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To analyze affective-somatoform (dysphoric) disorders specific to epilepsy.

Dysphoric disorders can be divided into 3 groups: “periictal” disorders, interictal dysphoric disorder and alterna-
tive affective-somatoform syndromes. There are 3 groups of risk factors for affective disorders in epilepsy includ-
ing depressive and dysphoric: those associated with the disease, those associated with the treatment and those
associated with psychosocial aspects. Treatment for depression in epilepsy includes medication and psycho-
therapy. At the first stage of drug therapy, anticonvulsants are corrected, and at the second, an antidepressant is
added. Cognitive behavioral therapy is the most effective method of psychotherapy.

Dysphoric disorders in epilepsy are presented by a wide range of conditions, both paroxysmal and non-
paroxysmal, and have their own classification and development factors, which must be taken into account
when choosing adequate therapy.
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Jlucopudeckre pacCTpONCTBA MOXHO PA3AEIUTh HA TPU IPYIIBL «[IEPUUKTAIbHBIC» HAPYIIEHU, MHTE-
PUKTaIBHOE AUC(HOPUUECKOE PACCTPOCTBO U ANLTEPHATHBHBIE APEKTHUBHO-COMaTOPOPMHBIE CUH/PO-
MBI BBIIEAIOT TpU IPyIIIbL (PAKTOPOB PUCKA APMEKTUBHBIX PACCTPONCTB, B TOM YUCIE ACHIPECCUBHBIX U
AUC(HOPUYECKUX, TIPU SMUIETIICUY: CBA3AHHBIE C OOJIE3HBIO, CBA3AHHBIC C JICYECHUEM U CBA3AHHBIE C IICHXO-
COLMAJIbHBIMU aCTIEKTaMu. JIedeHue JIENPECCUU TIPY SMWIENICUY BKIIOYAET MEAUKAMEHTO3HYIO TEPATINIO U
ICUXOTEPAIHIO. Ha mepBoM 3rane MeAUKAMEHTO3HOH TEPAUKU IPOBOAUTCA KOPPEKLHA AHTUKOHBY/ILCAH-
TOB, 4 HA BTOPOM — JI00ABIAETCA AHTHAENIPECCAHT. M3 METOAI0B NCUXOTEpanun Hanbonee 3QpQPeKTUBHA

KOTHUTHUBHO-TIOBCICHYCCKAA TCPAITHA.

Jlucopudeckre pacCTPOCTBA MPU IMIIENICUH NPEACTABICHB IMMPOKAM CIEKTPOM COCTOAHUI KaK Iapo-
KCU3MA/IBHOTO, TaK ¥ HEMAPOKCU3MAIBLHOIO XAPAKTEPA, UMEIOT CBOIO KIACCU(PUKALMIO U (DAKTOPBL PA3BUTH,
YTO HEOOXOZMMO YYUTHIBATD TIPU BBIOOPE afICKBATHOI TEPAIIIH.

Kirouessie ¢10Ba. Drwiencys, ahPEKTUBHBIE PACCTPONCTBA, AUCHOPHUS, JEIPECCHA.

The frequency of epileptic seizures and
affective disorders is the most important
factor in the deterioration of the quality of
life of patients with epilepsy. According to a
meta-analysis conducted in 2021, the over-
all prevalence of depression among people
over 18 years of age with active epilepsy
was 32 %. Moreover, the frequency of de-
pression has doubled in recent years: 16 %
in 2000-2005 versus 35 % in 2016-2020
[1]. The types of affective disorders associ-
ated with epilepsy are most fully repre-
sented in the classification proposed by the
International League Against Epilepsy
(ILAE) in 2007 [2]. There are affective-
somatoform (dysphoric) disorders specific
to epilepsy, which we will consider in detail
below, and affective disorders comorbid
with epilepsy (dysthymia, mild or major de-
pression, etc.), that we will not go into.

It is necessary to recall that the term
"dysphoria" (from the Greek dysphoria —
"irritation”, "annoyance”) is an antonym of
the word "euphoria" and is usually inter-
preted as a melancholy-angry mood. The
founder of the nosological approach in psy-
chiatry E. Kraepelin described periodic dys-
phorias called Verstimmungszustand as the
most common mental disorders in epilepsy
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back in 1923 [3]. Dysphoria is diagnosed in
the presence of at least three of four symp-
toms: internal tension, irritability, aggressive
behavior and hostility [4].

Specific mood disorders in epilepsy are
more conveniently classified based on their
temporal relationship with epileptic seizures.
Affective-somatoform (dysphoric) disorders
specific to epilepsy can be divided into three
groups: "periictal”, ie. located "around" the
seizure, interictal dysphoric disorder and al-
ternative affective-somatoform syndromes.
The term ‘ictus" (from the Latin ictus —
"blow") is a synonym for the word "seizure".
"Periictal" and interictal dysphoric symptoms
are similar to each other and differ only in
the presence or absence of a relationship
between dysphoria and  seizures [5].
"Periictal" dysphoric disorders (DD), in turn,
are divided into three subgroups: prodromal
("preictal") DD, DD as a manifestation of epi-
leptic seizures and postictal DD.

Prodromal (preictal) DD is experienced
by up to a third of patients with temporal
lobe epilepsy, most often it occurs before
secondary generalized seizures [6; 7). Among
the dysphoric symptoms, anxiety and irrita-
bility predominate, occurring several hours,
less often — days before the onset of the sei-
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zure [8]. After the epileptic seizure, these dis-
orders usually disappear. Preictal depression
is considered as a manifestation of subclini-
cal epileptiform activity or is explained by
the activation of biological mechanisms in-
volved in the development of both patho-
logical conditions: depression and seizure [9).
DD as a manifestation of epileptic sei-
zures is represented by affective non-motor
focal seizures. They most often occur in me-
sial temporal lobe epilepsy. For them, as for
other types of seizures, three clinical signs are
characteristic: suddenness (but provocateurs
are possible), stereotypy (but polymorphism
is possible) and short duration (but the de-
velopment of postictal disorders or epileptic
status is possible). Affective seizures can occur
in the form of paroxysmal anxiety, panic-type
fear, dysphoria, anger and rage, agitation with
aggression; euphoria occurs less frequently.
Postictal DD occurs in the first 72
hours (three days) after an attack or series
of attacks. It occurs in patients with pootly
controlled focal seizures. Among the pos-
tictal symptoms, in addition to irritability
and depressed mood, there are anxiety and
neurovegetative symptoms and / or cogni-
tive disorders, psychotic disorders occur less
frequently. The origin of this type of depres-
sion is associated with inhibitory mecha-
nisms involved in stopping the attack [9].
The second group of DD specific to epi-
lepsy is interictal dysphoric disorder (IDD).
The best-known test for early detection of
IDD and its differentiation from periictal
mental disorders is the Interictal Dysphoric
Disorder Inventory (IDDI) proposed by
M. Mula et al. [10]. It consists of 38 questions
grouped into eight sections by the number
of IDD symptoms. The eight main IDD

symptoms are combined into three large
groups: affective symptoms (anxiety, fear),
depressive symptoms (depressed mood, an-
ergia, pain, insomnia), and specific symp-
toms (paroxysmal irritability and, rarely,
euphoria). To diagnose IDD, at least three
symptoms out of eight of “moderate” or “se-
vere” degree, causing “moderate” or “severe”
distress are required [11]. It is important to
note that this test is a screening test and does
not replace a clinical examination.

To identify depression in patients over
18 years of age, neurologists have also pro-
posed the “Neurological Questionnaire of
Depressive Disorder in Epilepsy”, consisting
of only six questions, the Russian version of
which was validated by M. Zinchuk et al. in
2020 [12]. The assessment of patients' re-
sponses varies from 1 to 4 points. The op-
timal point for identifying a current depres-
sive episode is more than 12 points.

To quantitatively assess the dynamics
of depressive manifestations, the Hamilton
Depression Rating Scale (HDRS/HRSD) is
used [13]. Testing is performed by a clini-
cian. 17 signs are an indicator of the sever-
ity of depression. Four additional signs carry
information about auxiliary symptoms that
may require special treatment.

IDD usually occurs two years or mote
after the onset of epilepsy. Episodes of dys-
phoria occur without external provocateurs,
last from several hours to two days and recur
at intervals from several days to months [14].
However, it should be clarified that some
interictal disorders may be indistinguishable
from periictal ones [14]. The very existence
of IDD is still a subject of controversy [15],
and some authors believe that IDD as a
nosological diagnostic unit is questionable
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[7; 16]. 1t is also important that the clinical
manifestations of IDD are very similar to
premenstrual dysphoric disorder, and in
women with epilepsy this can be a source of
errors [17]. IDD is considered a risk factor for
sudden suicide attempts and interictal psy-
choses [9; 18]. Epileptic schizophrenia-like
psychoses are a more severe form of IDD [7).
The third group of DDs specific to epi-
lepsy are alternative affective-somatoform
syndromes. Synonyms for this term are: the
phenomenon of forced (violent) normaliza-
tion of the EEG (Landolt syndrome), de-
scribed by H. Landolt in 1953 [19], and
"alternative psychosis" in patients with epi-
lepsy [20]. The phenomenon of forced
normalization of the EEG is the emergence
of psychopathological disorders associated
with the cessation of epileptic seizures, oc-
curring in a patient with uncontrolled epi-
lepsy when changing antiepileptic therapy
after establishing control over seizures (re-
mission for at least a week) and normaliza-
tion of the EEG (a decrease in the number
of spikes on the EEG by half) [21]. The na-
ture of this phenomenon has not been fully
clarified. The following hypotheses are con-
sidered for its origin: subcortical (deep) EEG
discharges, changes in the balance of neuro-
transmitters or a decrease in the level of
folic acid, a specific type of channelopathy,
etc. Possible manifestations of Landolt syn-
drome are: anxiety, depression, dysphoria,
ADHD in children; derealization, deperson-
alization and schizophrenia-like manifesta-
tions; twilight disorder of consciousness.
The causes of affective disorders, includ-
ing depressive and dysphoric disorders, in
epilepsy can be divided into three groups:
those associated with the disease, those asso-

64

ciated with the treatment and those associ-
ated with psychosocial aspects. Among the
factors, associated with the disease, the local-
ization of the epileptic focus is dominant.
Depression often develops with a focus in
the left temporal lobe [22], and postictal ma-
nia — with the involvement of the frontal
lobe of the non-dominant hemisphere [23].

Factors, associated with the treatment,
are divided into two subgroups: prescription
of antiepileptic drugs (AEDs) with a "depres-
sogenic" effect (phenobarbital, topiramate,
vigabatrin, tiagabine) and/or discontinuation
of mood-correcting AEDs (carbamazepine,
lamotrigine, valproates) [9]. Mood disorders
occur significantly more often in individuals
with uncontrolled epileptic seizures with
antiepileptic therapy [24].

Factors associated with psychosocial
aspects include: rejection and poor adapta-
tion to the diagnosis, unpredictability of the
disease course; the need to change lifestyle,
prohibition of driving, forced change of job;
lack of social support, less often — discrimi-
nation based on the diagnosis and other
circumstances [25].

Treatment of affective disorders, includ-
ing depressive disorders, in epilepsy should
combine two directions: drug therapy and
psychotherapy. Drug therapy is carried out in
two stages [9]. At the first stage, correction of
AEDs is necessary in order to achieve seizure
control and possible replacement of AEDs
with a "depressogenic" effect with mood-
correcting AEDs. AEDs are used to normalize
mood in patients with epilepsy in three
cases: if depressive symptoms (including in-
terictal DD) have a temporary connection
with recurrent seizures and / or they ap-
peared after the introduction or increase in
the AEDs dose with a negative psychotropic
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profile, and / or they appeared after the can-
cellation of mood-correcting AEDs [20].

At the second stage of drug therapy for
depression, an antidepressant is added. There
are three principles for prescribing antide-
pressants for epilepsy: choosing a drug with
a minimal proconvulsant effect, low doses in
the initial period of treatment, slow titration
to target doses. Preference is given to selec-
tive serotonin reuptake inhibitors (SSRIS):
fluoxetine for anergy; sertraline, citalopram
for insomnia [27; 28]. Agomelatine can be
prescribed, especially with desynchroniza-
tion of circadian rhythms. Classical antide-
pressants (tricyclics) are almost never used
to treat mood disorders in epilepsy, since
their use is associated with the risk of in-
creasing the frequency of epileptic seizures.
The duration of treatment with antidepres-
sants is from three to six months, followed
by gradual withdrawal of drugs.

Psychotherapy for depression in epi-
lepsy (including online self-treatment pro-
grams) is underused, although it has proven
its effectiveness [29]. A meta-analysis of 13
studies examining cognitive behavioral
therapy (CBT) for depression in epilepsy
found that CBT was effective in reducing
depression and improving quality of life, but
was ineffective in controlling seizures [30).

CONCLUSIONS

Affective-somatoform (dysphoric) dis-
orders specific to epilepsy can be divided
into three groups according to their tempo-
ral relationship with epileptic seizures:
"periictal" disorders, interictal dysphoric dis-
order, and alternative affective-somatoform
syndromes (Landolt syndrome). "Periictal"
dysphoric disorders, including prodromal

("preictal"), ictal, and postictal disorders, are
closely related to the type and frequency of
seizures. Interictal dysphoric disorder is ac-
tively studied, but its existence as a nosologi-
cal diagnostic unit is still a matter of debate.
The pathogenesis of Landolt syndrome is not
fully understood. Treatment of depression in
epilepsy should include both drug therapy
and psychotherapy. At the first stage of drug
therapy, anticonvulsants are adjusted in ac-
cordance with the identified type of disorder,
and at the second stage, an antidepressant is
added. Of the psychotherapy methods, cog-
nitive behavioral therapy is the most effec-
tive. Thus, affective disorders in epilepsy are
represented by a wide range of dysphoric
psychopathological conditions of both par-
oxysmal and non-paroxysmal nature, have
their own classification and development
factors, which must be taken into account
when choosing adequate therapy.
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