But the presence of 2-DG decreases NADH 
amounts, and the kindling process is decreased.92,93

Inhibition of mTOR Pathway

The mTOR is a serine/threonine protein kinase that regulates 
cell division, differentiation, transcription, translation, 
proliferation, and survival. Abnormal mTOR signaling 
contributes to different disorders, including cancer, diabetes, 
and epilepsy. mTOR signaling cascade induction is associated 
with epileptogenic diseases called “mTORpathies,” which 
are characterized by pharmacoresistant epilepsy and altered 
neuronal morphology because of mutations resulting in 
mTOR pathway activation. mTORC1 activation upregulates 
AMPA receptor activity in vitro.94 Hyperactivation of the 
mTOR cascades contributes to epileptogenesis in an animal 
model. The mTOR inhibitors have displayed antiepileptogenic 
activity in animal models of epilepsy. Rapamycin is an 
inhibitor of mTOR that prevents epilepsy via suppression of 
astrocyte and microglial cell activation.95 Rapamycin controls 
seizures and improves behavioral impairments by inhibiting 
IL-2 and IL-1β linked activation of PI3K/AKT/mTOR 
signaling in animal models of temporal lobe epilepsy. 
Management of epilepsy with everolimus decreased seizure 
frequency and severity.89 Everolimus is a rapamycin analog 
approved for the treatment of refractory seizures in 2017. But 
rapamycin and its derivatives have poor oral bioavailability, 
less BBB entrance, and slow accumulation in the CNS.

Several studies showed that mTOR inhibitors are better for 
early preventative therapy of epilepsy than the standard drug-
resistant epilepsy treatment.96,97 Recently, two selective 
mTORC1/C2 inhibitors named PQR620 and PQR530 were 
developed. PQR620 showed better dose-dependent 
antiseizure efficacy. Resveratrol, a natural compound, has 
antiepileptogenic activity by suppression of NF-κB and 
proinflammatory cytokine synthesis that is affected by mTOR 
signaling. The ketogenic diet has an anti-inflammatory effect 
and also blocks mTOR activity.90,98

G Protein-Coupled Estrogen Receptor 1

The genomic modulation of neuronal activity acts via its ERα and 
ERβ receptors. G protein-coupled estrogen receptor 1 (GPER1) is 
a novel estrogen receptor that mediates the non-genomic 
neuroprotective effects of estrogen in brain injury, cerebral 
ischemia, Alzheimer’s disease, and Parkinson’s disease. Besides, 
GPER1 involve in cognition, depression, homeostasis, pain, and 
other neuronal activities.99 GPER1 is expressed in synaptic and 
extrasynaptic regions within dendritic spines. In the dorsal 
hippocampus, GPER1 facilitates social recognition and object 

placement performance. The neuroprotective effects of 
17β-estradiol in epilepsy, Alzheimer’s, and Parkinson’s disease are 
mediated through GPER1 and ion channels.99 Estrogen can protect 
the hippocampus neurons against seizure-induced damage and 
prolong seizure latency. Besides, 17β-estradiol has a neuroprotective 
effect against the excitotoxicity damage associated with seizures 
and inflammation. The knockdown of the estrogen receptor 
showed overexpression of proinflammatory cytokines and reactive 
microglia that indicated enhanced inflammation post-SE.100,101

The Endocannabinoid System

The endocannabinoid system (ECS) is involved in the control 
of excitatory and inhibitory synaptic transmission in the CNS. 
ECS has two G protein-coupled receptors, the cannabinoid 
receptor (CB1R) and the CB2R, with two endogenous 
cannabinoid ligands, namely 2-arachidonoylglycerol (2-AG) 
and N-arachidonoylethanolamide (NAN), respectively.

The presence of these compounds at the synaptic site 
modulates these cells’ activity.102 The major CB1R in the CNS 
is CB1R, a presynaptic G-protein-coupled receptor that 
activates VGCCs and enhances potassium-channel conduction 
in the presynaptic neurons. CB1R is activated by the activity-
dependent synthesis of 2-AG and is involved in the retrograde 
control of synaptic transmission.103

Several studies have shown that ECS insults contribute to 
epilepsy development. Patients with temporal lobe epilepsy 
have lower anandamide levels in the CNS, lower levels of 
CB1R messenger RNA, and reduced expression of 
diacylglycerol lipase α (DAGL-α), the enzyme that helps for 
the synthesis of 2-AG in postsynaptic neurons.102,103 Another 
study showed that epileptic patients show increased expression 
of CB1 receptors on astrocytes. In mice, activation of astrocytic 
CB1 receptors caused glutamate release from astrocytes, 
suggesting that the elevated CB1 receptor expression in 
astrocytes observed in epileptic patients may increase the 
excitability of the neuron. These studies support the suggestion 
that the ECS has a key role in the inhibition of seizures in 
patients with epilepsy. Upregulation of CB1R activity has an 
antiseizure effect; reducing the degradation of endocannabinoids 
ameliorates experimentally induced seizures.104 CB2Rs have 
low expression in the CNS in a normal state but are inducible 
during CNS disorders (epilepsy) and appear to be crucial for 
neuroprotection. Targeting CB2Rs may also provide a novel 
treatment approach for managing epilepsy without CB1R-
mediated side effects. Several studies showed that CB2Rs 
were involved in epileptic activity in animal models.105

In the PTZ animal model, pretreatment with 
palmitoylethanolamide (PEA) increased the latency of seizures 
and decreased the duration of seizures, and this antiseizure 
activity was decreased by the CB2R antagonist (AM630), 
suggesting that CB2Rs mediate PEA’s effect. Huizenga et al. 
studied the antiseizure activity of different cannabinoid 
compounds and found that either combined CB1R/CB2R or 
selective CB1R agonists have antiseizure activity.106
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Even though the selective CB2R agonist HU-308 did not 
display antiseizure activity, the selective CB2R antagonist 
AM630 increased seizure severity. Besides, CB1R knockout 
mice did not show an epilepsy phenotype, but both CB1R and 
CB2R knockout mice showed epilepsy, suggesting that CB2Rs 
activation suppresses activated neurons and inhibits epileptic 
seizures.102 WIN 55212-2, a non-selective CB receptor 
agonist, has antiseizure activity in epileptic models.107 CB2R 
knockout mice showed increased seizure occurrence, 
suggesting that CB2Rs increase seizure susceptibility. 
Caryophyllene, a CB2R agonist, improved seizure effects in 
mice models. Generally, the activation of CB2Rs has an 
antiseizure effect. Although several studies showed that CB2R 
agonists suppress different epileptic seizures, they suggest 
that CB2R is a promising therapeutic target for treating 
epilepsy.102 Phytocannabinoid agents significantly decreased 
the severity of seizures and post-seizure mortality in animal 
models. Epidiolex is a plant-derived cannabidiol oral solution 
approved by the FDA to treat seizures in patients with 
Lennox-Gastaut syndrome and Dravet syndrome. Epidiolex 
is a non-psychoactive marijuana component that is currently 
being studied in phase III trials to treat epilepsy. Similarly, the 
phytocannabinoid cannabidivarin is also under study by GW 
Pharmaceuticals as a potential therapy for pharmacoresistant 
epilepsy.102,108

Table 2. Selected Compounds Under Clinical Investigation.

Compound Mechanism of Action Phase References
Fenfluramine Serotonin releaser and activate 5-HT1D, 5-HT2A and 5-HT2C  

receptors
III 109

Ganaxolone Directly activates and allosterically modulates GABAA receptors at 
GABAA receptors containing a _ subunits

II 110

ICA-
105665(PF-04895162)

Selective KCNQ2/Q3 channel activation II 111

VX-765 Selective and reversible inhibitor of interleukin converting enzyme II 112

Cenobamate (YKP-3089) Voltage-gated sodium channels, a positive allosteric modulator of 
GABAA receptors,

II 113

Tonabersat Selective neuronal gap junction inhibitor I 114

NAX 810-2 Selective Gal-R2 agonist

Soticlestat (TAK-935) Cholesterol 24-hydroxylase inhibitor I b/ II a 115

XEN1101 KCNQ/Kv7 potassium channel opener II 49

Talampanel Non-competitive AMPA receptor antagonist II 39

Safinamide sSodium channel-blocker and MAO-B inhibitor III 116

Seletracetam Levetiracetam analog with increased potencysynaptic vesicle protein 
2A; presynaptic calcium channels inhibition

II 43

BGG492 (Selurampanel) AMPA/kainite receptor antagonism II 117

TRI476 Sodium channel modulation III 54

CVL-865 Positive allosteric modulator of GABAA receptors II 32

NS 1209 A Competitive AMPA antagonist for refractory status epilepticus II 39,118

Abbreviation: AMPA, α-amino-3-hydroxy-5-methyl-4-isoxazole-propionic acid.

Conclusion

The currently available AEDs have several problems, including 
induction of congenital malformations, severe side effects, 
narrow therapeutic index, significant drug interaction, and lack 
of efficacy in several patients with epilepsy. Besides, AEDs act 
on symptomatic relief rather than solving the problems of 
epileptogenesis and pharmacoresistant epilepsy. Thus, several 
studies target several neglected signaling and pathophysiological 
pathways that contribute to the development and progression 
of epilepsy. The combination of existing AEDs with newer 
ones is under study for their synergistic effects. In this review, 
different signaling pathways are explained as promising targets 
to develop a new antiepileptic agent. Several preclinical studies 
revealed the development of agents that act on novel targets 
discussed in the review. Inhibitors including JNK, CLC- 2, 
GSK3β, mTOR pathway, CH24H inhibitor, and a monoclonal 
antibody for HMGB-1 showed great promising for disease 
modification and prevention. Table 2 contains some molecular 
agents that are in a clinical trial with a different mode of action. 
In the future, AED development should not only focus on 
disease-modifying agents but also prevent the onset and 
progression of epilepsy. However, drug development needs 
money, time, and new technology. In the future, we hope 
several AED will be approved for drug-resistant epilepsy.



Belete	 273

Abbreviations

Antiepileptic drugs (AEDs), central nervous system (CNS), voltage-
activated calcium channels (VGCC), high voltage-activated (HVA), 
N-methyl-D-aspartate (NMDA), AMP (α-amino-3-hydroxy-5-
methyl-4-isoxazole-propionate), Synaptic vesicle protein 2A 
(SV2A), Lactate dehydrogenase (LDH), Mitogen-activated protein 
kinases (MAPKs), c-Jun N-terminal kinases (JNKs), high mobility 
group box-1 (HMGB1), 24-hydroxylase (CH24H), Glycogen 
synthase kinase-3 beta (GSK3β), mammalian target of rapamycin 
(mTOR), G protein-coupled estrogen receptor 1 (GPER1), 
endocannabinoid system (ECS).

Acknowledgements

I would like to acknowledge Mrs Fasika Abu for editing the paper.

Authors’ Contributions

TM conceived the idea, drafted and revised the manuscript for 
intellectual content. The author read and approved the final 
manuscript.

Statement of Ethics

Not applicable

Declaration of Conflicting Interests

The authors declared no potential conflicts of interest with respect to 
the research, authorship, and/or publication of this article.

Funding

The author received no financial support for the research, authorship 
and/or publication of this article.

ORCID iD

Tafere Mulaw Belete   https://orcid.org/0000-0002-6634-5971

References

	 1.	 Rahim F, Azizimalamiri R, Sayyah M, et al. Experimental 
therapeutic strategies in epilepsies using anti-seizure medica-
tions. J Exp Pharmacol 2021; 13: 265.

	 2.	 Victor TR, Tsirka SE. Microglial contributions to aberrant 
neurogenesis and pathophysiology of epilepsy. Neuroimmunol 
Neuroinflamm 2020; 7: 234.

	 3.	 Casillas-Espinosa PM, Ali I, O’Brien TJ. Neurodegenerative 
pathways as targets for acquired epilepsy therapy develop-
ment. Epilepsia Open 2020 Jun; 5(2): 138–154.

	 4.	 Kobayashi K, Endoh F, Ohmori I, et al. Action of antiepileptic 
drugs on neurons. Brain Dev 2020 Jan 1; 42(1): 2–5.

	 5.	 Nasir BB, Yifru YM, Engidawork E, et al. Antiepileptic drug 
treatment outcomes and seizure-related injuries among adult 
patients with epilepsy in a tertiary care hospital in Ethiopia. 
Patient Relat Outcome Mea 2020; 11: 119.

	 6.	 Singh R, Chakravarty K, Baishya J, et al. Management of 
refractory epilepsy. Int J Epilepsy 2020; 6(1): 15–23.

	 7.	 Verrotti A, Lattanzi S, Brigo F, et al. Pharmacodynamic inter-
actions of antiepileptic drugs: From bench to clinical practice. 
Epilepsy Behav 2020 Mar 1; 104: 106939.

	 8.	 Landmark CJ, Johannessen SI. Therapeutic monitoring of 
antiepileptic drugs. In: Handbook of Analytical Separations. 
Elsevier Science BV, 2020, Vol. 7, pp. 225–256.

	 9.	 Zaccara G and Perucca E. Interactions between antiepilep-
tic drugs, and between antiepileptic drugs and other drugs. 
Epileptic Disorders 2014 Dec 1; 16(4): 409–431.

10.	 Arfman IJ, Wammes-van der Heijden EA, Ter Horst PG, et 
al. Therapeutic drug monitoring of antiepileptic drugs in 
women with epilepsy before, during, and after pregnancy. Clin 
Pharmacokinet 2020 Apr; 59(4): 427–445.

11.	 Sunwoo JS, Jo H, Kang KW, et al. Survey on antiepileptic drug 
therapy in patients with drug resistant epilepsy. J Epilepsy Res 
2021 Jun; 11(1): 72.

12.	 Johannessen SI, Landmark CJ. Antiepileptic drug interactions-
principles and clinical implications. Curr Neuropharmacol 
2010 Sep 1; 8(3): 254–267.

13.	 Deckers CL, Genton P, Sills GJ, et al. Current limitations of 
antiepileptic drug therapy: A conference review. Epilepsy Res 
2003 Feb 1; 53(1–2): 1–7.

14.	 Sankaraneni R and Lachhwani D. Antiepileptic drugs—a 
review. Pediatr Ann 2015 Feb 1; 44(2): e36–42.

15.	 Ademuwagun IA, Rotimi SO, Syrbe S, et al. Voltage gated 
sodium channel genes in epilepsy: Mutations, functional stud-
ies and treatment dimensions. Front Neurol 2021; 12: 387.

16.	 Pal R, Kumar B, Akhtar MJ, et al. Voltage gated sodium chan-
nel inhibitors as anticonvulsant drugs: A systematic review on 
recent developments and structure activity relationship studies. 
Bioorg Chem 2021; 115: 105230.

17.	 Eijkelkamp N, Linley JE, Baker MD, et al. Neurological 
perspectives on voltage-gated sodium channels. Brain 2012; 
135(9): 2585–2612.

18.	 Wormuth C, Lundt A, Henseler C, et al. Cav2. 3 R-type voltage-
gated Ca2+ channels-functional implications in convulsive and 
non-convulsive seizure activity. Open Neurol J 2016; 10: 99.

19.	 Gambardella A and Labate A. The role of calcium channel 
mutations in human epilepsy. Prog Brain Res 2014 Jan 1; 213: 
87–96.

20.	 Simms BA, Zamponi GW. Neuronal voltage-gated calcium 
channels: Structure, function, and dysfunction. Neuron 2014 
Apr 2; 82(1): 24–45.

21.	 Sills GJ, Rogawski MA. Mechanisms of action of currently 
used antiseizure drugs. Neuropharmacology 2020 May 15; 
168: 107966.

22.	 Kobayashi K, Endoh F, Ohmori I, et al. Action of antiepileptic 
drugs on neurons. Brain Dev 2020 Jan 1; 42(1): 2–5.

23.	 Nam G. T-type calcium channel blockers: A patent review 
(2012–2018). Expert Opin Ther Pat 2018 Dec 2; 28(12): 883–
901.

24.	 Richard M, Kaufmann P, Kornberger R, et al. First-in-man 
study of ACT-709478, a novel selective triple T-type calcium 
channel blocker. Epilepsia 2019 May; 60(5): 968–978.



274	 Annals of Neurosciences 30(4)

25.	 Sankar R. GABA A receptor physiology and its relationship to 
the mechanism of action of the 1, 5-benzodiazepine clobazam. 
CNS Drugs 2012 Mar; 26(3): 229–244.

26.	 Janković SM, Dješević M, Janković SV. Experimental GABA 
A receptor agonists and allosteric modulators for the treatment 
of focal epilepsy. J Exp Pharmacol 2021; 13: 235.

27.	 Alanis BAV, Iorio MT, Silva LL, et al. Allosteric GABAA 
receptor modulators—A review on the most recent heterocy-
clic chemotypes and their synthetic accessibility. Molecules 
2020 Jan; 25(4): 999.

28.	 Makkar SR, Zhang SQ, Cranney J. Behavioral and neural anal-
ysis of GABA in the acquisition, consolidation, reconsolida-
tion, and extinction of fear memory. Neuropsychopharmacol 
2010 Jul; 35(8): 1625–1652.

29.	 Golyala A and Kwan P. Drug development for refractory epi-
lepsy: The past 25 years and beyond. Seizure 2017 Jan 1; 44: 
147–156.

30.	 Fisher JL. Interactions between modulators of the GABAA 
receptor: Stiripentol and benzodiazepines. Eur J Pharmacol 
2011 Mar 5; 654(2): 160–165.

31.	 Solomon VR, Tallapragada VJ, Chebib M, et al. GABA allo-
steric modulators: An overview of recent developments in 
non-benzodiazepine modulators. Eur J Med Chem 2019 Jun 1; 
171: 434–461.

32.	 Steriade C, French J, Devinsky O. Epilepsy: Key experimen-
tal therapeutics in early clinical development. Expert Opin 
Investig Drugs 2020 Apr 2; 29(4): 373–383.

33.	 Stawski P, Janovjak H, Trauner D. Pharmacology of iono-
tropic glutamate receptors: A structural perspective. Bioorg 
Med Chem 2010 Nov 15; 18(22): 7759–7772.

34.	 Burada AP, Vinnakota R, Bharti P, et al. Emerging insights 
into the structure and function of ionotropic glutamate delta 
receptors. Br J Pharmacol 2022; 179(14): 3612–3627.

35.	 Hanada T. Ionotropic glutamate receptors in epilepsy: A review 
focusing on AMPA and NMDA receptors. Biomolecules 2020 
Mar; 10(3): 464.

36.	 Kannampalli P and Sengupta JN. Role of principal iono-
tropic and metabotropic receptors in visceral pain. J 
Neurogastroenterol Motil 2015 Apr; 21(2): 147.

37.	 Gil-Nagel A, Burd S, Toledo M, et al. A retrospective, 
multicentre study of perampanel given as monotherapy in rou-
tine clinical care in people with epilepsy. Seizure 2018 Jan 1; 
54: 61–66.

38.	 Rogawski MA, Cavazos JE. Mechanisms of action of 
antiepileptic drugs. In: Wyllie’s Treatment of Epilepsy: 
Principles and Practice, 6th ed. New York, NY: Professional 
Communications, Inc., 2015, pp. 522–529.

39.	 Charsouei S, Jabalameli MR, Karimi-Moghadam A. Molecular 
insights into the role of AMPA receptors in the synaptic plas-
ticity, pathogenesis and treatment of epilepsy: Therapeutic 
potentials of perampanel and antisense oligonucleotide (ASO) 
technology. Acta Neurologica Belgica 2020 Jun; 120(3): 
531–544.

40.	 Bialer M, Johannessen SI, Koepp MJ, et al. Progress report 
on new antiepileptic drugs: A summary of the Fifteenth Eilat 
Conference on New Antiepileptic Drugs and Devices (EILAT 
XV). I. Drugs in preclinical and early clinical development. 
Epilepsia 2020 Nov; 61(11): 2340–2364.

41.	 Bonnycastle K, Davenport EC, Cousin MA. Presynaptic dys-
function in neurodevelopmental disorders: Insights from the 

synaptic vesicle life cycle. J Neurochem 2021 Apr; 157(2): 
179–207.

42.	 Finnema SJ, Toyonaga T, Detyniecki K, et al. Reduced syn-
aptic vesicle protein 2A binding in temporal lobe epilepsy: A 
[11C] UCB-J positron emission tomography study. Epilepsia 
2020 Oct; 61(10): 2183–2193.

43.	 Löscher W, Gillard M, Sands ZA, et al. Synaptic vesicle gly-
coprotein 2A ligands in the treatment of epilepsy and beyond. 
CNS drugs 2016 Nov; 30(11): 1055–1077.

44.	 Fonseca E, Guzmán L, Quintana M, et al. Efficacy, retention, 
and safety of brivaracetam in adult patients with genetic gen-
eralized epilepsy. Epilepsy Behavior 2020 Jan 1; 102: 106657.

45.	 Grupe M, Bentzen BH, Benned-Jensen T, et al. In vitro and 
in vivo characterization of Lu AA41178: A novel, brain pen-
etrant, pan-selective Kv7 potassium channel opener with effi-
cacy in preclinical models of epileptic seizures and psychiatric 
disorders. Eur J Pharmacol 2020 Nov 15; 887: 173440.

46.	 Teng BC, Song Y, Zhang F, et al. Activation of neuronal Kv7/
KCNQ/M-channels by the opener QO58-lysine and its anti-
nociceptive effects on inflammatory pain in rodents. Acta 
Pharmacologica Sinica 2016 Aug; 37(8): 1054–1062.

47.	 Martyn-St James M, Glanville J, McCool R, et al. The efficacy 
and safety of retigabine and other adjunctive treatments for 
refractory partial epilepsy: A systematic review and indirect 
comparison. Seizure 2012 Nov 1; 21(9): 665–678.

48.	 Bock C, Surur AS, Beirow K, et al. Sulfide analogues of flu-
pirtine and retigabine with nanomolar KV 7.2/KV 7.3 channel 
opening activity. ChemMedChem 2019 May 6; 14(9): 952–
964.

49.	 Nikitin ES, Vinogradova LV. Potassium channels as promi-
nent targets and tools for the treatment of epilepsy. Expert 
Opin Ther Targets 2021 Mar 4; 25(3): 223–235.

50.	 Gavernet L. Carbonic anhydrase and epilepsy. In: Antiepileptic 
Drug Discovery. Humana Press, New York, 2016, pp. 37–51.

51.	 Aggarwal M, Kondeti B, McKenna R. Anticonvulsant/antiepi-
leptic carbonic anhydrase inhibitors: A patent review. Expert 
Opin Ther Pat 2013 Jun 1; 23(6): 717–724.

52.	 Berrino E and Carta F. Carbonic anhydrase inhibitors for the 
treatment of epilepsy and obesity. In: Carbonic Anhydrases. 
Academic Press, 2019, pp. 311–329.

53.	 Wroe S. Zonisamide and renal calculi in patients with epi-
lepsy: How big an issue?. Curr Med Res Opin 2007 Aug 1; 
23(8): 1765–1773.

54.	 Kaur H, Kumar B, Medhi B. Antiepileptic drugs in develop-
ment pipeline: A recent update. Eneurologicalsci 2016 Sep 1; 
4: 42–51.

55.	 Tang F, Hartz A, epilepsy: Bauer B. Drug-resistant Multiple 
hypotheses, few answers. Front Neurol 2017 Jul 6; 8:  
301.

56.	 Moshé SL, Perucca E, Ryvlin P, et al. Epilepsy: New advances. 
Lancet 2015 Mar 7; 385(9971): 884–898.

57.	 Wang Y and Chen Z. An update for epilepsy research and anti-
epileptic drug development: Toward precise circuit therapy. 
Pharmacol Ther 2019 Sep 1; 201: 77–93.

58.	 Löscher W. Fit for purpose application of currently existing 
animal models in the discovery of novel epilepsy therapies. 
Epilepsy Res 2016 Oct 1; 126: 157–184.

59.	 Fei Y, Shi R, Song Z, et al. Metabolic control of epilepsy: A 
promising therapeutic target for epilepsy. Front Neurol 2020 
Dec 8; 11: 1694.



Belete	 275

60.	 Boison D and Steinhäuser C. Epilepsy and astrocyte energy 
metabolism. Glia 2018 Jun; 66(6): 1235–1243.

61.	 Bak LK, Walls AB. CrossTalk opposing view: Lack of evi-
dence supporting an astrocyte-to-neuron lactate shuttle cou-
pling neuronal activity to glucose utilisation in the brain. J 
Physiol 2018 Feb 1; 596(3): 351–353.

62.	 Ye W, Zheng Y, Zhang S, et al. Oxamate improves glycemic 
control and insulin sensitivity via inhibition of tissue lactate 
production in db/db mice. PLoS ONE 2016 Mar 3; 11(3): 
e0150303.

63.	 Stevens JS, Al-Awqati Q. Lactate dehydrogenase 5: 
Identification of a druggable target to reduce oxaluria. J Clin 
Investig 2019 Jun 3; 129(6): 2201–2204.

64.	 Kobayashi K, Endoh F, Ohmori I, et al. Action of antiepileptic 
drugs on neurons. Brain Dev 2020 Jan 1; 42(1): 2–5.

65.	 Cho CH. Commentary: Targeting LDH enzymes with a stirip-
entol analog to treat epilepsy. Front Cell Neurosci 2015 Jul 7; 
9: 264.

66.	 Cargnello M and Roux PP. Activation and function of the 
MAPKs and their substrates, the MAPK-activated protein 
kinases. Microbiol Mol Biol Rev 2011 Mar; 75(1): 50–83.

67.	 Busquets O, Ettcheto M, Cano A, et al. Role of c-jun N-terminal 
kinases (JNKs) in epilepsy and metabolic cognitive impair-
ment. Int J Mol Sci 2020 Jan; 21(1): 255.

68.	 Tai TY, Warner LN, Jones TD, et al. Antiepileptic action of 
c-Jun N-terminal kinase (JNK) inhibition. Epilepsy Behav 
2015 May 1; 46: 55.

69.	 Tai TY, Warner LN, Jones TD, et al. Antiepileptic action of 
c-Jun N-terminal kinase (JNK) inhibition in an animal model 
of temporal lobe epilepsy. Neuroscience 2017 May 4; 349: 
35–47.

70.	 Parikh AN, Concepcion FA, Khan MN, et al. Selective hyper-
activation of JNK2 in an animal model of temporal lobe epi-
lepsy. IBRO Rep 2020 Jun 1; 8: 48–55.

71.	 Paudel YN, Angelopoulou E, Piperi C, et al. Enlightening the 
role of high mobility group box 1 (HMGB1) in inflammation: 
Updates on receptor signalling. Eur J Pharmacol 2019 Sep 5; 
858: 172487.

72.	 Maniu I, Costea R, Maniu G, et al. Inflammatory biomarkers 
in febrile seizure: A comprehensive bibliometric, review and 
visualization analysis. Brain Sci 2021 Aug; 11(8): 1077.

73.	 Kaneko Y, Pappas C, Malapira T, et al. Extracellular HMGB1 
modulates glutamate metabolism associated with kainic acid-
induced epilepsy-like hyperactivity in primary rat neural cells. 
Cell Physiol Biochem 2017; 41: 947–959.

74.	 Nishibori M, Mori S, Takahashi HK. Anti-HMGB1 monoclo-
nal antibody therapy for a wide range of CNS and PNS dis-
eases. J Pharmacol Sci 2019 May 1; 140(1): 94–101.

75.	 Fu L, Liu K, Wake H, et al. Therapeutic effects of anti-HMGB1 
monoclonal antibody on pilocarpine-induced status epilepticus 
in mice. Sci Rep 2017 Apr 26; 7(1): 1–3.

76.	 Zhao J, Wang Y, Xu C, et al. Therapeutic potential of an anti-
high mobility group box-1 monoclonal antibody in epilepsy. 
Brain Behav Immun 2017 Aug 1; 64: 308–319.

77.	 Gorter JA, van Vliet EA, Aronica E. Status epilepticus, blood–
brain barrier disruption, inflammation, and epileptogenesis. 
Epilepsy Behav 2015 Aug 1; 49: 13–16.

78.	 Sanz P and Garcia-Gimeno MA. Reactive glia inflamma-
tory signaling pathways and epilepsy. Int J Mol Sci 2020 Jan; 
21(11): 4096.

79.	 Weissberg I, Wood L, Kamintsky L, et al. Albumin induces 
excitatory synaptogenesis through astrocytic TGF-β/ALK5 
signaling in a model of acquired epilepsy following blood–
brain barrier dysfunction. Neurobiol Dis 2015 Jun 1; 78: 115–
125.

80.	 Fei Y, Shi R, Song Z, et al. Metabolic control of epilepsy: A 
promising therapeutic target for epilepsy. Front Neurol 2020 
Dec 8; 11: 1694.

81.	 Popiolek M, Izumi Y, Hopper AT, et al. Effects of CYP46A1 
inhibition on long-term-depression in hippocampal slices ex 
vivo and 24S-hydroxycholesterol levels in mice in vivo. Front 
Mol Neurosci 2020; 13: 568641.

82.	 Wei X, Nishi T, Kondou S, et al. Preferential enhancement 
of GluN2B-containing native NMDA receptors by the endog-
enous modulator 24S-hydroxycholesterol in hippocampal neu-
rons. Neuropharmacol 2019 Apr 1; 148: 11–20.

83.	 Halford JJ, Sperling MR, Arkilo D, et al. A phase 1b/2a study 
of soticlestat as adjunctive therapy in participants with devel-
opmental and/or epileptic encephalopathies. Epilepsy Res 
2021 Aug 1; 174: 106646.

84.	 Hahn CD, Jiang Y, Villanueva V, et al. Long-term soticles-
tat treatment in patients with developmental and/or epileptic 
encephalopathies in the ENDYMION ongoing open-label 
extension study (4197). Neurol 2021; 96 (15 Suppl): 4197.

85.	 Toral-Rios D, Pichardo-Rojas PS, Alonso-Vanegas M, et al. 
GSK3β and tau protein in Alzheimer’s Disease and epilepsy. 
Front Cell Neurosci 2020 Mar 17; 14: 19.

86.	 Sinsky J, Pichlerova K, Hanes J. Tau protein interaction part-
ners and their roles in alzheimer’s disease and other tauopa-
thies. Int J Mol Sci 2021 Jan; 22(17): 9207.

87.	 Sánchez MP, García-Cabrero AM, Sánchez-Elexpuru G, et al. 
Tau-induced pathology in epilepsy and dementia: Notions from 
patients and animal models. Int J Mol Sci 2018 Apr; 19(4): 
1092.

88.	 Raut D and Bhatt LK. Evolving targets for anti-epileptic drug 
discovery. Eur J Pharmacol 2020; 887: 173582.

89.	 Toral-Rios D, Pichardo-Rojas PS, Alonso-Vanegas M, et al. 
GSK3β and tau protein in Alzheimer’s Disease and epilepsy. 
Front Cell Neurosci 2020 Mar 17; 14: 19.

90.	 Shao LR, Rho JM, inhibition: Stafstrom CE. Glycolytic A 
novel approach toward controlling neuronal excitability and 
seizures. Epilepsia Open 2018 Dec; 3: 191–197.

91.	 Nedergaard S and Andreasen M. Opposing effects of 2-deoxy-
D-glucose on interictal-and ictal-like activity when K+ cur-
rents and GABAA receptors are blocked in rat hippocampus in 
vitro. J Neurophysiol 2018 May 1; 119(5): 1912–1923.

92.	 Lutas A and Yellen G. The ketogenic diet: Metabolic influ-
ences on brain excitability and epilepsy. Trends Neurosci 2013 
Jan 1; 36(1): 32–40.

93.	 Yang H, Wu J, Guo R, et al. Glycolysis in energy metabo-
lism during seizures. Neural Regen Res 2013 May 15; 8(14): 
1316.

94.	 Ryther RC, Wong M. Mammalian target of rapamycin (mTOR) 
inhibition: Potential for antiseizure, antiepileptogenic, and 
epileptostatic therapy. Curr Neurol Neurosci Rep 2012 Aug; 
12(4): 410–418.

95.	 Zhao XF, Liao Y, Alam MM, et al. Microglial mTOR is neu-
ronal protective and antiepileptogenic in the pilocarpine model 
of temporal lobe epilepsy. J Neurosci 2020 Sep 30; 40(40): 
7593–7608.



276	 Annals of Neurosciences 30(4)

96.	 Ashrafizadeh M, Ahmadi Z, Mohammadinejad R, et al. 
Tangeretin: A mechanistic review of its pharmacological and 
therapeutic effects. J Basic Clin Physiol Pharmacol 2020; 31(4).

97.	 Chen Y and Zhou X. Research progress of mTOR inhibitors. 
Eur J Med Chem 2020; 208: 112820.

98.	 Zavala-Tecuapetla C, Cuellar-Herrera M, Luna-Munguia H. 
Insights into potential targets for therapeutic intervention in 
epilepsy. Int J Mol Sci 2020 Jan; 21(22): 8573.

99.	 Jiang M, Ma X, Zhao Q, et al. The neuroprotective effects of 
novel estrogen receptor GPER1 in mouse retinal ganglion cell 
degeneration. Exp Eye Res 2019 Dec 1; 189: 107826.

100.	 Burrowes AAB, Sundarakrishnan A, Bouhour C, et al. G pro-
tein-coupled estrogen receptor-1 enhances excitatory synaptic 
responses in the entorhinal cortex. Hippocampus 2021; 31(11): 
1191–1201.

101.	 Zuo D, Wang F, Rong W, et al. The novel estrogen receptor GPER1 
decreases epilepsy severity and susceptivity in the hippocampus 
after status epilepticus. Neurosci Lett 2020 May 29; 728: 134978.

102.	 Ji X, Zeng Y, Wu J. The CB2 receptor as a novel therapeutic tar-
get for epilepsy treatment. Int J Mol Sci 2021 Jan; 22(16): 8961.

103.	 Perucca E. Cannabinoids in the treatment of epilepsy: Hard 
evidence at last? J Epilepsy Res 2017 Dec; 7(2): 61.

104.	 Friedman D and Devinsky O. Cannabinoids in the treatment of 
epilepsy. N Engl J Med 2015 Sep 10; 373(11): 1048–1058.

105.	 Li Y and Kim J. Distinct roles of neuronal and microg-
lial CB2 cannabinoid receptors in the mouse hippocampus. 
Neuroscience 2017 Nov 5; 363: 11–25.

106.	 Huizenga MN, Wicker E, Beck VC, et al. Anticonvulsant 
effect of cannabinoid receptor agonists in models of seizures 
in developing rats. Epilepsia 2017 Sep; 58(9): 1593–1602.

107.	 Payandemehr B, Ebrahimi A, Gholizadeh R, et al. Involvement 
of PPAR receptors in the anticonvulsant effects of a canna-
binoid agonist, WIN 55,212-2. Prog Neuropsychopharmacol 
Biol Psychiatry 2015 Mar 3; 57: 140–145.

108.	 Abu-Sawwa R, Scutt B, Park Y. Emerging use of epidiolex 
(cannabidiol) in epilepsy. J Pediatr Pharmacol Ther 2020; 
25(6): 485–499.

109.	 Sullivan J, Perry MS, Wheless JW, et al. Fenfluramine 
responder analyses and numbers needed to treat: Translating 
epilepsy trial data into clinical practice. Eur J Paediatr Neurol 
2021 Mar 1; 31: 10–14.

110.	 Lattanzi S, Riva A, Striano P. Ganaxolone treatment for epi-
lepsy patients: From pharmacology to place in therapy. Expert 
Rev Neurother 2021; 21(11): 1317–1332.

111.	 Zaccara G and Schmidt D. Do traditional anti-seizure drugs 
have a future? A review of potential anti-seizure drugs in clini-
cal development. Pharmacol Res 2016 Feb 1; 104: 38–48.

112.	 Younus I and Reddy DS. A resurging boom in new drugs for 
epilepsy and brain disorders. Expert Rev Clin Pharmacol 2018 
Jan 2; 11(1): 27–45.

113.	 Buckley CT, Waters OR, Cenobamate: DeMaagd G. A new 
adjunctive agent for drug-resistant focal onset epilepsy. Ann 
Pharmacother 2021 Mar; 55(3): 318–329.

114.	 Dhrivastava AK, Shrivastav A, Shrivastav M, et al. Epilepsy: 
The next generation drugs (a review). J Drug Deliv Ther 2019 
Jan 15; 9(1): 286–292.

115.	 Halford JJ, Sperling MR, Arkilo D, et al. A phase 1b/2a study 
of soticlestat as adjunctive therapy in participants with devel-
opmental and/or epileptic encephalopathies. Epilepsy Res 
2021 Aug 1; 174: 106646.

116.	 Wasan H, Singh D, Reeta KH. Safinamide in neurological 
disorders and beyond: Evidence from preclinical and clinical 
studies. Brain Res Bull 2021; 168: 165–177.

117.	 Greco M, Varriale G, Coppola G, et al. Investigational small 
molecules in phase II clinical trials for the treatment of epilepsy. 
Expert Opin Investig Drugs 2018 Dec 2; 27(12): 971–979.

118.	 Mula M. Emerging drugs for focal epilepsy. Expert Opin 
Emerg Drugs 2013 Mar 1; 18(1): 87–95.


