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Abstract: Spike-wave discharges are the hallmark of idiopathic generalized epilepsy. They are caused
by a disorder in the thalamocortical network. Commercially available anti-epileptic drugs have
pronounced side effects (i.e., sedation and gastroenterological concerns), which might result from
a low selectivity to molecular targets. We suggest a specific subtype of adrenergic receptors (ARs)
as a promising anti-epileptic molecular target. In rats with a predisposition to absence epilepsy,
alpha2 ARs agonists provoke sedation and enhance spike-wave activity during transitions from
awake/sedation. A number of studies together with our own observations bring evidence that the
sedative and proepileptic effects require different alpha2 ARs subtypes activation. Here we introduce
a new concept on target pharmacotherapy of absence epilepsy via alpha2B ARs which are presented
almost exclusively in the thalamus. We discuss HCN and calcium channels as the most relevant
cellular targets of alpha2 ARs involved in spike-wave activity generation.

Keywords: absence epilepsy; spike-wave discharges; thalamocortical network; adrenergic receptors;
alpha2 adrenergic receptors; arousal; HCN channels; locus coeruleus

1. Introduction

Epilepsy is a neurological disorder that causes unprovoked, recurrent seizures [1–3] and
is associated with the occurrence of abnormal electroencephalographic (EEG) activity [1,3–5].
One of the most common abnormal EEG patterns is a spike-wave complex. They usually
occur on trains, which are called spike-wave discharges (SWDs). In this review, we will focus
on typical bilateral SWDs, which are the hallmark of idiopathic generalized epilepsy, IGE [4–8].
Four main syndromes of IGEs are recognized, namely childhood absence epilepsy, juvenile
absence epilepsy, juvenile myoclonic epilepsy, and epilepsy with generalized tonic–clonic
seizures alone [8]. IGEs is considered a disorder of neuronal cells and neuronal circuits, mostly
thalamo-cortical networks (see Section 2) resulting mainly from excessive neuronal firing
(i.e., hyperexcitation) and by abnormally strong synchronization in widespread neuronal
populations (i.e., hypersynchronization) [2,9,10].

There is a long history of pharmacotherapy of the IGE. Table 1 summarizes current
knowledge about commonly used antiepileptic drugs, and their mechanisms of action and
draws attention to their undesirable side effects [10–13]. These adverse effects result from a
non-selective action of antiepileptic drugs on the molecular targets. Sedation is one of the
most frequent effects, because many drugs activate GABAergic receptors that are widely
present all over the brain. In order to increase the effectiveness of pharmacotherapy and
reduce side effects, we need substances that specifically bind molecular targets responsible
for generating epileptic activity.
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Table 1. Antiepileptic drugs commonly used for treatment of idiopathic generalized epilepsy (IGE).
The summary from books and reviews Crunelli et al. 2020 [10], Shorvon 2011 [11], Gören and Onat
2007 [12] and, Brigo et al. 2021 [13].

Drug Usage Action Side Effects

Et
ho

su
xi

m
id

e
(E

TX
)

The drug of choice in
IGE

Reduces low threshold T-type Ca2+

currents in thalamic neurons
Decreases the persistent Na+ and
Ca2+-activated K+ currents in thalamic
and cortical neurons
Reduces cortical GABA levels in
cortical neurons.
Reduces elevated glutamate levels in
cortical neurons

Dose-dependent side effects are
related to the gastrointestinal tract
(i.e., hematopoietic adverse effects) or
the central nervous system (a wide
variety of idiosyncratic reactions).
Nausea, abdominal discomfort,
vomiting, diarrhea, and anorexia.

V
al

pr
oi

c
ac

id
(V

PA
)

The drug of first choice
for many types of

epilepsy, including IGE

Act on GABAa receptors.
1. Increases GABA concentrations in
synaptosomes via activation of the
GABA—synthesizing enzyme
[glutamic acid decarboxylase].
2. Inhibits GABA catabolism through
inhibition of GABA transaminase and
succinic semialdehyde dehydrogenase.
Inhibits excitatory neurotransmission
mediated by aspartic acid, glutamic
acid and γ—hydroxybutyric acid.
Reduces conductance at the
voltage—dependent Na+ channels.
Reduction of the threshold for Ca2+ and
K+ conductance in the hippocampus.

Nausea, vomiting,
hyperammonaemia and other
metabolic effects, endocrine effects,
severe hepatic toxicity, pancreatitis,
drowsiness, cognitive disturbance,
aggressiveness, tremor, weakness,
encephalopathy, thrombocytopenia,
neutropenia, aplastic anemia, hair
thinning and hair loss, weight gain,
polycystic ovarian syndrome.
Teratogenicity.

La
m

ot
ri

gi
ne

Effective in generalized
tonic–clonic, typical and

atypical absence
seizures.

Add-on or monotherapy
of focal seizures and

generalized seizures.A
second-line drug,

reserved for intractable
absence seizures.

Blockage of voltage—dependent Na+

channel conductance (similar to
carbamazepine or phenytoin).
Suggested actions:
1. Anti-glutamate and anti-aspartate
effects.
2. Modulation of the glycine-binding
site on the NMDA receptor.
3. Modulation of voltage-dependent
Ca-conductance at N-type Ca-channels
and K+ conductance.

Rash (sometimes severe), blood
dyscrasia, headache, ataxia, asthenia,
diplopia, nausea, vomiting, dizziness,
somnolence, insomnia, depression,
behavioral effects, psychosis, tremor.
Marked risk of hypersensitivity.

C
ar

ba
m

az
ep

in
e

(C
BZ

)

The use in IGE is more
controversial.

It may exacerbate
myoclonus, generalized

absence seizures and
other non—convulsive

types.

Blockage of neuronal Na+ channels,
pre- and post-synaptically.
Blockade of the Na+ channels is
believed to inhibit glutamate release.
Inhibitor of NMDA receptors,
Agonists of gamma-aminobutyric acid
(GABA) agonist.

Sedation, fatigue, diplopia, headache,
depression, dizziness, nausea, and
ataxia. Acute hypersensitivity (skin),
a dose-related antidiuretic effect

Le
ve

ti
ra

ce
ta

m

A wide range of seizure
types (with the partial
onset and generalized)
and with good efficacy

in myoclonus and
absence seizures.
It is effective as

monotherapy and
adjunctive therapy.

The antiepileptic action is not fully
understood.
It binds selectively and with high
affinity to SV2A (a synaptic vesicle
protein that is involved in synaptic
vesicle exocytosis and presynaptic
neurotransmitter release).
It has a neuroprotective potential.

Somnolence, asthenia, infection,
dizziness, headache, irritability,
aggression, behavioral and mood
changes, emotional lability,
depersonalization, psychosis,
nervousness, seizure exacerbation,
rhinitis, cough, vomiting
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Table 1. Cont.

Drug Usage Action Side Effects

Ph
en

ob
ar

bi
ta

l(
PB

)

Monotherapy and
adjunctive therapy of
generalized seizures

(including absence and
myoclonus) in adults

and children.

GABAa-receptor agonist.
Reduction of glutamate excitability,
affecting K+, Na+ and Ca2+

conductance

Sedation, ataxia, dizziness, insomnia,
hyperkinesis (children), dysarthria,
mood changes (especially
depression), behavior change,
aggressiveness, cognitive dysfunction,
impotence, reduced libido, folate
deficiency and megaloblastic anemia,
vitamin K and vitamin D deficiency,
osteomalacia, Dupuytren contracture,
frozen shoulder, shoulder—hand
syndrome, connective tissue
abnormalities, rash. Risk of
dependency.
Potential for abuse

Pr
im

id
on

e
(P

R
M

) A prodrug of
phenobarbital with

probably some minor
additional efficacy.
Monotherapy and

adjunctive therapy in
generalized tonic–clonic

seizures

Same to Phenobarbital

Intense dizziness, nausea and
sedation. Fewer behavioral side
effects than either phenobarbital or
phenytoin

Be
nz

od
ia

ze
pi

ne
s

(B
Z

D
s)

:

Diazepam (DZP)
Lorazepam (LZP)
Midazolam (MZL)
Acute treatment of

absence status
epilepticus

A positive allosteric modulator of
GABAa receptors.
Enhancement of inhibitory
neurotransmission.

Sedation, addiction, development of
tolerance

Abbreviations: IGE—idiopathic generalized epilepsy; GABA—γ-aminobutyric acid (inhibitory mediator); NMDA
receptor-N-methyl-d-aspartate (glutamate receptor).

In this review, we focus on molecular targets of relevance to noradrenaline (NA).
In order to contribute to the search for new selective antiepileptic drugs, we analyze
noradrenergic modulation of spike-wave activity, discuss the separation of sedative and
pro-absence effects of alpha2 AR agonists and formulate testable hypotheses about the role
of alpha2 AR subtypes and their interaction with various cellular partners.

Before going into details of the molecular basis of noradrenergic modulation
(Sections 3 and 4), we introduce a general concept of neuronal network mechanisms
underlying spike-wave discharges.

2. Neural Substrate of Spike-WAVE Discharges
2.1. Spike-Wave Discharges as a Product of Thalamocortical Network Dysfunction

It has been well accepted that typical SWDs are produced by highly interconnected
circuitry of cortical and thalamic cells [14–19]. Ascending thalamic projections terminate at
ultimately all areas of the neocortex; the neocortex projects back to the thalamus and inte-
grates intra- and interhemispheric cortico-cortical connections This highly interconnected
thalamocortical neuronal network [20] is organized in a hierarchical manner. The 1st order
thalamic nuclei include relay nuclei (i.e., lateral geniculate nucleus, ventro-posteromedial,
and ventro-posterolateral nuclei) and send excitatory glutamatergic terminals to the pri-
mary projection areas of the neocortex (such as visual cortex, somatosensory cortex, etc.).
In the primary cortical projection areas, granular neurons of layer IV are the main target of
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thalamic projections, and pyramidal neurons of layer V send glutamatergic afferents to the
2nd and higher-order thalamic nuclei (such as the posterior group of nuclei, pulvinar, etc.);
whereas pyramidal neurons of layer VI send feedback projections to the 1st order nuclei
and modulate thalamic relay neurons (this is a “modulating” input). It appears that the 1st
order thalamic nuclei innervate the primary sensory, the motor, and cingulate cortices. The
higher-order thalamic nuclei innervate the associative cortex. The rest of the cortical areas
receive mixed afferentation from the 1st and higher-order nuclei [20,21]. This network is
more properly called the cortico-thalamo-cortical network. It produces sustained rhythmic
activity controlled by the “driving” and the “modulatory” inputs from the thalamic and
cortical parts. It is known that genetically predetermined molecular impairments in cortical
and thalamic neurons (and glia) cause epileptic spike-wave discharges [16,18,22–24].

Genetic, molecular, and neuronal mechanisms underlying SWDs are summarized in
several excellent reviews, for instance, by Vincenzo Crunelli and co-authors in 2002 [15]
and more recently in 2020 [10]. Our current knowledge about thalamo-cortical mechanisms
of SWDs has been obtained in vitro and in vivo experiments performed in rabbits, cats,
monkeys, and rodents, including GAERS and WAG/Rij rats. The latter two were validated
genetic rat models of generalized genetic absence epilepsy [22,25–28]. The waveform
of SWDs in rats is similar to that in human patients [29]. Figure 1 shows examples of
high-voltage bilaterally symmetrical SWDs in a freely moving WAG/Rij rat.

As it has been mentioned above, SWDs are generated in the network comprising
the thalamic part (i.e., relay thalamic nuclei, reticular thalamic nuclei) and the cortical
part [10,14–19,21,30,31]. The neocortical neurons are known to play a key role in initiat-
ing and maintenance of SWDs, therefore, the SWDs-generated network is referred to as
cortico-thalamo-cortical (reviewed, for example, by [10,21]). Importantly, findings gained
from animals are generally confirmed in human patients, therefore, neuronal network
mechanisms of SWDs generation in human patients and in animal models are considered
to be the same, i.e., [10,21,25].

2.2. Neuronal Mechanisms of Spike-Wave Discharges: The Role of the Thalamus

The key role of the thalamus in the pathogenesis of absence epilepsy has been ac-
knowledged by three theoretical concepts (reviewed by [15,21]). First, the centrencephalic
concept of Penfield and Jasper (1958). Second, the cortico-reticular theory of Pierre Gloor
(1968). Third, the theory of the “thalamic clock” by Georgy Buzsáki (1991) [32].

The centrencephalic concept refers to a hypothetical integrative system (centren-
cephalon) located in the brainstem and diencephalon and has diffuse projections to the
neocortex and other brain structures. The main function of the centencephalon is to coordi-
nate consciousness; and disturbances in the centrencephalon cause absence epilepsy (or
petit mal epilepsy). The anatomical substrate of the centrencephalon was defined experi-
mentally in cats: the intralaminar thalamic nuclei (nucleus centralis medialis and nucleus
reuniens), in which 3 Hz electrical stimulation elicited generalized spike-wave discharges
accompanied by an absence-like behavioral state. Recently Jonas Terlau et al. (2020) [33]
investigated the role of the central medial nucleus in SWDs. This thalamic nucleus is known
to be involved in attention and arousal processes (refs in [19]) and could be classified as
the high-order thalamic nuclei. Terlau et al. pharmacologically inactivated this nucleus in
anesthetized rats (GAERS, Genetic Absence Epilepsy Rats from Strasbourg, a valid model
of human absence epilepsy) and found that the amplitude of the spike component in SWDs
was reduced in the neocortex (motor area), but the amplitude of the wave remained the
same. Considering that the central medial nucleus is considered a part of the classical
ascending reticular activating system [19], the results of Terlau et al. [33] stressed the role
of the central integrative brain system, i.e., the hypothetical centrencephalon.
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Figure 1. Examples of spontaneous spike-wave discharges (SWDs) in electrocorticograms recorded
in freely moving adult WAG/Rij rats; (a)—11 months old subject, and (b)—7 months old subject.
(a) Regular high-voltage 8–10 Hz SWDs were expressed in the right hemisphere (R) over the frontal
and parietal (somatosensory) cortical areas, but were hardly seen over the occipital area. (b) High-
voltage 8–10 Hz SWDs were bilaterally synchronized, and were present in the left (L) and right frontal
cortical areas, and were seen in the occipital cortex.

It is well accepted that neurons of relay thalamic nuclei operate in tonic or in bursting
firing modes, depending on membrane potential and membrane conduction [14,20,34–36].
In the waking state, the membrane potential of relay thalamic neurons is relatively high
(−55 . . . −65 mV—weak depolarization), and neurons fire in the tonic mode conducting
afferent signals from sensory nuclei to corresponding cortical projection areas [31,36,37].
In the state of drowsiness and slow-wave sleep, the afferent inflow through the thalamus
(i.e., relay nuclei) to the cortex is substantially reduced in parallel to a decrease in ascend-
ing tonic influences of the brain activating systems. This system distributes “mediators
of wakefulness” (such as glutamate, acetylcholine, noradrenaline, serotonin, histamine,
dopamine, and orexin) [38], which are necessary to maintain tonic firing mode. Low levels
of “mediators of wakefulness” and activation of “sleep centers” in ventrolateral and me-
dian preoptic areas (VLPO/MnPO) lead to a decrease of the membrane potential of relay
thalamic neurons to −65 . . . −75 mV. Thalamic neurons enter bursting mode [34–36], and
are capable of generating sustained rhythmic activity as long as neuronal activity in the
relay thalamic nuclei and the reticular thalamic nucleus (RTN) is synchronized.

This follows from a traditional point of view suggesting that abnormal rhythmogenesis
comes from the interplay between neuronal populations in the thalamic relay nucleus and
the RTN [10,16,19,21,36,37]. Relay thalamic neurons are excitatory (glutamatergic) and they
are reciprocally interconnected with reticular thalamic neurons (GABA-ergic). Reticular
thalamic neurons inhibit relay thalamic neurons via GABAa and GABAb receptors, and this
results in the de-inactivation of the T-type Ca2+ current [15,31,36]. This current is activated
during inhibitory postsynaptic decay on repolarization of the membrane potential, giving
rise to a regenerative low-threshold Ca2+ spike that triggers a burst of fast spikes. This
spiking activity goes back to the RTN and ascends to the cortex. In such a way, the thalamo-
cortical network generates synchronized burst discharges that are temporally locked to the
spike component of the SWDs [15,31,36].
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The cortico-reticular theory of Pierre Gloor considers generalized SWDs as the product
of a ‘corticoreticular’ system that includes both subcortical (or ‘reticular’, ‘centrencephalic’)
and cortical substrates (see refs in [16,17,21]). This concept was developed in a feline
generalized penicillin epilepsy model. In this model, high doses of penicillin acted as
a GABA-receptor antagonist, causing overexcitation of neurons. SWDs in this model
were found after intramuscular injection of a high dose of penicillin and were associated
with a decrease in behavioral responsiveness similar to human “absence”. In chronically
penicillin-treated cats, SWDs were reduced with anti-absence drugs, such as valproate
and ethosuximide. The cortico-reticular theory suggests that SWDs are developed in the
hyperexcitable cortex and RTN pacemaker neurons are necessary to trigger SWDs.

The intrathalamic interplay is the underlying idea of the theory of the “thalamic
clock” by Georgy Buzsáki [32]. According to this theory, the neurons of the RTN trigger
SWDs, but do not act as pacemakers. The neurons in relay thalamic nuclei are bilaterally
interconnected with the RTN neurons, but the number of relay thalamic neurons greatly
exceeds the number of RTN neurons. Therefore, after being triggered by RTN neurons,
epileptic spike-wave activity is tremendously growing as more and more thalamic neurons
are getting involved. In other words, RTN engaged the thalamo-cortical system and
associated structures in epileptic spike-wave activity. The fundamentally important issues
of the “thalamic clock” concept are (1) RTN neurons are not pacemakers, but are triggers of
paroxysmal activity; (2) spike-wave activity is generated by the thalamic neural network
‘RTN neurons’-‘relay neurons’, but not by individual pacemaker cells.

2.3. Neuronal Mechanisms of Spike-Wave Discharges: The Role of Neocortex

The primary role of the neocortex in the generation of SWDs was first demonstrated in
1969 by J. Bancaud and colleagues who did unique experiments in human patients by means
of depth recordings and direct electrical stimulation of the frontal lobes (see refs in [16,17]).
Their “observations suggest that spike-wave discharges are secondary to a focal discharge in the
frontal cortex, which is rapidly propagated over the cortex through corticocortical pathways” cited
by Meeren et al. [17]. Later on, the groups of Hans Lüders, Ernst Niedermeyer and Mark
Holmes confirmed that the cortex was primarily involved in SWDs (see refs in [17,18]).

Next, a focal cortical theory of absence epilepsy was introduced by Hanneke Meeren
and coauthors in 2002 [17,30]. Their study was conducted in Wistar Albino Rats from Rijswijk
(WAG/Rij rats), with a well-recognized genetic rat model of absence epilepsy [28,39]. In
2002, Meeren et al. published the results of a comprehensive study of network mechanisms
responsible for the onset, generalization, and high synchrony of SWDs; they found that SWDs
were initiated by the primary somatosensory cortex [30]. This finding has been confirmed in
numerous studies in animal models (reviewed by Antoine Depaulis and Stéphane Charpier
in 2018 [22], and also in human patients (reviewed by Vincenzo Crunelli et al. in 2020 [10].
Cortical focus is characterized by increased neuronal excitability and is prone to generate
epileptic discharges. A number of in vitro studies have demonstrated defects in voltage-gated
ion channels and synaptic signaling that account for epileptogenic processes in cortical focus
(see review [22]). Changes on the molecular level have mostly been pronounced in deep-layer
pyramidal neurons. More specifically (see references in [18,22]):

(1) An increased level of mRNA of voltage-gated sodium channels Nav1.1 and Nav1.6 that
conduct persistent sodium current (INaP) is required for generating neuronal bursts.

(2) Dysfunction of non-specific cationic current Ih (a ‘pacemaker’ current).
(3) (Amplification of action potential-triggered dendritic Ca2+ spikes and an increase in

burst firing.
(4) Impairment of GABA-mediated inhibitory mechanisms in deep cortical layers: a loss

of GABAb subunits in pyramidal neurons; a decreased function of presynaptic GABAb
receptors; a reduction of the fast (presumably GABAa) component of inhibitory
synaptic responses.

(5) Inflammatory processes mediated by pro-inflammatory molecules, such as interleukin-
1 beta, and reactive astrocytosis.
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In our review in 2006 [18] we defined global and local processes underlying the
generation of SWDs. Global processes were neurochemical changes in GABA-ergic and the
glutamatergic systems, upregulation of sodium channels; local processes were selective
deficits in intracortical GABA-ergic neurotransmission, local morphometric changes of
pyramidal neurons in the focal cortical zone.

3. Noradrenergic Regulation of Spike-Wave Activity

To date, a large amount of data has been accumulated on the noradrenergic modulation
of spike-wave activity (e.g., [40–43]). Cortico-thalamo-cortical neural circuitry is known
to receive dense innervations from noradrenergic neurons [44–46]. Nevertheless, existing
anti-absence drugs do not directly affect noradrenaline-related mechanisms or molecular
targets of noradrenaline (NA). Mechanisms of noradrenergic regulation of arousal level
may play a significant role in the generation of SWDs. By participating in state transitions,
the NA system sets favorable conditions at molecular, cellular, and network levels for
the appearance of pathological spike-wave activity. We suppose that by separating a
contribution of the noradrenergic system into the sleep-wake cycling and its modulation of
spike-wave activity, novel, more selective pharmacological targets could be identified.

3.1. Noradrenergic Brain System

The noradrenergic neurons in the brain belong to the reticular formation of the medulla
oblongata and the pons. The center of noradrenergic projections lies in the locus coeruleus
(LC). The noradrenergic system is known to be involved in arousal level regulation, atten-
tion processes, behavior optimization and stress response [47]. The LC consists of only
several hundreds of neurons, but has a great influence on different brain structures that
could be selective and heterogeneous [48]. The effect of NA on target cells depends on a set
of presynaptic and postsynaptic ARs.

There are three types of adrenergic receptors: alpha1, alpha2 and beta [49–52]. Alpha1
and beta ARs are known to mediate excitatory action, and alpha2 ARs—inhibitory action.
Furthermore, these three receptor types “have different affinities for NA, from highest to lowest:
alpha2 (∼50 nM), alpha1 (∼300 nM), and beta1-3 (∼800 nM), suggesting that cells show different
responses depending on the local NA concentration they are exposed to” (cited by Wahis et al.
2021 [52]). Different LC activity modes are associated with different types of behavior and
functional states [53]. During stress, the LC switches to the tonic high activity mode; the
state of active wakefulness is characterized by the burst activity of LC neurons in response
to significant sensory stimuli or tonic activity associated with exploration [47,54]; activity of
LC neurons during non-rapid eye movement sleep (NREM) is low, and the LC is essentially
silent during rapid eye movement sleep (REM) [38].

3.2. Adrenergic Receptors and Sedation

Alpha2 ARs agonists (such as clonidine, xylazine, medetomidine, dexmedetomi-
dine) have pronounced sedative, anxiolytic and analgesic effects, which has led to their
widespread clinical application as well as use in veterinary medicine [55,56]. A hypnotic
effect of alpha2 ARs agonists resembles NREM sleep after sleep deprivation, both by the
structure of sleep (suppression of REM phase) and by activating a certain population of
neurons in the preoptic area of the hypothalamus [57]. Studies in the late 60-th–70-th of
the last century demonstrated that alpha2 ARs controlled the NA release from presynaptic
terminals [58,59], and this explained the sedative effect of alpha2 AR agonists. For instance,
clonidine microinjection into the LC led to a decrease in LC activity [60] and sedation [61].
This effect seemed to be associated with the direct inhibition of the LC neurons through
dendritic and somatic alpha2 ARs, and not with a change in NA concentration through
autoreceptors in the axonal terminals. Indeed, intravenous administration of even small
doses of clonidine led to an immediate decrease in the activity of the LC neurons [62], while
a drop in NA levels in the brain could be postponed [63].
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Recently, evidence has been accumulating that the activation of postsynaptic alpha2
ARs played a major role in sedation and analgesia. Selective knockout of presynaptic
receptors in noradrenergic neurons as well as chemical destruction of noradrenergic cells
did not lead to a loss of the sedative effect of clonidine or medetomidine [64–66]. More-
over, mice lacking NA due to knockout of gene coding dopamine β-hydroxylase showed
hypersensitivity to dexmedetomidine-induced sedation. This unexpected result could be
possibly explained by taking into account the fact that in control mice the presence of
NA-activated excitatory alpha1 and beta receptors, which could counteract the effect of
alpha2 AR agonists. Thus, mice lacking NA demonstrated only the pure effect of alpha2
activation and thus a faster transition to sleep, which was described in the paper by Hu
et al. [67].

3.3. Adrenergic Receptors and Spike-Wave Activity

The influence of the noradrenergic system on spike-wave activity has been shown
in several rat models of absence epilepsy (summarized in Table 2). In general, it was
found that beta ARs were not implicated in the genesis of SWDs. Activation of alpha2
ARs enhances spike-wave seizures as well as the inhibition of alpha1 ARs. The reviews of
Giorgi et al. [68] and Fitzgerald et al. [69] summarized the pro- and antiepileptic effects of
NA and drugs that affected certain types of noradrenergic receptors, as well as the activity
of the LC, the center of the NA system.

The modulation of spike-wave activity through alpha2 ARs seems to be the most
pronounced. Noteworthy, the prototypical alpha2 AR agonist clonidine has a pro-epileptic
effect in human patients and in genetically predisposed rats [42,67,68]. Considering the fact
that clonidine increases spike frequency in patients with drug-resistant epilepsy, it seems
to be a useful tool to induce pathological EEG activity for diagnostic purposes [70,71].

Table 2. Noradrenergic modulation of spike-wave discharges and similar phenomena.

Model Type of Treatment Target Effect Reference

To
tt

er
in

g
m

ic
e

6-OHDA (s.c., dose
100 mg/kg)
Acute effect on the first or
second day after birth

Noradrenergic
terminals

(hyperinnervation)
+

Noradrenergic
terminals (destruction)

Decrease in total duration of
SWDs Noebels, 1984 [72]

G
A

ER
S

ra
ts

Salbutamol (i.p., 1.25–50, acute)
Isoprenaline (i.p., 12.5–100,
acute)

Beta AR (activation) No effect

Micheletti et al.,
1987 [40]

Propranolol (i.p., 1.25–80,
acute) Beta AR (inhibition) No effect

Prazosin (i.p., 0.25–4, acute) Alpha1 AR (inhibition) Increase in SWDs total
duration

ST 587 (i.p., 1–4, acute)
Cirazoline (i.p., 0.1–4, acute) Alpha1 AR (activation) Decrease in SWDs total

duration

Clonidine (i.p., 0.01–0.1, acute) Alpha2 AR (activation) Increase in SWDs total
duration

Yohimbine (i.p., 0.5–8, acute) Alpha2 AR (inhibition)

<2 mg/kg: decrease in SWD
total duration
>4 mg/kg: very short decrease
in SWDs total duration
followed by the disappearance
of the effect
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Table 2. Cont.

Model Type of Treatment Target Effect Reference

Desipramine (i.p., 5–40, acute)

NA reuptake
(inhibition)

5HT reuptake
(inhibition)

No effect

Mianserine (i.p., 1.25–40,
acute)

NA release (activation)
alpha1 AR (inhibition)
alpha2 AR (inhibition)

5HT receptors
(inhibition)

No effect

Fi
sc

he
r

34
4

ra
ts

6-OHDA (i.c., 200 µg, two
injections with 48 h interval)

Noradrenergic
terminals (destruction)

Increase in HVS incidence
(4–7 days after administration)

Buzsáki et al., 1991
[41]

6-OHDA (i.th., 50 µg, one
injection)

Increase in HVS incidence
(4–7 days after administration)

DSP-4 (i.p., 50 mg/kg, acute) No effect (4–7 days after
administration)

+
Xylazine (i.th., acute)

Increase in HVS incidence after
intracisternal or intrathalamic
6-OHDA

Clonidine (i.p., 0.02 or
0.1 mg/kg) Alpha2 AR (activation) Increase in HVS incidence

Xylazine (i.p., 0.5 or 2 mg/kg) Alpha2 AR (activation) Increase in HVS incidence

Yohimbine (i.p., 1 or 5 mg/kg,
acute) Alpha2 AR (inhibition) Decrease in HVS incidence

1 mg/kg: maximal effect

Prazosin (i.p., 0.5 or 2 mg/kg) Alpha1 AR (inhibition) Increase in HVS incidence

Desipramine (i.p., 1 or
10 mg/kg, acute)
Amitriptyline (i.p., 1 or
10 mg/kg, acute)

NA reuptake
(inhibition)

5HT reuptake
(inhibition)

Decrease in HVS incidence

Amitriptyline (i.p., 10 mg/kg,
21 days)

NA reuptake
(inhibition)

5HT reuptake
(inhibition)

alpha2 AR (decreased
density)

Decrease in HVS incidence
Decrease of the effect of
intrathalamic xylazine
Decrease of the effect of IP
xylazine—not significant

Clonidine (i.th., bilateral, 0.1 or
1 nmol, acute) Alpha2 AR (activation)

Increase in HVS incidence
(suppressed by 5 nmol of
yohimbine)

Clonidine (i.th., unilateral, 10
or 100 pmol, acute) Alpha2 AR (activation) Increase in HVS amplitude

W
A

G
/R

ij
ra

ts Clonidine (i.p., 0.00625 mg/kg,
acute) Alpha2 AR (activation)

Increase in SWDs incidence
Decrease in total EEG power in
the frontal cortex
Increase in total EEG power in
RTN
Decrease in intracortical
coherence

Sitnikova and
Luijtelaar 2005 [42]

Dexmedetomidine (i.p.,
1 mg/kg, IP, acute) Alpha2 AR (activation) Decrease in total SWDs

number (very high dose)
Al-Gailani et al.,

2022 [73]
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Table 2. Cont.

Model Type of Treatment Target Effect Reference

G
A

ER
S

ra
ts

Atipamezole (i.c.v., 1–31 µg,
acute) Alpha2 AR (inhibition)

12/31 µg: decrease in SWDs
incidence and SWDs mean
duration

Yavuz et al., 2020
[43]

Atipamezole (i.c.v., 12 µg,
5 days) Alpha2 AR (inhibition) Decrease in total SWDs

duration

Dexmedetomidine (i.c.v., 0.1,
0.5, 2.5 µg, acute) Alpha2 AR(activation) Increased in total SWD,

absence status epilepticus
Yavuz et al., 2022

[74]

C
ha

rl
es

R
iv

er
ra

ts

Clonidine (p.o.,
0.0001–0.1 mg/kg, acute) Alpha2 AR (activation) Increase in the mean duration

of SWDs

Kleinlogel, 1985
[75]

Guanfacine (p.o.,
0.0001–0.1 mg/kg, acute) Alpha2 AR (activation) Increase in the mean duration

of SWDs

Yohimbine (p.o., 0.1–10 mg/kg,
acute) Alpha2 AR (inhibition)

Decrease in the mean duration
of SWDs (maximal effect with
dose 1 mg/kg).
3.2 mg/kg: suppressed the
effect of guanfacine (1 mg/kg)

Prazosin (p.o., 0.32–10 mg/kg,
acute) Alpha1 AR (inhibition) Increase in the mean duration

of SWD

Lo
ng

-E
va

ns
ra

ts

Yohimbine (i.p., 0.5–10 mg/kg,
acute) Alpha2 AR (inhibition)

0.5–5 mg/kg: decrease in the
mean duration of FEAD
10 mg/kg: no effect

King and Burnham,
1982 [76]

W
is

ta
r

ra
ts

Atipamezole (s.c.,
0.1/1/10 mg/kg, acute) Alpha2 AR (inhibition)

0.1 mg/kg: no effect
1/10 mg/kg: suppression of
HVS

Riekkinen et al.,
1990 [77]

Guanfacine (i.p.,
0.004/0.02/0.1 mg/kg, acute) Alpha2 AR (activation)

Increase in HVS incidence and
duration (0.004 mg/kg: no
effect on duration)
+
Atipamezole (1 mg/kg):
suppressed an increase in HVS
duration
Atipamezole (10 mg/kg):
suppressed an increase in HVS
duration and incidence

+
unilateral RT lesion (VB also
damaged)

No HVS on the contralateral
side; HVS still occurred on the
ipsilateral side

Atipamezole (s.c., minipump,
0.1 mg/kg/h, continuous) Alpha2 AR (inhibition)

Decrease in HVS incidence
during the 6-day
administration
No changes in sensitivity to
Guanfacine (i.p., 0.001 mg/kg,
acute)

Jäkälä et al., 1992
[78]

A
ge

d
W

is
ta

r
ra

ts
(1

0–
12

m
on

th
s)

Atipamezole (i.p.,
0.01–4 mg/kg, acute) Alpha2 AR (inhibition) Decrease in HVS incidence Yavich et al., 1994

[79]
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Table 2. Cont.

Model Type of Treatment Target Effect Reference

Idazoxan (i.p., 0.1–4 mg/kg,
acute) Alpha2 AR (inhibition)

<0.5 mg/kg: decrease in HVS
incidence
>0.5 mg/g: disappearance of
the effect

Yohimbine (i.p., 0.1–4 mg/kg,
acute) Alpha2 AR (inhibition)

<0.5 mg/kg: decrease in HVS
incidence
>0.5 mg/g: disappearance of
the effect

Dexmedetomidine (i.p., 0.005
mg/kg, acute) Alpha2 AR(activation) Increase in HVS incidence

Prazosin (i.p., 1 mg/kg, acute) Alpha1 AR (inhibition) Increase in HVS incidence

Abbreviations: AR—adrenoreceptor, NA—noradrelaine, 5HT—serotonin. Type of EEG activity: FEAD—flash-
evoked after discharge, HVS—high voltage spindles (the waveform similar to spike-wave discharges), SWDs
—spike-wave discharges. Type of administration: i.p.,—intraperitoneal, i.c.—intracisternal; i.th.—intrathalamic;
i.c.v.—intracerebroventricular, PO—perioral, SC—subcutaneous.

3.4. Separation of Proepileptic and Sedative Effects of Alpha2 ARs Activation

George Buzsáki et al. suggested that spike-wave activity can be regulated by postsy-
naptic alpha2 ARs in the thalamus [41]. They showed that intrathalamic injection of the
alpha2 ARs agonist xylazine increased the incidence of neocortical high-voltage spindles
even after the destruction of noradrenergic terminals [41]. At the same time, local injection
of clonidine into the thalamus at a dose, which resulted in sedation when administered into
LC, was inefficient to sedate rats [58]. This fact together with our own observations brought
us to the idea about the separability of sedative and pro-absence pathways activated by
alpha2 ARs agonists.

SWDs much more often occur during behavioral inactivity and drowsiness (i.e., [77]),
while our observations indicated that immediately after dexmedetomidine injection and later,
following the phase of deep sedation, SWDs interrupted active behavior. Supplementary
Video S1 shows two episodes of SWDs in a freely moving rat immediately after i.p. dexmedeto-
midine injection (dose 0.05 mg/kg) and after drug elimination (3 h after injection). Such a
behavioral pattern is not typical for animal models of absence epilepsy [25,28]. Recently,
Melis Yavuz et al. [74] found that intracerebroventricular injection of the agonist of alpha2 AR,
dextometomidine, in GAERS rats resulted in continuous SWDs resembling absence status
epilepticus. These authors defined two sets of absence statuses: the first—1–2 min after
dextometomidine injections, and the second—after dexmedetomidine-induced sleep. They
concluded that sleep and absence status epilepticus in dexmedetomidine-injected rats were
completely separate, therefore, it was concluded that this pharmacological model cam be
“a tool to investigate the sleep and absence status transitions” [74].

In naturally falling asleep, the NA level gradually decreases [80] and the predom-
inantly alpha1- and beta-AR-mediated excitatory effect of NA switches to an alpha2-
mediated inhibitory effect. This state is favorable for triggering spike-wave activity [28,77]
(the upper part in Figure 2) Natural awakening provides an almost instant turn to arousal
with a very low probability of SWDs occurring [28,81]. Injections of alpha2 ARs agonists
might cause an unnaturally rapid increase in activation of alpha2 ARs leading to an artificial
predominance of alpha2-mediated effect over the effect of other ARs subtypes (the bottom
part of Figure 2). The emergence from sedation is again an extended transition favorable for
SWDs to occur. Future studies of pharmacologically induced absence status epilepticus are
required to examine the dose-dependent effects of alpha2 ARs agonists on SWDs. Another
intriguing issue regarding the role of each ARs subtypes in the modulation of spike-wave
activity and arousal level.

Figure 3 demonstrates expression profiles of alpha2 AR subtypes in the areas of the rat
brain involved in the generation of SWDs. There are three subtypes of alpha 2 ARs: A, B, C.
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Studies that analyzed mRNA, as well as protein content, revealed that the largest number
of alpha2A ARs is located in the LC, where they serve as autoreceptors limiting NA release
and controlling neuronal firing. Although to a lesser extent, they are found in many other
parts of the brain, in particular in the cerebral cortex with a gradient increasing to the deep
layers. Subtype A is also expressed in most of the nuclei of sleep- and wake-promoting
systems (such as ventrolateral preoptic area and median preoptic area, substantia nigra and
dorsal and lateral hypothalamus, parabrachial nuclei, dorsal raphe nuclei) [82] highlighting
its role in sedative and anesthetic effects [83–85]. Indeed, it has been shown that sedative
and analgesic effects of nonselective alpha2 AR agonists are mostly provided by subtype
A [86,87].

The functions of subtypes B and C are less understood so far. The highest density
of subtype C is detected in the striatum where it modulates the release of GABA [88]
and in the cerebral cortex [83,85,89]. Subtype C is known to inhibit NA release, but to
a lesser extent than subtype A [90]. Mice with overexpressed alpha2C ARs showed an
impairment in searching behavior during water maze training [91]. More recently some
possibilities of therapeutic interventions through alpha2C ARs were discovered since its
selective antagonist showed antidepressant and antipsychotic effects [92,93]. It is known
that subtypes A and B undergo pronounced desensitization after 30 min of exposure to
NA, while subtype C becomes less sensitive to its endogenous agonist only after 24 h [94].
Receptor internalization in the presence of agonists also differs between subtypes, with
subtype C being the least prone to it [95]. Therefore, the impact of alpha2C ARs may
become more pronounced after a prolonged increase in endogenous NA or after non-
selective alpha2 AR agonist exposure.
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Figure 2. The schema demonstrating adrenergic mechanisms of sleep modulation and spike-wave
discharge (SWD) modulation. The upper plot demonstrates the natural drug-free state. The bottom
plot—pharmacologically induced condition after administration of agonist of alpha2 adrenore-
ceptors. Noradrenaline affects alpha1, alpha2 and beta-receptors, and NA concentration during
sleep/sedation is lower (blue area) than during wakefulness (rose area). Transient states between
wake and sleep/sedation are favorable for SWD to occur. See explanations in the text.

Currently, one of the few established physiological effects of subtype B knockout
in the central nervous system is the absence of nitric oxide-induced antinociception [96].
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In the light of noradrenergic regulation of spike-wave activity, important is the fact that
the subtype Alpha2B is found almost exclusively in the thalamus, which receives dense
NA innervations [97]. Exceptional is the reticular nucleus, where alpha2B ARs are not
present [83]. Alpha2B ARs are the main postsynaptic receptors in the thalamus, since the
presence of its mRNA has been confirmed by various studies, while there are contradictory
results about the other AR subtypes [85,98,99]. The predominance of alpha2 AR in the
thalamus over the other brain subtypes suggests that activation of thalamic alpha2B ARs
results in an increase of SWDs in animals with destructed noradrenergic terminals after
local administration of alpha2 ARs agonists [41]. Altogether suggests the possibility for
selective alpha2B AR antagonists as selectively acting drugs for the treatment of absence
epilepsy.

Non-selective alpha2 ARs antagonists suppress spike-wave activity [40,43], however,
their low specificity can lead to undesirable effects, such as enhanced sexual behavior,
decreased locomotor activity, altered tactile sensitivity, impaired cognitive functions, and
increased blood pressure [100–102]. A study of acute behavioral effects of alpha2B AR
antagonists is in demand to reveal if their side effects will not neutralize the possible
suppression of absence epilepsy.
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4. Cellular Targets of Alpha2 ARs in Relation to Spike-Wave Activity

The influence of alpha2 ARs is mainly carried out through Gi/o-proteins although
coupling to Gs was also demonstrated [103]. Thus, activation of alpha2 ARs can either
inhibit or stimulate various intracellular pathways. Numerous neuronal proteins interacting
directly or indirectly with alpha2 ARs have been described. Here we focus on phenomena
related to spike-wave activity, such as interaction with ionic channels.

4.1. Alpha2-Adrenoreceptors and HCN Channels

HCN channels control neuron excitability and participate in the stabilization of resting
potential [104]. Due to their unique ability to open during hyperpolarization creating an
inward current named Ih, activation of HCN channels may depolarize the neuron enough to
initiate rebound bursting, a form of spiking activity crucial for spike-wave discharges [105].
There are four HCN isoforms (HCN1–4). HCN1 isoform is mainly expressed in the cerebral
cortex, and HCN2 is mostly in the thalamus but also in the cortex, and HCN4 in the
thalamus (with the exception of the reticular nucleus) but not in the cortex. HCN3 is
expressed at a low level in both structures and thus will not be analyzed further [105–108].
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HCN2 channels activate slower and at more negative voltages and have an increased
sensitivity to cAMP modulation than HCN1 [109,110]. An increase in cAMP leads to a
more pronounced shift in the activation of HCN2 channels into the depolarized direction,
which leads to the elimination of differences in the degree of hyperpolarization needed
to activate both isoforms. HCN4 has the slowest kinetics and is strongly modulated by
cAMP [111,112]. Melis Yavuz and Filiz Onat in 2018 published a comprehensive review
about the role of HCN channels in the pathophysiology of absence epilepsy (also in rat
models), where they emphasized the involvement of the second messenger system in
modulating HCN channels [113].

In different models of absence epilepsy and under different registration conditions,
sometimes opposite changes in the HCN channels were found [114–116]. However, it
can be concluded that blocking the Ih current in the cortex leads to an increase in the
excitability of neurons [117]. This effect is based on enhanced temporal summation of
the distal dendritic excitatory postsynaptic potentials, which can participate in SWDs
generation [118,119]. Conversely, blocking the Ih current in the thalamus suppresses burst
firing and SWDs [120]. HCN channels have an increasing distal expression gradient on
dendrites (that is, the farther away from the soma, the denser) [121], thus they provide
signal filtering by weakening the contribution of remote excitatory postsynaptic potentials,
EPSPs [122].

The interaction of alpha2 ARs and HCN channels was studied in the context of epilep-
togensis [122,123] and pain relief [124]. It has been shown that activation of postsynaptic
alpha2 ARs blocks Ih current, which increases input resistance and enhances temporal sum-
mation during trains of distally evoked EPSPs making a cell more excitable [125]. Whether
this mechanism is sufficient to aggravate spike-wave activity is yet to be investigated.
Studies of the combined effects of the local application of substances acting on alpha2 ARs
and HCN channels may clarify the role of their interaction in the spike-wave initiating site
in the somatosensory cortex.

If alpha2 AR agonists inhibit HCN, then injection of alpha2 AR agonists into the
thalamus should have an anti-absence effect, because blockage of the Ih current in thalamic
neurons suppresses SWDs [109]. This contradicts the results of Buzsáki et al. (1991) [41].
Therefore, the effect of alpha2 AR agonists on Ih current may differ in the thalamus and in
the cortex [117]. Differences in the molecular cascades triggered by the activation of alpha2
AR subtypes are mostly studied in cell expression systems and need to be proved in vivo.
Nevertheless, activation of the alpha2B subtype, predominantly expressed in the thalamus,
may have a stimulatory effect on cAMP synthesis in contrast to the inhibitory action of
alpha2A ARs [126]. Selective coupling of alpha 2-adrenergic receptor subtypes to cyclic
AMP-dependent reporter gene expression in transiently transfected JEG-3 cells.

There is contradictory data on whether alpha2 AR agonists affect HCN channels through
the modulation of cAMP synthesis or other pathways such as activation of protein kinase
C [43] or even by direct binding in an alpha2 AR-independent manner (Figure 4) [43,127–129].
The resulting effect seems to be dependent on which subtype of alpha2 and which isoforms
of HCN interact. For example, increasing cAMP counteracts the inhibitory effect of ZD7288,
a potent blocker of Ih, or dexmedetomidine and guanfacine on HCN channels [128,130,131].
Thus, it may increase or even reverse inhibitory effects in tissues where cAMP-sensitive
isoforms of HCN are highly expressed. Another way of alpha2-mediated upregulation of
HCN channels is cellular alkalinization [132] which shifts Ih activation potential to more
depolarized values [133]. A recent study showed that in rats genetically predisposed to
absence epilepsy, spike-wave activity can be triggered by hypoxia-induced blood alkalosis
resulting in the activation of neurons in the intralaminar thalamic nuclei [134].
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It should be mentioned that the impact of Ih on neuron excitability is intertwined
with currents mediated by other ion channels such as G protein-coupled inwardly rec-
tifying K+ channels [135], which themselves may be influenced by alpha2 AR agonists.
Dexmedetomidine activates a G protein-coupled inwardly rectifying K+ current [136]
which is suppressed by the first choice anti-absence drug ethosuximide [137]. Considering
the impending revision of the mechanism of action of ethosuximide as an anti-absence
drug [137], it is interesting to compare its effects on cell currents with the effects of alpha2
AR antagonists.

4.2. Alpha2-Adrenoreceptors and Calcium Channels

Calcium channels are important regulators of neuronal firing properties (reviewed
in [138]). Calcium channels are divided into low-voltage activated (T-type) and high-
voltage activated (L-, N-, P/Q-, R-types). The role of calcium channels in the absence
epilepsy is confirmed by genetic findings in patients and studies in knockout animal
models. Pharmacological modulation of the spike-wave activity using calcium channel
blockers and activators has been shown in animals genetically predisposed to absence
seizures. In particular, intraperitoneal and intracerebroventricular microinjections of L-type
blockers resulted in an increase in the number and duration of SWDs, but intracortical
microinjections suppressed SWDs [139,140].

Systemic administration of L-current activator BAY K8644 decreased the number and
duration of spike-wave discharges, regardless of the method of administration. L-type
calcium channel blockers are known to modulate the sedative effects of alpha-2 AR agonists.
Local administration of nifedipine into LC and a subhypnotic dose of dexmedetomidine
led to the loss of righting reflex [141]; intraperitoneal injection of a low dose of nifedipine
(2 mg/kg) blocked the sedative effect of clonidine [142], and the high dose (20 mg/kg)
enhanced dexmedetomidine-induced sleep time [143]. Nevertheless, the sedative effects
of alpha2 AR agonists were at least partially mediated by the blocking of L-type calcium
channels, since the injection of nifedipine restored the hypnotic ability of dexmedetomidine
in rats who developed tolerance after chronic administration [143]. Noteworthy, the method
of administration determined how an L-current blocker would affect a decrease in blood
pressure induced by clonidine. Intravenous injection of nifedipine induced an increase in
blood pressure in rabbits, but intravenous administration prevented the hypotensive action
of clonidine [144]. Since L-type blockers are used as antihypertensive drugs, their action on
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spike-wave activity and locomotion after systemic administration might be accounted for a
decrease in blood pressure. Indeed, SWDs in humans and animals are known to be linked
with a reduction in blood pressure [145]. Identification of the contribution of L-current
into pro-absence and sedative effects of alpha2 AR activation is possible with the local
co-administration of substances into the central nervous system.

Alpha2 agonists reduce N- and P/Q-type currents [103,146,147]. There is only limited
evidence of the effects of N- or P/Q blockers on spike-wave activity, but they were either
indistinguishable from the general detrimental influence of N-blockers or minor, as in the case
of P/Q blockers [139]. However, since mutations in high-voltage gated calcium channels lead
to the development of absence epilepsy phenotypes in animal models [148,149], the study
of alpha2 ARs activation or inhibition in these models may indicate other ways to modulate
spike-wave activity.

Altogether, T-type calcium channels play a crucial role in the generation of
SWDs [150,151], and interactions between alpha2 ARs and T-type calcium channels need
to be further investigated. An increase in thalamic burst firing mediated by T-type channels
might not be as significant in the generation of SWDs as previously assumed [152,153]. There-
fore, future studies are required to examine the relationship between the burst firing of thalamic
cells and the SWD-promoting effects of alpha2 AR agonists.

4.3. Astrocytic Alpha2-Adrenoreceptors

More and more evidence has been obtained in favor of the fact that astrocytes can
play an important role in the pathogenesis of epilepsy [154,155]. Most studies have demon-
strated the involvement of astrocytes in the pathogenesis of focal epilepsies [154–157], but
recently the role of astrocytes in the pathogenesis of absence epilepsy has been disclosed.
Optogenetic excitation of astrocytes in the ventrobasal thalamus caused a pro-absence effect
in GAERS and WAG/Rij rats [158].

Astrocytes might be a promising target for the therapy of absence epilepsy. Alpha2A
ARs are highly expressed in astrocytes, where they potentiate glutamate synthesis [159]
and stimulate GABA release [160]. Although the general increase in GABA mediates the
therapeutic effects of valproate, the administration of GABAa or GABAb agonists into
the ventrobasal thalamus leads to an increase in spike-wave activity [161,162]. Given the
special role of astrocytes in controlling the level of GABA in the thalamus, where they
provide the main contribution to the reuptake of this neurotransmitter [163], they can be
suggested as a target for novel drugs. It can be assumed that blocking thalamic alpha2
ARs with the selective antagonist to subtype B can reduce the level of GABA and prevent
hyperpolarization of relay neurons, which creates a predisposition for burst firing.

5. Conclusions

Spike-wave discharge occurrence is a result of disrupted interactions between the
cortex and the thalamus. Activation of alpha2 ARs by both systemic and intrathalamic
administration leads to increased spike-wave activity, and this effect is predominantly
mediated by postsynaptic receptors. In animal models, spike-wave activity occurs in a
state of inactive wakefulness, often preceding sleep. Immediately after the administration
of alpha2 AR agonists, rats enter a behavioral state similar to the state of ‘absence’ in
patients with IGE (accompanied by spike-wave discharges) that is interrupted by episodes
of active behavior. This indicates that the neural network involved in spike-wave activity
generation in animal models, although being connected to the system regulating sleep and
wakefulness, can be separated from it. Nonselective antagonists of alpha2 ARs suppress
spike-wave activity in animal models. However, their use can lead to various undesirable
behavioral and cognitive consequences. Understanding how various effects mediated
by alpha2 receptors are carried out is important for the development of more selective
drugs. A possible way to provide the selectivity of the effects is to activate or block certain
subtypes of alpha2 ARs, considering their different expression profiles in brain structures
involved in sleep initiation and spike-wave generation. The almost exclusive expression of
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subtype B in the thalamus indicates that it is this particular subtype activation that provides
the pro-absence effect of intrathalamic administration of non-selective alpha2 AR agonists.
We suggest that spike-wave activity could be decreased by introducing selective alpha2B
ARs antagonists, while brain functions executed by other structures would not be affected.

Activation of alpha2 ARs influences several ion currents, whose changes have been
reported in animal models of absence epilepsy. Blocking of HCN channels in cortical
neurons by alpha2 ARs agonists administration leads to an increase in their input resistance
and widening of a window of temporal EPSPs summation. That in turn makes the excitabil-
ity of cortical neurons higher and could contribute to a pro-absence effect. In addition,
aggravation of spike-wave discharges can be carried out by impacting calcium channels
and regulating GABA levels by astrocytes. A better understanding of noradrenergic mod-
ulation of spike-wave activity can contribute to the development of new selective drugs
with higher benefits and fewer side effects.
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10. Crunelli, V.; Lőrincz, M.L.; McCafferty, C.; Lambert, R.C.; Leresche, N.; Di Giovanni, G.; David, F. Clinical and Experimental
Insight into Pathophysiology, Comorbidity and Therapy of Absence Seizures. Brain 2020, 143, 2341–2368. [CrossRef]

11. Shorvon, S. The Antiepileptic Drugs. In Handbook of Epilepsy Treatment, 3rd ed.; Wiley-Blackwell: Hoboken, NJ, USA, 2011; pp.
158–286. ISBN 9781405198189.

https://www.mdpi.com/article/10.3390/ijms24021477/s1
https://www.mdpi.com/article/10.3390/ijms24021477/s1
http://doi.org/10.1111/epi.13671
http://www.ncbi.nlm.nih.gov/pubmed/28276064
http://doi.org/10.1111/epi.13670
http://doi.org/10.1111/j.1528-1167.2011.03344.x
http://www.ncbi.nlm.nih.gov/pubmed/22150583
http://doi.org/10.1111/j.1600-0404.1999.tb07334.x
http://doi.org/10.1111/j.1528-1157.1989.tb05316.x
http://doi.org/10.1111/j.1528-1167.2008.02001.x
http://www.ncbi.nlm.nih.gov/pubmed/19243419
http://doi.org/10.1111/epi.17236
http://doi.org/10.1093/brain/awaa072


Int. J. Mol. Sci. 2023, 24, 1477 18 of 23

12. Gören, M.Z.; Onat, F. Ethosuximide: From Bench to Bedside. CNS Drug Rev. 2007, 13, 224–239. [CrossRef]
13. Brigo, F.; Igwe, S.C.; Lattanzi, S. Ethosuximide, Sodium Valproate or Lamotrigine for Absence Seizures in Children and

Adolescents. Cochrane Database Syst. Rev. 2021, 1, CD003032. [CrossRef]
14. Blumenfeld, H. Cellular and Network Mechanisms of Spike-Wave Seizures. Epilepsia 2005, 46, 21–33. [CrossRef] [PubMed]
15. Crunelli, V.; Leresche, N. Childhood Absence Epilepsy: Genes, Channels, Neurons and Networks. Nat. Rev. Neurosci. 2002, 3,

371–382. [CrossRef] [PubMed]
16. Avoli, M. A Brief History on the Oscillating Roles of Thalamus and Cortex in Absence Seizures. Epilepsia 2012, 53, 779–789.

[CrossRef]
17. Meeren, H.; Van Luijtelaar, G.; Lopes Da Silva, F.; Coenen, A. Evolving Concepts on the Pathophysiology of Absence Seizures:

The Cortical Focus Theory. Arch. Neurol. 2005, 62, 371–376. [CrossRef] [PubMed]
18. Van Luijtelaar, G.; Sitnikova, E. Global and Focal Aspects of Absence Epilepsy: The Contribution of Genetic Models. Neurosci.

Biobehav. Rev. 2006, 30, 983–1003. [CrossRef] [PubMed]
19. van Luijtelaar, G. On the Yin and Yang of Spike and Waves. J. Physiol. 2020, 598, 2279–2280. [CrossRef]
20. Sherman, S.M.; Guillery, R.W. Exploring the Thalamus and Its Role in Cortical Function, 2nd ed.; MIT Press: Cambridge, MA, USA,

2006; ISBN 0-262-19532-1.
21. Lüttjohann, A.; van Luijtelaar, G. Dynamics of Networks during Absence Seizure’s on- and Offset in Rodents and Man. Front.

Physiol. 2015, 6, 16. [CrossRef] [PubMed]
22. Depaulis, A.; Charpier, S. Pathophysiology of Absence Epilepsy: Insights from Genetic Models. Neurosci. Lett. 2018, 667, 53–65.

[CrossRef] [PubMed]
23. Kozák, G.; Földi, T.; Berényi, A. Spike-and-Wave Discharges Are Not Pathological Sleep Spindles, Network-Level Aspects of

Age-Dependent Absence Seizure Development in Rats. Eneuro 2020, 7, ENEURO.0253-19.2019. [CrossRef]
24. Gobbo, D.; Scheller, A.; Kirchhoff, F. From Physiology to Pathology of Cortico-Thalamo-Cortical Oscillations: Astroglia as a Target

for Further Research. Front. Neurol. 2021, 12, 661408. [CrossRef]
25. Depaulis, A.; Luijtellar, G. van Genetic Models of Absence Epilepsy in the Rat. In Models of Seizures and Epilepsy; Elsevier Inc.:

Amsterdam, The Netherlands, 2006; pp. 233–248. ISBN 9780120885541.
26. Russo, E.; Citraro, R.; Constanti, A.; Leo, A.; Lüttjohann, A.; van Luijtelaar, G.; De Sarro, G. Upholding WAG/Rij Rats as a Model

of Absence Epileptogenesis: Hidden Mechanisms and a New Theory on Seizure Development. Neurosci. Biobehav. Rev. 2016, 71,
388–408. [CrossRef] [PubMed]

27. Bazyan, A.S.; van Luijtelaar, G. Neurochemical and Behavioral Features in Genetic Absence Epilepsy and in Acutely Induced
Absence Seizures. ISRN Neurol. 2013, 2013, 1–48. [CrossRef] [PubMed]

28. Coenen, A.M.L.; Van Luijtelaar, E.L.J.M. Genetic Animal Models for Absence Epilepsy: A Review of the WAG/Rij Strain of Rats.
Behav. Genet. 2003, 33, 635–655. [CrossRef] [PubMed]

29. Sitnikova, E.; van Luijtelaar, G. Electroencephalographic Characterization of Spike-Wave Discharges in Cortex and Thalamus in
WAG/Rij Rats. Epilepsia 2007, 48, 2296–2311. [CrossRef]

30. Meeren, H.K.M.; Pijn, J.P.M.; Van Luijtelaar, E.L.J.M.; Coenen, A.M.L.; Da Silva, F.H.L. Cortical Focus Drives Widespread
Corticothalamic Networks during Spontaneous Absence Seizures in Rats. J. Neurosci. 2002, 22, 1480–1495. [CrossRef]

31. de Curtis, M.; Avanzini, G. Thalamic Regulation of Epileptic Spike and Wave Discharges. Funct. Neurol. 1994, 9, 307–326.
32. Buzsáki, G. The Thalamic Clock: Emergent Network Properties. Neuroscience 1991, 41, 351–364. [CrossRef]
33. Terlau, J.; Yang, J.; Khastkhodaei, Z.; Seidenbecher, T.; Luhmann, H.J.; Pape, H.; Lüttjohann, A. Spike-wave Discharges in

Absence Epilepsy: Segregation of Electrographic Components Reveals Distinct Pathways of Seizure Activity. J. Physiol. 2020, 598,
2397–2414. [CrossRef]

34. McCormick, D.A.; Bal, T. SLEEP AND AROUSAL: Thalamocortical Mechanisms. Annu. Rev. Neurosci. 1997. [CrossRef]
35. Steriade, M. Grouping of Brain Rhythms in Corticothalamic Systems. Neuroscience 2006, 137, 1087–1106. [CrossRef]
36. Steriade, M. Neuronal Substrates of Sleep and Epilepsy; Cambridge University Press: Cambridge, UK, 2003; ISBN 978-0521817073.
37. Budde, T.; Pape, H.C.; Kumar, S.S.; Huguenard, J.R. Thalamic, Thalamocortical, and Corticocortical Models of Epilepsy with an

Emphasis on Absence Seizures. Model. Seizures Epilepsy 2006, 73–88. [CrossRef]
38. Kovalzon, V.M. Ascending Reticular Activating System of the Brain. Transl. Neurosci. Clin. 2016, 2, 275–285. [CrossRef]
39. van Luijtelaar, G.; van Oijen, G. Establishing Drug Effects on Electrocorticographic Activity in a Genetic Absence Epilepsy Model:

Advances and Pitfalls. Front. Pharmacol. 2020, 11, 395. [CrossRef]
40. Micheletti, G.; Warter, J.-M.; Marescaux, C.; Depaulis, A.; Tranchant, C.; Rumbach, L.; Vergnes, M. Effects of Drugs Affecting

Noradrenergic Neurotransmission in Rats with Spontaneous Petit Mal-like Seizures. Eur. J. Pharmacol. 1987, 135, 397–402.
[CrossRef] [PubMed]

41. Buzsáki, G.; Kennedy, B.; Solt, V.B.; Ziegler, M. Noradrenergic Control of Thalamic Oscillation: The Role of Alpha-2 Receptors.
Eur. J. Neurosci. 1991, 3, 222–229. [CrossRef] [PubMed]

42. Sitnikova, E.; Luijtelaar, G. van Reduction of Adrenergic Neurotransmission with Clonidine Aggravates Spike-Wave Seizures and
Alters Activity in the Cortex and the Thalamus in WAG/Rij Rats. Brain Res. Bull. 2005, 64, 533–540. [CrossRef]

43. Yavuz, M.; Aydın, B.; Çarçak, N.; Akman, Ö.; Raci Yananlı, H.; Onat, F. Atipamezole, a Specific A2A Antagonist, Suppresses
Spike-and-Wave Discharges and Alters Ca2+ /Calmodulin-Dependent Protein Kinase II in the Thalamus of Genetic Absence
Epilepsy Rats. Epilepsia 2020, 61, 2825–2835. [CrossRef]

http://doi.org/10.1111/j.1527-3458.2007.00009.x
http://doi.org/10.1002/14651858.CD003032.pub5
http://doi.org/10.1111/j.1528-1167.2005.00311.x
http://www.ncbi.nlm.nih.gov/pubmed/16302873
http://doi.org/10.1038/nrn811
http://www.ncbi.nlm.nih.gov/pubmed/11988776
http://doi.org/10.1111/j.1528-1167.2012.03421.x
http://doi.org/10.1001/archneur.62.3.371
http://www.ncbi.nlm.nih.gov/pubmed/15767501
http://doi.org/10.1016/j.neubiorev.2006.03.002
http://www.ncbi.nlm.nih.gov/pubmed/16725200
http://doi.org/10.1113/JP279778
http://doi.org/10.3389/fphys.2015.00016
http://www.ncbi.nlm.nih.gov/pubmed/25698972
http://doi.org/10.1016/j.neulet.2017.02.035
http://www.ncbi.nlm.nih.gov/pubmed/28216336
http://doi.org/10.1523/ENEURO.0253-19.2019
http://doi.org/10.3389/fneur.2021.661408
http://doi.org/10.1016/j.neubiorev.2016.09.017
http://www.ncbi.nlm.nih.gov/pubmed/27687816
http://doi.org/10.1155/2013/875834
http://www.ncbi.nlm.nih.gov/pubmed/23738145
http://doi.org/10.1023/A:1026179013847
http://www.ncbi.nlm.nih.gov/pubmed/14574120
http://doi.org/10.1111/j.1528-1167.2007.01250.x
http://doi.org/10.1523/JNEUROSCI.22-04-01480.2002
http://doi.org/10.1016/0306-4522(91)90332-I
http://doi.org/10.1113/JP279483
http://doi.org/10.1146/annurev.neuro.20.1.185
http://doi.org/10.1016/j.neuroscience.2005.10.029
http://doi.org/10.1016/B978-012088554-1/50009-8
http://doi.org/10.18679/CN11-6030_R.2016.034
http://doi.org/10.3389/fphar.2020.00395
http://doi.org/10.1016/0014-2999(87)90690-X
http://www.ncbi.nlm.nih.gov/pubmed/3034636
http://doi.org/10.1111/j.1460-9568.1991.tb00083.x
http://www.ncbi.nlm.nih.gov/pubmed/12106199
http://doi.org/10.1016/j.brainresbull.2004.11.004
http://doi.org/10.1111/epi.16728


Int. J. Mol. Sci. 2023, 24, 1477 19 of 23

44. Pérez-Santos, I.; Palomero-Gallagher, N.; Zilles, K.; Cavada, C. Distribution of the Noradrenaline Innervation and Adrenoceptors
in the Macaque Monkey Thalamus. Cereb. Cortex 2021, 31, 4115–4139. [CrossRef]

45. Zhang, Y.; Fu, B.; Liu, C.; Yu, S.; Luo, T.; Zhang, L.; Zhou, W.; Yu, T. Activation of Noradrenergic Terminals in the Reticular
Thalamus Delays Arousal from Propofol Anesthesia in Mice. FASEB J. 2019, 33, 7252–7260. [CrossRef]

46. Rho, H.-J.; Kim, J.-H.; Lee, S.-H. Function of Selective Neuromodulatory Projections in the Mammalian Cerebral Cortex:
Comparison Between Cholinergic and Noradrenergic Systems. Front. Neural Circuits 2018, 12, 47. [CrossRef]

47. Aston-Jones, G.; Cohen, J.D. An Integrative Theory of Locus Coeruleus-Norepinephrine Function: Adaptive Gain and Optimal
Performance. Annu. Rev. Neurosci. 2005, 28, 403–450. [CrossRef] [PubMed]

48. Poe, G.R.; Foote, S.; Eschenko, O.; Johansen, J.P.; Bouret, S.; Aston-Jones, G.; Harley, C.W.; Manahan-Vaughan, D.; Weinshenker,
D.; Valentino, R.; et al. Locus Coeruleus: A New Look at the Blue Spot. Nat. Rev. Neurosci. 2020, 21, 644–659. [CrossRef]

49. Benarroch, E.E. The Locus Ceruleus Norepinephrine System: Functional Organization and Potential Clinical Significance.
Neurology 2009, 73, 1699–1704. [CrossRef]

50. Hieble, J.P. Adrenergic Receptors. Encycl. Neurosci. 2009, 135–139. [CrossRef]
51. Wu, Y.; Zeng, L.; Zhao, S. Ligands of Adrenergic Receptors: A Structural Point of View. Biomolecules 2021, 11, 936. [CrossRef]
52. Wahis, J.; Holt, M.G. Astrocytes, Noradrenaline, A1-Adrenoreceptors, and Neuromodulation: Evidence and Unanswered

Questions. Front. Cell. Neurosci. 2021, 15, 42. [CrossRef]
53. 50 Ramos, B.P.; Arnsten, A.F.T. Adrenergic Pharmacology and Cognition: Focus on the Prefrontal Cortex. Pharmacol. Ther. 2007,

113, 523–536. [CrossRef] [PubMed]
54. Buzsáki, G.; Smith, A.; Berger, S.; Fisher, L.J.; Gage, F.H.; Aston-Jones, G.; Bloom, F.E. Petit Mal Epilepsy and Parkinsonian Tremor:

Hypothesis of a Common Pacemaker. Neuroscience 1990, 36, 1–14. [CrossRef]
55. Giovannitti, J.A.; Thoms, S.M.; Crawford, J.J. Alpha-2 Adrenergic Receptor Agonists: A Review of Current Clinical Applications.

Anesth. Prog. 2015, 62, 31–39. [CrossRef]
56. Giovannoni, M.P.; Ghelardini, C.; Vergelli, C.; Dal Piaz, V. Alpha2-Agonists as Analgesic Agents. Med. Res. Rev. 2009, 29, 339–368.

[CrossRef]
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