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 Abstract: Autism spectrum disorder (ASD) is a neurological condition that directly affects brain 

functions and can culminate in delayed intellectual development, problems in verbal communica-

tion, difficulties in social interaction, and stereotyped behaviors. Its etiology reveals a genetic basis 

that can be strongly influenced by socio-environmental factors. Ion channels controlled by ligand 

voltage-activated calcium, sodium, and potassium channels may play important roles in modulating 

sensory and cognitive responses, and their dysfunctions may be closely associated with neurodevel-

opmental disorders such as ASD. This is due to ionic flow, which is of paramount importance to 

maintaining physiological conditions in the central nervous system and triggers action potentials, 

gene expression, and cell signaling. However, since ASD is a multifactorial disease, treatment is di-

rected only to secondary symptoms. Therefore, this research aims to gather evidence concerning the 

principal pathophysiological mechanisms involving ion channels in order to recognize their im-

portance as therapeutic targets for the treatment of central and secondary ASD symptoms. 
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1. INTRODUCTION 

In 1980, Autistic spectrum disorder (ASD) was finally 
inserted into the Diagnostic and Statistics Manual for Mental 
Disorders III (DSM-III), yet ASD had been discovered about 
70 years earlier [1]. ASD is characterized by varying degrees 
of impairment in language and social interactions and by the 
presentation of repetitive behaviors, as well as impairment in 
adapting to new activities in the routine of the affected indi-
vidual [2]. In autistic individuals, evidence points to the de-
velopment of abnormal cytoarchitecture in the first or second 
trimester of pregnancy, in which increased cell proliferation, 
abnormal cell migration, and reduced neuronal size and neu-
rochemical alterations are observed [2]. Studies involving 
magnetic resonance imaging in children aged 18 months to 5 
years diagnosed with ASD revealed a 5-10% increase in 
brain volume, with morphometric changes in the frontal and 
temporal lobes, and lower gray matter, and amygdala vol-
umes when compared to the healthy control group [3]. It is 
known that brain volume increases during early childhood, 
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followed by interrupted growth with possible decreases after 
15 years of age [3]. One of the important areas in ASD de-
velopment is the hippocampus, an area of the limbic system 
involved in the central functions of social behavior, learning 
and memory, processes that are compromised in the autistic 
individual [4-6].  

Since the 1980s, in post mortem studies, hippocampus 
neuropathology has been studied, and cellular alterations in 
subiculum and CA1 have been evidenced. Therefore recent 
studies indicate that the hippocampus can be a potential bi-
omarker, although not specific for the disorder [6]. 

All of these changes culminate in atypical brain connec-
tivity, with disruption of neural communication, as well as 
imbalances in excitation and inhibition mechanisms [7]. 
Studies indicate that the development of ASD is influenced 
by environmental factors, such as advanced maternal and/or 
paternal age, smoking, mothers with hypertension, epilepsy 
or diabetes, as well as genetic factors, including mutations of 
the SHANK2 gene, involved in neuronal synapses, changes 
in the fragile X mental retardation 1 (FMR1) gene, or those 
associated with channelopathy pathogenesis that results in a 
phenotype associated with cognitive and neurobehavioral 
disorders [8-10]. Given this, our review aims to briefly eval-
uate the latest studies on ion channel mutation and its role in 
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causing ASD and ASD associated comorbidities towards 
making ion channels important therapeutic targets in the 
treatment of ASD symptomology. 

1.1. General Characteristics and Diagnosis of Autism 
Spectrum Disorders 

ASD is a pathology that directly affects brain functions. 
It can be measured based on a series of specific clinical char-
acteristics, which can vary in severity according to the indi-
vidual. The condition can be expressed through changes in 
language, communication, stereotyped behaviors, and diffi-
culties in social interaction. Recently, the American Pyschi-
atric Association (APA) diagnostic and statistical manual for 
mental disorders (DSM)-5, changed the diagnostic criteria, 
expanding the identification of symptoms, with an emphasis 
on observation of children’s communication and social inter-
actions. Thus, various diagnoses have been integrated, such 
as Asperger's syndrome, which was recategorized as ASD 
[11, 12]. According to data from the Center for Disease Con-
trol and Prevention (CDC), an estimated 1.5% of the popula-
tion presents with some type of ASD. In the last two dec-
ades, an expenditure of approximately $ 130 billion for 
treatment has been mobilized [13-17]. 

Alterations in neurodevelopment are commonly identi-
fied during childhood. However, a marked number of cases 
continue without differential diagnosis until adulthood. This 
occurs due to symptoms in common with other psychiatric 
conditions, such as psychoses, mood disorders, cognitive 
disorders of another nature, or some development of special 
skills that limit recognition of ASD [12, 16, 18]. The diagno-
sis is multidisciplinary, based on clinical and behavioral in-
dications, and takes into account the individual's history. 

According to DSM-V requirements, a diagnosis must 
meet two of the criteria, deficits in social communication and 
restricted, repetitive patterns of behavior and/or interests, 
characterized by difficulties in diction and repetition, motor 
changes, ritualistic routinized behaviors with an aversion to 
changes, interests being restricted, whether individualized or 
atypical, and accompanied by hypo-hyper reactivity to sen-
sory input. Irritability, hyperactivity, and aggression may be 
considered secondary symptoms, however, they are not deci-
sive for diagnosis and do not imply functional loss [19-21]. 

1.2. Epidemiology  

ASD has been studied for 70 years, with intense increas-
es since the 1990s, a fact attributed to greater knowledge 
about the disorder and recognition through clinical diagnosis. 
From the first epidemiological study, the prevalence of au-
tism has grown, reaching today about 0.6 to 1.5% of the 
world’s population [20]. Autism spectrum disorder has in-
creased dramatically with the contribution of genetic factors 
and environmental factors, one of the potent environmental 
factors is abnormal gestational age (preterm or postterm 
pregnancy), as well as exposure to pollutants, such as mercu-
ry, PM2,5 and NO2, exposure to maternal medication use and 
prenatal infection [22, 23]. Considering genetic factors, stud-
ies show that the prevalence among siblings is about 18 
times higher, and among monozygotic twin brothers, the 
chance of both presenting ASD is from 70 to 90%, confirm-
ing the involvement of a hereditary factor in its development 
[24]. 

Recent CDC data in the United States indicate a preva-
lence of 1 in 54 children diagnosed with autism, with the 
prevalence being higher in boys than in girls, about 1 in 34 
boys, and only 1 in 144 girls [25]. Theories have been postu-
lated to understand differences in the diagnosis of autism, 
such as the influence of protective factors in females and 
fetal exposure to testosterone during male brain develop-
ment. Yet taken together, an etiological origin that differs 
according to sexual imbalance remains inadequate and lim-
ited. It is essential to understand the disorder as multifactori-
al, in which (regardless of sex) genetic, epigenetic, and hor-
monal changes are involved in its development [26, 27].  

Prevalence differences may also be attributed to the fact 
that women generally present with milder conditions than 
men, with other symptoms and a different presentation, mak-
ing autism in women underdiagnosed [28]. These factors 
increase the chances of an individual presenting greater de-
lay in cognitive development [29].  

In Brazil, a public health system study revealed that 
mothers of children with ASD notice the symptoms and dif-
ferences in the development of their children at around 24 
months of age, yet the diagnosis generally comes only three 
years later, making the necessary treatment and follow-up 
difficult for these patients, despite the guarantee of the right 
to early diagnosis established by law 12.794 of 2012 [30]. 

1.3. Etiological Factors 

Autism spectrum disorders present a multifactorial etiol-
ogy, and the mechanisms are still poorly understood. It is 
known, however, that genetic and environmental factors can 
favor the phenotypic characteristics of autism. Genomic se-
quencing data indicate various ASD-associated genes which 
are also involved in other psychiatric disorders [31]. Recent 
studies report that heredity in ASD can be influenced (or not) 
by cumulative environmental, chemical, physical and biolog-
ical factors that induce diffuse neuronal changes, and involve 
dysfunctions in various ion channels. Psychosocial stimuli 
such as prenatal stress can cause immune disorders, increas-
ing the levels of circulating cytokines and chemokines and 
altering signaling in infantile neurodevelopment [32-36].  

Understanding the influence of environmental factors on 
ASD can contribute to interventions and help minimize ex-
posure to triggering agents that alter epigenetic mechanisms. 
For example, DNA methylation, when combined with genet-
ic and environmental factors, may be responsible for neuro-
logical development disorders, according to the Trigger-
Threshold-Target vulnerability model [37, 38]. The main 
environmental risk factors investigated in ASD include pa-
ternal age and chromosomal aberrations due to the accumu-
lation of mutations in spermatogenesis (duplication of 
FOXK1 and KCNA4), fetal exposure to steroidal hormones 
(changes in sex steroid synthesis genes, ESR2, CYP11B1, 
CYP17A1, and CYP19A1), drugs, vitamin deficiencies, in-
fectious conditions, smoking, alcoholism and obesity and 
their associated comorbidities [35, 39-43]. 

Although various environmental mechanisms are sug-
gested as triggering autistic behavior; neuroinflammatory 
processes, oxidative stress, hypoxia, and increased hypo-
thalamic-pituitary axis (HPA) reactivity associated with low-
intensity inflammatory diseases are the main etiological 
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Fig. (1). Voltage-gated calcium channel-Tetrameric structure, formed by an α1 subunit with four repeated domains with six transmembrane 

segments (S1-S6), with the formation of the pore between the S5-S6 segments, a β intracellular subunit, an extracellular subunit α2δ -joined 

by disulfide bond, and a transmembrane γ subunit. (Created with BioRender.com) Abbreviations: AID: Alpha 1 interaction domain; RYR: 

Ryanodine Receptors. Source: adapted from Berridge (2014). (A higher resolution/colour version of this figure is available in the electronic 
copy of the article).
 
bases and are related to changes in fetal neurodevelopment. 
These factors deregulate serotonergic and dopaminergic sig-
naling, induce neuronal apoptosis, alter synaptic plasticity, 
compromise various cognitive functions, and potentiate the 
possibility of short and long-term psychiatric disorders being 
generated in the offspring [44, 45]. Despite the relevance and 
influence of environmental and psychosocial factors which 
predispose to autism, it is necessary to expand studies that 
investigate gene-environment relationships, preventive 
measures, clinical variations, and disorder severity [34].  

2. IONIC CHANNELS IN AUTISTIC SPECTRUM 
DISORDERS 

Ion channels are transmembrane proteins assembled 
around a central pore, passively allowing the influx and/or 
efflux of ions by obeying the electrochemical gradient. The 
channels control numerous physiological processes, such as 
muscle contraction, neurotransmission, memory, and wake-
fulness, among others. Ion channel dysfunctions are associ-
ated with the pathophysiology of several diseases in the cen-
tral nervous system (CNS) due to their wide expression in 
astrocytes and neurons, and responsible for alterations in 
different complexes and in different areas of the brain [46, 
47]. Human genome studies on genetic variations, have iden-
tified several candidate genes (related to ASD), which are 
responsible for coding of proteins involved in neuronal de-
velopment and regulation, such as ion channels. This review 
will examine the role of ion channels in ASD, and their re-
spective validation as important therapeutic targets towards 
modulation of the many symptoms characteristic of the dis-
order [24]. 

The voltage-gated calcium channels (VGCC) are classi-
fied into 5 families: their subtypes, being the L (Cav1), N, 
P/Q, and R (Cav2) type channels (activated by high volt-
age), and the type T calcium channel (Cav3) activated by 
low voltage. The N, P/Q, and R type channels are mostly 

expressed in neurons [48]. Membrane depolarization and the 
consequent activation of these channels induce the influx of 
calcium into the cell, triggering several processes such as the 
release of neurotransmitters, intracellular signaling, and gene 
transcription [49]. VGCC are structurally composed of an α1 
subunit, an α2δ dimer linked by a disulfide bond, a β intra-
cellular subunit, and a γ transmembrane subunit (Fig. 1) [22] 

The α1 subunit presents 10 isoforms that are found in the 
subfamilies Cav1, Cav2 and Cav3. This subunit is responsi-
ble for the channel’s calcium selectivity, as well as its phar-
macological properties. The α1 subunit is formed by six 
transmembrane segments, the S5 -S6 segments form the cen-
tral pore, and the S1 -S4 segments located on the periphery 
of the pore also act in the channel’s selectivity [48, 49]. 
Changes in the structure of VGCCs are related to the devel-
opment of diseases such as epilepsy, hemiplegic migraine, 
and autism [50]. Genetic modifications (mainly in the α1 
subunit) are chiefly involved in both the development of 
ASD, and in the appearance of comorbidities, such as mus-
cular, neurological, cardiac and vision syndromes., the most 
recurrent alterations are described in Table 1 [49, 51, 52]. 

The changes presented above induce alterations in volt-
age-gated calcium channel structure, which in turn cause 
calcium signaling modification within the cell, with actions 
on inositol-3-phosphate (IP3R), and Ryanodine (RyR) recep-
tors (whose alterations can cause cardiac myopathies), as 
well calcium-ATPases of the plasma membrane (PMCA) 
[51]. One of the main changes in VGCC associated with 
individuals with autism is the modification of the α1C subu-
nit in Cav1.2 receptors. Patients with this mutation develop 
Tim-othy Syndrome (TS), which is a multi-organ disease, 
mainly characterized by lethal cardiac arrhythmia in long QT 
syndrome. The mutation also causes neurodevelopment 
modulation since about 80% of patients with TS also have 
ASD [52]. Other ASD associated abnormalities are caused 
by the Cav 2.2 mutation, which delays speech due to 
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Fig. (2). Voltage-dependent sodium channel-structure formed by α subunit with four domains, presenting six transmembrane segments each 

associated with two β subunits. Source: adapted from Yamakawa (2016). (Created with BioRender.com) (A higher resolution/colour version 
of this figure is available in the electronic copy of the article). 

impaired neuronal development; the Cav1.4 mutation that 
has been associated with the development of night blindness 
in patients with autism; and Cav3.2 mutations which are 
highly expressed in the brain and closely related to the de-
velopment of the autistic phenotype [1]. 

Table 1. Variations of calcium channels subunits associated 

with ASD. 

Gene Channel  Subunit 

CACNA1A Cav 2.1 P/Q Alpha 1A 

CACNA1C Cav 1.2  L Alpha 1C 

CACNA1D Cav 1.3  L Alpha 1D 

CACNA1E Cav 2.3  R Alpha 1E 

CACNA1F Cav 1.4  L Alpha 1F 

CACNA1G Cav 3.1 T Alpha 1G 

CACNA1H Cav 3.2 T Alpha 1H 

CACNA2D4 Cav 1 L Alpha 2-Delta 4 

CACNB2 Cav 2.2 N Beta 2 

 
2.1. Voltage Activated Sodium Channels (Nav) 

Voltage-gated sodium channels (Nav) are of great im-
portance in the generation and propagation of electrical im-
pulses in excitable cells, such as neurons. Activation of these 
channels and modulations are already known to be associat-
ed with diseases such as migraine and epilepsy, but recently 
they have also been found to be involved in disorders such as 
autism [53]. These channels are classified from Nav1.1 to 
Nav 1.9 with an atypical counterpart Nav 2.1. They are struc-
turally composed of an α subunit determined by genes of the 
SCN1A to SCN11A family, which is responsible for the 
formation of the functional channel. The subunit contains 
four domains each with six segments, S4 is characterized by 
being sensitive to voltage, opening the channel when the 

membrane is depolarized, and segments S5-S6 form the se-
lective sodium pore. Associated with the α subunit, the 
channel presents two β subunits that are formed by a single 
transmembrane segment encoded by the SCN1B through 
SCN4B genes (Fig. 2) [53-55]. 

Four alpha subunits, SCN1A, SCN2A, SCN3A and 
SCN8A, are highly expressed in the central nervous system. 
However, mutations of SCN1A, SCN2A are largely related 
to the development of epilepsy and autism [54]. Research on 
the SCN2A gene in particular, responsible for encoding Nav 
1.2, reveals an association with ASD and delays in intellec-
tual development [56]. A hypothesis explaining the involve-
ment of the Nav1.2 mutation in the appearance of ASD is 
that stimulation of immature excitatory cortical neurons 
(which express these modified channels) impairs neuronal 
activity, reducing excitability, and altering voltage channel 
kinetics [55, 57], (this hypothesis was reiterated by a Kaca-
marek study (2019) in which Scn2 +/-mice (in addition to 
abolishing long-term potentiation (LTP)) presented deficits 
in the social interaction test. Together these may be patho-
physiological mechanisms associated with ASD, as observed 
in the missense mutation of Nav 1.2 [58]. 

2.2. High Conductivity Ca
2+

 Activated Potassium Chan-
nels (BKCa) 

BKCa channels are considered important membrane excit-
ability modulators, presenting various functions in cell and 
tissue physiology, including neuronal excitability and regula-
tion of vascular tone [59]. Morphologically, BKCa channels 
are tetrameric α subunit structures, forming a central pore 
permeable to K+, with seven transmembrane segments (S0-
S6), and a loop opening between S5 and S6 (Fig. 3A).  

Unlike other ion channels, the N-terminal domain of the-
se channels is found in the extracellular region, and the intra-
cellular carboxy-terminal domain presents potassium con-
ductance regulators (RCK1 and RCK2) [60]. Voltage sensi-
tive β subunits are associated with the α subunits and present 
a regulatory role, being responsible for the functional diver-
sities of the channel (Fig. 3B). Due to their importance in 
various signaling pathways, dysfunctions may be related to
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Fig. (3). (A e B) BKCa channel topographic characteristics: seven trans-membrane α helical segments (S0-S6); loop opening between S5-S6; 

extracellular N-terminal domain; and a C-terminal domain consisting of two cytoplasmic RCK1 and RCK2 domains (B) BKCa channel. 

Source: adapted from Hill et al. (2010). (Created with BioRender.com)  (A higher resolution/colour version of this figure is available in the 
electronic copy of the article). 
 
the pathophysiology of various diseases, including autistic 
spectrum associated mental retardation [61]. 

Molecular genetics analyses in patients with ASD, have 
demonstrated that the haploinsufficiency of the KCNMA1 
gene that encodes the alpha subunit of the BKCa channel can 
induce dysfunctions (by decreasing its activity). The agonist 
BMS-203452 increases the BKCa channel’s opening, influ-
encing neuronal excitability and circuits which encode defec-
tive cognitive responses, that contribute to the pathophysiol-
ogy of autism and other mental deficiencies [61]. These 
channels are also influenced by the fragile X mental retarda-
tion protein (FMRP), decreasing BKca, current and changing 
its activation kinetics [62, 63]. 

The FMRP is of great importance for cognitive develop-
ment, with a role in dendrite protein synthesis, the release of 
neurotransmitters, and action potential (AP) modulations. 
Changes in FMRP through transcriptional silencing of the 
Fmr1 gene lead to widening of the AP, increased pre-
synaptic Ca2+ flow, and glutamate release [63]. The pre-
synaptic processes are independent of transductional mecha-
nisms, being specifically modulated by the BKCa channels 
through the interaction of the FMRP with the β-4 subunits. 
As a result, BKCa dysregulation (by FMPR) in mesocortico-
limbic regions induces significant changes in synaptic infor-
mation that manifests as behavioral changes [61, 63]. This 
hypothesis was confirmed by studies that treating mice with 
Fmr1 knock-outs, in a model of pathophysiology for fragile 
X syndrome (FXS), using BKCa channel opening modulators, 
to minimize the behavioral changes observed in FXS, while 
becoming an important therapeutic target for ASD symptoms 
as well [64-66]. 

2.3. Low Conductance Ca
2+

 Activated Potassium  Chan-
nels (SkCa) 

The SKca channel presents low conductance and is acti-
vated by cytosolic calcium, independently of voltage varia-
tions. Like most ion channels, it presents a tetrameric struc-
ture, with six transmembrane segments, forming a central 
pore that selectively al-lows the passage of K+ (Fig. 4) [67]. 
As to its cytosolic domains, the N-terminal region linked to 
the calmodulin-binding site regulates the opening of the 
channel after Ca2+ binding and causing membrane hyperpo-
larization [68, 69]. 

Despite a better understanding of genetic factors in the 
pathogenesis of autism, implications for cortical dysfunction 
resulting from mutagenic processes are still poorly un-
derstood. It is known that alterations involving deletion of 
the phosphatase gene and tensin homologue (PTEN) on 
chromosome ten, induces an overexpression of SKCa chan-
nels that alters excitability in cortical neurons (via potassium 
current), limiting neuronal firing and causing processing 
deficits characteristic of autistic or intellectually disabled. 
Mice with PTEN deletion exhibit stereotyped behaviors be-
fore sensory stimuli and difficulties in social interaction, 
common conditions in individuals with ASD. This is due to 
visually evoked firing rates in the primary cortex, extinguish-
ing sensory processing [70]. 

2.4. Voltage Activated Potassium Channels (Kv4.2) 

Voltage-dependent Kv4.2 channels are encoded by the 
KCND2 gene, and when assembled in the form of homo-
tetrameric structures, they are activated by membrane poten-
tials below the threshold (-90 mV). The conformations 
adopted by these channels can be open, closed, or pre-
opened [71, 72]. The latter state is in turn regulated by the 
stress do-mains, though without hydrophobic pore opening 
[73, 74]. The channel is widely expressed in CA1 pyramidal 
neurons and is responsible for regulating the threshold for 
initiation and repolarization of the action potential, in addi-
tion to its propagation. Its functionality in regions such as the 
hippocampus is therefore of great importance in neuronal 
development stages, due to the maturation of synaptic signal-
ing pathways, since deletion of these channels decreases or 
increases the threshold, thus respectively inducing long-term 
potentiation (LTP) or depression (LTD)[72-75].  

In hippocampal synapses, the gradual postnatal reduction 
in the ratios of the GluN2B/GluN2A subunits influences 
AMPA expression and synaptic ripening processes [76]. In 
vivo studies in guinea pigs revealed that ablation of Kv4.2 
compromises these processes, culminating in silent synapses 
in adulthood. It was thus evident that reentry of the channel 
on the cell surface and its activation influenced the composi-
tion of the NMDA subunit and synaptic inactivity, resulting 
in changes in plasticity and, consequently, regulation of the 
neuronal membrane excitability [72, 77]. Expression of these 
channels may indirectly influence the rise of ASD due to the 
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Fig. (4). SKca channel -Tetrameric structure, with six transmembrane segments (S1-S6), cytoplasmic N and C domains, with C domain cal-

modulin binding site. Source: adapted from Diniz et al. (2020). (Created with BioRender.com) (A higher resolution/colour version of this 
figure is available in the electronic copy of the article).

 

 

Fig. (5). TRPs channels -Topological structure: six transmembrane segments (S1-S6), hydrophobic pore be-tween S5 and S6, N and C do-

mains. Differences in cytoplasmic domains for each subfamily. Legend: Ank (Ankyrin), CC (coiled-coil domain); S/T serine kinase/threonine 

intrinsic kinase; CIRB (calmodulin triphosphate and inositol InsP3R receptor binding site); PDZ (aminoacid motif binding domain), NUDIX 

(ADP ribose or ADPR-2'-phosphate homology domain); EF (Ca2+ canonical hand). Source: adapted from the Pharmacology Database Guide 

of the International Union of Basic and Clinical Pharmacology (IUPHAR), 2019. (Created with BioRender.com) (A higher resolution/colour 
version of this figure is available in the electronic copy of the article).
 
fact that mRNAKv4.2 binds to the FMRP protein, blocking 
its function, this as well as mutations of the FMR1 gene that 
block FMRP expression, which results in FXS manifestation 
[75]. 

As described above, genetic alteration in this protein is 
one of the main causes of autism through the actuation of 
ribosomal processes. Recent experimental studies have re-
vealed that the application of spider toxin; heteropodatoxin 

(HpTx2), specifically blocks Kv4.2 channels by restoring 
LTP in hippocampal regions in Fmr1 knockout mice, and 
reverting (in part) FMRP-dependent abnormalities and syn-
aptic transmission [78, 79]. Thus, despite the limitations of 
the studies, it can be partially concluded that the expression 
and/or dysfunction of Kv4.2 channels can significantly con-
tribute to the pathophysiology of FXS, a neurological event 
which increases the predisposition towards developing ASD 
[72]. 
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2.5. Transient Potential Receptor Channels (TRPs) 

TRPs constitute an extensive class of integral proteins, 
being present in various taxonomic groups with photorecep-
tor genes initially identified in the fly Drosophila melano-
gaster [80]. Channel classification is based on cytoplasmic 
domain differences and sequence analogies (Fig. 5). Current-
ly, there are about 28 types, subdivided into 6 families: 
TRPC (Canonical), TRPV (Vanilloid), TRPML (Mucolipin), 
and TRPP (Polycystic) [81-83]. The majority of these chan-
nels are permeable to cations, with low Ca2+ ion selectivity. 
The exceptions are TRPC6 and TRPV6, which present high 
permeability (PCa 

2+ /P Na 
+ > 100), and TRPM4 and TRPM5 

that are impermeable to Ca2 +, and in which the mechanisms 
of intracellular influx are regulated through store-operated 
channels (SOCs)[84, 85].  

Morphologically, these channels occur in the homo or 
hetero-tetramer form, with six transmembrane segments (S1-
S6) with intracellular amino and carboxy-terminal domains. 
A central hydrophobic pore is also observed between S5 and 
S6, responsible for the ionic passage of mono and divalent 
cations (Na+, K+, Ca2+ and Mg2+) (Fig. 5). The activity of 
these channels can be regulated by physiological, chemical, 
and sensory stimuli and by second messengers such as di-
acylglycerol (DAG), cyclic ADP ribose, and Ca2+ [67, 86, 
87]. 

Studies have shown that interruption or haploinsufficien-
cy of TRPC6 on neurons of non-syndromic autistic individu-
als lead to alterations on neuronal development, morphology 
and its function, inducing abnormal neuronal characteristics, 
such as, decreasing somatodendrite size, alteration of colum-
nar denditric structure and reducing of excitatory glutama-
tergic sinapses [88]. These processes are known to be com-
promised in the manifestation of autism, since neuronal plas-
ticity and the learning process are modulated by sensory 
stimuli and changes in the signaling pathways of memory 
occur in hippocampal regions, an area relevant to social be-
havior [89-91]. The neuronal phenotypes observed in ASD 
can be restored by treatment with insulin-like growth factor-
1 (ICF) or TRPC6 specific hyperforin agonists [88]. 

The non-selective cationic channel TRPC3 also presents 
an indirect correlation with ASD. This is due to its wide ex-
pression in the Purkinje cells of the cerebellum, responsible 
for synaptic transmission dependent on glutamate 1 metabo-
tropic receptor (mGluR1-Ca2+). Genetic changes in TRPC3, 
such as its loss or mutations at the gain point of dominant 
Moonwalker function, can result in changes in calcium sig-
naling; triggering ataxia, cerebellar degeneration, and defi-
ciencies in dendritic growth and synapse formation during 
the early development of Purkinje cells [92, 93]. Currently, 
research has shown that the cerebellum is affected by autism, 
being an area responsible for supporting cognitive functions, 
language, motor control, and affective regulation [94]. Meta 
image analyses have demonstrated a reduction in cerebellar 
gray areas and in the density of Purkinje cells, factors that 
predict the severity of the disorder due to a greater degree of 
impairment in functional and cognitive processing functions 
[95, 96].  

The physiological activity of TRPM2 and TRPM7 in the 
brain has recently been identified in neuronal structures, as-

trocytes, and glial cells as being primordial for cognitive 
function, as well as for hormonal modulation and embryonic 
neurogenesis [97]. Despite the mechanisms being still poorly 
understood, TRPM2 and TRPM7 channels likely contribute 
to the improvement of ASD social deficiencies. The channels 
can be activated by nicotinamide and adenine beta dinucleo-
tides (β-NAD), and ADP-ribose, and by increased body tem-
perature (34 to 47°C), regulating the release of oxytocin 
(OT) in hypothalamic oxytocinergic neurons, in a mecha-
nism dependent on free intracellular calcium [97, 98]. De-
creased OT release may increase the individual's predisposi-
tion to-wards social amnesia, a symptom also characteristic 
of ASD. Hyperthermia involving TRPM2 channels promotes 
a beneficial effect on the behavioral characteristics of pa-
tients with ASD, by facilitating the release of OT, or by 
normalizing the locus coeruleus-noradrenergic system [99]. 

The transient receptor potential vanilloid type 1 
(TRPV1), has been extensively investigated and is associated 
with certain neurological disorders. The channels are con-
trolled by thermal, mechanical, and chemical stimuli, and 
like the others previously mentioned, they are widely and 
especially found in dopaminergic neurons, playing an essen-
tial role in the reward system, and in the pathophysiology of 
diseases such as anxiety, depression, schizophrenia, autism 
spectrum disorders, and neurodegenerative diseases [100]. 
Evidence suggests that TRPV1 increase microglia activity, 
activating the NfκB pathway, and inducing the release of 
cytokines, altering synaptic transmission and plasticity [101]. 
More controversial studies associate these channels with 
group I mGluRs receptors, responsible for inducing low cur-
rent postsynaptic (LCPS) excitation in the interneurons of 
the hippocampal CA3 stratum radiatum, mediating propaga-
tion through TRPV1 channels via PLC and Ca2+. LCPS in 
interneurons can depolarize them, increasing GABA release. 
These channels can thus regulate the excitability of the hip-
pocampal CA3 region, which is important for associative 
memory [102]. In relation to the other channels belonging to 
the TRP family, few studies in the literature correlate them 
with ASD; however, given what has been explored, selective 
inhibition or increased expression of a given TRP channel 
may contribute to modulation in various neuronal pathways, 
increasing the chances of minimizing cognitive, sensory, and 
behavioral deficits. Such discoveries enable a new path for 
pharmacotherapeutic diversification in treating ASD. 

In autism, channel dysfunctions can alter neuronal devel-
opment and synapse formation, compromising processing in 
brain circuits, most of the studies cited use animal models 
that mimic autism-like behavior. In clinical studies, they 
could only obtain imaging results that revealed changes in 
axonal connectivity as a key feature of autism. Finally, it is 
important to emphasize that despite advances in the under-
standing of channelopathies in the pathophysiology of au-
tism, it is known that there is high genotypic variability, with 
no specific mutations associated with clinical autism. There-
fore, a gene can lead to different clinical presentations, prob-
ably modulated by other genes or epigenetic chances, as we 
can see in SCN1A disorders [10, 26-28]. For this purpose, 
the genes involved in ion channels associated with ASD, 
their normal function and their association with neurodevel-
opmental disorders were grouped together in Table 2 [103-
123]. 
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Table 2. Genes related to ASD. 

Gene Description Function Related Disorders 

Calcium Channels and Calcium Channel Subunits Implicated in ASD 

 

CACNA1A 

Transmembrane pore-forming 

subunit of the P/Q-type or 
CaV2.1 voltage-gated calci-

um channel 

Ca2+ dependent processes, including muscle 

contraction, hormone or neurotransmitter 
release, and gene expression. 

Developemental and epileptic encephalopathy 42 

(MIM:617106); Episodic ataxia, type 2 (MIM:108500); 
Migraine, familial hemiplegic, 1 (MIM: 141500); 

Spinocerebellar ataxia 6 (MIM: 183086); ASD [103]. 

 

CACNA1C 

Alpha-1-subunit of a voltage-

dependent L-type calcium 
channel 

Regulate sentry of Ca2+ into excitable cells: 

muscle contraction, hormone/neurotransmitter 
release, gene expression, cell cycle 

Síndrome de Brugada 3 (MIM: 611875); Síndrome do 

QT longo 8(MIM: 618447); Síndrome de Timothy 
(MIM:601005); ASD, epilepsy, psychiatric diseases 

[104]. 

 

CACNA1D 

Alpha1D subunit of voltage-
regulated calcium channel 

High-voltage activated, long-lasting calcium 
activity 

Primary aldosteronism, seizures, and neurologic ab-
normalities (MIM: 615474); Sinoatrial node dysfunc-

tion and deafness (MIM: 614896); ASD; Neurodevel-
opmental disorders [105]. 

 

CACNA1E 

Alpha1 E subunit of voltage-

regulated R-type calcium 
channel, 

High voltage-activated, rapidly inactivating 

R-type calcium channel which initiates rapid 
synaptic transmission in the central nervous 

system 

Developmental and epileptic encephalopathy 69 
(MIM:618285); ASD, psychiatric diseases [106]. 

 

CACNA1F 

Alpha 1F subunit of voltage-

regulated L-type calcium 
channel 

Regulate sentry of Ca2+  into excitable 

cells:muscle contraction, hor-
mone/neurotransmitter release, gene expres-

sion, cell cycle 

Aland Island eye disease (MIM: 300600); Cone-rod 

dystrophy, X-linked, 3 (MIM: 300476); Night blind-
ness, congenital stationary (incomplete), 2A, X-linked 

(MIM:300071); ASD [107]. 

 

CACNA1G 

Alpha 1 G subunit Of low 

voltage-regulated T-type 
calcium channel 

Highly expressed in Purkinje neurons and 
deep cerebellar nuclei , their currents are both 

transient, owing to fast inactivation, and tiny, 
owing to small conductance 

Spinocerebellar ataxia 42, early-onset, severe, with 
neurodevelopmental déficits (MIM: 618087); ASD; 

intelectual disability; juvenile myoclonic epilepsy [107, 
108]. 

 

CACNA1H 

Alpha 1 H subunit Voltage-

regulated T-type calcium 
channel 

Regulates neuronal and cardiac pace maker 
activity 

Hyperaldosteronism, familial, type IV (MIM:617027); 

ASD;childhood absence, epilepsy, psychiatric diseases 
[48]. 

 

CACNA2D4 

Alpha2/delta4subunit  of  

voltage-regulated calcium 
channel 

Accessory calcium channel subunit; regulate 
sentry of Ca2+ into excitable cells 

ASD [109]. 

 

CACNB2 

Accessory calcium channel 
beta-2 subunit 

Modulates voltage dependence of activation 

and controls trafficking of the calcium chan-
nel family 

ASD, psychiatric diseases [110]. 

Sodium Channels Implicated in ASD 

 

SCN1A 

Sodium voltage-gated chan-
nel, alpha subunit 1 

Expressed in brain and muscles; involved in 
generation/propagation of action potentials 

Developmental and epileptic encephalopathy 6B, non-

Dravet (MIM: 619317); Dravet syndrome (MIM: 

607208); Epilepsy, generalized, with febrile seizures 
plus, type 2 (MIM: 604403); Febrile seizures, familial, 

3 (MIM: 604403); Migraine, familial hemiplegic, 3 
(MIM: 609634); ASD [111, 112]. 

 

SCN2A 

Sodium voltage-gated chan-
nel, alpha subunit 2 

Action potential initiation and propagation 
inexcitable cells 

Developmental and epileptic encephalopathy 11 
(MIM:613721); Episodic ataxia, type 9 (MIM:618924); 

Seizures, benign familial infantile, 3 (MIM:607745); 
ASD [113]. 

 

SCN3A 

Sodium voltage-gated chan-
nel, alpha subunit 3 

Action potential initiation and propagation 
inexcitable cells 

Developmental and epileptic encephalopathy 62 (MIM: 
617938); Epilepsy (MIM: 617935); ASD [114, 115]. 

 

SCN7A 

Sodium voltage-gated chan-
nel, alpha subunit 7 

Na+ specific channel, allowing the passive 

flow of ions down their electrochemical gra-
diente; controls oxytocin and vasopressin 

release 

ASD [116]. 

 

SCN8A 

Sodium voltage-gated chan-
nel, alpha subunit 8 

Essential for the rapid membrane depolariza-

tion that occurs during the formation of the 
action potential in excitable 

Myoclonus (MIM: 618364); Cognitive impairment 

with or without cerebellar ataxia (MIM: 614306); De-

velopmental and epileptic encephalopathy 13 (MIM: 
614558); Seizures, benign familial infantile, 5 

(MIM:617080); ASD [117]. 

(Table 2) contd…. 
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Potassium Channels and Potassium Channel Subunits Implicated in ASD 

 

KCNMA1 

Potassium channel, 

calcium-activated, large 

conductance, subfamily 
m, alpha member 1 

Both voltage-and calcium-sensing channel, 
controls smooth muscle to neand neuronal ex-

citability 

Cerebellar atrophy, developmental delay, and seizures (MIM: 

617643); Liang-Wang syndrome (MIM: 618729); Paroxys-
mal nonkinesigenic dyskinesia, 3, with or without generalized 

epilepsy (MIM: 609446); {Epilepsy, idiopathic generalized 
(MIM:618596); ASD [118]. 

 

 

KCNA4 

Potassium channel, 

voltage-gated, shaker-
related subfamily, 

member 4 

Axonal targeting 

Microcephaly, cataracts, impaired intellectual development, 

and dystonia with abnormal striatum (MIM: 618284); ASD 
[119]. 

 

KCND2 

Potassium voltage-gated 

channel, shal-related 
subfamily, member 2 

Mediates a rapidly inactivating out Ward K+ 

currentin neurons and the heart; repolarization 
phase of the action potential 

ASD; epilepsy [120]. 

Transmembrane Receptor Genes Implicated in ASD 

 

TRPM2 

Transient receptor po-

tential cation channel 
subfamily M member 2 

Ca2+ permeable cation channels localized pre-
dominantly to the plasma membrane 

ASD, psychiatric diseases [97]. 

 

TRPM7 

Long transient receptor 
potential channel 7 

Phosphorylation of several substrates and in the 

regulation of oxidative stress; ion channel and a 
protein kinase function; displays autophosphor-

ylation 

Amyotrophic lateral sclerosis-parkinsonism/dementia com-
plex (1055000); ASD [121] 

 

TRPC6 

Transient receptor po-
tential cation channel, 
subfamily c, member 6 

Nonselective cation channel  activated by di-
acylglycerol 

Glomerulosclerosis, focal segmental (MIM: 603965); ASD 
[88]. 

 

TRPC3 

Transient receptor po-

tential cation channel, 
subfamily c, member 3 

Nonselective cation channel linked to intracellu-
lar signaling pathways, including metabotropic 

glutamate receptor-dependent synaptic trans-
mission, highly expressed in Purkinje cells in 

the cerebellum 

Spinocerebellar ataxia 41 (MIM:616410); ASD; neurodevel-
opmental disorders [122] 

 

TRPV1 

Transient receptor po-

tential cation channel, 
subfamily v, member 1 

Nonselective cation channels directly activated 

by harmful heat, extracellular protons, and 
vanilloid compounds 

ASD [123]. 

 

Table 3.  Drugs commonly prescribed for ASD. 

Medication / 

(Therapeutic Class) 
Indication Mechanism Side effects 

Risperidone, (atypical antipsy-
chotics) [125]  

Irritability 

0.5 -4 mg 

5-HT2A e D2 Receptor inhib-
itor 

↑ Appetite and weight, sedation, dizziness and 
constipation 

Aripiprazole  [125] 
Irritability 

0.5 -4 mg 

Partial D2 and 5-HT1A Re-
ceptor agonist 

Weight gain 

Haloperidol (typical antipsy-
chotic) [129] 

Irritability 

2 -15 mg 

D2 (Gi ↓AMPc) 

Receptor blocker 

Sedation, fatigue, drowsiness, weight gain and 
tremors 

Methylphenidate 

CNS stimulant [126]  

Hyperactivity 

0.2 -2mg 

Dopamine reuptake inhibi-
tor 

↓ Appetite, insomnia, irritability and emotional 
lability 

Guanfacine 

Sympatholytic [130] 

Hyperactivity 

1mg -2mg 
α2 adrenergic agonist Sedation, headache, nausea and stomach pain. 

Atomoxetine 

Neurotonic [131]  

Hyperactivity 

0.5 -1.8mg/kg/day 

Selective noradrenaline 
reuptake inhibitor 

Nausea, vomiting, insomnia and reduced appetite 

Fluoxetine 

Antidepressant [129] 

Anxiety; 

Repetitive movements 

20mg -80mg 

Selective inhibitor of sero-
tonin re-uptake 

Moderate insomnia, headache and dry mouth. 

Melatonin 

Hormone [132]  

Insomnia 

1 -3mg 

MT1 and MT2 (Gi ↓AMPc) 
Receptor agonist 

Drowsiness, headache, dizziness and nausea 
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2.7. Pharmacological and Psychotherapeutic Treatment 

Treatment of ASD is performed according to the patient's 
clinical evaluation, and psychotherapeutic and pharmacolog-
ical strategies applicable to central and secondary symptoms 
can be used. There is no cure for ASD with pharmacological 
treatment, drugs used are used to combat secondary symp-
toms related to disorders such as depression, insomnia, irri-
tability, difficulties in concentration, and hyperactivity, 
among others. The therapeutic classes used are typical and 
atypical antipsychotics, antidepressants, mood stabilizers, 
and stimulants (Table 3) [124-126]. Recent studies also indi-
cate the therapeutic potential of the GABAA receptor in the 
treatment of FXS, since the manifestation of  

abnormal behaviors is correlated with the loss of inhibi-
tory tone in GABAergic activation in Fmr1 knockout mice. 
Diazepam, alfaxalone and gaboxadol, GABAergic agonists, 
have obtained significant results in reversing the clinical 
manifestations of FXS. Ganaloxone, a neurosteroid that is 
GABAA agonist, was used on a controlled trial and revealed 
positive trends in areas of anxiety, hyperactivity and atten-
tion [127]. Another double-blind placebo-controlled crosso-
ver, an human trial of arbaclofen, a GABAB agonist, for 
children and adults with FXS also showed significant im-
provement in social behaviors [127, 128]. Complementary 
alternative treatments can also be used  [124-126], and stud-
ies demonstrate that pharmacological therapies associated 
with psychotherapeutic follow-up are more effective in com-
bating the symptoms of ASD [129-132]. 

Another class of drugs widely used in the clinic since 
2008 are serotonin reuptake inhibitors (SSRIs). However, 
new evidence suggests that there is limited benefit to their 
use considering that no difference was observed in patients 
treated with a placebo and those treated with fluoxetine, or 
with other SSRI intervention only, suggesting that SSRI 
have little or no significant effect on the treatment of chil-
dren and adults patients with ASD [133-135].  

To this end, new alternatives are being investigated to 
treat the principal symptoms of ASD. Antagonists of the 
glutamatergic metabotropic receptor 5 (mGluR5) have 
shown good results in preclinical tests [136]. The mGluR5 
are anchored to Shank and Homer proteins, deletions of 
Shank2, Shank3 as well as altered mGluR5 -HOMER scaf-
folds, in these protein domains, induces perturbed function at 
striatal synapses, abnormal brain morphology, aberrant struc-
tural connectivity, which contributes to autism-like behavior 
[137, 138]. Although effective, conventional treatment with 
atypical neuroleptics and antidepressants applied to second-
ary ASD symptoms are limited by the high probability of 
triggering adverse effects, such as sedation, headache, obesi-
ty, dyslipidemia, diabetes mellitus, and thyroid disorders 
[139].  

The brief pharmacological session reinforces the limited 
availability of the agents used, which act as the non-selective 
treatment on ASD treatment, implying a series of side ef-
fects. This reinforces the importance of new agents research 
which act on possible targets related to the modulation of 
neuronal circuits as ionic channels. As reported, dysfunctions 
in the aforementioned channels directly influence cognitive 

and social deficits, and their modulation can be an alternative 
to existing therapies.  

CONCLUSION 

In view of the evaluated results, ion channels appear to 
be adequate targets for central and palliative treatment of 
various neurological disorders, including ASD. As noted, the 
dysfunctions of the ion channels addressed in this review 
BKCa, SKCa, Kv4.2, Cav, Na.v1.2 and TRPs, have direct correla-
tions with cognitive and behavioral disorders, and modula-
tion may be a promising target for effective treatments and 
with better safety profiles. Although the ion channels ad-
dressed have emerged as important regulators of the symp-
toms associated with ASD, consistent data on potential 
pharmacological benefits remain limited and little explored, 
making it necessary to expand in vivo and clinical studies 
towards making their use feasible as part of the pharmaco-
logical strategy.  

LIST OF ABBREVIATIONS 

5 HT = 5-hydroxytryptamine 

ABA = Conduct Background Check  

ADP = Adenosine diphosphate 

AID = lpha 1 interaction domain 

AMPA = α-amino-3-hydroxy-5-methyl-4-
isoxazolepropionic acid receptor 

Ank = Ankyrin 

AP = Potential action 

APA = American Psychiatric Association 

ASD = Autistic spectrum disorder 

BKCa = High conductivity Ca2+ activated potassium 
channels 

CAMP  Cyclic adenosine monophosphate  

CACNA1A = Calcium voltage-gated channel subunit 
alpha1 A gene 

CACNA1C = Calcium voltage-gated channel subunit 
alpha1 C gene 

CACNA1D = Calcium voltage-gated channel subunit 
alpha1 D gene 

CACNA1E = Calcium voltage-gated channel subunit 
alpha1 E gene 

CACNA1F = Calcium voltage-gated channel subunit 
alpha1 F gene 

CACNA1G = Calcium voltage-gated channel subunit 
alpha1 G gene 

CACNA1H = Calcium voltage-gated channel subunit 
alpha1 H gene 

CACNA2D4 = Calcium channel, voltage-dependent, alpha 
2/delta subunit 4 

CACNB2 = Calcium Voltage-Gated Channel Auxiliary 
Subunit Beta 2 
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CC = Coiled-coil domain 

CDC = Center for Disease Control and Prevention 

CIRB = Calmodulin triphosphate and inositol 

CNS = Central Nervous System 

CREB = cAMP-response element binding protein 

CYP11B1 = Cytochrome P450 Family 11 Subfamily B 
Member 1 

CYP17A1 = Cytochrome P450 Family 17 Subfamily A 
Member 1 

CYP19A1 = Cytochrome P450 Family 19 Subfamily A 
Member 1 

D2R = Dopaminergic receptor 

DAG = Diacylglycerol 

DSM = Diagnostic and Statistics Manual for Men-
tal Disorders  

EF = Ca2+ canonical hand 

ESR2 = Estrogen Receptor 2 

FMR1 = Fragile X mental retardation 1 

FMRP = Fragile X mental retardation protein 

FOXK1 = Forkhead Box K1 

FXS = Fragile X Syndrome 

GABA = γ-aminobutyric acid 

GluN2A = Glutamate receptor NMDA2A 

GluN2B = Glutamate receptor NMDA2B 

HPA = Hypothalamic pituitary axis 

HpTx2 = Heteropodatoxin 

IP3R = Inositol-3-phosphate receptor 

IGF = Insulin like growth factor-1 

IUPHAR = Guide of the International Union of Basic 
and Clinical Pharmacology 

KCNA4 = Potassium Voltage-Gated Channel Sub-
family A Member 4 

KCND2 = Potassium Voltage-Gated Channel Sub-
family D Member 2 gene 

KCNMA1 = Potassium calcium-activated channel sub-
family M alpha 1 

Kv4.2 = Voltage activated potassium Channels 

LCPS = Low current postsynaptic 

LTD = Long-term potentiation depression 

LTP = Long-term potentiation 

mGluR1 = Metabotropic glutamate receptor 1 

mGluR5 = Metabotropic glutamate receptor 5 

MT1 = Melatonin receptor -1 

MIM = Mendelian Inheritance in Man 

Nav = Voltage-gated sodium channels 

Nav 1.1 = Sodium channel, voltage-gated, type I, 
alpha subunit 

Nav 1.2 = Sodium channel, voltage-gated, type II, 
alpha subunit 

Nav 1.9 = Sodium channel, voltage-gated, type XI, 
alpha subunit 

Nav 2.1 = Sodium channel, voltage-gated, type II, 
alpha subunit 

NF-κB = Factor nuclear kappa B 

NMDA = N-methyl D-Aspartate 

NUDIX = ADPR-2'-phosphate homology domain 

OT = Oxytocin 

PDZ = Aminoacid motif binding domain 

PLC = Phospholipase C 

PMCA = Calcium-ATPases of the plasma membrane 

PRT = Pivotal response training 

PTEN = Phosphatase and tensin homologue 

RCK1 = Serine/threonine-protein kinase RCK1 

RCK2 = Serine/threonine-protein kinase RCK2 

RyR = Ryanodine 

SSRI = Selective serotonin reuptake inhibitors 

SCN11A = Sodium Voltage-Gated Channel Alpha 
Subunit 11 

SCN1A = Sodium voltage-gated channel alpha subu-
nit 1 

SCN1B = Sodium channel subunit beta-1 gene 

Scn2 = Immortalized Rat Suprachiasmatic Nucleus 
Cells 

SCN2A = Sodium voltage-gated channel alpha subu-
nit 2 

SCN3A = Sodium voltage-gated channel alpha subu-
nit 3 

SCN4B = Sodium Voltage-Gated Channel Beta Sub-
unit 4 

SCN8A = Sodium voltage-gated channel alpha subu-
nit 8 

SkCa = Low conductance Ca2+ activated potassium  
channels 

SOCs = Store operated channels 

TRP = Transient Potential Receptor Channels 

TRPC = Transient Potential Receptor Canonical 

TRPC3 = Short transient receptor potential channel 3 

TRPC6 = Short transient receptor potential channel 6 

TRPM2 = Transient receptor potential cation channel, 
subfamily M, member 2 

TRPM4 = Transient receptor potential cation channel, 
subfamily M, member 4 
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TRPM5 = Transient receptor potential cation channel, 
subfamily M, member 5 

TRPM7 = Transient receptor potential cation channel, 
subfamily M, member 7 

TRPML = Transient Potential Receptor Mucolipin 

TRPP = Transient Potential Receptor  Polycystic 

TRPV = Transient Potential Receptor Vanilloid 

TRPV1 = Transient receptor potential cation channel 
subfamily V member 1 

TRPV6 = Transient receptor potential cation channel 
subfamily V member 6 

TS = Timothy Syndrome 

VGCC = Voltage-gated calcium channels 

β-NAD = Adenine beta dinucleotides 

CONSENT FOR PUBLICATION 

Not applicable. 

FUNDING 

None. 

CONFLICT OF INTEREST 

The authors declare no conflict of interest, financial or 
otherwise. 

ACKNOWLEDGEMENTS 

The Coordination for the Improvement of Higher Educa-
tion Personnel (Capes) - Brazil, and the National Council for 
Scientific and Technological Development (CNPq) for grant-
ing scholarships and to the Federal University of Paraíba 
(UFPB). 

REFERENCES 

[1] Breitenkamp, A.F.; Matthes, J.; Herzig, S. Voltage-gated calcium 
channels and autism spectrum disorders. Curr. Mol. Pharmacol., 
2015, 8(2), 123-132. 

 http://dx.doi.org/10.2174/1874467208666150507105235 PMID: 
25966693 

[2] Palmieri, L.; Persico, A.M. Mitochondrial dysfunction in autism 
spectrum disorders: cause or effect? Biochim. Biophys. Acta, 2010, 
1797(6-7), 1130-1137. 

 http://dx.doi.org/10.1016/j.bbabio.2010.04.018 PMID: 20441769 
[3] Ha, S.; Sohn, I-J.; Kim, N.; Sim, H.J.; Cheon, K-A. Characteristics 

of brains in autism spectrum disorder: structure, function and con-

nectivity across the lifespan. Exp. Neurobiol., 2015, 24(4), 273-
284. 

 http://dx.doi.org/10.5607/en.2015.24.4.273 PMID: 26713076 

[4] Cooper, R.A.; Richter, F.R.; Bays, P.M.; Plaisted-Grant, K.C.; 
Baron-Cohen, S.; Simons, J.S. Reduced hippocampal functional 
connectivity during episodic memory retrieval in autism. Cereb. 
Cortex, 2017, 27(2), 888-902. 

 http://dx.doi.org/10.1093/cercor/bhw417 PMID: 28057726 
[5] Richards, R.; Greimel, E.; Kliemann, D.; Koerte, I.K.; Schulte-

Körne, G.; Reuter, M.; Wachinger, C. Increased hippocampal shape 
asymmetry and volumetric ventricular asymmetry in autism spec-
trum disorder. Neuroimage Clin., 2020, 26, 102207. 

 http://dx.doi.org/10.1016/j.nicl.2020.102207 PMID: 32092683 

[6] Li, D.; Karnath, H.O.; Xu, X. Candidate biomarkers in children 

with autism spectrum disorder: a review of MRI studies. Neurosci. 
Bull., 2017, 33(2), 219-237. 

 http://dx.doi.org/10.1007/s12264-017-0118-1 PMID: 28283808 

[7] Zikopoulos, B.; Barbas, H. Altered neural connectivity in excitato-
ry and inhibitory cortical circuits in autism. Front. Hum. Neurosci., 
2013, 7(SEP), 609. 

 http://dx.doi.org/10.3389/fnhum.2013.00609 PMID: 24098278 
[8] Dodds, L.; Fell, D.B.; Shea, S.; Armson, B.A.; Allen, A.C.; Bryson, 

S. The role of prenatal, obstetric and neonatal factors in the devel-

opment of autism. J. Autism Dev. Disord., 2011, 41(7), 891-902. 
 http://dx.doi.org/10.1007/s10803-010-1114-8 PMID: 20922473 
[9] Schmunk, G.; Gargus, J.J. Channelopathy pathogenesis in autism 

spectrum disorders. Front. Genet., 2013, 4, 222. 
 http://dx.doi.org/10.3389/fgene.2013.00222 PMID: 24204377 
[10] Sealey, L.A.; Hughes, B.W.; Sriskanda, A.N.; Guest, J.R.; Gibson, 

A.D.; Johnson-Williams, L.; Pace, D.G.; Bagasra, O. Environmen-
tal factors in the development of autism spectrum disorders. Envi-
ron. Int., 2016, 88, 288-298. 

 http://dx.doi.org/10.1016/j.envint.2015.12.021 PMID: 26826339 
[11] Rossi, J.; Newschaffer, C.; Yudell, M. Autism spectrum disorders, 

risk communication, and the problem of inadvertent harm. Kennedy 
Inst. Ethics J., 2013, 23(2), 105-138. 

 http://dx.doi.org/10.1353/ken.2013.0006 PMID: 23888834 
[12] Fusar-Poli, L.; Bisso, E.; Concas, I.; Surace, T.; Tinacci, S.; Vanel-

la, A.; Furnari, R.; Signorelli, M.S.; Nylander, L.; Aguglia, E. Psy-
chometric properties of the autism spectrum disorder in adults 
screening questionnaire (ASDASQ) in a sample of italian psychiat-
ric outpatients. Res. Autism Spectr. Disord., 2020, 78, 101668. 

 http://dx.doi.org/10.1016/j.rasd.2020.101668 
[13] Baxter, A.J.; Brugha, T.S.; Erskine, H.E.; Scheurer, R.W.; Vos, T.; 

Scott, J.G. The epidemiology and global burden of autism spectrum 

disorders. Psychol. Med., 2015, 45(3), 601-613. 
 http://dx.doi.org/10.1017/S003329171400172X PMID: 25108395 
[14] Brugha, T.S.; Spiers, N.; Bankart, J.; Cooper, S.A.; McManus, S.; 

Scott, F.J.; Smith, J.; Tyrer, F. Epidemiology of autism in adults 
across age groups and ability levels. Br. J. Psychiatry, 2016, 
209(6), 498-503. 

 http://dx.doi.org/10.1192/bjp.bp.115.174649 PMID: 27388569 
[15] Blumberg, S. J.; Bramlett, M. D.; Kogan, M. D.; Schieve, L. A.; 

Jones, J. R.; Lu, M. C. Natl. Health Stat. Rep., 2012, 2013(65). 

[16] Hull, L.; Petrides, K.V.; Mandy, W. The female autism phenotype 
and camouflaging: a narrative review. Rev. J. Autism Dev. Disord., 
2020, 7, 306-317. 

 http://dx.doi.org/10.1007/s40489-020-00197-9 
[17] Rogge, N.; Janssen, J. The economic costs of autism spectrum 

disorder: a literature review. J. Autism Dev. Disord., 2019, 49(7), 

2873-2900. 
 http://dx.doi.org/10.1007/s10803-019-04014-z PMID: 30976961 
[18] Gargus, J.J.; Schmunk, G. Comprehensive guide to autism. Compr. 

Guid. to Autism, 2014. 
 http://dx.doi.org/10.1007/978-1-4614-4788-7 
[19] Vismara, L.A.; Rogers, S.J.; Ogletree, B.T.; Oren, T.; Mcphilemy, 

C.; Dillenburger, K.; Hilton, J.C.; Seal, B.C.; Dekker, V.; Nauta, 
M.H. Havioral. J. Autism Dev. Disord., 2010, 40(1), 18-41. 

[20] Lai, M.C.; Lombardo, M.V.; Baron-Cohen, S. Autism. Lancet, 
2014, 383(9920), 896-910. 

 http://dx.doi.org/10.1016/S0140-6736(13)61539-1 PMID: 
24074734 

[21] Kim, S.K. Recent update of autism spectrum disorders. Korean J. 
Pediatr., 2015, 58(1), 8-14. 

 http://dx.doi.org/10.3345/kjp.2015.58.1.8 PMID: 25729393 

[22] Yang, C.; Zhao, W.; Deng, K.; Zhou, V.; Zhou, X.; Hou, Y. The 
association between air pollutants and autism spectrum disorders. 
Environ. Sci. Pollut. Res. Int., 2017, 24(19), 15949-15958. 

 http://dx.doi.org/10.1007/s11356-017-8928-2 PMID: 28540549 
[23] Mandic-Maravic, V.; Pejovic-Milovancevic, M.; Pekmezovic, T.; 

Pljesa-Ercegovac, M.; Mitkovic-Voncina, M.; Lecic-Tosevski, D. 

Perinatal complications, environmental factors and autism spec-
trum disorders. Med. Podml., 2016, 67(4), 20-25. 

 http://dx.doi.org/10.5937/mp67-12844 

[24] Daghsni, M.; Rima, M.; Fajloun, Z.; Ronjat, M.; Brusés, J.L.; 
M’rad, R.; De Waard, M. Autism throughout genetics: Perusal of 
the implication of ion channels. Brain Behav., 2018, 8(8), e00978. 



1846    Current Neuropharmacology, 2022, Vol. 20, No. 10 da Silva et al. 

 http://dx.doi.org/10.1002/brb3.978 PMID: 29934975 

[25] Speaks, A. Autism and health: advances in understanding and 
treating the health conditions that frequently accompany autism; 
Autism Speak, 2017, pp. 1-35. 

[26] Zhang, Y.; Li, N.; Li, C.; Zhang, Z.; Teng, H.; Wang, Y.; Zhao, T.; 
Shi, L.; Zhang, K.; Xia, K.; Li, J.; Sun, Z. Genetic evidence of gen-
der difference in autism spectrum disorder supports the female-

protective effect. Transl. Psychiatry, 2020, 10(1), 4. 
 http://dx.doi.org/10.1038/s41398-020-0699-8 PMID: 32066658 
[27] Ratto, A.B.; Kenworthy, L.; Yerys, B.E.; Bascom, J.; Wieckowski, 

A.T.; White, S.W.; Wallace, G.L.; Pugliese, C.; Schultz, R.T.; Ol-
lendick, T.H.; Scarpa, A.; Seese, S.; Register-Brown, K.; Martin, 
A.; Anthony, L.G. What about the girls? sex-based differences in 

autistic traits and adaptive skills. J. Autism Dev. Disord., 2018, 
48(5), 1698-1711. 

 http://dx.doi.org/10.1007/s10803-017-3413-9 PMID: 29204929 

[28] Halladay, A.K.; Bishop, S.; Constantino, J.N.; Daniels, A.M.; 
Koenig, K.; Palmer, K.; Messinger, D.; Pelphrey, K.; Sanders, S.J.; 
Singer, A.T.; Taylor, J.L.; Szatmari, P. Sex and gender differences 

in autism spectrum disorder: summarizing evidence gaps and iden-
tifying emerging areas of priority. Mol. Autism, 2015, 6(1), 36. 

 http://dx.doi.org/10.1186/s13229-015-0019-y PMID: 26075049 

[29] Memari, A.H.; Ziaee, V.; Shayestehfar, M.; Ghanouni, P.; 
Mansournia, M.A.; Moshayedi, P. Cognitive flexibility impair-
ments in children with autism spectrum disorders: links to age, 

gender and child outcomes. Res. Dev. Disabil., 2013, 34(10), 3218-
3225. 

 http://dx.doi.org/10.1016/j.ridd.2013.06.033 PMID: 23886763 
[30] Lowenthal, R. Silva, L. C. e; Miranda, C. T. de; Coelho, J. A. P. de 

M.; Paula, C. S. de. Autistic spectrum disorders in brazilian prima-
ry care: telehealth and face-to-face training method. Psicol. Teor. 
Prat., 2019, 21(3), 501-516. 

 http://dx.doi.org/10.5935/1980-6906/psicologia.v21n3p501-516 
[31] Vorstman, J.A.S.; Parr, J.R.; Moreno-De-Luca, D.; Anney, R.J.L.; 

Nurnberger, J.I., Jr; Hallmayer, J.F. Autism genetics: opportunities 

and challenges for clinical translation. Nat. Rev. Genet., 2017, 
18(6), 362-376. 

 http://dx.doi.org/10.1038/nrg.2017.4 PMID: 28260791 

[32] Hallmayer, J.; Cleveland, S.; Torres, A.; Phillips, J.; Cohen, B.; 
Torigoe, T.; Miller, J.; Fedele, A.; Collins, J.; Smith, K.; Lotspeich, 
L.; Croen, L.A.; Ozonoff, S.; Lajonchere, C.; Grether, J.K.; Risch, 

N. Genetic heritability and shared environmental factors among 
twin pairs with autism. Arch. Gen. Psychiatry, 2011, 68(11), 1095-
1102. 

 http://dx.doi.org/10.1001/archgenpsychiatry.2011.76 PMID: 
21727249 

[33] Kang, S. Research round-up. Lancet Psychiatry, 2014, 1(1), 14. 

 http://dx.doi.org/10.1016/S2215-0366(14)70266-4 
[34] Bölte, S.; Girdler, S.; Marschik, P.B. The contribution of environ-

mental exposure to the etiology of autism spectrum disorder. Cell. 
Mol. Life Sci., 2019, 76(7), 1275-1297. 

 http://dx.doi.org/10.1007/s00018-018-2988-4 PMID: 30570672 
[35] Murray, P.J.; Wynn, T.A. Protective and pathogenic functions of 

macrophage subsets. Nat. Rev. Immunol., 2011, 11(11), 723-737. 
 http://dx.doi.org/10.1038/nri3073 PMID: 21997792 
[36] Beversdorf, D.Q.; Stevens, H.E.; Jones, K.L. Prenatal stress, ma-

ternal immune dysregulation, and their association with autism 
spectrum disorders. Curr. Psychiatry Rep., 2018, 20(9), 76. 

 http://dx.doi.org/10.1007/s11920-018-0945-4 PMID: 30094645 

[37] Daskalakis, N.P.; Bagot, R.C.; Parker, K.J.; Vinkers, C.H.; de 
Kloet, E.R. The three-hit concept of vulnerability and resilience: 
toward understanding adaptation to early-life adversity outcome. 

Psychoneuroendocrinology, 2013, 38(9), 1858-1873. 
 http://dx.doi.org/10.1016/j.psyneuen.2013.06.008 PMID: 23838101 
[38] Mottron, L.; Belleville, S.; Rouleau, G.A.; Collignon, O. Linking 

neocortical, cognitive, and genetic variability in autism with altera-
tions of brain plasticity: the Trigger-Threshold-Target model. Neu-
rosci. Biobehav. Rev., 2014, 47, 735-752. 

 http://dx.doi.org/10.1016/j.neubiorev.2014.07.012 PMID: 
25155242 

[39] Wong, C.C.Y.; Meaburn, E.L.; Ronald, A.; Price, T.S.; Jeffries, 

A.R.; Schalkwyk, L.C.; Plomin, R.; Mill, J. Methylomic analysis of 
monozygotic twins discordant for autism spectrum disorder and re-
lated behavioural traits. Mol. Psychiatry, 2014, 19(4), 495-503. 

 http://dx.doi.org/10.1038/mp.2013.41 PMID: 23608919 

[40] Siu, M.T.; Weksberg, R. Epigenetics of autism spectrum disorder. 
Adv. Exp. Med. Biol., 2017, 978, 63-90. 

 http://dx.doi.org/10.1007/978-3-319-53889-1_4 PMID: 28523541 

[41] Grafodatskaya, D.; Chung, B.; Szatmari, P.; Weksberg, R. Autism 
spectrum disorders and epigenetics. J. Am. Acad. Child Adolesc. 
Psychiatry, 2010, 49(8), 794-809. 

 http://dx.doi.org/10.1016/j.jaac.2010.05.005 PMID: 20643313 
[42] Atsem, S.; Reichenbach, J.; Potabattula, R.; Dittrich, M.; Nava, C.; 

Depienne, C.; Böhm, L.; Rost, S.; Hahn, T.; Schorsch, M.; Haaf, 

T.; El Hajj, N. Paternal age effects on sperm FOXK1 and KCNA7 
methylation and transmission into the next generation. Hum. Mol. 
Genet., 2016, 25(22), 4996-5005. 

 http://dx.doi.org/10.1093/hmg/ddw328 PMID: 28171595 
[43] Chakrabarti, B.; Dudbridge, F.; Kent, L.; Wheelwright, S.; Hill-

Cawthorne, G.; Allison, C.; Banerjee-Basu, S.; Baron-Cohen, S. 

Genes related to sex steroids, neural growth, and social-emotional 
behavior are associated with autistic traits, empathy, and Asperger 
syndrome. Autism Res., 2009, 2(3), 157-177. 

 http://dx.doi.org/10.1002/aur.80 PMID: 19598235 
[44] Edlow, A.G. Disorders in Offspring., 2018, 37(1), 95-110. 
 http://dx.doi.org/10.1002/pd.4932.Maternal 

[45] Godfrey, K.M.; Reynolds, R.M.; Prescott, S.L.; Nyirenda, M.; 
Jaddoe, V.W.V.; Eriksson, J.G.; Broekman, B.F.P. Influence of 
maternal obesity on the long-term health of offspring. Lancet Dia-
betes Endocrinol., 2017, 5(1), 53-64. 

 http://dx.doi.org/10.1016/S2213-8587(16)30107-3 PMID: 
27743978 

[46] Kondratskyi, A.; Kondratska, K.; Skryma, R.; Klionsky, D.J.; Pre-

varskaya, N. Ion channels in the regulation of autophagy. Autopha-
gy, 2018, 14(1), 3-21. 

 http://dx.doi.org/10.1080/15548627.2017.1384887 PMID: 

28980859 
[47] Kumar, P.; Kumar, D.; Jha, S.K.; Jha, N.K.; Ambasta, R.K. Ion 

channels in neurological disorders, 1st ed; Elsevier Inc., 2016, Vol. 

103.  
 http://dx.doi.org/10.1016/bs.apcsb.2015.10.006 
[48] Liao, X.; Li, Y.; Li, Y. Genetic associations between voltage-gated 

calcium channels and autism spectrum disorder: a systematic re-
view. Mol. Brain, 2020, 13(1), 96. 

 http://dx.doi.org/10.1186/s13041-020-00634-0 PMID: 32571372 

[49] Lu, A.T-H.; Dai, X.; Martinez-Agosto, J.A.; Cantor, R.M. Support 
for calcium channel gene defects in autism spectrum disorders. 
Mol. Autism, 2012, 3(1), 18. 

 http://dx.doi.org/10.1186/2040-2392-3-18 PMID: 23241247 
[50] Nanou, E.; Catterall, W.A. Calcium channels, synaptic plasticity, 

and neuropsychiatric disease. Neuron, 2018, 98(3), 466-481. 

 http://dx.doi.org/10.1016/j.neuron.2018.03.017 PMID: 29723500 
[51] Nguyen, R.L.; Medvedeva, Y.V.; Ayyagari, T.E.; Schmunk, G.; 

Gargus, J.J. Intracellular calcium dysregulation in autism spectrum 

disorder: An analysis of converging organelle signaling pathways. 
Biochim. Biophys. Acta Mol. Cell Res., 2018, 1865(11 Pt B), 1718-
1732. 

 http://dx.doi.org/10.1016/j.bbamcr.2018.08.003 PMID: 30992134 
[52] Bohnen, M.S.; Peng, G.; Robey, S.H.; Terrenoire, C.; Iyer, V.; 

Sampson, K.J.; Kass, R.S. Molecular pathophysiology of congeni-

tal long qt syndrome. Physiol. Rev., 2017, 97(1), 89-134. 
 http://dx.doi.org/10.1152/physrev.00008.2016 PMID: 27807201 
[53] Eijkelkamp, N.; Linley, J.E.; Baker, M.D.; Minett, M.S.; Cregg, R.; 

Werdehausen, R.; Rugiero, F.; Wood, J.N. Neurological perspec-
tives on voltage-gated sodium channels. Brain, 2012, 135(Pt 9), 
2585-2612. 

 http://dx.doi.org/10.1093/brain/aws225 PMID: 22961543 
[54] Yamakawa, K. Mutations of Voltage-Gated Sodium Channel Genes 

SCN1A and SCN2A in Epilepsy, Intellectual Disability, and Autism; 

Elsevier Inc., 2016.  
 http://dx.doi.org/10.1016/B978-0-12-800109-7.00015-7 
[55] DeCaen, P.G.; George, A.L.; Thompson, C.H.; DeCaen, P.G.; 

George, A.L.; Thompson, C.H. Sodium channelopathies of the cen-
tral nervous system. Neurosci. Mol. Cell. Sys., 2019. 

 http://dx.doi.org/10.1093/oxfordhb/9780190669164.013.21 

[56] Ben-Shalom, R.; Keeshen, C.M.; Berrios, K.N.; An, J.Y.; Sanders, 
S.J.; Bender, K.J. Opposing effects on NaV1.2 function underlie 
differences between SCN2A variants observed in individuals with 



Ionic Channels as Potential Targets for the Treatment of Autism Spectrum Disorder Current Neuropharmacology, 2022, Vol. 20, No. 10    1847 

autism spectrum disorder or infantile seizures. Biol. Psychiatry, 
2017, 82(3), 224-232. 

 http://dx.doi.org/10.1016/j.biopsych.2017.01.009 PMID: 28256214 
[57] Spratt, P.W.E.; Ben-Shalom, R.; Keeshen, C.M.; Burke, K.J., Jr; 

Clarkson, R.L.; Sanders, S.J.; Bender, K.J. The autism-associated 
gene scn2a contributes to dendritic excitability and synaptic func-
tion in the prefrontal cortex. Neuron, 2019, 103(4), 673-685.e5. 

 http://dx.doi.org/10.1016/j.neuron.2019.05.037 PMID: 31230762 
[58] Kaczmarek, L.K. Loss of NaV1.2-dependent backpropagating ac-

tion potentials in dendrites contributes to autism and intellectual 

disability. Neuron, 2019, 103(4), 551-553. 
 http://dx.doi.org/10.1016/j.neuron.2019.07.032 PMID: 31437449 
[59] Lorca, R.A.; Prabagaran, M.; England, S.K. Functional insights 

into modulation of BKCa channel activity to alter myometrial con-
tractility. Front. Physiol., 2014, 5, 289. 

 http://dx.doi.org/10.3389/fphys.2014.00289 PMID: 25132821 

[60] Hill, M.A.; Yang, Y.; Ella, S.R.; Davis, M.J.; Braun, A.P. Large 
conductance, Ca2+-activated K+ channels (BKCa) and arteriolar 
myogenic signaling. FEBS Lett., 2010, 584(10), 2033-2042. 

 http://dx.doi.org/10.1016/j.febslet.2010.02.045 PMID: 20178789 
[61] Carrasquel-Ursulaez, W.; Lorenzo, Y.; Echeverria, F.; Latorre, R.; 

Carrasquel-Ursulaez, W.; Lorenzo, Y.; Echeverria, F.; Latorre, R. 

Large conductance potassium channels in the nervous system. Neu-
roscience, Molecular and Cellular Systems; Bhattacharjee, A., Ed.; 
Oxford Handbooks Online, 2018.  

 http://dx.doi.org/10.1093/oxfordhb/9780190669164.013.11 
[62] Vetri, F.; Choudhury, M.S.R.; Pelligrino, D.A.; Sundivakkam, P. 

BKca channels as physiological regulators: a focused review. J. 
Receptor Ligand Channel Res., 2014, 7, 3-13. 

 http://dx.doi.org/10.2147/JRLCR.S36065 
[63] Deng, P.Y.; Klyachko, V.A. Genetic upregulation of BK channel 

activity normalizes multiple synaptic and circuit defects in a mouse 

model of fragile X syndrome. J. Physiol., 2016, 594(1), 83-97. 
 http://dx.doi.org/10.1113/JP271031 PMID: 26427907 
[64] Kshatri, A.S.; Gonzalez-Hernandez, A.; Giraldez, T. Physiological 

roles and therapeutic potential of Ca2+ activated potassium channels 
in the nervous system. Front. Mol. Neurosci., 2018, 11(July), 258. 

 http://dx.doi.org/10.3389/fnmol.2018.00258 PMID: 30104956 

[65] Hébert, B.; Pietropaolo, S.; Même, S.; Laudier, B.; Laugeray, A.; 
Doisne, N.; Quartier, A.; Lefeuvre, S.; Got, L.; Cahard, D.; 
Laumonnier, F.; Crusio, W.E.; Pichon, J.; Menuet, A.; Perche, O.; 

Briault, S. Rescue of fragile X syndrome phenotypes in Fmr1 KO 
mice by a BKCa channel opener molecule. Orphanet J. Rare Dis., 
2014, 9(1), 124. 

 http://dx.doi.org/10.1186/s13023-014-0124-6 PMID: 25079250 
[66] Brager, D.H.; Johnston, D. Channelopathies and dendritic dysfunc-

tion in fragile X syndrome. Brain Res. Bull., 2014, 103, 11-17. 

 http://dx.doi.org/10.1016/j.brainresbull.2014.01.002 PMID: 
24462643 

[67] Diniz, A.F.A.; Ferreira, R.C.; de Souza, I.L.L.; da Silva, B.A. Ionic 

channels as potential therapeutic targets for erectile dysfunction: a 
review. Front. Pharmacol., 2020, 11(July), 1120. 

 http://dx.doi.org/10.3389/fphar.2020.01120 PMID: 32848741 

[68] Cui, M.; Qin, G.; Yu, K.; Bowers, M.S.; Zhang, M. Targeting the 
small- and intermediate-conductance Ca-activated potassium chan-
nels: the drug-binding pocket at the channel/calmodulin interface. 

Neurosignals, 2014, 22(2), 65-78. 
 http://dx.doi.org/10.1159/000367896 PMID: 25300231 
[69] Zhang, M.; Pascal, J.M.; Schumann, M.; Armen, R.S.; Zhang, J.F. 

Identification of the functional binding pocket for compounds tar-
geting small-conductance Ca²⁺-activated potassium channels. Nat. 
Commun., 2012, 3, 1021. 

 http://dx.doi.org/10.1038/ncomms2017 PMID: 22929778 
[70] Garcia-Junco-Clemente, P.; Chow, D.K.; Tring, E.; Lazaro, M.T.; 

Trachtenberg, J.T.; Golshani, P. Overexpression of calcium-

activated potassium channels underlies cortical dysfunction in a 
model of PTEN-associated autism. Proc. Natl. Acad. Sci. USA, 
2013, 110(45), 18297-18302. 

 http://dx.doi.org/10.1073/pnas.1309207110 PMID: 24145404 
[71] Kim, D.M.; Nimigean, C.M. Voltage-gated potassium channels: a 

structural examination of selectivity and gating. Cold Spring Harb. 
Perspect. Biol., 2016, 8(5), 1-19. 

 http://dx.doi.org/10.1101/cshperspect.a029231 PMID: 27141052 

[72] Guglielmi, L.; Servettini, I.; Caramia, M.; Catacuzzeno, L.; Franci-

olini, F.; D’Adamo, M.C.; Pessia, M. Update on the implication of 
potassium channels in autism: K(+) channelautism spectrum disor-
der. Front. Cell. Neurosci., 2015, 9(MAR), 34. 

 http://dx.doi.org/10.3389/fncel.2015.00034 PMID: 25784856 
[73] Barghaan, J.; Bähring, R. Dynamic coupling of voltage sensor and 

gate involved in closed-state inactivation of kv4.2 channels. J. Gen. 
Physiol., 2009, 133(2), 205-224. 

 http://dx.doi.org/10.1085/jgp.200810073 PMID: 19171772 
[74] Bähring, R.; Covarrubias, M. Mechanisms of closed-state inactiva-

tion in voltage-gated ion channels. J. Physiol., 2011, 589(Pt 3), 
461-479. 

 http://dx.doi.org/10.1113/jphysiol.2010.191965 PMID: 21098008 

[75] Michalon, A.; Sidorov, M.; Ballard, T.M.; Ozmen, L.; Spooren, 
W.; Wettstein, J.G.; Jaeschke, G.; Bear, M.F.; Lindemann, L. 
Chronic pharmacological mGlu5 inhibition corrects fragile X in 

adult mice. Neuron, 2012, 74(1), 49-56. 
 http://dx.doi.org/10.1016/j.neuron.2012.03.009 PMID: 22500629 
[76] Jung, S.C.; Kim, J.; Hoffman, D.A. Rapid, bidirectional remodeling 

of synaptic NMDA receptor subunit composition by A-type K+ 

channel activity in hippocampal CA1 pyramidal neurons. Neuron, 
2008, 60(4), 657-671. 

 http://dx.doi.org/10.1016/j.neuron.2008.08.029 PMID: 19038222 
[77] Barnwell, L.F.S.; Lugo, J.N.; Lee, W.L.; Willis, S.E.; Gertz, S.J.; 

Hrachovy, R.A.; Anderson, A.E. Kv4.2 knockout mice demonstrate 

increased susceptibility to convulsant stimulation. Epilepsia, 2009, 
50(7), 1741-1751. 

 http://dx.doi.org/10.1111/j.1528-1167.2009.02086.x PMID: 
19453702 

[78] Lee, H.Y.; Ge, W.P.; Huang, W.; He, Y.; Wang, G.X.; Rowson-
Baldwin, A.; Smith, S.J.; Jan, Y.N.; Jan, L.Y. Bidirectional regula-
tion of dendritic voltage-gated potassium channels by the fragile X 

mental retardation protein. Neuron, 2011, 72(4), 630-642. 
 http://dx.doi.org/10.1016/j.neuron.2011.09.033 PMID: 22099464 
[79] Martin, B.S.; Huntsman, M.M. Pathological plasticity in fragile X 

syndrome. Neural Plast., 2012, 2012, 275630. 
 http://dx.doi.org/10.1155/2012/275630 PMID: 22811939 
[80] Montell, C. Drosophila TRP channels. Pflugers Arch., 2005, 

451(1), 19-28. 
 http://dx.doi.org/10.1007/s00424-005-1426-2 PMID: 15952038 
[81] Thapak, P.; Vaidya, B.; Joshi, H.C.; Singh, J.N.; Sharma, S.S. 

Therapeutic potential of pharmacological agents targeting TRP 
channels in CNS disorders. Pharmacol. Res., 2020, 159, 105026. 

 http://dx.doi.org/10.1016/j.phrs.2020.105026 PMID: 32562815 

[82] Meseguer, V.; Alpizar, Y.A.; Luis, E.; Tajada, S.; Denlinger, B.; 
Fajardo, O.; Manenschijn, J.A.; Fernández-Peña, C.; Talavera, A.; 
Kichko, T.; Navia, B.; Sánchez, A.; Señarís, R.; Reeh, P.; Pérez-

García, M.T.; López-López, J.R.; Voets, T.; Belmonte, C.; Tala-
vera, K.; Viana, F. TRPA1 channels mediate acute neurogenic in-
flammation and pain produced by bacterial endotoxins. Nat. Com-
mun., 2014, 5, 3125. 

 http://dx.doi.org/10.1038/ncomms4125 PMID: 24445575 
[83] Caterina, M.J. TRP channel cannabinoid receptors in skin sensa-

tion, homeostasis, and inflammation. ACS Chem. Neurosci., 2014, 
5(11), 1107-1116. 

 http://dx.doi.org/10.1021/cn5000919 PMID: 24915599 

[84] Falcón, D.; Galeano-Otero, I.; Calderón-Sánchez, E.; Del Toro, R.; 
Martín-Bórnez, M.; Rosado, J.A.; Hmadcha, A.; Smani, T. TRP 
channels: current perspectives in the adverse cardiac remodeling. 

Front. Physiol., 2019, 10(MAR), 159. 
 http://dx.doi.org/10.3389/fphys.2019.00159 PMID: 30881310 
[85] Peng, G.; Shi, X.; Kadowaki, T. Evolution of TRP channels in-

ferred by their classification in diverse animal species. Mol. Phylo-
genet. Evol., 2015, 84(June), 145-157. 

 http://dx.doi.org/10.1016/j.ympev.2014.06.016 PMID: 24981559 

[86] Jung, J.H.; Kim, B.J.; Chae, M.R.; Kam, S.C.; Jeon, J.H.; So, I.; 
Chung, K.H.; Lee, S.W. Gene transfer of TRPC6 (dominant nega-
tive) restores erectile function in diabetic rats. J. Sex. Med., 2010, 

7(3), 1126-1138. 
 http://dx.doi.org/10.1111/j.1743-6109.2009.01634.x PMID: 

20059667 

[87] Cantero, Mdel.R.; Velázquez, I.F.; Streets, A.J.; Ong, A.C.M.; 
Cantiello, H.F. The cAMP signaling pathway and direct protein ki-



1848    Current Neuropharmacology, 2022, Vol. 20, No. 10 da Silva et al. 

nase a phosphorylation regulate polycystin-2 (TRPP2) channel 

function. J. Biol. Chem., 2015, 290(39), 23888-23896. 
 http://dx.doi.org/10.1074/jbc.M115.661082 PMID: 26269590 
[88] Griesi-Oliveira, K.; Acab, A.; Gupta, A.R.; Sunaga, D.Y.; 

Chailangkarn, T.; Nicol, X.; Nunez, Y.; Walker, M.F.; Murdoch, 
J.D.; Sanders, S.J.; Fernandez, T.V.; Ji, W.; Lifton, R.P.; Vadasz, 
E.; Dietrich, A.; Pradhan, D.; Song, H.; Ming, G.L.; Gu, X.; Had-

dad, G.; Marchetto, M.C.; Spitzer, N.; Passos-Bueno, M.R.; State, 
M.W.; Muotri, A.R. Modeling non-syndromic autism and the im-
pact of TRPC6 disruption in human neurons. Mol. Psychiatry, 
2015, 20(11), 1350-1365. 

 http://dx.doi.org/10.1038/mp.2014.141 PMID: 25385366 
[89] Luo, Y.; Kuang, S.; Li, H.; Ran, D.; Yang, J. cAMP/PKA-CREB-

BDNF signaling pathway in hippocampus mediates cyclooxygen-
ase 2-induced learning/memory deficits of rats subjected to chronic 
unpredictable mild stress. Oncotarget, 2017, 8(22), 35558-35572. 

 http://dx.doi.org/10.18632/oncotarget.16009 PMID: 28415673 
[90] Saxena, M.; Saxena, K. Synaptic plasticity in autism spectrum 

disorders. Synaptic Plast. Roles. Res. Insights, 2018, 101-132. 

[91] Deweerdt, S. Spectrum memory hub could underlie social. Cogni-
tive Quirks of Autism., 2016, 1-5. 

[92] Dulneva, A.; Lee, S.; Oliver, P.L.; Di Gleria, K.; Kessler, B.M.; 

Davies, K.E.; Becker, E.B.E. The mutant Moonwalker TRPC3 
channel links calcium signaling to lipid metabolism in the develop-
ing cerebellum. Hum. Mol. Genet., 2015, 24(14), 4114-4125. 

 http://dx.doi.org/10.1093/hmg/ddv150 PMID: 25908616 
[93] Clifford, H.; Dulneva, A.; Ponting, C.P.; Haerty, W.; Becker, 

E.B.E. A gene expression signature in developing Purkinje cells 
predicts autism and intellectual disability co-morbidity status. Sci. 
Rep., 2019, 9(1), 485. 

 http://dx.doi.org/10.1038/s41598-018-37284-1 PMID: 30679692 
[94] Becker, E.B.E.; Stoodley, C.J. Autism Spectrum Disorder and the 

Cerebellum, 1st ed; Elsevier Inc., 2013, Vol. 113, .  
 http://dx.doi.org/10.1016/B978-0-12-418700-9.00001-0 
[95] Manto, M.; Gruol, D.L.; Schmahmann, J.D.; Koibuchi, N.; Rossi, 

F. Handbook of the cerebellum and cerebellar disorders, 2013, pp. 
1-2424. 

 http://dx.doi.org/10.1007/978-94-007-1333-8 

[96] Peter, S.; Ten Brinke, M.M.; Stedehouder, J.; Reinelt, C.M.; Wu, 
B.; Zhou, H.; Zhou, K.; Boele, H.J.; Kushner, S.A.; Lee, M.G.; 
Schmeisser, M.J.; Boeckers, T.M.; Schonewille, M.; Hoebeek, 

F.E.; De Zeeuw, C.I. Dysfunctional cerebellar Purkinje cells con-
tribute to autism-like behaviour in Shank2-deficient mice. Nat. 
Commun., 2016, 7, 12627. 

 http://dx.doi.org/10.1038/ncomms12627 PMID: 27581745 
[97] Al Mahmuda, N.; Yokoyama, S.; Munesue, T.; Hayashi, K.; Yagi, 

K.; Tsuji, C.; Higashida, H. One single nucleotide polymorphism of 

the TRPM2 channel gene identified as a risk factor in bipolar dis-
order associates with autism spectrum disorder in a japanese popu-
lation. Diseases, 2020, 8(1), 4. 

 http://dx.doi.org/10.3390/diseases8010004 PMID: 33396495 
[98] Zhong, J.; Amina, S.; Liang, M.; Akther, S.; Yuhi, T.; Nishimura, 

T.; Tsuji, C.; Tsuji, T.; Liu, H.X.; Hashii, M.; Furuhara, K.; Yoko-

yama, S.; Yamamoto, Y.; Okamoto, H.; Zhao, Y.J.; Lee, H.C.; 
Tominaga, M.; Lopatina, O.; Higashida, H. Cyclic ADP-Ribose 
and heat regulate oxytocin release via CD38 and TRPM2 in the hy-

pothalamus during social or psychological stress in mice. Front. 
Neurosci., 2016, 10(JUL), 304. 

 http://dx.doi.org/10.3389/fnins.2016.00304 PMID: 27499729 

[99] Mehler, M.F.; Purpura, D.P. Autism, fever, epigenetics and the 
locus coeruleus. Brain Res. Brain Res. Rev., 2009, 59(2), 388-392. 

 http://dx.doi.org/10.1016/j.brainresrev.2008.11.001 PMID: 

19059284 
[100] Singh, R.; Bansal, Y.; Parhar, I.; Kuhad, A.; Soga, T. Neuropsychi-

atric implications of transient receptor potential vanilloid (TRPV) 

channels in the reward system. Neurochem. Int., 2019, 131, 
104545. 

 http://dx.doi.org/10.1016/j.neuint.2019.104545 PMID: 31494132 

[101] Ho, K.W.; Ward, N.J.; Calkins, D.J. TRPV1: a stress response 
protein in the central nervous system. Am. J. Neurodegener. Dis., 
2012, 1(1), 1-14. 

PMID: 22737633 

[102] Eguchi, N.; Hishimoto, A.; Sora, I.; Mori, M. Slow synaptic trans-

mission mediated by TRPV1 channels in CA3 interneurons of the 
hippocampus. Neurosci. Lett., 2016, 616, 170-176. 

 http://dx.doi.org/10.1016/j.neulet.2015.12.065 PMID: 26836139 

[103] Indelicato, E.; Boesch, S. From genotype to phenotype: expanding 
the clinical spectrum of CACNA1A variants in the era of next gen-
eration sequencing. Front. Neurol., 2021, 12, 639994. 

 http://dx.doi.org/10.3389/fneur.2021.639994 PMID: 33737904 
[104] Iossifov, I.; O’Roak, B.J.; Sanders, S.J.; Ronemus, M.; Krumm, N.; 

Levy, D.; Stessman, H.A.; Witherspoon, K.T.; Vives, L.; Patterson, 

K.E.; Smith, J.D.; Paeper, B.; Nickerson, D.A.; Dea, J.; Dong, S.; 
Gonzalez, L.E.; Mandell, J.D.; Mane, S.M.; Murtha, M.T.; Sulli-
van, C.A.; Walker, M.F.; Waqar, Z.; Wei, L.; Willsey, A.J.; Yam-

rom, B.; Lee, Y.H.; Grabowska, E.; Dalkic, E.; Wang, Z.; Marks, 
S.; Andrews, P.; Leotta, A.; Kendall, J.; Hakker, I.; Rosenbaum, J.; 
Ma, B.; Rodgers, L.; Troge, J.; Narzisi, G.; Yoon, S.; Schatz, M.C.; 

Ye, K.; McCombie, W.R.; Shendure, J.; Eichler, E.E.; State, M.W.; 
Wigler, M. The contribution of de novo coding mutations to autism 
spectrum disorder. Nature, 2014, 515(7526), 216-221. 

 http://dx.doi.org/10.1038/nature13908 PMID: 25363768 
[105] Ortner, N.J.; Kaserer, T.; Copeland, J.N.; Striessnig, J. De novo 

CACNA1D Ca2+ channelopathies: clinical phenotypes and molecu-

lar mechanism. Pflugers Arch., 2020, 472(7), 755-773. 
 http://dx.doi.org/10.1007/s00424-020-02418-w PMID: 32583268 
[106] Peng, J.; Zhou, Y.; Wang, K. Multiplex gene and phenotype net-

work to characterize shared genetic pathways of epilepsy and au-
tism. Sci. Rep., 2021, 11(1), 952. 

 http://dx.doi.org/10.1038/s41598-020-78654-y PMID: 33441621 
[107] Myers, R.A.; Casals, F.; Gauthier, J.; Hamdan, F.F.; Keebler, J.; 

Boyko, A.R.; Bustamante, C.D.; Piton, A.M.; Spiegelman, D.; 
Henrion, E.; Zilversmit, M.; Hussin, J.; Quinlan, J.; Yang, Y.; 
Lafrenière, R.G.; Griffing, A.R.; Stone, E.A.; Rouleau, G.A.; 

Awadalla, P. A population genetic approach to mapping neurologi-
cal disorder genes using deep resequencing. PLoS Genet., 2011, 
7(2), e1001318. 

 http://dx.doi.org/10.1371/journal.pgen.1001318 PMID: 21383861 
[108] Chemin, J.; Siquier-Pernet, K.; Nicouleau, M.; Barcia, G.; Ahmad, 

A.; Medina-Cano, D.; Hanein, S.; Altin, N.; Hubert, L.; Bole-

Feysot, C.; Fourage, C.; Nitschké, P.; Thevenon, J.; Rio, M.; Blanc, 
P.; Vidal, C.; Bahi-Buisson, N.; Desguerre, I.; Munnich, A.; Lyon-
net, S.; Boddaert, N.; Fassi, E.; Shinawi, M.; Zimmerman, H.; 

Amiel, J.; Faivre, L.; Colleaux, L.; Lory, P.; Cantagrel, V. De novo 
mutation screening in childhood-onset cerebellar atrophy identifies 
gain-of-function mutations in the CACNA1G calcium channel 

gene. Brain, 2018, 141(7), 1998-2013. 
 http://dx.doi.org/10.1093/brain/awy145 PMID: 29878067 
[109] Smith, M.; Flodman, P.L.; Gargus, J.J.; Simon, M.T.; Verrell, K.; 

Haas, R.; Reiner, G.E.; Naviaux, R.; Osann, K.; Spence, M.A.; 
Wallace, D.C. Mitochondrial and ion channel gene alterations in 
autism. Biochim. Biophys. Acta, 2012, 1817(10), 1796-1802. 

 http://dx.doi.org/10.1016/j.bbabio.2012.04.004 PMID: 22538295 
[110] Graziano, C.; Despang, P.; Palombo, F.; Severi, G.; Posar, A.; 

Cassio, A.; Pippucci, T.; Isidori, F.; Matthes, J.; Bonora, E. A new 

homozygous CACNB2 mutation has functional relevance and sup-
ports a role for calcium channels in autism spectrum disorder. J. 
Autism Dev. Disord., 2021, 51(1), 377-381. 

 http://dx.doi.org/10.1007/s10803-020-04551-y PMID: 32506348 
[111] Scheffer, I.E.; Nabbout, R. SCN1A-related phenotypes: Epilepsy 

and beyond. Epilepsia, 2019, 60(S3)(Suppl. 3), S17-S24. 

 http://dx.doi.org/10.1111/epi.16386 PMID: 31904117 
[112] Han, S.; Tai, C.; Westenbroek, R.E.; Yu, F.H.; Cheah, C.S.; Potter, 

G.B.; Rubenstein, J.L.; Scheuer, T.; De La Iglesia, H.O.; Catterall, 

W.A. Autistic behavior in Scn1a +/− mice and rescue by enhanced 
GABAergic transmission. Nature, 2012, 489(7416), 385-390. 

 http://dx.doi.org/10.1038/nature11356 PMID: 22914087 

[113] Wang, H.-G.; Bavley, C.C.; Li, A.; Jones, R.M.; Hackett, J.E.; 
Bayleyen, Y.; Lee, F.S.; Rajadhyaksha, A.M.; Pitt, G.S. Scn2a se-
vere hypomorphic mutation decreases excitatory synaptic input and 

causes autism-associated behaviors. JCI Insight., 2021, 6(15), 
e150698. 

 http://dx.doi.org/10.1172/jci.insight.150698 PMID: 34156984 

[114] Chong, P.F.; Saitsu, H.; Sakai, Y.; Imagi, T.; Nakamura, R.; 
Matsukura, M.; Matsumoto, N.; Kira, R. Deletions of SCN2A and 



Ionic Channels as Potential Targets for the Treatment of Autism Spectrum Disorder Current Neuropharmacology, 2022, Vol. 20, No. 10    1849 

SCN3A genes in a patient with West syndrome and autistic spec-

trum disorder. Seizure, 2018, 60, 91-93. 
 http://dx.doi.org/10.1016/j.seizure.2018.06.012 PMID: 29929112 
[115] Inuzuka, L.M.; Macedo-Souza, L.I.; Della-Ripa, B.; Cabral, K.S.S.; 

Monteiro, F.; Kitajima, J.P.; de Souza Godoy, L.F.; de Souza Del-
gado, D.; Kok, F.; Garzon, E. Neurodevelopmental disorder associ-
ated with de novo SCN3A pathogenic variants: two new cases and 

review of the literature. Brain Dev., 2020, 42(2), 211-216. 
 http://dx.doi.org/10.1016/j.braindev.2019.09.004 PMID: 31677917 
[116] Schmitz-Abe, K.; Sanchez-Schmitz, G.; Doan, R.N.; Hill, R.S.; 

Chahrour, M.H.; Mehta, B.K.; Servattalab, S.; Ataman, B.; Lam, 
A.N.; Morrow, E.M.; Greenberg, M.E.; Yu, T.W.; Walsh, C.A.; 
Markianos, K. Homozygous deletions implicate non-coding epige-

netic marks in Autism spectrum disorder. Sci. Rep., 2020, 10(1), 
14045. 

 http://dx.doi.org/10.1038/s41598-020-70656-0 PMID: 32820185 

[117] Gardella, E.; Møller, R.S. Phenotypic and genetic spectrum of 
SCN8A-related disorders, treatment options, and outcomes. Epilep-
sia, 2019, 60(S3)(Suppl. 3), S77-S85. 

 http://dx.doi.org/10.1111/epi.16319 PMID: 31904124 
[118] Wu, H.; Li, H.; Bai, T.; Han, L.; Ou, J.; Xun, G.; Zhang, Y.; Wang, 

Y.; Duan, G.; Zhao, N.; Chen, B.; Du, X.; Yao, M.; Zou, X.; Zhao, 

J.; Hu, Z.; Eichler, E.E.; Guo, H.; Xia, K. Phenotype-to-genotype 
approach reveals head-circumference-associated genes in an autism 
spectrum disorder cohort. Clin. Genet., 2020, 97(2), 338-346. 

 http://dx.doi.org/10.1111/cge.13665 PMID: 31674007 
[119] Kessi, M.; Chen, B.; Peng, J.; Tang, Y.; Olatoutou, E.; He, F.; 

Yang, L.; Yin, F. Intellectual disability and potassium channelopa-
thies: a systematic review. Front. Genet., 2020, 11, 614. 

 http://dx.doi.org/10.3389/fgene.2020.00614 PMID: 32655623 
[120] Lee, H.; Lin, M.A.; Kornblum, H.I.; Papazian, D.M.; Nelson, S.F. 

Exome sequencing identifies de novo gain of function missense 

mutation in KCND2 in identical twins with autism and seizures that 
slows potassium channel inactivation. Hum. Mol. Genet., 2014, 
23(13), 3481-3489. 

 http://dx.doi.org/10.1093/hmg/ddu056 PMID: 24501278 
[121] Turlova, E.; Bae, C.Y.J.; Deurloo, M.; Chen, W.; Barszczyk, A.; 

Horgen, F.D.; Fleig, A.; Feng, Z.; Sun, H. TRPM7 regulates axonal 

outgrowth and maturation of primary hippocampal neurons. Mol. 
Neurobiol., 2016, 53(1), 595-610. 

 http://dx.doi.org/10.1007/s12035-014-9032-y PMID: 25502295 

[122] Deurloo, M.H.S.; Turlova, E.; Chen, W.; Lin, Y.W.; Tam, E.; 
Tassew, N.G.; Wu, M.; Huang, Y.; Crawley, J.N.; Monnier, P.P. 
Transcription factor 2I regulates neuronal development via TRPC3 

in 7q11.23 disorder models. Mol. Neurobiol., 2019, 56(5), 3313-
3325. 

 http://dx.doi.org/10.1007/s12035-018-1290-7 PMID: 30120731 

[123] Han, Q.; Kim, Y.H.; Wang, X.; Liu, D.; Zhang, Z.J.; Bey, A.L.; 
Lay, M.; Chang, W.; Berta, T.; Zhang, Y.; Jiang, Y.H.; Ji, R.R. 
SHANK3 deficiency impairs heat hyperalgesia and TRPV1 signal-

ing in primary sensory neurons. Neuron, 2016, 92(6), 1279-1293. 
 http://dx.doi.org/10.1016/j.neuron.2016.11.007 PMID: 27916453 
[124] Lamy, M.; Erickson, C.A. Pharmacological management of behav-

ioral disturbances in children and adolescents with autism spectrum 
disorders. Curr. Probl. Pediatr. Adolesc. Health Care, 2018, 
48(10), 250-264. 

 http://dx.doi.org/10.1016/j.cppeds.2018.08.015 PMID: 30262163 
[125] Posey, D.J.; Stigler, K.A.; Erickson, C.A.; McDougle, C.J. Anti-

psychotics in the treatment of autism. J. Clin. Invest., 2008, 118(1), 

6-14. 
 http://dx.doi.org/10.1172/JCI32483 PMID: 18172517 
[126] Sturman, N.; Deckx, L.; van Driel, M.L. Methylphenidate for chil-

dren and adolescents with autism spectrum disorder. Cochrane Da-
tabase Syst. Rev., 2017, 11(11), CD011144. 

 http://dx.doi.org/10.1002/14651858.CD011144.pub2 PMID: 

29159857 
[127] Van der Aa, N.; Kooy, R.F. GABAergic abnormalities in the frag-

ile X syndrome. Eur. J. Paediatr. Neurol., 2020, 24, 100-104. 

 http://dx.doi.org/10.1016/j.ejpn.2019.12.022 PMID: 31926845 
[128] Hagerman, R.; Lauterborn, J.; Au, J.; Berry-Kravis, E. Fragile X 

Syndrome and Targeted Treatment Trials; , 2012, Vol. 54,  

 http://dx.doi.org/10.1007/978-3-642-21649-7_17 
[129] LeClerc, S.; Easley, D. Pharmacological therapies for autism spec-

trum disorder: a review. P&T, 2015, 40(6), 389-397. 

PMID: 26045648 
[130] Propper, L. Psychopharmacology for the clinician call for submis-

sions have expertise treating patients with psychiatric disorders? 

JPN Is the Highest Ranking Biological Psychiatry Clinician Col-
umns Are the Most., 2018, 43(5), 359-360. 

 http://dx.doi.org/10.1503/jpn.180039 

[131] Nebhinani, N.; Viswanathan, A.; Kirubakaran, R. Atomoxetine for 
attention defict hyperactivity disorder in children and adolescents 
with autism: a systematic review and meta-analysis. Autism Res., 
2019, 12, 542-552. 

 http://dx.doi.org/10.1002/aur.2059 
[132] Gagnon, K.; Godbout, R. Melatonin and comorbidities in children 

with autism spectrum disorder. Curr. Dev. Disord. Rep., 2018, 
5(3), 197-206. 

 http://dx.doi.org/10.1007/s40474-018-0147-0 PMID: 30148039 

[133] Zhou, M.S.; Nasir, M.; Farhat, L.C.; Kook, M.; Artukoglu, B.B.; 
Bloch, M.H. Meta-analysis: pharmacologic treatment of restricted 
and repetitive behaviors in autism spectrum disorders. J. Am. Acad. 
Child Adolesc. Psychiatry, 2021, 60(1), 35-45. 

 http://dx.doi.org/10.1016/j.jaac.2020.03.007 PMID: 32387445 
[134] Yu, Y.; Chaulagain, A.; Pedersen, S.A.; Lydersen, S.; Leventhal, 

B.L.; Szatmari, P.; Aleksic, B.; Ozaki, N.; Skokauskas, N. Pharma-

cotherapy of restricted/repetitive behavior in autism spectrum dis-
order: a systematic review and meta-analysis. BMC Psychiatry, 
2020, 20(1), 121. 

 http://dx.doi.org/10.1186/s12888-020-2477-9 PMID: 32164636 
[135] King, B.H. Fluoxetine and repetitive behaviors in children and 

adolescents with autism spectrum disorder cervical cancer as a 

global concern contributions of the dual epidemics of HPV and 
HIV., 2019, 322(16), 2019-2020. 

 http://dx.doi.org/10.1001/jama.2019.14685 

[136] Mehta, M.V.; Gandal, M.J.; Siegel, S.J. mGluR5-antagonist medi-
ated reversal of elevated stereotyped, repetitive behaviors in the 
VPA model of autism. PLoS One, 2011, 6(10), e26077. 

 http://dx.doi.org/10.1371/journal.pone.0026077 PMID: 22016815 
[137] Fatemi, S.H.; Folsom, T.D.; Kneeland, R.E.; Liesch, S.B. Metabo-

tropic glutamate receptor 5 upregulation in children with autism is 

associated with underexpression of both Fragile X mental retarda-
tion protein and GABAA receptor beta 3 in adults with autism. An-
at. Rec. (Hoboken), 2011, 294(10), 1635-1645. 

 http://dx.doi.org/10.1002/ar.21299 PMID: 21901840 
[138] Wang, X.; Bey, A.L.; Katz, B.M.; Badea, A.; Kim, N.; David, L.K.; 

Duffney, L.J.; Kumar, S.; Mague, S.D.; Hulbert, S.W.; Dutta, N.; 

Hayrapetyan, V.; Yu, C.; Gaidis, E.; Zhao, S.; Ding, J.D.; Xu, Q.; 
Chung, L.; Rodriguiz, R.M.; Wang, F.; Weinberg, R.J.; Wetsel, 
W.C.; Dzirasa, K.; Yin, H.; Jiang, Y.H. Altered mGluR5-Homer 

scaffolds and corticostriatal connectivity in a Shank3 complete 
knockout model of autism. Nat. Commun., 2016, 7,11459. 

 http://dx.doi.org/10.1038/ncomms11459 PMID: 27161151 

[139] Shaltout, E.; Al-Dewik, N.; Samara, M.; Morsi, H.; Khattab, A. 
Psychological comorbidities in autism spectrum disorder. Adv. 
Neurobiol., 2020, 24, 163-191. 

 http://dx.doi.org/10.1007/978-3-030-30402-7_6 PMID: 32006360 
 

 

 

 


	Ionic Channels as Potential Targets for the Treatment of Autism SpectrumDisorder: A Review
	Abstract:
	Keywords:
	1. INTRODUCTION
	Fig. (1).
	2. IONIC CHANNELS IN AUTISTIC SPECTRUMDISORDERS
	Fig. (2). Voltage
	Table 1. Variations
	Fig. (3).
	Fig. (5).
	Table 2.
	CONCLUSION
	LIST OF ABBREVIATIONS
	CONSENT FOR PUBLICATION
	FUNDING
	CONFLICT OF INTEREST
	ACKNOWLEDGEMENTS
	REFERENCES



