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Liesib: M3y4nTb NCUXOKOTHUTUBHBIN CTaTyC BObHBIX apTepuanbHol rmnepToHue (Al) B coueTaHMu B MOCTKOBUAHBIM cuHapomom (MKC).

Matepuan u metogbl: B pOCNeKTUBHOM KOFOPTHOM MCCI€A0BaHMM y4acTBOBano 134 60/1bHbIX (84 myKumH 1 50 xeHLWwwH) ¢ AT (KoHTposmpyemas Al
I-lIl creneHein). Ux cpeaHwuit Bo3pact coctasun 62,4+0,6 roga. AamtensHocts Al coctasuna 5,6+0,2 net. Cpeam HUX 6bi10 73 naumeHTa, NepeHecLumx
nHoekuymio COVID-19 ¢ nocnegytowmm passutmem MKC (y HUX B aHamHe3e MMeNoCh NOATBEPKAEHHOE UHPMLMpoBaHMe SARS-CoV-2 ¢ AaBHOCTbIO
3abonesaHusa 6osnee 12 Hegenb) U 61 NaUMEHT, He UMeBLWUIA UCTOpUM MHbeKLMKM COVID-19. BonbHble ¢ MKC, y KOTopbiX 6bl1 AMArHOCTUPOBAH Ae-
NPeCccUBHbIN CUHAPOM, BblNV pasfeneHbl Ha ABE NOATPYNMbl B 3aBUCMMOCTH OT MPUEMA aHTUAENPECCaHTa aroMenaThHa: NPUHKYMaBLLKE Npenapat 1
OTKasaBLUKecs OT ero npuéma. NposeseHo obLLeKINHMYecKoe 06Cne0BaHNE U MCUXOAMATHOCTUKA C MOMOLLbIO BaIMAN3UPOBAHHbIX MeToauk: HADS
1 SPMSQ. CratucTMYeckuii aHanus nposoguca B nporpamme RStudio.

Pesynbrartbl: y naumeHTos ¢ MKC B cpaBHeHMU ¢ NaumeHTamm 6e3 nHpekumm COVID-19 B aHamHese, cornacHo onpocHunKy HADS oTmeyeHbl 6onee ya-
CTble MPOABNEHMA AenpeccMBHOro cuHapoma (41% npotus 12%, p<0,001). Mo YacToTe BbipaXKEHHOCTU AENPECCUBHOIO CMHAPOMA Y NaumneHToB ¢ MKC
B CPaBHeHUM ¢ naumeHTamm 6e3 uctopmmn COVID-19 6onee 4acTo BbISABAANACH CYOKIMHUYECKM BbipaskeHHas genpeccua (26% npotvs 12%, p<0,001),
B TO BPEMS KaK KNMHUYECKM BblpasKeHHas Aenpeccus oTMeyanachb TobKo y 60sbHbIx ¢ MKC (15%, p=0,007). Mpu LONONHWUTENbHOM OLEHKe NoKasa-
Tenen NCUXOKOTHUTUBHOW GYHKLMM, KOTOpas NPOBOAMAACk MO ONPOCHUKY SPMSQ, y 60/1bHbIX ¢ MKC, He NPUHUMABLUMX arOMeNaTuH, B CPaBHEHWUM C
nauveHTamu, MPUHUMABLLIMMM AAHHbIN NPEnapart, ypOBEHb NCUXOKOTHUTUBHBIX HapyLLeHUi 6bia 3HaunMO Bbiwe (94% npoTuB 32% COOTBETCTBEHHO,
p=0,001).

3aktoueHmne: naumeHTsl ¢ Haanumnem MKC otanyatoTes bonee TAXKENbIM NPOABNEHUEM AENPECCUBHOTO CUHAPOMA U KOTHUTUBHBIX HapyLUEHWH, a Npu-
MEHEHWe aromenaThHa NoKasano CTaTUCTUYECKM 3HaUMMYH0 3GEKTUBHOCTb Y JINL, C MCUXOKOTHUTUBHOW AUCHYHKLMEN.

KntoueBble cnoBa: mpegoxHo-denpeccusHeili CUHOPOM, dernpeccus, d20MesnamuH, 8aab00KCaH, MOCMKoBUOHbIl cuHOpom, COVID-19, apmepuansHas
2unepmeH3us.
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Objective: To study the psychocognitive status of patients with arterial hypertension (AH) combined with post-COVID syndrome (PCS).

Methods: A prospective cohort study involved 134 patients (84 men and 50 women), mean age 62.4+0.6 years, with AH (controlled arterial
hypertension, Grade 1-3). The duration of AH was 5.6+0.2 years. Among them 73 patients and a history of COVID-19 infection (confirmed SARS-CoV-2
infection; duration more than 12 weeks) with subsequent development of PCS, while 61 patients did not have a history of COVID-19. Patients with PCS
which were diagnosed with depressive syndrome, were further divided into two subgroups depending on agomelatine intake (those who received this
medication and those who refused). A general clinical examination and psychodiagnostics were carried out using validated methods, such as HADS and
SPMSQ. Statistical analysis was carried out in the RStudio program.

Results: Based on the HADS questionnaire, patients with PCS demonstrated a higher rate of depressive syndrome compared to the patients without a
history of COVID-19 (41% vs. 12%, p<0.001). Based on the severity of depressive syndrome, the following rates were found in the groups: subclinically
expressed depression — in 26% of patients with PCS vs. 12% of patients without COVID-19 (p<0.001), clinically pronounced depression (only in the
group of patients with PCS) —in 15% (p=0.007). Additionally, in patients with PCS psychocogniutive function was assessed using SPMSQ questionnaire;
among them those receiving agomelatine showed significantly less frequent and severe psychocognitive dysfunction compared to those who refuse
the medication intake (32% vs. 94%, p=0.001).

Conclusion: Patients with PCS are characterized by a more severe manifestation of anxiety-depressive syndrome, and the use of agomelatine shows
statistically significant effectiveness in this category of patients.

Keywords: Anxiety-depressive syndrome, depression, agomelatine, Valdoxan, post-COVID syndrome, COVID-19, arterial hypertension.
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BBEOEHUE

B noHMMaHuu anuaemmonorum, natodusnonorum n puckos, ac-
COLMMPOBAHHbIX € Al, LOCTUTHYT CyLLECTBEHHBIV NpOrpecc, AOCTyMnHa
TaK¥Ke OrPOMHas AOKasaTenbHas 6a3a, CBMAETENbCTBYHOLLAA O TOM,
UTO CHWKEeHWe apTepuanbHoro AasneHva (ALl) MOXET 3HaUYUTENbHO
YMEHbLIMTb NpexaeBpeMeHHyto 3a6oseBaemocTb U CMepTHOCTb [1-
3].

OnacHoe MH}eKUMOHHOoe 3aboneBaHne — HoBas KOPOHABUPYC-
Has MHekuma COronaVirus Disease (COVID-19) npogonskaeT Bbi3bl-
BaTb 3ab60/71€BaEMOCTb, XOTA CMEPTHOCTb 3HAYUTENbHO CHWU3WAACh.
MHOro4YMcneHHble UCCNef0BaHNA MOATBEPKAAIOT A/NUTENbHOE Mo-
BPEXAEHNE HEKOTOPbIX OPraHOB M CUCTEM OPraHW3Ma, BKAKOYasA cep-
[eyHo-cocyamcTyo cuctemy [4]. B oktabpe 2021 r. BO3 npeacTasuna
nepsoe onpegeneHune MKC. NMKC—3To cocTtoaHme, KOTopoe pa3BuBaeT-
€AY UL, C aHAMHE30M BEPOATHOMN UM NOATBEPKAEHHON UHEKLMY,
BbI3BaHHOW BMpPYycom SARS-CoV-2, KaK NpaBu/o, B Te4eHne 3 mecALeB
OT MOMeHTa eé febtoTa U XapaKTepusyeTca Halnunem CUMNTOMOB Ha
NPOTAXEHWUMN He MeHee 2 MeCsALEB, a TaKKe HEBO3MOXKHOCTbIO UX 00b-
ACHEHWA aNbTEePHATUBHBIM AMarHo3om. [aH tepmuH «post COVID-19
condition», To ectb «cocTtoaHKne nocne COVID-19» [5].

B meTaaHanM3ax U cUCTeMaTUUYECKUX 0630pax, HaumHas ¢ 2020
rofia, NoKasaHo, YTo y 6o/1blUMHCTBA NaumueHToB ¢ AT (oT 4,7% o 80%,
no pasHbiM AaHHbIM) ¢ COVID-19 coxpaHATCA XapaKTepHble Ans
XPOHUYECKOMN cepAeYHON Hel0CTaTOYHOCTU CUMINTOMbI, YTO 3aCTaBAA-
€T 33/lymaTbCsl O AONTOCPOYHOM BOB/IEYEHUW CEPAEYHO-COCYAUCTOM
CUCTEMbI KaK BO BpPeMs, Tak U nocsie nepeHecéHHon uHdekumm [6].
Kpome 3toro, nHoekuma SARS -CoV-2 cBA3aHa C MOCTOAHHbIMK, pe-
LUMAVBUPYIOLLMMU UAU HOBBIMU CUMMTOMAMM, U B HacTosLLEE Bpems
[0CTAaTOMHO YacTO NPUXOAWTCA CTASIKMBATLCA C MCUXOKOTHUTUBHBIMM
paccTpoiicteamu [7]. /Iuua ¢ HapyLeHWeM MCUXMYECKOTO 340POBbA
MMEIOT 3HauUTeNbHO Gonee BBICOKMIA PUCK Pa3BUTUA HeuHbeKLm-
OHHbIX 3a00/1€BaHUIA, BK/IOYAA OXKUPEHME U CEPAEYHO-COCYAUCTbIE
3aboneBaHus, Yem HaceneHve B uenom [8]. OnybanKoBaH pag Kau-
HUYECKMX UCCNefoBaHUi, rae aenpeccus ABnsaetca GakTopom pucka
nwemmyeckoi bonesmu cepaua [7-9]. B cBasu ¢ Haanumem poHoBoM
penpeccun y naumeHToB ¢ MKC goCTaTovyHO YacTo 0TMEYatoTCA Hapy-
LIEHWA HEPBHOM CUCTEMbI, KOTOPblE MOTYT ObITb CIEACTBUEM ACTEHN-
YECKUX U UHbIX SMOLMOHANbHbIX PAaCCTPOMCTB C Pa3BUTUEM KOTHUTUB-
HoM anchyHKumm [10]. CHUXKEHME CUHTE3a M aKTMBHOCTU AodaMuMHa,
HOpaApeHannHa U CEPOTOHWHA, Habntogaemoe Npy Aenpeccum, MoX-
HO paccMaTpUBaTh Kak HEMPOXMMMUYECKMI cybcTpaT ana dopmupo-
BaHUA KOrHWUTMBHOrO cuHApoma [11]. Takum ob6pasom, MCMXOKOr-
HUTVBHbIE HapYLUEHUA B BUAE TPEBOMU, AEMPECCUU U KOTHUTUBHOTO
Zeduunta, BEPOATHO, BAMAIOT APYr Ha Apyra v MoryT obpas3osaTtb
«MOPOYHBIN Kpyr. B cBA3M € 3TUM, BaXKHO OnpefenaTb NCMXMYecKoe
COCTOAIHME NaLMEeHTa COBMECTHO C KOTHUTUBHOW YHKLMEN.

HenocpepacteeHHoe Bo3aelicteune Bupyca SARS-CoV-2 Ha Be-
LL,eCTBO FONIOBHOMO MO3ra OCTAETCA HefoKa3aHHbIM, Tak Kak BUpPYC
[l0CTaTOYHO peAKo ObHapy:KMBancs B TKaHM Mo3ra Uau Lepebpo-
CMUHANbHOM *Kuakoctv [12]. B HeaaBHEM MccnefoBaHUM, HA06OPOT,
paccmaTpumBaeTca cnocobHocTb SARS-CoV-2 ocTaBaTbCs B TKAHW MO3ra
HaZloNro, CO BPEMEHeM ycyrybnas notepto HelipoHos [13]. EgnHoro
NMOHMMaHMA Pa3BUTMA KOTHUTUBHbIX HapyLieHWI y naumeHToB ¢ MKC

INTRODUCTION

Significant progress has been made in understanding the
epidemiology, pathophysiology and risks associated with hyper-
tension, and a large body of evidence is available showing that
lowering blood pressure (BP) can significantly reduce premature
morbidity and mortality [1-3].

A dangerous infectious disease, the new coronavirus infec-
tion COronaVirus Disease (COVID-19), continues to cause mor-
bidity, although mortality has significantly decreased. Numerous
studies confirm long-term damage to several organs and systems
of the body, including the cardiovascular system [4]. In October
2021, WHO presented the first definition of PCS. PCS is a con-
dition that develops in individuals with a history of probable or
confirmed infection caused by the SARS-CoV-2 virus, usually with-
in 3 months of its onset and is characterized by the presence of
symptoms for at least 2 months, as well as the inability to expla-
nation these symptoms with an alternative diagnosis. The term
“post-COVID condition” was introduced, which means, “state af-
ter COVID-19” [5].

Meta-analyses and systematic reviews since 2020 have
shown that the majority of patients with hypertension (from 4.7%
to 80%, according to various sources) and COVID-19 retain symp-
toms characteristic of chronic heart failure, which makes one
think about long-term involvement of the cardiovascular system
both during and after infection [6]. In addition, SARS-CoV-2 infec-
tion is associated with persistent, recurrent or new symptoms,
and psychocognitive disorders are now quite common [7]. Indi-
viduals with mental health problems have a significantly higher
risk of developing noncommunicable diseases, including obesity
and cardiovascular disorders, than the general population [8]. A
number of clinical studies have been published showing depres-
sion as a risk factor for coronary heart disease [7-9]. Due to the
background depression, patients with PCS often develop nervous
diseases, which may be a consequence of asthenic and other
emotional disorders with cognitive dysfunction [10]. A decrease
in the synthesis and activity of dopamine, norepinephrine and
serotonin, observed in depression, can be considered as a neuro-
chemical substrate for the development of cognitive impairment
syndrome [11]. Thus, psychocognitive disorders such as anxiety,
depression, and cognitive deficits are likely to influence each oth-
er and may form a “vicious circle”. In this regard, it is important
to determine the patient's mental state together with cognitive
function.

The direct effect of the SARS-CoV-2 virus on the brain re-
mains unproven, since the virus is rarely detected in the brain or
cerebrospinal fluid [12]. In contrast, a recent study examines the
ability of SARS-CoV-2 to persist in brain for a long time, worsening
neuronal loss over time [13]. There is no common understanding
of the development of cognitive impairment in patients with PCS.
At the same time, in practice, positive results from the treatment
of cognitive impairment can be observed, while the diagnosis and
treatment of depression may be limited [14].
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NOKa HeT. BmecTe ¢ 3TUM, Ha NPaKTUKe MOXKHO HabnoAaTb NOMOKM-
Te/IbHble Pe3yNbTaTbl IEYEHUA KOTHUTUBHBIX HAPYLLUEHWIA, B TO Bpems
KaK BbIAB/IEHME N IEYEHWE AENPECCUM MOKET BbITb OrpaHuyeHo [14].
B HacTosALee BpemMa, ieveHne Aenpeccum NErkom 1 cpeaHe cTe-
MEHMN TANKECTU Y KapAMONOTUYECKMX HOIbHBIX MOKET bbITb Ha3HAYeHO
TepanesToM, Kapanonorom AMbo Bpadyom obLuei NpakTMkuM. ITo cTano
BO3MOXHbIM, 61arogapsa co34aHWI0 HOBbIX aHTUAENPECCAHTOB, KOTO-
pble He 06/134a0T TOKCUYHOCTBIO U He BAUAIOT HEraTUBHO Ha cepALie
W COCYAbl, B OT/IMYME OT CTAPbIX TPULMKINYECKUX aHTUAENPECCAHTOB.
AromenaTtvH — aroHUCT MenaToOHWHepruyeckux peuentopos MT1 u
MT2 1 aHTaroHUCT cepoToHUHOBBIX 5-HT2C-peuenTtopos. MNokaszaHo,
4TO aroMenaTH YCUMBAET BbICBODOXKAEHME AONaMWHA U Hopaape-
HanuHa, B 0C0beHHOCTV B 06/1aCTM NPedPOHTANbHON KOPbl MO3ra U
He BAMAET HA KOHLEHTPALMI0 BHEKNETOYHOTO CepOTOHMHA. MIHHOBa-
LIMOHHbIV MeNaTOHMHEPTUYECKUI aHTUAENPECCaHT, CTaBLUMI NepBbIM
npenapaTom 3TOro K1acca, BbIXOAALLMM 33 PaMKU MOHOaMUHepruye-
CKOM r1notesbl Aenpeccuit, Aokasan adGeKTUBHOCTb NPY PasINYHbIX
TPEBOMXKHBIX PACCTPOMCTBAX, CUHAPOME AeduLMTa BHUMAHUA C rune-
PaKTMBHOCTbIO MKW BE3, paccTpoicTBax 06CECCMBHO-KOMMY/ILCUBHOTO
CMEKTPa, a TaK¥Ke NPU HEBPONOTMYecKuX 3abonesaHusx [15].

LLENb NCCNEAOBAHMA

M3y4nTb NCUXOKOTHUTUBHBINM CTATyC 60MbHbIX Al B COUETaHUM C
MKC.

MATEPUAN U METOADbI

B npocneKkTMBHOM KOTOPTHOM MCCNefoBaHWK yyactBoBano 134
60/1bHbIX ¢ Al (KoHTpoAmpyemasn AT I-Ill creneHeit). Vix cpeaHmii Bospact
coctasun 62,4+0,6 roga, 84 myxunH 1 50 xeHwumH. antenbHocts Al
coctasuna 5,6+0,2 net. Cpeam HMX Y 73 naumeHTOB B aHaMHe3e Umenacb
uHdekuma COVID-19 (Hanuume noaTBepPKAEHHOrO MHOULMPOBAHUA
SARS-CoV-2 ¢ aaBHoCTbio 3abonesaHus 6onee 12 Hepenb), Bnocnea-
CTBUM Y 3TWX BONbHBIX BbIN AnarHocTuposaH MKC. Y 61 nauueHTa He
6b1710 UcTopum MHdeKummn COVID-19, oHu cocTasmam | rpynny 60/bHbIX,
B TO Bpems KaK 60bHble ¢ MKC 6b1am oTHeceHbl Bo Il rpynny. MaumeHTbl
Il rpynnbl, y KOTOpbIX cornacHo onpocHuky HADS BbisBNeH aenpeccus-
Hbli CUHAPOM, BblM pa3aeneHbl Ha ABe NOArpynMbl B 3aBUCMMOCTH OT
Npuéma aromenatHa: 6onbHble noarpynnbl lla NPUHUMaNM gaHHbIN
npenapart (n=22) B go3e 25 mr 1 pa3 B CyTKM B TeyeHue 8 Heaenb, B TO
Bpems Kak 6osbHble nogrpynnbl lb oTkasanuch oT npuéma AaHHOro
aHTUAenpeccaHTa (n=16). O6e noarpynmnbl 6bIK CONOCTaBUMbI MO BO3-
pacty, amTenbHocTv v Tedennto AT m MKC.

KpuTtepumn nckntodeHna: cumntomatnyeckan Al, MBC, 3nokave-
CTBEHHble HOBOODOPA30BaHWA, XPOHUYECKUe 3aboneBaHUA B CTaguK
060CTpeHus, ocTpble UHPEKLUMOHHbIE 3ab01eBaHUA, aIKOTOIU3M.

OueHeHbl pe3yNbTaTbl FOCMUTA/IbHOW LWKa/Ibl TPEBOMU U Aenpec-
cum (The Hospital Anxiety and Depression Scale — HADS) ans BbisiB-
NleHnsa 1 onpeaeneHns TAXeCTU Aenpeccun v Tpesorn, rae 0-7 6an-
N0B — HOPMa; 8-10 6annoB — CyGKAMHUYECKM BblpaXkeHHan Tpesora/
nenpeccus; 11 6an108 U Bbllle — KAMHUYECKHM BblpaKeHHan Tpesora/
aenpeccus. Kpome atoro, y naumneHTos ¢ MKC, y KoTopbix bbina Bbl-
AB/IEHA Aenpeccus, oLEeHMBaNacb KOrHUTUBHaA GyHKLMA C MOMOLLbIO
onpocHuKa SPMSQ (Short Portable Mental Status Questionnaire) —
NOPTaTMBHOMO OMPOCHWKA MEHTa/IbHOro CTaTyca A/ KOTHUTUBHbIX
fedvumTos.

MccneposaHne NpoBoAMAOCH B COOTBETCTBUM C KAMHUYECKUMU
CTaHZApTaMM M NPUHLMNAMU XeNbCUHCKOM AeKnapaummn. ITUYecknin
KomuTeT HOBOCMBMPCKOTro rocyAapCTBEHHOMO MeAMLIMHCKOTO YHUBEP-
cuTeTa 0f06pUA NPoBeAEeHUEe HACTOALLLETO UCCNeA0BaHMA (MPOTOKON
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Currently, medications to treat mild to moderate depression
in cardiac patients can be prescribed by the internal medicine
specialist, cardiologist or general practitioner. This became possi-
ble due to development of new antidepressants that are not toxic
and do not negatively affect the heart and blood vessels, unlike
the previous tricyclic antidepressants. Agomelatine is an agonist
of melatonergic receptors MT1 and MT2 and an antagonist of
serotonin 5-HT2C receptors. Agomelatine has been shown to en-
hance the release of dopamine and norepinephrine, especially in
the prefrontal cortex, and does not affect the concentration of ex-
tracellular serotonin. An innovative melatonergic antidepressant,
which became the first drug of this class that goes beyond the
monoaminergic hypothesis of depression, has proven effective-
ness in various anxiety disorders, attention deficit with or without
hyperactivity, obsessive-compulsive disorders, as well as neuro-
logical diseases [15].

PURPOSE OF THE STUDY

To study the psychocognitive status of patients with AH in
combination with PCS.

METHODS

The prospective cohort study involved 134 patients (84 men
and 50 women) with AH (controlled AH of Grade 1-3). Their av-
erage age was 62.4+0.6 years. The duration of hypertension was
5.6+0.2 years. Among them 73 patients and a history of COVID-19
infection (confirmed SARS-CoV-2 infection; duration more than 12
weeks) with subsequent development of PCS, while 61 patients
did not have a history of COVID-19. Patients without COVID-19
comprised Group 1, and patients with PCS constituted Group 2.
Patients of Group 2 with depressive syndrome based on the re-
sults of HADS questionnaire, were further divided into two sub-
groups: Subgroup 2A patients (n=22) received agomelatine in a
dose of 25 mg once daily for 8 weeks, while Subgroup 2B patients
(n=16) refused from its intake. The groups were comparable in
age, duration and course of hypertension and PCS.

Exclusion criteria: symptomatic hypertension, coronary ar-
tery disease, malignant neoplasms, chronic diseases in the acute
stage, acute infectious diseases, alcoholism.

The results of the Hospital Anxiety and Depression Scale
(HADS) were assessed to identify and determine the sever-
ity of depression and anxiety, where 0-7 points are the normal
range; 8-10 points — subclinically expressed anxiety/depression;
11 points and above — clinically significant anxiety/depression.
Additional assessment of cognitive impairment in patients with
PCS who developed depression was carried out using the SPMSQ
(Short Portable Mental Status Questionnaire), a portable mental
status questionnaire for cognitive deficits.

The study was conducted in accordance with clinical stan-
dards and the principles of the Declaration of Helsinki. The Ethics
Committee of the Novosibirsk State Medical University approved
the conduct of this study (Protocol Ne 148). All participants gave
written informed consent to participate in the study.

Statistical data processing was carried out in the RStudio
software (version 2021.09.2 Build 382© 2009-2022 RStudio, Inc.,
USA, URL https://www.rstudio.com/) in R language (version 4.0.2,
URL https:/ /www.R-project.org/). The data were presented as
proportions, and the bias of the distributions was calculated with
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No 148). Bce y4aCTHMKM MUCCNeaoBaHMa gann 4o6poBObHOE MUCh-
MEeHHOe Cornacue Ha yyacTme B UCCNe0BaHUN.

CratcTnyeckas 06paboTKa AaHHbIX NMpOBeAeHa B Mporpam-
me RStudio (Bepcmsa 2021.09.2 Build 382© 2009-2022 RStudio, Inc.,
USA, URL https://www.rstudio.com/) Ha a3bike R (Bepcua 4.0.2, URL
https://www.R-project.org/). LaHHble 6bi11 NpeacTaBneHbl B BUAE
[0Nei, NPOV3BOAMACA PACYET CMELLEHMA pacnpeaeneHuii ¢ noctTpoe-
HMem 95% foBepuUTeNbHOTO MHTepBana (95% AW) ana cmelleHua. Ana
CTaTUCTUYECKOWM NPOBEPKM TMMNOTE3 O PABEHCTBE YMCI0BbIX XapaKTe-
PUCTUK BbIGOPOUHBIX PacnpeseneHnil B CPaBHUBAEMBbIX Fpynnax uc-
nonb3osanca U-kputepuit MaHHa-YUTHU. MpoBepKa CTaTUCTUYECKUX
rMnoTes nNposeAeHa Npu KpUTUYeCcKoM ypoBHe 3Hauumoctn p=0,05,
T.€. Pa3/numne CYUTaNOCh CTaTUCTUHECKM 3HaYMMbIM npu p<0,05.

PE3Y/IbTATDI

Mpv oueHKe Aenpeccum BbIABAEHO, YTO NauuMeHTb! |l rpynnbl Ha-
6panun 6onblwe 6annos no wkane HADS, yem naumeHTs! | rpynnbi: 7
[5; 10] 6annos u 4 [0; 7] 6anna (p<0,001) cOOTBETCTBEHHO, YTO NOA-
TBEPXKAAETCA W NpW pacnpefeneHnn NauueHToB Ha MOATpynnbl B
3aBMCMMOCTM OT KOJIMYECTBA HabpaHHbIX 6anNoB U BbIPAKEHHOCTM
Jenpeccuu.

KnnHuueckn bonee BbipaxkeHHas genpeccua bbina y naLmeHTos
Il rpynnbl: 11 1 6onee 6annos Habpanu 15% [8%; 28%)] naumeHToB
npotvs 12% [6%; 23%] 6onbHbIx | rpynnbl (p=0,007), 8-10 6annos —
26% [16%; 40%] n 0% [0%; 6%] naumeHToB U3 Il 1 | rpynn cooTseT-
cTBEHHO (p<0,001). OTCYTCTBME AENPECCUBHOIO COCTOAHMS, COMNACHO
onpocHuKy HADS, BcTpeyanoch Yalle y naumeHTos | rpynnbl — 88%
[77%; 94%) npotve 59% [44%; 72%)] — Il rpynnbl (p=0,001) (puc. 1).

HecmoTpa Ha 37O, OTCYTCTBME CTATUCTMUYECKM 3HAUYMMO Bbipa-
YKEHHBIX CUMMTOMOB TPEBOXKHOTO CUHAPOMA (puc. 2) oTMeYeHo y 60%
(n=24) [47%; 72%] naumenToB | rpynnbl vy 54% (n=33) [40%; 68%]
naumeHToB |l rpynnbl; CyOKAMHUYECKU BbIPaXKEHHAsn TPeBora BCTpeya-
nace y 31% (n=18) [21%; 44%)] naupeHToB | rpynnbl u y 30% (n=21)
[19%; 45%] naumeHToB |l rpynnbl; KAMHUYECKU BbipaKeHHas TPeBo-
ra—y 9% (n=5) [4%; 19%] n 15% (n=10) [8%; 28%)] nauuneHToB | 1 II
rpynn cOOTBETCTBEHHO, OAHAKO CTAaTUCTUYECKAA 3HAUMMOCTb TaKKe He
6blna focTUrHyTa. Takum 06pa3om, TPEBOXKHBIN CUHAPOM BbISBNEH Y
BCEX MALMEHTOB, HE3aBUCUMO OT Hanmumsa MKC, 4To MOXKeT ABNATLCA
CNesCcTBMEM MCUXONOTUYECKOrO BAMAHUA 3NUAEMUONOrMYECcKon 06-
CTAHOBKM MO TEKyLLel KOPOHOBUPYCHON MHGEKLMM Y BONbLUMHCTBA
nauveHTos (puc. 2).

K/MHWUYECKM BbIpaxKeHHas Aenpeccus -
clinically significant depression

cyBKAMHUYeCKan Aenpeccus _
subclinical depression
orcyrerae aenpecon [
absence of depression
0% 20% 40% 60% 80% 100%

m COVID-19 B aHamHes3e, ¢ MKC history of COVID-19, with PCS
6e3 COVID-19 without COVID-19

Puc. 1 [lenpeccusHeil cuHOpom no wkane HADS y nayueHmos 6e3
COVID-19 u c MKC

Fig. 1 Depressive syndrome according to the HADS questionnaire in
patients without COVID-19 and with PCS

95% confidence interval (95% Cl). Mann-Whitney U test was used
to reject the null hypotheses regarding comparison of sample dis-
tributions in the compared groups. Statistical hypotheses were
tested at a critical significance level of p=0.05, i.e. the difference
was considered statistically significant at p<0.05.

RESULTS

Assessment of depression showed that patients in Group 2
scored higher on the HADS scale than patients of Group 1 -7 [5;
10] points vs. 4 [0; 7] points (p<0.001), respectively, which was
confirmed when patients were divided into subgroups depend-
ing on the severity of depression. Clinically, patients in Group Il
more commonly developed a more severe depression: 15% of
them scored 11 or more points [8%; 28%] vs. 12% [6%; 23%] of
patients in Group | (p=0.05); while 26% [16%; 40%)] patients in
Group Il scored 8-10 points vs. 0% [0%; 6%] patients in Group
| (p<0.001), respectively. The absence of a depressive state, ac-
cording to the HADS questionnaire, was more common in pa-
tients of Group |: 88% [77%; 94%] vs. 59% [44%; 72%] in patients
of Group Il (p=0.001) (Fig. 1).

Despite the previous result, the share of patients without
pronounced symptoms of anxiety did not significantly differ be-
tween the groups: their absence was noted in 60% of patients
(n=24) [47%; 72%)] in Group 1 and in 54% (n=33) [40%; 68%)] in
Group 2 (Fig. 2). Subclinically expressed anxiety was seen in 31%
(n=18) [21%; 44%)] of patients of Group 1 and 30% (n=21) [19%;
45%)] of patients of Group 2. Clinically expressed anxiety was diag-
nosed in 9% (n=5) [4%; 19%)] vs. 15% (n=10) [8%; 28%)] of patients
of Groups 1 and 2, respectively, but statistical significance was
also not achieved. Thus, in the presented groups, no statistically
significant difference was found in the manifestations of anxiety
syndrome, which may be a consequence of the psychological in-
fluence of the epidemiological situation in most patients.

Thus, according to the results of the analysis, anxiety-de-
pressive syndrome was statistically significantly more common in
patients with PCS. Interestingly, with an additional comparative
assessment of psychocognitive function which was carried out
using the SPMSQ questionnaire, in patients of Group 2, who did
not take agomelatine, compared with patients who did take this
drug, the impairment of psychocognitive function turned out to
be statistically significantly higher. Psychocognitive impairment

KNMHUYECKU BbIpaXkeHHan Tpesora
clinically expressed anxiety

CV6KI]MHVIH€CK&F| Tpesora
subclinically expressed anxiety

OTCYTCTBUE TPEBOTU
absence of anxiety

0% 10% 20% 30% 40% 50%  60%
m COVID-19 B aHamHe3e, ¢ [MKC  history of COVID-19, with PCS
m 6e3 COVID-19 without COVID-19

Puc. 2 TpesoxHblli cuHOpom no wkane HADS y nayueHmos 6e3

COVID-19 u c KC

Fig. 2 Anxiety syndrome according to the HADS scale in patients of

Groups 1 and 2
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Takum 06pasom, No pesynbTaTam aHasM3a TPEBOXKHO-Aenpec-
CMBHbIM CUHAPOM CTAaTUCTUYECKM 3HAUMMO Yallle BCTpeyvancs y 6onb-
HbIX ¢ nepeHecéHHbim COVID-19 B aHamHese. MHTepecHO, 4To npu
[LONO/IHUTENBHOM OLLEHKe NOKa3aTenen NCUXOKOrHUTUBHON GyHKLMK,
KOTOpas MpoBoAMAack No onpocHUKy SPMSQ, y 6onbHbIx Il rpynnbl,
He MPUHUMABLUMX aroMenaTWH, B CPaBHEHUU C MaLMeHTamMu, npwu-
HUMaBLUVMMW 3TOT Mpenapat, HapyLeHWe MCUXOKOTHUTUBHOW YHK-
LMK OKa3anacb CTaTUCTUYECKM 3HAUUMMO Bblille. [CUXOKOrHUTUBHbIE
HapyLeHua oTmedeHbl Y 32% nauueHToB nogrpynnol lla, y Bcex oHu
6b1M NErkMMKM, B TO Bpems Kak B noarpynne Ilb 94% 601bHbIX Menn
NPWU3HAKMN MCUXOKOTHUTUBHBIX HapyweHui (p=0,001), U3 HUX Nérkue
NCUXOKOTHUTUBHbIE HapyLWeHWA Bblin oTmedeHbl y 56% (p=0,014), a
cpeaHeit TaxkecTn —y 38% (p=0,004) (puc. 3).

OBCYXOEHUE

B pekomeHaaumax HaumoHanbHOro MHCTUTYTA 340pOBbA Benu-
KobputaHum (National Institute for Health and Care Excellence, NICE)
2020 r. yka3aHbl cnegytowme dopmbl COVID-19: octpas — npusHaku
n cumntombl COVID-19 oTmeuatoTca He Bonee YeTbIpEéX Henenb; Co-
XPaHAOLLAACA CUMITOMATUYECKan MHPeKLma COVID-19 — npusHaKku n
cumntombl COVID-19 pnatca 4-12 Hepenb; MKC — npy3Haku u cumnTo-
Mbl, MOABMBLUMECA BO BpemMs Maun nocne uHouumposanus COVID-19,
HabntogatoTca cebiwe 12 Heaenb U He OBbACHAKTCA a/bTepHATUB-
HbIM AnarHo3om [16]. B MKC BKao4eHO 33 cMMNTOMa C BO3MOXKHbI-
MU [eCATbI0 BapuMaHTaMM TEYEHWA, B YMCNE KOTOPbIX ONpeaeneHo
MCMXONaTONOrMYECKoe NPosB/IEHNe 3TO cMHAPOMa [16]. OTaanéHHble
HapyLieHna HepBHOM cucTembl npu MKC BKAKOYAKOT B ceOA acTeHMIo,
rON0BHY0 60/1b, KOTHUTUBHYIO AMCHYHKLMIO (TPYAHOCTU KOHLEHTPA-
LMK BHUMAHWA), AeNPeCccuio, TPEBOXHble paccTpoiictea [17-20]. Mpu
3TOM YacTOTa Pa3BUTUA XOTA Bbl OAHOTO NCUXMATPUYECKOTO CUMNTOMA
BapbupyeT oT 25 10 65% [21-23], YTO COOTHOCMUTCA C pe3y/bTaTaMu U
HaLLero nccnesfoBaHua.

Hanvune pake OAHOrO CMMNTOMA CYLLECTBEHHO OC/IOMHAET
JleYyeHne cepaeyHo-cocyAMCTbIX 3aboneBaHMin. bonbluas YyacTb uccne-
[L0BaTe/IbCKMX MPOEKTOB YNIOMUHAET O 3HAYUTENILHOM NMPEUMYLLECTBE
AHTUAENPECCAHTOB B JIeYEHUW TaKUX HapyweHui [24, 25]. Bo Bcex
0nyb/IMKOBaHHBIX K HACTOALLLEMY BPEMEHWN UCCNea0BaHMAX aroMena-
TUH BbIn 6e3onaceH, a 06t NPodKIb NEPEHOCUMOCTM NPEBOCXO-
[N CENEKTUBHbIE MHTMBUTOPLI 0BPATHOTO 3aXBaTa CEPOTOHUHA UK
CENEKTUBHbIE MHTMBUTOPLI 0BPATHOMO 3axBaTa CEPOTOHMHA WM HOpa-
ZpeHanuHa [26].

B HacToAwwem nccnenoBaHMM oLeHKa 3GPEKTUBHOCTM aromena-
TWHa A0Ka3aHa, OAHAKO rpynnbl CpaBHeHUA bblan Hebonblimne (n=22 u
n=16 COOTBETCTBEHHO), YTO ABAAETCA OrpaHWYeHMeM AaHHOro 3Tana
nccnefoBaHus.

Pe3ynbTaTbl NPOBEAEHHOO MCCNEA0BAHMA NO3BONAIOT 06PATUTDL
BHMMaHWE KAMHULMCTOB, Y4aCTBYIOLLMX B NIeYEHUM naumeHTos ¢ Al
Ha ¢oHe MKC, Ha [LOCTaTOYHO BbICOKUI PUCK Pa3BUTMA Y 3TUX BONb-
HbIX MCUXOKOTHUTUBHBIX PACcCTPOICTB, KOTOPbIE MOTYT CYLLECTBEHHO
OC/IOXKHUTb TEYEHWE U UCXOL AAHHOTO 3aboneBaHma. K KAMHUYECKM
0COBEHHOCTAM NCUXOCOMATUYECKMX paccTpoicTs npu MKC oTHocKTCA
UX NONMMOPOHOCTb CUHAPOMANBHOW CTPYKTYPbI C NPOABJAEHMEM KaK
TPEBOXKHO-ENPECCMBHOTO KOMMOHEHTA, TaK U KOTHUTUBHOW AMC-
GYHKLMM Ha GpoHE KOHTposimpyemol AT,

3AKNIOYEHUE

Y 60nbHbIX C KOHTPOMPYyemoit Al Ha poHe NepeHecEHHOM Kopo-
HaBMPYCHOMN MHEKL MK, Bbi3BaHHOM SARS-CoV-2, ycTaHoBNeHO bonee
TAMKENOEe TeyeHMe AenpPeccMBHOrO CMHAPOMA U Boee BblPaXKEHHbIM
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was seen in 32% of patients of Subgroup 2A, all of which were
having its mild manifestations, while in Subgroup 2B 94% of pa-
tients showed the signs of psychocognitive impairment (p=0.001),
among which 56% developed mild manifestations (p=0.014), and
38% — moderate ones (p=0,004) (Fig. 3).

DiIScCuUSSION

The 2020 National Institute for Health and Care Excellence
(NICE) guidelines indicate the following forms of COVID-19: acute
infection (signs and symptoms of COVID-19 last no more than
four weeks); ongoing symptomatic infection (signs and symptoms
of COVID-19 last 4-12 weeks); PCS (signs and symptoms that ap-
pear during or after COVID-19 infection are observed for more
than 12 weeks and are not explained by an alternative diagnosis)
[16]. The PCS includes 33 symptoms with ten possible course op-
tions, among which the psychopathological manifestation of the
syndrome is determined [16]. Long-term disorders of the nervous
system in PCS include asthenia, headache, cognitive dysfunction
(difficulty concentrating), depression, and anxiety disorders [17-
20]. At the same time, the frequency of development of at least
one psychiatric symptom varies from 25 to 65% [21-23], which
correlates with the results of our study.

The presence of even one symptom significantly compli-
cates the treatment of cardiovascular diseases. Most research
projects describe the significant benefits of antidepressants in
the treatment of these disorders [24, 25]. In all current studies,
agomelatine is shown as a safe medication with overall tolerabil-
ity profile superior to selective serotonin reuptake inhibitors or
selective serotonin-norepinephrine reuptake inhibitors [26].

In the present study, the effectiveness of agomelatine was
proven; however, the comparison groups were small (n=22 and
n=16) which is a limitation of this stage of the study.

The results of the study allow us to draw the attention of
clinicians involved in the treatment of patients with hypertension
on the background of PCS to a rather high risk of developing psy-
chocognitive disorders in these patients, which can significantly
complicate the course and outcome of the disease. The clinical
features of psychosomatic disorders in PCS include their polymor-
phic syndromic structure with the manifestation of both an anxi-
ety-depressive component and cognitive dysfunction against the
background of controlled hypertension.

TAXénble MKH heavy PCI

IT——
—

0% 10% 20% 30% 40% 50% 60%

M 6e3 aromenatuHa without agomelatine c aromenatvHom with agomelatine

Puc. 3 McuxokoeHuMugHble HapyweHus (MKH) y nayueHmos no wka-
ne SPMSQ 8 3asucumocmu om mepanuu a2omMesnamuHoOMm

Fig. 3 Psychocognitive impairment (PCl) in patients according to the
SPMSQ questionnaire depending on agomelatine therapy
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BaPUaHT KOTHUTUBHOW AnChYHKLMM. NpUMeHeH e aromenaTvHa npo-
[eMOHCTPUPOBaNno onpeaenéHHyto 3dpdeKTUBHOCTb, OLHAKO Manbli
06bEM BbIOOPKM NOBYKAAET NPOAOMKUTL UCCNEA0BAHNSA B 3TOM Ha-
npasneHnn. Takum 0bpas3om, CyLLeCcTBYET HEOOXOAMMOCTb ANTENb-
HOro HabntofeHWs 3a NauueHTaMmn nocie nepeHecéHHoro COVID-19
[ONA CBOEBPEMEHHOTO BbIABIEHWA A0NTOCPOYHbIX MCUXONOTMYECKUX
NOCNeACTBUIA, OTCYTCTBME KOTOPOTO ABUIOCH eLLE OAHUM OrpaHuye-
HWeM AaHHOrO UCCNeA0BaHUA.

CONCLUSION

In patients with controlled hypertension against the back-
ground of coronavirus infection caused by SARS-CoV-2, a more
severe course of anxiety and depressive syndrome and a more
pronounced cognitive dysfunction were established. The use of
agomelatine has demonstrated certain effectiveness, but the
small sample size encourages further research in this direction.
Thus, there is a need for a long-term follow-up of patients after
COVID-19 to timely identify long-term psychological consequenc-
es, the absence of which was another limitation of this study.
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