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[[Iupokoe HUCHOIB30BAHUE AHTUACTIPECCAHTOB B PA3IUYHBIX O0JIACTAX MEIUIMHEI M, KaK IIPABIIIO, [UIATEIEHBIC CPOKU
WX TIPUMCHEHUS 3aCTaBJISAIOT BCE Yalle TOBOPUTH O COOTHOLICHHU “‘TIOJIB3BI / PUCKA” MPH UX Ha3HaYeHUW. B dacTHO-
CTH, TIPUBJIEKAET OOJBIIIOE BHUMAHUE BOIPOC O TOM, B KAKOH CTENeHW MPUEM aHTUACTIPECCAHTOB CBS3aH C TOBBIIIIEC-
HHEM PUCKa CYHIIUAATBHOCTH. L{enpi0 MccineqoBaHUSA SBISIIOCH IPOBEIEHIE HECUCTEMAaTHYECKOro 0030pa 1 aHa-
JU3a JUTEPaTyphl HA TEMY CBS3HM aHTHUACTIPECCHBHON TEpaluyl M PHUCKa CyHIUAATHHOTO MOBEICHHA. Pe3ybTaTshl
MIPOAEMOHCTPHUPOBANIH, YTO OPUTHHAIHHBIE UCCIICIOBAHMS BBITIOIHEHBI C HCIOJIH30BaHNEM HEOIHOPOIHONW METOI0IIO-
THH 1 CONIPOBOKIAINCH MPOTUBOPSYUBHIMHU BBIBOIaMU. 110 OTHMM JaHHBIM, PHCK CYHIIHA IPH IPUMEHEHUH aHTHAC-
MIPECCAHTOB MOBBIILIAETCS B MOJIOZAOM BO3pacTe U Bo3pacte, crapiue 65 yneT. Bo3HUKHOBEHHE CYHIUAAIBHBIX MBICIEH
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MIPYU HA3HAYCHUU aHTHJCIPECCAHTOB PEAKO BCTPEUYACTCS Y B3POCIHBIX, U OOBIYHO UMEET TCHACHIIUIO K TPOTPECCUBHO-
My ocna0JieHuto B niepBbie 4-6 Hemens eueHus. K Hanbosee cTporuM mpeIuKTopaM BOSHUKHOBCHHUS CYUITUIATBHBIX
U7CH W TIOMBITOK CYUIUIA Ha (OHE Teparuy aHTUACIPECCAHTAMH OTHOCATCS TakKue ()aKTOPBI, KAK HAYAJIO TCPAIHH C
BBICOKHX 103, OTCYTCTBHE OTBETA Ha JICUCHUE, HAJIIYUE MOIBITOK CYUIH/Ia B IIPOILIOM, KOMOPOMIHAS COMaTHIECKas
MIATOJIOTHS U 3JIOYHOTpeOIeHHe IICUXOAKTHBHBIMH BEUIeCTBaMHU. B To e Bpems, psn ¢apMako - SIHISMHOIOTHYC-
CKHX HCCIICZIOBAaHHUH CBUACTEIHECTBYET O TOM, UTO JICUCHHE NETPECCHi C MPHIMEHEHHEM aHTHICTIPECCAHTOB B OCHOB-
HOM CHIDKaeT PUCK cyniuaa. KpoMe Toro, BCKpPBITHSA ¢ TOKCHKOJIOTHIECKUM BEISBIIEHHEM aHTHICIPECCAHTOB ITOKa3a-
JM, 9TO caMOyOHiicTBa Halle COBEpUIAIOT MAMEHTHI C eNpeccrell, He MPHHNMAIOIKE Tepamnuio. [IpruaiHaMu moBbI-
LIEHHs] TIOKa3aTeNed CYWIUAANBbHOCTU TOCJE Ha3HAUEHUsSl TEpaluM TakKe MOTYT SIBIATHCA COKPBITUE CYHUIIUIAHBIX
MBICTICH MAlMCHTaMU JI0 Havalla JICUCHHs U TMIIOJUArHOCTHKA OumnoispHoro addekTuBHOro paccrpoiicTea. B HacTo-
siiee BpeMsi PacTEéT YKCIIO CBEICHUN 00 YYaCTHH T'eHETHYCCKUX (PaKTOPOB M OMOJIOTHMYCCKHX CHUCTEM B (hOPMHUpPOBaA-
HUU pHUcKa cyunuja. IMeroTcs JaHHbe 0 PO B CyHIMIadbHOM NoBeneHuu renoB BDNF, NTRK2, MAPKI, CREBI,
CRHRI, TBX19, FKBP5, SKA2, CDHI10, CDHI12, CDHI13, CDHY9, DLKI, DLK2, EFEMPI1, FOXN3, IL2, LSAMP,
NCAMI1, NGF, u TBCID]. Ilo ganusiM MPT y nun ¢ cyunuiaabHbIM HOBEICHUEM U CaMOTNOBPEXKICHUSIMH OTMeua-
€TCS YMEHBIIICHHE CepOro BEIIeCTBA MO3Ta B OCTPOBKOBOW M3BHIJIMHE C IBYX CTOPOH, B IPaBOi HIDKHEH 710 0HOW M3BU-
JUHE U B IPYTHX COCETHHUX CTPYKTYPax, OTBETCTBCHHBIX 332 AMOIIMH M CaMOPETYJLIIHI0. Psn rccinenoBanmii cTaBmim
CBOCH IIENBI0 BEISIBUTH TCHETHYECKHE MapKephl aKTHBHU3AINK CYHIUAATBHOTO TIOBEACHUS TIPH MpHEME aHTHICTIPEC-
CaHTOB, OblIAa BBISABIEHA BOBJICYEHHOCTH reHOB GDA, CREBI, BDNF, NTRK2, GRIA3, GRIK2, ADRA2A, FKBPS,
IL28RA, PAPLN, TMEM138, CTNNA3, RHEB, CYBASC3 n AIMI. B 10O *e¢ Bpems, HAOEKHBIX OMOMapKEpOB MOKa
HET, U B HACTOSIMIEE BPEeMs BOIIPOC O POJH aHTHUACIPECCAHTOB B YBEIMUCHHH PHCKA CYHIHOA OCTAETCS OTKPBITHIM.
CornmanbHas 3HAYMMOCTb MPOOJIEMBI U OOJIBIION OOIIECTBCHHBIH PE30HAHC 3aCTABISIOT PErYIUPYIOIIME OPTaHbl IPH-
HUMATh B 3TOM CJIyd4ae MoCHelinbie pemeHus. s 6osee onpeaenéHHOro pelieHus BOMPOCca O BIMSHUM aHTHICTIPEC-
CAHTOB Ha PHUCK CyHIHAa HEOOXOMUMO IJIAHWPOBAHHE CIICHUAIBHBIX MACIITAOHBIX HCCICAOBAHHUNA, B KOTOPBIX IS
OOBCKTHBHOM OIICHKH CYHIMIATBHOW OMACHOCTH MPENapaToB IODKHBI YYUTHIBATHCS 3HAUYUTEIHHOE YUCIIO JIOMOTHH-
TENBHBIX KIMHAYECKHUX U COIHoAeMOorpaduyeckux GakTopoB (BO3PACT MAIUCHTA, TOJ, TSHKECTh JACIPECCHH, YIIOTPEO-
nerne [TAB, BeposSTHOCTH THArHOCTUYECKOW OMIMOKH, COONIONEHNE peXMMa TEpalrH), a Takke OMOJIOTHYECKUEe U
FEHETUYCCKHE MMOKA3aTEIIN.
Knioueswvie cnosa: cynuaonorus, caMOIIOBPEXKICHIS, aHTUICTIPECCAHTHI, ETIPECCHs, TCHETHKA

The first antidepressants appeared in clin-
ical practice about 60 years ago [1]. Since that
time, the market for these drugs has increased
significantly, and the scope of their clinical
application has also expanded significantly.
Currently, antidepressants are widely used not

IlepBble aHTUAETIPECCAHTHI OSIBUINCH B KIIMHUYECKOU
npakThke okoso 60 ner Hazax [1]. C Toro BpeMeHH pBIHOK
9THX NPENapaToB, 3HAYNUTEIBHO YBEIUYMIICS, a TaKKe Cy-
HIECTBEHHO PaCIIMpUIach cepa X KIMHHYECKOrO MpuMe-
HeHUs. B Hacrosmee BpeMs aHTUACTIPECCAHTHI IMIMPOKO

WCTONB3YIOTCS HE TOJBKO B TEPAlMU JEHPECCHU, HO U AJIS
JIeYeHHs PaCCTPONCTB TPEBOKHOTO CIIEKTPa, a TakkKe JpY-
TUX TICHXMYECKHX 3a00JieBaHWH, B CTPYKTYpPEe KOTOPBIX
OTMEYaeTcs JENpPecCHBHAs CHUMITOMaTHKa (OumnosispHoe
ad¢dextuBHOE paccrpoiictBo (BAP), mmzodpenwus, mmpo-
KM KpPYyr pacCTPOMCTB TPEBOXKHOI'O CIIEKTpa, HapyLICHUS
MUILEBOrO MOBEJACHUS U NPOY.). AHTHUAEIPECCAHTHI TAKXKE
aKTHUBHO TPHMEHSIOTCS B TEpalud HEBPOJOTMYECKUX H
coMaTH4YecKHX 3a00NieBaHMM, dYalle BCEro sl JICYCHUS
OoneBoit cummnromatuku [2]. bomee Toro, pactér 4mcio
JaHHBIX 00 3THOINATOreHETHYEeCKOi 00OCHOBAHHOCTH HC-
MOJIb30BAHUS AHTHUJICTIPECCAHTOB B TEPANIMA COMAaTHYECKUX
3aboneBanuii [3]. Kak oTBeT Ha 3TW TEHAECHINH B HEHpO-
ncuxo(apMakoJIOTUU CTAaHOBUTCSL BCE OoJiee MOIyJISIpHON
“HOMEHKJIaTypa, OCHOBAaHHAs Ha JAHHBIX HEHpPOHAyK™
(Neuroscience-Based Nomenclature, NBN), dakruuecku
Mpe/Iararonias 0TKa3aTbCs OT KAaTEropu3aliuy MCUXOTPOTI-
HBIX IIPENapaToB, 3aMEHHMB CYIIECTBYIOIIUE KaTErOpHu
(aHTHIETIPECCAHTHI, AHTUIICUXOTUKH, aHKCUOJIUTUKU H T.]I.)
ornuvcanueM NpodWiIs HEHPOXHUMUYECKUX IPPEKTOB TOTO
WM MHOTO TIpenaparta (XapakTep BIUSIHUS HA THIIBI PELer-
TOpPOB, TPAHCIIOPTEPOB MM IPYTUX 3BEHHEB CHHAITHYE-
cKoif mepenaun) [4].

only in the treatment of depression, but also
for the treatment of anxiety spectrum disor-
ders, as well as other mental illnesses, in the
structure of which there are depressive symp-
toms (bipolar affective disorder (BAD), schiz-
ophrenia, a wide range of anxiety disorders,
eating disorders, etc.). Antidepressants are
also actively used in the treatment of neuro-
logical and somatic diseases, most often for
the treatment of pain symptoms [2]. Moreo-
ver, the number of data on the etiopathogenet-
ic validity of the use of antidepressants in the
treatment of somatic diseases is growing [3].
As an answer to these trends in neuropsycho-
pharmacology, the “nomenclature based on
neuroscience data” (Neuroscience-Based No-
menclature, NBN) is becoming increasingly
popular. It offers to avoid the categorization of
psychotropic drugs, replacing existing catego-
ries (antidepressants, antipsychotics, anxiolyt-
ics and etc.) with a description of the profile
of the neurochemical effects of each drug (the
nature of the effect on the types of receptors,
transporters, or other links of synaptic trans-
mission) [4].

Such widespread use of antidepressants
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Crosib IIMPOKOE MCIIOJIB30BAHUE aHTUIEIPECCAHTOB B
pa3nu4HbIX OONACTSIX MENULMHBI WM, KaK MPaBWIO, IJIHU-
TEJIbHBIE CPOKM MX NPHUMEHEHMs 3aCTaBISIIOT BCE yallle
TOBOPUTh O COOTHOIIEHHH “TOJB3BI / pUCKA” TPH HUX
Ha3zHaueHWH. B uwacTHOCTH, mpuBiIekaeT OOJbIIOE BHUMA-
HUE BONPOC O TOM, B KakoW CTENEeHU NMpHUEM aHTHUJAEIIpeC-
CaHTOB CBSI3aH C IIOBBIIIEHHEM pPHCKa CYHIHUIAIbHOCTH.
Tak, FDA ocHOBBIBasCh Ha psA€ PaHIOMH3UPOBAHHBIX
kmandeckux ucnbitanuii (PKI) B 2004 . 00s13amo0 npowus-
BOAUTENCH AaHTHIENPECCAaHTOB pa3MEIlaTh Ha YIAaKOBKE
npenynpexIeHie O TMOBBIIICHUH PHUCKa caMOyOWHCTBa y
JeTed ¥ MOAPOCTKOB. BenmeacTBue 3THX NpeaynpexIeHHM,
KOJINYECTBO HAa3HAUCHUH aHTUACIIPECCAHTOB COKPATHIOCH
Cpeau TMalMeHTOB pa3HBIX BO3pAacTHBIX KaTeropuit [5].
BwMmecTte ¢ TeM, OrpaHMYEHHOCTh U IPOTHBOPEYUBOCTD JaH-
HBIX O CBSI3U NMpHEMa aHTUIETPECCAHTOB C CYMIINJANIbHBI-
MU MBICJISIMH, TIONBITKAMH U 3aBEPIIEHHBIM CYHLIUAOM, I10-
MPEXHEMY, HE MO3BOJISIET CIENaTh OAHO3HAYHOE 3aKIIoYe-
HHUE TI0 TaHHOMY Borpocy [6].

OT1o ompenenseT HEOOXOAMMOCTh pa3o0parbcs C Co-
MHEHUSIMH B TI0JIb3€ aHTHIEIPECCAHTOB MpH JEUEHUH Ta-
LUEHTOB, Y KOTOPBIX YK€ €CTh MJIM, BO3MOXHO, MOT'YT BO3-
HUKHYTh CyHLIUIAJIbHbBIC MBICIIN U IEPEKUBAHUSL.

O6mue cBeieHUs.

JlanHas Tema BIiepBble CTajla aKTUBHO OOCY)KIAaThCs B
npodeccuonansHoM coobmiectse B 2003 T., Korma aHanu3
nauuabeix PKU mokasan, 94To pucK CyUITUAAIBHBIX UACH WITH
MOTMBITOK CaMOYOHMICTBA y MOJIOABIX MAIMEHTOB, NPUHH-
MAIOIIUX aHTUACTIPECCAHTHI, YABAUBAETCS 110 CPABHEHUIO C
TEMH, KTO IPUHUMAET I1ane6o, 0JJHaKo HeHaMHOTo — ¢ 2%
B rpynmne mamne6o 1o 4% [7]. CymecTBeHHBIH HEIOCTaTOK
JAHHOTO aHanu3a ObUT B TOM, YTO COOOIIECHUsS O MOMIBITKaX
cynnuaa opanuck u3 PKU, G0mbIIMHCTBO KOTOPHIX HE OBI-
JIU HalleJIeHbl HAa M3yYeHUE CYUIMIAIbHOCTH KaK TaKOBOM.
Kax Obr To HU ObLTO, Tpenymnpexacans FDA u mmpokoe
ocBeneHue 31oit Temsl B CMU mpuBenu K ToMy, 4TO Bpauu
CTaJli Ha3HA4aTh MEHbIIE aHTHAETIPECCAHTOB JaXXe B TeX
CUTyauusx, Koraa 3To ObUI0 HEOOXOAWMO COTJIACHO MOKa-
3aHMAM K MIpUMEHEeHUuIo. bonee Toro, caMu manveHTHl CTa-
JIM OracaTtbCsi BO3MOXKHBIX MOOOUYHBIX 3(PQEKTOB HaHHOU
IpyIIbI IPEnapaToB U OTKa3bIBAUCH OT UX Npuéma [S].

Puck cymmmaa mpu NpUMEHEHHH aHTHACTIPECCAHTOB
0coOEHHO BEJIMK B MOJIOIOM Bo3pacte. HexgaBHuil ceTeBoit
MeTa-aHaJn3, KOTOPhIi BKItovan 34 uccnenoBanus ¢ 5260
ydyacTHUKaMH H 14 aHTHIenpeccaHTamu IJsl CpaBHEHHUS
3¢ GEKTUBHOCTH U TEPEHOCHUMOCTH aHTUACIPECCAHTOB Y
JIeTel W TMOAPOCTKOB, CTPAJAIONIUX JEHPECCHUBHBIM pac-
CTPOMCTBOM, BBISIBUI OTHOCUTEIBHOE TOBBIIIEHUE CYHIIH-
JMAIBbHBIX PUCKOB TpH TpuéMe BeHIa(aKkchHa, SCIUTAIIO-
mpaMa, MMHUIpaMHHA, TYJIOKCETHHA, (IyOKCeTWHa W ma-
pokcertuHa [8].

Bo3HuMKHOBEHME CYUIIMAAIBHBIX MBICIEN MpU Ha3Ha-
YEHUH aHTHJEIPECCAHTOB PEAKO BCTpEUAeTCs Y B3pPOCIbIX,
JJa’Ke €CJIM TaKOBbIE U BO3HUKAIOT, TO OOBIYHO OHU UMEIOT
TEHIICHIINIO K TIPOTPECCUBHOMY OCJIA0JICHHIO B TIEPBBIC 4-6
Hezaenb neueHns. K Hanbonee cTporuM MpeauKkTopam BO3-

in various fields of medicine and, as a rule,
long periods of their use make us speak more
often of the “benefit / risk” ratio for their pre-
scription. In particular, the question of the
extent to which the use of antidepressants is
associated with an increased risk of suicide is
drawing much attention. Thus, the FDA,
based on a series of randomized clinical trials
(RCTs) in 2004, ordered manufacturers of
antidepressants to place a warning on the
packaging about the increased risk of suicide
in children and adolescents. Due to these
warnings, the number of prescriptions of anti-
depressants decreased among patients of dif-
ferent age categories [5]. At the same time, the
limited and inconsistent data on the relation-
ship between the use of antidepressants and
suicidal thoughts, attempts and completed
suicide, still does not provide an unambiguous
conclusion on this issue [6].

This determines the need to deal with
doubts about the benefits of antidepressants in
treating patients who already have or may
have suicidal thoughts and feelings.

General information.

This topic was first actively discussed in
the professional community in 2003, when an
analysis of RCT data showed that the risk of
suicidal ideation or suicide attempts in young
patients taking antidepressants doubles com-
pared to those taking a placebo, but not by
much - from 2% in the placebo group to 4%
[7]. A significant drawback of this analysis
was that reports of suicide attempts were tak-
en from RCTs, most of which were not aimed
at studying suicide as such. Be that as it may,
FDA warnings and widespread media cover-
age have led doctors to prescribe less antide-
pressants even in situations where it was nec-
essary according to the indications for use.
Moreover, the patients themselves began to
fear possible side effects of this group of
drugs and refused to take them [5].

The risk of suicide with antidepressants
is especially high at young age. A recent net-
work meta-analysis, which included 34 studies
with 5260 participants and 14 antidepressants
to compare the effectiveness and tolerability
of antidepressants in children and adolescents
suffering from depressive disorders, revealed
a relative increase in suicidal risks when tak-
ing venlafaxine, escitalopram, imipramine,
duloxetine, fluoxetine and paroxetetine [8].

The occurrence of suicidal thoughts when
prescribing antidepressants is rare in adults,
even if they occur, they usually tend to weak-
en progressively in the first 4-6 weeks of
treatment. The most stringent predictors of
suicidal ideation and suicide attempts in the
context of antidepressant therapy include fac-
tors such as a lack of response to treatment,
previous suicide attepmts, and substance
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HUKHOBEHUS CYUIMIAIBHBIX UJCH U TOMBITOK CyHIIU/a Ha
(hoHE aHTHAETIPECCUBHOMN Tepamuy OTHOCATCS Takue (hak-
TOPBI, KaK OTCYTCTBHE OTBETA HA JICUCHHE, IMOMBITKUA CyH-
U2 B TPONUIOM M 3JI0YNOTPEOJICHHUE IMCUXOaKTUBHBIMU
BemiecTBamMu. Kpome Toro, Havano Teparuu ¢ BEICOKUX 103
AHTUACTIPECCAHTOB, BEPOSTHO, TAK)KE IMOBHIIIAET PUCK CY-
WIUAATBHBIX HJEH WITH MTOTBITOK cyurmaa [9].

C npyroii CTOPOHBI, IMEET MECTO BBICOKHH MOy~
OHHBIM PHCK CYIICCTBOBAaHUS CYMIIMJIAIBHBIX MBICIICH U
MONBITOK CYUIUAA Y JHOAEH C pacCTpOXCTBAMH HACTPOCHHUS
(mo 50%), a Taxke 3aBEpIIEHHBIX CYHIIMJOB Y JIFOJEH C
HACTOPHEH MEMPECCHBHBIX JMU3040B  (MIPHUOIU3UTEITHLHO
60%) [5]. Ilpn 3ToM GONMBIIMHCTBO (hapMaKOATTHIEMHUOIIO-
THYECKUX HMCCIIeIOBaHui, OoJjiee penpe3eHTaTUBHBIX, YeM
PKUW, neMOHCTpHPYIOT MOJOXHUTENbHBIA 3((heKT aHTume-
MPECCAaHTOB B OTHOIICHUU TPEAOTBpAIEHUS CaMOyOHICTB
[10]. Kpome TOTO, BCKPBHITHS C TOKCHKOJIOTHYECKUM BBISB-
JIEHUEeM aHTHIENPEeCCAaHTOB IMOKAa3bIBAIOT, YTO CaMOYyOHWH-
CTBa Yallle COBEPILIAIOT MAI[MEHTHI C JETPECcCUeii, He Tpu-
HUMaromye antuaenpeccanTsl [10].

Tak, mera-ananu3 M. Stone M COaBT. 10 JAHHBIM MC-
CJIEIOBATEIHCKUX MPOEKTOB (PapMaKOIOTHIECKIX KOMITa-
HUH, npeactaBieHHBIX FDA, BBISBAI HEOOINBIIOE TOBHI-
LICHWE PHUCKAa CYUIHMIAIGHOCTH B IJane0o-Tpymnme BO3-
pacTHOTO nuMama3oHa 25-64 roga (OTHOCHTENBHBIN PHUCK —
1:3) ¥ 3HaYUTENBHOE MOBBIIICHUE PUCKA B BO3pAcTe OT 65
u ctapiie (OTHOCHTENbHBIN puck — 2:7) [11]. IlomydeHnnbie
JaHHBIE HE COTJIACYIOTCS C pe3yJbTaTaMd JAPYTUX MeTa-
aHaJIM30B 0 JAHHOMY BOIPOCY M OBLIH MMOJBEPTHYTHI KPH-
THKE, TaK KaK psJ] Cly4aeB CyHIUIAIbHOCTH He OBLT BKITFO-
4y€H B IPpyNIy Tepanuu aHtuaenpeccantamu [12]. MHorue
ABTOPLI TAKKE 06’L$IBI/IJ'II/I O TOM, 4YTO J'I}O6BIC WHAOYCTpUalb-
HO-CITIOHCHPYEMBbIE UCCIIEIOBAHUS JTUIEHBI 00bEKTUBHOCTH
U HaMCPCHO MNPCYMEHbLIIAIOT JAaHHBIC O PHUCKE CyHIIMAalIb-
HOCTH, HaIIPUMep, 3aMeHss e€ B paboTax TEPMUHOM ‘“OMO-
[IMOHAJIbHAs JabmibHOCTE [13].

[MonoOHas mosieMuKa W pa3HOIIAcUsl BO MHEHHUSX 3a-
CTaBIIAIOT TOJPOOHEE HCCIIeI0BATh BBINIEYKA3aHHYIO IIPO-
6HeMy C BHUMATCJIbHBIM M3YUCHHUEM BCEX NOTCHIUAJIbHBIX
rpynn GakTopoB, KOTOPBIE MOTYT O00YCJIaBJINBATh B3aUMO-
CBSI3b TEPAINUU aHTHJIENPECCAHTAMHU U CYUIUIATHLHOCTH.

JuarHoctudeckue / KIMHUYECKHE GaKTOPHI.

OnHa W3 TNPUYMH TIOBBHIMIEHUS IIOKa3aTeNleld CyWIu-
OaJIbHOCTH II0CJIE HA3HAYCHUA TEpAIlMU MOXKET ABJIATHCA
HEIOCTaTOYHO JOCTOBEPHOE H3JIOKCHHE CBEICHUH Mally-
eHTamu 10 Havana jeueHus [14]. Tak, yacTh narnueHToB (B
OCOOCHHOCTH, MOJIOIOTO BO3pacTa) MOXET CKPBIBATh
HaJIMYUE CYWUIUAAIBHBIX MBICIICH W TCHICHIMNA TPH Iep-
BHUYHOM OCMOTpPE, TaK KaK OIlaca€TCsa CTUrMaTu3aluu H
cTaroHapHOro  JjiedeHus. [lockoibKy — OOJNBIIUHCTBO
OIPOCHUKOB OIICHKH PHCKA CYHIIH]Ia OCHOBAHO MPEUMYIIIC-
CTBEHHO Ha WH(OPMAIUH, PEIOCTaBIIEMON MalluEHTaAMH,
TO HH OJTHA M3 METOJIUK HE SIBJIICTCS B TAKHX CITydasx ao-
COJIFOTHO JJOCTOBEPHOM.

Take UMEIOTCS MPEANOI0KEHHUS, YTO 00jiee HU3KHIA
PUCK CyWIHJa B BEIOOpKAaxX MAI[ICHTOB, HE IOJYYAIOIIUX

abuse. In addition, starting therapy with high
doses of antidepressants is also likely to in-
crease the risk of suicidal ideation or attempt-
ed suicide [9].

On the other hand, there is a high popula-
tion risk of suicidal thoughts and suicide at-
tempts in people with mood disorders (up to
50%), as well as completed suicides in people
with a history of depressive episodes (approx-
imately 60%) [5]. Moreover, the majority of
pharmacoepidemiological studies, more repre-
sentative than RCTs, demonstrate the positive
effect of antidepressants in relation to the
prevention of suicide [10]. In addition, autop-
sies with toxicological detection of antide-
pressants show that depressed patients who do
not take antidepressants are more likely to
commit suicide [10].

For example, a meta-analysis of Stone et
al. based on the research projects of pharma-
cological companies presented by the FDA
revealed a slight increase in the risk of suicid-
ality in the placebo group of the age range of
25-64 years (relative risk — 1:3) and a signifi-
cant increase in risk for people aged 65 and
over (relative risk — 2:7) [11]. The data ob-
tained do not agree with the results of other
meta-analyzes on this issue and have been
criticized, as a number of cases of suicidality
were not included in the antidepressant thera-
py group [12]. Many authors have also an-
nounced that any industry-sponsored research
lacks objectivity and intentionally downplays
data on the risk of suicide, for instance, by
replacing it with the term “emotional lability”
[13].

Such controversy and disagreements in
opinions force us to study the above-
mentioned problem in more detail carefully
analyzing all potential groups of factors that
may determine the relationship between anti-
depressant therapy and suicidality.

Diagnostic / clinical factors.

One of the reasons for the increase in su-
icidal indices after the appointment of therapy
may be insufficiently reliable presentation of
information by patients before treatment [14].
So, some patients (especially young ones)
may hide the presence of suicidal thoughts
and tendencies during the initial examination,
as they fear stigmatization and inpatient
treatment. Since most suicide risk assessment
questionnaires are based primarily on infor-
mation provided by patients, none of the
methods is absolutely reliable in such cases.

There are also suggestions that a lower
risk of suicide in samples of patients not re-
ceiving therapy is associated with the fact that
the lack of treatment in such cases is associat-
ed with significantly less pronounced manifes-
tations of depressive symptoms, therefore, it is
incorrect to make such a comparison [15].
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TEparuio, CBA3aH C TeM, YTO OTCYTCTBHE JICUCHHUSI B TAKUX
ClIydasiX CONPSDKEHO CO 3HAYUTEIbHO MEHEE BBIPAKECHHBI-
MU TIPOSIBICHUSIMH JCTIPECCUBHON CUMIITOMATHKH, T03TO-
My MIPOBOJHTH NOAOOHOE CpaBHEHHE HEKOPPEKTHO [ 15].

Hannuue cynnuaanbHBIX HONBITOK HAa HAa4aJlbHBIX 3Ta-
nax Tepanuy aHTHIENpPeccaHTaMHd MOKET OBITh CBSI3aHO C
pa3BuTHeM MHBepcuH adderTa U CMEMIaHHBIX SIMU30/I0B Y
MAIMEHTOB C HEAMAarHOCTUPOBAHHBIM paHee OMIOISPHBIM
addexTuBHBIM pacctpoiictBoM (BAP) [16]. B To ke Bpewms,
HUMEIOTCS CBEIICHHUSA O TOM, YTO YHMCJIO CYHUUIOB MPH UHU-
UUalyy aHTUACTIPECCUBHON Tepanuy y manueHToB ¢ BAP
3HAYMMO BBIIIIE, YEM Yy MALMEHTOB C YHUIIOJIPHON Jenpec-
cueii [17].

Taxoke HM OIWMH aHTUACHPECCAHT HE IMOKa3al I0CTa-
TOYHOTO aHTUCYUIHAAIBHOTO 3(dekra B BHIOOpKaxX manu-
eHToB ¢ BAP, X014 1 00paTHbIil 3P PeKT (MOBIICHUE CYH-
UUAATFHOCTH) JUIS HUX Taroke oTMedeH He Obun [18]. Ilpm
3TOM HAJI0 YYHUTHIBATH, YTO AHTUICIIPECCAHTHI HE SBIISIFOTCS
npernapaTaMy MepBOro BHIOOpaA MPU JICUCHUH OHIONSPHON
JEeTIPpeccuy, a UX NPUMEHEHHE PEKOMEHAYETCS TOJIBKO B
COUYETaHWU C HOPMOTHUMHKaMH [19].

[Ipemaparom ¢ HamOoNbIIeH AHTUCYWIUAATBLHOW 3¢-
(hbeKTUBHOCTBIO y ManueHToB ¢ BAP 1o naHHbBIM psiaa uc-
CIICIOBaHMHA W MeTa-aHamm30B okaszajics jutuii [20]. Co-
[JIACHO TIOJIyYEHHBIM pe3yibTaTaM, PUCK CMEPTU OT CyH-
nuaa y manueHtoB ¢ BAP mpu ero amuTenbHOM mpuUMeEHe-
Huu cHmkaics [20]. B To xe Bpems, B apyrux paboTax
€CTh CBEJICHUS KaK O TOM, 4TO 1mojo0Hast 3(h(HeKTUBHOCTD Y
JUTHSL TPOSBISIETCS TOJILKO TMPHU COYETAHHOW Tepamuu ¢
anTHIEnpeccanTamu [21], Tak u 00 e€ orcyrcTBHHM [22].
Nmerorcs Takke cBelieHUS 00 aHTUCYMIMIAIbHOM d(dek-
TUBHOCTH y nauueHToB ¢ BAP BanbnpoaroB u xapbamase-
nuHa, HO WX 3(]dekT pacueHuBaercss Kak Ooyee HU3KUK
[16].

Hpyro#i knuHIYECKOW mpoOiIeMol, UMeroIeld OTHO-
HICHHE K B3aMMOCBSI3U aHTUJCTIPECCUBHON TEPaNK U CYH-
LUUAATBHOCTH, SIBIISIETCA JICUCHHE JCTIPECCUH Y MAlMEHTOB
¢ mu3odpenuneii. Tak mpeacTaBieHbl JaHHBIE O TOM, YTO
npuMepHo 1/4 crenmanictoB u3beraeT Ha3HAYCHHST aHTH-
JETIPECCAaHTOB y MAalMEHTOB ¢ MMM30(pEeHuel Iaxe npu
TSOKENBIX CIIyYasx JEMPEecCHH, TaK KaK OIacaeTrcs ycuie-
HUS TICUXOTUYECKOW CUMIITOMATHKH M NMpeoOiagaHus puc-
KOB HaJ| MOJIOKUTENbHBIM 3dekrom [23]. B To ke Bpems
uccnenoBanre 3PPEKTUBHOCTH MUTAIONPaMa B Teparuu
JeTIpeccuyl y MalueHToB ¢ mu3odpennedt u mumzoaddex-
THBHBIM PacCTPOWCTBOM IOKa3ajo, 4To K 12-i Hexene me-
YEeHUs! ayrMEHTalusl aHTUACHPECCAHTOM Bela K 3Ha4H-
TeNnbHO OoJiee HU3KUM MokaszarensaM no Ilkane O6e3nanéx-
voctu beka (Beck Hopelessness Scale) B cpaBHeHuH ¢
mwiame6o (4,21 nporus 4,98; p<0,05), Llkane InterSePT
cynraansaoit unearuu (17,7% mnporus 38,7%; p<0,005)
n nyHkty 3 “cymnmpansHocts” lllkaner penpeccun [a-
munbToHa (HAM-D) (14,4% npotus 22,6%; p<0,05) [24].

BaxHBIM acneKTOM BIMSHHA aHTHIEIPECCUBHOU Te-
pamnuu Ha PUCK CYUIHMIAA MOTYT OBITH COOCTBEHHO CTPYKTY-
pa 1 0COOEHHOCTH TedeHus Jenpeccuu. Tak UMETCs CBe-

The presence of suicidal attempts at the
initial stages of antidepressant therapy may be
associated with the development of affect
inversion and mixed episodes in patients with
previously undiagnosed bipolar affective dis-
order (BAD) [16]. At the same time, there is
evidence that the number of suicides during
initiation of antidepressant therapy in patients
with BAD is significantly higher than in pa-
tients with unipolar depression [17].

Also, not a single antidepressant showed
a sufficient antisuicidal effect in the samples
of patients with BAD, although the opposite
effect (increased suicidality) was also not
observed for them [18]. It should be borne in
mind that antidepressants are not the first
choice in the treatment of bipolar depression,
and their use is recommended only in combi-
nation with normotimics [19].

According to a number of studies and
meta-analyzes, lithium turned out to be the
drug with the highest antisuicidal efficacy in
patients with BAD [20]. According to the
results, the risk of death from suicide in pa-
tients with BAD with its long-term use was
reduced [20]. At the same time, in other works
there is evidence both that such effectiveness
in lithium is manifested only in combination
therapy with antidepressants [21], and its ab-
sence [22]. There is also evidence of antisui-
cidal efficacy in patients with BAD of
valproate and carbamazepine, but their effect
is regarded as lower [16].

Another clinical problem related to the
relationship between antidepressant therapy
and suicidality is the treatment of depression
in patients with schizophrenia. For example,
there reported to be approximately 1/4 of spe-
cialists avoid prescribing antidepressants in
patients with schizophrenia even in severe
cases of depression, as they fear increased
psychotic symptoms and the predominance of
risks over the positive effect [23]. At the same
time, a study of the effectiveness of cital-
opram in the treatment of depression in pa-
tients with schizophrenia and schizoaffective
disorder showed that by the 12th week of
treatment, antidepressant augmentation led to
significantly lower rates on the Beck Hope-
lessness Scale compared to placebo (4.21
versus 4.98; p <0.05), the InterSePT Scale for
suicidal ideation (17.7% versus 38.7%; p
<0.005) and paragraph 3 “suicidality” of the
Hamilton Depression Scale (HAM-D) (14.4%
versus 22.6%; p <0.05) [24].

An important aspect of the effect of anti-
depressant therapy on the risk of suicide may
be the proper structure and characteristics of
the course of depression. Thus, there is evi-
dence that about 30% of patients with thera-
peutically resistant depression (TRD) make a
suicidal attempt during their lifetime [25]. At
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JEHHUsI 0 TOM, 4To oKoio 30% MauueHTOoB ¢ TeparneBTuYe-
cku pesucteHTHOl menpeccueit (TP/]) coBepmaror B Tede-
HUE XU3HU CyMIMJANBHYIO MONBITKY [25]. B To ke Bpewms,
HCCIIEIOBAHUSl PUCKA CYHWLUHUIAIBHOCTH B ciy4yasx TPJ]
CBSI3aHBI TPEUMYIIECTBEHHO € He()apMaKoJIOTHIECKUMHU
METOJIMKaMU TMPEOJOJICHUS] PE3UCTEHTHOCTH, TAaKUMU Kak
AIEKTPOCYAOPOKHAS TEPAIHsl, TPAHCKPAHUATbHAS MAarHUT-
Hasg CTUMYJSIHS ¥ TIIyOOKas CTUMYIsus mo3ra [26].
JaHHbple TIO CyWIHMIOAIBHBIM pUCKaM (papmakoTepamnuu y
naureHToB ¢ TP/l mpakTHUYecku OTCYTCTBYIOT, KAaK IOJIa-
raf0T HUCCIENOBATENN, B CBSI3M C HEOOXOJMMOCTBIO JJIH-
TEIBHBIX CPOKOB HaOMIOAEHUS [26].

Bo3zpacTHo# (akTop, KOTOPBI YacTO YIIOMHHAETCS B
Pa3NUYHBIX paboTax MPH OLEHKE CyHIIUAATBHBIX MBICICH U
MIOTIBITOK, BEPOSITHO, CBSI3aH C TEM, YTO B IOHOCTH 4Yalle
BCTPEYAETCSI CBSI3b YNOTPEOJICHHS IICMXOAKTUBHBIX Be-
IIECTB W UMITyJIbCUBHOW arpeccuu ¢ aenpeccueit [S]. Ilpu
3TOM B psifie WCCIEeNOBaHUA HEe OBLUIO OTMEUYEHO, YTO BO3-
pactabie pazmmunst npu Tepanuu CHMO3C kakuM-nmubo o0-
Pa30M CKa3bIBAIMCH HA TIOBBIIIICHUN prcka cynnuma [15].

JononHuTenbHBIM (aKTOpPOM MOBBIIICHHUS PHCKA CYH-
IUAATEHOCTY TPY HATMYUA JACTIPECCHBHON CHMITTOMATHKH
SIBIIIETCSl coMaTndeckass komopouaHocts [27]. [Ipu aTom B
JaHHBIX CIlydasx OTMEYAeTcCsl TIOJIOKUTEIbHOE BIIHSIHHE
TEpanuy aHTUACTIPECCAHTAMH Ha TOTEHIMATBHBIA PHUCK
cyurnuaa. [lo nanaeM 11-1€THEr0 UTANTBIHCKOTO UCCIEO-
BaHUs, Y MAIUCHTOB C COMAaTHYESCKUMH 3a00JICBaHUSIMH 0e3
AHTHUJISTIPECCUBHON TEepaliy PUCK CYWIMIA TOBBIIIEH B 3
pasza, B TO BpeMs Kak y MalMeHTOB, MOJIy4YaBIIUX JeUeHHE,
3HAYMMOI'0 MOBBILIECHUS PUCKA HE OTMedalock [27]. ABTo-
pBI TaKKe OTMEYAlOT, YTO W3 COBEPIIMBIINX CYHMIIHIHYIO
MOTBITKY TOCTe HAa3HA4YEeHUS Kypca aHTHIENPECCaHTOB
mumib 11,5% cobmogany mpuéM Tepanuy B TeUEHUE Toja
JI0 HITU/ICHTA.

B nmreparype Taxke oTMedaercsi, 4TO, XOTS 3HA4YH-
TEJNBHOE YKCIIO UCCIIeIOBaHUH OBIJIO MOCBAIICHO MpodIeMe
B3aMMOCBSI3U CYMIUIAIBHOCTH M WHUIMALWU / TIPOBEc-
HUIO Kypca aHTHIEIPECCUBHOW TEpaIrv, CBEICHUS O BIIH-
STHUM OTMEHBI MIPerapaToB Ha PUCK CYHULIMAA MPEICTaBIECHBI
B 3HAUUTEIBHO MeHblIeH crenenu [28]. Tak, B peTpocnek-
TUBHOM HCCJIEJOBAaHUH BHIOOPKH U3 2,4 MUJIJIMOHOB TaIH-
€HTOB C JieTIpeccreil ObUI0 OTMEUEHO, YTO OTMEHA aHTHJIe-
[IPECCAHTOB C MOMpPAaBKON Ha TSXKECTh JIENPECCUHU, KOMOP-
OMIIHOCTD W COITyTCTBYIOIIHME TpEraparbl 3HAYUMO ITOBBI-
mana puck cyunmaa (OLL=1,61; P<0,05) [28]. B aTom xe
WCCIIEIOBAaHNH TIOBBILICHUE PUCKA CyHIIUAa OBUIO OTMEYe-
HO TpHW Havane aHtuzaenpeccuBHoi tepammu (OI=3,42;
P<0,05) u turpanmmm kak Ha mnoBsimeHue (OI=2,62;
P<0,05), tak u camkenne mo3el (OI=2,19; P<0,05). Ilpu
3TOM CTaOWJIBHOE PEryJsIpHOE HCIOJIb30BaHUE aHTHIE-
MPECCAHTOB, HANPOTUB, CHWXXAIO CYUIMIOAIBHBIA PHUCK
(0lI=0,62; P<0,001). B TO )€ Bpems, HEKOTOPEIE HCCIIe-
JIOBaHUS HE BBISBHIIIU PA3IUYUN MEXKIy PUCKAMU CYHUIIHIa
Ha (one npuéma Tepanuu U npu eé otmere [28]. Mutepec-
HO, YTO HEKOTOpHIE aBTOPHI NPEIOJAraloT, YTO YacToTa
OTMEHBI aHTHICTIPECCAHTOB U PUCK CYHIU/IA Y MAIEHTOB,

the same time, studies of the risk of suicidality
in cases of TRD are mainly associated with
nonpharmacological methods of overcoming
resistance, such as electroconvulsive therapy,
transcranial magnetic stimulation and deep
brain stimulation [26]. Data on the suicidal
risks of pharmacotherapy in patients with
turbojet are practically absent, the researchers
believe, due to the need for long periods of
observation [26].

The age factor, which is often mentioned
in works when assessing suicidal thoughts and
attempts, comes as a result of the common
connection between the use of psychoactive
substances and impulsive aggression with
depression in youth [5]. However, in a number
of studies, the age-related differences in the
treatment of SSRIs were not noted in any way
to be affecting the increased risk of suicide
[15].

An additional factor in increasing the risk
of suicide in the presence of depressive symp-
toms is somatic comorbidity [27]. Moreover,
in these cases, there is a positive effect of
antidepressant therapy on the potential risk of
suicide. According to an 11-year Italian study,
in patients with somatic diseases without anti-
depressant therapy, the risk of suicide is in-
creased 3 times, while in patients under treat-
ment there was no significant increase in risk
[27]. The authors also note that out of those
who made a suicide attempt after prescribing a
course of antidepressants, only 11.5% ob-
served taking therapy during the year before
the incident.

The literature also notes that, although a
significant number of studies have been de-
voted to the problem of the relationship be-
tween suicidality and initiation / administra-
tion of antidepressant therapy, information on
the effect of drug withdrawal on suicide risk is
presented to a much lesser extent [28]. So, in a
retrospective study of a sample of 2.4 million
patients with depression, it was noted that the
withdrawal of antidepressants, adjusted for the
severity of depression, co-morbidity, and con-
comitant drugs significantly increased the risk
of suicide (OS=1.61; P<0.05) [28]. In the
same study, an increase in the risk of suicide
was noted at the start of antidepressant thera-
py (0S=3.42; P<0.05) and titration both to
increase (0S=2.62; P<0.05) and to reduce
dose (OR=2.19; P<0.05). Moreover, stable
regular use of antidepressants, on the contrary,
reduced suicidal risk (OS=0.62; P<0.001). At
the same time, some studies did not reveal
differences between the risks of suicide when
taking therapy and when it was canceled [28].
Interestingly, some authors suggest that the
frequency of antidepressant withdrawal and
the risk of suicide in patients under the super-
vision of general practitioners may not be
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HaXOMSIIMXCA MO/ HaOJIIOACHUEM Bpadel oOIIel MpakTH-
KW, MOTYT OBITH CBSI3aHBI HE IPYT C APYTOM, a C TOJIXOAOM
K Ha3Ha4YeHMIO Tepamuu B 1enoM [28]. Tak cnenuamucTsl
o0miei npakTuku HazHayaroT Manbie 10361 CMO3C, onaca-
SICh pa3BUTH TOOOYHBIX 3D PEeKTOB M epemo3upoBku. Ox-
HaKO TakoW IMOAXOJ TepamuH BeIET K yXyALIEHWIO Tepa-
MEBTUYECKOTO TMPOTHO3a U (OPMHUPOBAHUIO 3aTSHKHBIX U
XPOHUYIECKUX JETPECCUBHBIX COCTOSHHM [3].
buonorndyeckue pakToOphl prcKa CyHIHaa.

[Tpu BcéM MHOTOOOpa3uy KIMHUYECKUX U APYTHX CTO-
POHHUX (AaKTOPOB, KOTOPBIE MOTYT OOYCIaBIMBATH BIUS-
HUE aHTHIEMPECCAaHTOB HAa PUCK CYHIHIA, HE MEHee BaK-
HYI0O pOjb B JaHHOM BOIPOCE MOTYT MIpaTh OMOJOTHYE-
CKHE acCIeKThl CYMIUJaJIbHOIrO MoBeAeHus. B Hacrosee
BpeMs PacTET YHCIO CBEJASHUA 00 yJaCTHH T€HETHYECKUX
(hakTOpoB W OHOJNOTHYECKHX CHUCTEM B (POpPMHpPOBAHHUU
pHUCKa CYUIUA.

CemeitHast OTATOMIEHHOCTh MO HAJUYMIO CyUIUAA Y
KPOBHBIX POJICTBEHHUKOB SIBIIICTCSI OJHMM M3 OCHOBHBIX
¢akTopoB ero pucka y nauuentos ¢ BAP [29]. Kpowme Toro,
MO JAHHBIM OJIN3HEIOBBIX HCCIIEOBaHMHA HACIIETyeMOCTh
CYHIIUIABHOTO TTOBeNEeHNUs cocTaBisteT okoio 40% [30].

B cBs3u ¢ mpenmnosiokeHUeM O 3HAUMMOW pOJIU cepo-
TOHHMHOBOW CHCTEMBI B Pa3BUTHH JETIPECCUN U CYUIUATb-
HOTO TIOBEJICHHS MTOAPOOHOE BHUMaHHUE OBLIO YAENEHO Te-
HaM, CBS3aHHBIM C METa0OIM3MOM W MEAMAaTOPHBIMU
(YHKIUSMHE CEpOTOHWHA (BapHaHTHl T€HOB MEPEHOCUMKOB
cepotonuHa -5- HTT nmu SLC6A44—, CEpOTOHUHOBBIX pe-
uentopoB (5-HT'1 - 5-HT7) u reHa tpuntodaH TUAPOKCH-
nasel -TPHI-) [31].

NmeroTcst Takke COOOIIEHUS O POJH B CYUITUAATEHOM
noBegeHun resa BDNF [32]. [TocMepTHble HccneqoBaHUs
nokazanu cHwkenue ypoBHs MPHK BDNF B mnpedpon-
TAJIbHOW KOpE W THHIIOKaMIIe KepTB cyunuaa. Hekoropsie
WCCIIEIOBAaHUS OTMEYAIOT B3aMMOCBS3h MEXIy BalMH-66-
MeTHOHUH (r56265) momumopdu3mom B rene BDNF u cyu-
nuaaIpHeIM oBeneHueM [33]. bomee Toro, ecTh ykazaHus
Ha CBs3b JIAHHOTO MOJUMOp(GHU3Ma C PSAAOM TMCHUXHUUECKUX
3a0oneBaHuil (B 4acTHOCTH, BAP ¢ OBICTpRIMEH LMKIAMH,
pU KOTOPOM OTMEUAIOTCA BBICOKHE MOKA3aTeNId CyHLIUAA)
[34]. dpyrum 3HAUMMBIM KaHIUAATOM JIJISI OIEHKH T€HETU-
YECKHX PUCKOB cyunmna ssisgercs reH BDNF-peuenropa
(HeUTPO(HHUYIECKOTO TUPO3UH KUHA3ZHOTO pelenTopa 2 TUlla
- NTRK2) [35].

K npyruMm reHaM, KoTopble HE HCCIEIOBAJIUCH IO-
IpOOHO, HO BEPOATHEE BCETO UTPAIOT ONMPEAETIEHHYIO POJIb
B ()OPMHUPOBAHUH CYHUIMIATHHOTO IMOBEIEHHUS, OTHOCATCS
red MAPKI (rs13515) uren CREBI (rs6740584) [36].

YuuteIBas posib cTpecca B MaTOreHe3e CyHIHIaIbHOTO
MOBe/IeHNUs, OOJIBIIOE BHUMAHUE YAETSIETCS TeHaM CHCTEM
CTpecc-pearnpoBaHus. Tak, BBISBICHO B3aUMOJEHCTBHE
nonumopdusma rena CRHRI (rs4792887) u cpeabl (mpe-
MMYIIECTBEHHOE HOCHUTENBCTBO Y MY)KUWH, COBEPIIHBIINX
CYyWLMJAIbHBIE TOMBITKH NpPU HHU3KOM YPOBHE CTpecca)

related to each other, but to the approach to
prescribing therapy as a whole [28]. So, gen-
eral practitioners prescribe small doses of
SSRIs, fearing the development of side effects
and overdose. However, this approach to ther-
apy leads to a worsening of the therapeutic
prognosis and the formation of protracted and
chronic depressive states [3].

Biological risk factors for sui-
cide.

With all the variety of clinical and other
external factors that may determine the effect
of antidepressants on the risk of suicide, the
biological aspects of suicidal behavior can
play an equally important role in this matter.
Currently, there is an increasing number of
information on the participation of genetic
factors and biological systems in the for-
mation of suicide risk.

Family burden of having blood relatives
with history of suicide is one of the main risk
factors for patients with BAD [29]. In addi-
tion, according to twin studies, the heritability
of suicidal behavior is about 40% [30].

Along with the assumption of the signifi-
cant role of the serotonin system in the devel-
opment of depression and suicidal behavior,
detailed attention was drawn to genes associ-
ated with the metabolism and mediator func-
tions of serotonin (variants of the serotonin-5-
HTT or SLC6A4— transporter genes, serotonin
receptors (5-HT1 - 5- HT7) and tryptophan
hydroxylase gene -TPH1-) [31].

There are also presented reports on the
role of the BDNF gene in the suicidal behav-
ior [32]. Post-mortem studies have shown a
decrease in BDNF mRNA in the prefrontal
cortex and hippocampus of suicide victims.
Some studies have noted the relationship be-
tween valine-66-methionine (rs6265) poly-
morphism in the BDNF gene and suicidal
behavior [33]. Moreover, there are indications
of the relationship of this polymorphism with
a number of mental illnesses (in particular,
BAD with fast cycles, in which there are high
rates of suicide) [34]. Another significant
candidate for assessing the genetic risks of
suicide is the BDNF receptor gene (neutrophic
tyrosine kinase receptor type 2 - NTRK2)
[35].

Other genes that have not been studied in
detail, but most likely play a role in the for-
mation of suicidal behavior, include the
MAPKI gene (rs13515) and the CREB1 gene
(rs6740584) [36].

Given the role of stress in the pathogene-
sis of suicidal behavior, much attention is paid
to the genes of stress response systems. Thus,
the interaction of the polymorphism of the
CRHRI1 gene (rs4792887) and the environ-
ment (predominant carriage in men who have
attempted suicide under low stress) [37] and
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[37] u HepaBHOBeCHasl Iepedada OT POIUTEICH IETIAM-
cyuquneHtam nonmumopdusma (ramotun CGA) Tpas-
CKpUNIMOHHOTO (hakTopa TBX19, perylIupyronero CHHTe3
AKTT, BMecTe ¢ Tako¥ 4epToil JIMIHOCTH, KaK HEHPOTH3M
[38]. B pabotax no rery FKBPS5, koqupylomeMmy 0elok u3
ceMeiicTBa HeWpoPWIUTMHOB, O00JETrYaroIui B3aUMOJCH-
CTBHE KOPTH30Ja C €r0 pPeHenTOpOM, BBISBIEHO, YTO OH
aCCOLIMUPOBAaH C CYHLHJANBHOW IMONBITKOW U 3aBEpUIEH-
HbIM cyuuuaoM [39]. B apyrom wnccrienoBaHuu MOKa3aHo,
YTO CTENEHb METUINPOBaHUsA reHa SKA2, B3auMoJIeHCTBYS
C BBIP@XKEHHOCTBIO CTpecca B paHHEM JIETCKOM BO3pacTe,
MpeICKa3bIBaeT PUCK CYHIMJAIBHOMN TOMBITKH B TEUCHHE
xu3Hu [40]. JlanHbli reH, KOAUPYIOMMK OeNOK-IIanepoH,
BIUSIONIVIA Ha COCTOSHUE PEIenTopa K KOPTHU30Iy, B aCCO-
WA C YPOBHEM KOpPTH30Ila B cioHe, Ha 80% mpencka-
3BIBACT MPOTPECCUIO CYUIMIAIBLHOTO MOBEACHUS (OT MBIC-
Jiel K TOMBITKaM U cyunuay [41].

B Oonee mo3mHWX WCCIIEOBaHUSAX, OCHOBAaHHBIX Ha
MOKMCKE IMUPOKOTCHOMHBIX aCCOLMAIUM, ObLI BBISABICH 00-
Jiee MUPOKHUK HAOOp TEHETHYECKUX MapKepOB, CBA3aHHBIX
C CYHIIIATBHOCTBIO. Tak, Ha OCHOBaHWH aHAIIN3a JaHHBIX
660 cemeil, B KOTOPHIX MPOOAH/ COBEPIIMI BEPUPHUIHPO-
BaHHbBIC W MOAPOOHO OXapaKTePH30BAaHHBIE CyHIIUIaIbHbIC
MIOTIBITKH, TPU IMHPOKOTE€HOMHOM CKAaHHUPOBAaHUH OBLIO
BEIsIBIIEHO Oosiee 590 accorumanmii, cpeny KOTOPBIX OKasa-
JIUCh B TOM 4YHCJI€ TEHbI, 3a/IeHCTBOBAHHbBIE B Ipoleccax
passutus [{THC, ummyHHMTETa, KIETOYHON aare3uu U MU-
rpanuu, B pabore Manbix ['Tda3z u cUrHaNBHBIX BHYTPH-
KJIETOYHBIX CHCTEM C Y4YacTHEM pELENTOPHBIX THPO3UH-
kuHa3 (BDNF, CDHI10, CDHI12, CDHI3, CDHY, CREBI,
DLKI, DLK2, EFEMPI, FOXN3, IL2, LSAMP, NCAM],
NGF, NTRK2 w TBCI1DI) [42].

I[louck TeHEeTHYEeCKHX MEXaHH3MOB MapagoK-
caibHOTO 3 (heKTa aHTHIEPECCAHTOB.

IlepBast, 1 HanbOonee JOTHYHAS THUIOTE3d, OOBICHSIIO-
masi CyMIUOTeHHbIN MOTEHINal aHTHAEIIPECCAaHTOB, CB-
3aHa ¢ UHIUBHUyaJbHBIMH T€HETUYECKHA 00YCIOBIECHHBIMU
pas3nuunsAMU B MeTabO0JIM3Me ATUX IPernapaToB B OpraHm3-
Me. B 3ToM ydacTBYOT MHIyNHOENbHBIE (PEepMEHTHEIE CH-
CTeMbI TIeUYeHH, OPUEHTUPOBAHHBIE Ha JETOKCHKAIINIO KCe-
HOOMOTHKOB — cemeiicTBo muToxpomoB P450 (CYP). K
HACTOALIEMY MOMEHTY HAaKOIUIEHO MHOYECTBO JAHHBIX
OTHOCHUTENIFHO POJIM TeHeTHYecKux mnoiumopduzmos CYP
y 4ernoBeka (M3BECTHO HECKOJIBKO JECATKOB T'€HOB, KOIH-
pyromux nzodopmsel ruroxpoma P450) s dapmakonuHa-
MUKH Pa3InYHbIX WHTHOMTOPOB OOpaTHOrO 3axBara Cepo-
touuHa (CHMO3C), a ciaemoBaTenbHO — IS PeATA3ANHA UX
TepaneBTHYECKUX M M000uHBIX 3ddekroB. Paspaborans
PEKOMEHJAIIN OTHOCHUTENIBHO KOPPEKIMH JTO3UPOBOK pas-
JUYHBIX TPEnapaTtoB B 3aBHCHMOCTH OT HAJMYHA T€HETH-
YyeckuX BapuaHToB reHoB CYP2D6, CYP2CI19 u pspa apy-
TMX LUTOXPOMOB, M3YY€HBl YPOBHU DPA3IMYHBIX AHTUC-
MIPECCAaHTOB B KPOBU B 3aBUCHMOCTH OT T€HOTHITOB, OJHAKO
JaHHBIX O TOM, KaK C (hapMaKOAMHAMUKON ITHX Ipernapa-
TOB CBSI3aHBI UX HeOiaronpusTHeie 3(Q(GEKTs OUYeHb Malo

unequal transmission from parents to suicidal
children of the polymorphism (haplotype
CGA) of the transcription factor TBX19 that
regulates the synthesis of ACTH along with
such a personality trait as neuroticism [38].
Studies on the FKBP5 gene that encodes a
protein from the neurophyllin family facilitat-
ing the interaction of cortisol with its receptor
revealed that it is associated with a suicide
attempt and complete suicide [39]. Another
study showed that the degree of methylation
of the SKA2 gene, interacting with the severi-
ty of stress in early childhood, predicts the
risk of suicidal attempts during life [40]. This
gene encodes a chaperone protein that affects
the state of the cortisol receptor, in association
with the level of cortisol in saliva, predicts
80% progression of suicidal behavior (from
thoughts to attempts and suicide [41].

In more recent studies based on the
search for broad-genomic associations, a wid-
er range of genetic markers associated with
suicidality has been identified. Thus, based on
an analysis of the data of 660 families in
which the proband made verified and recorded
suicidal attempts, a genome-wide scan re-
vealed more than 590 associations including
genes involved in the development of the cen-
tral nervous system, immunity, cell adhesion
and migration, in the work of small GTPases
and intracellular signaling systems involving
receptor tyrosine kinases (BDNF, CDHIO,
CDHI12, CDHI3, CDH9, CREBI1, DLKI,
DLK2, EFEMP1, FOXN3, IL2, LSAMP,
NCAMI1, NGF, NTRK2 and TBCD1) 42].

Search for genetic mechanisms of
the paradoxical effect of antidepressants.

The first and most logical hypothesis ex-
plaining the suicidogenic potential of antide-
pressants is associated with individual genet-
ically determined differences in the metabo-
lism of these drugs in the body. Inducible
enzyme systems of the liver oriented to the
detoxification of xenobiotics — the P450 fami-
ly of cytochromes (CYP) — are involved in
this. To date, a lot of data has been accumu-
lated regarding the role of CYP genetic poly-
morphisms in humans (several dozen genes
encoding cytochrome P450 isoforms are
known) in the pharmacodynamics of various
serotonin reuptake inhibitors (SSRIs) and,
therefore, in inducing their therapeutic and
side effects. Recommendations have been
developed regarding the correction of the
dosages of various drugs depending on the
presence of genetic variants of the CYP2D6,
CYP2C19 genes and a number of other cyto-
chromes, the levels of various antidepressants
in the blood have been studied depending on
genotypes, however, there is still scarce data
on how the pharmacodynamics of these drugs
cause their adverse effects [43]. In most cases,
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[43]. B GoNbIIMHCTBE CITy9aeB W3MECHECHHS KOHIICHTPAITUH
OTACTBHBIX aHTUIENPECCAHTOB B KPOBU JIHI C MEIJICHHBIM
WK OBICTPBIM METa0OJU3MOM CJIA00 KOPPEIMPYIOT C UX
no6ouHbIME 3¢ dexTaMu, Ooee Wi MeHee YOeIuTeNbHbIe
JMaHHBIE KaCAIOTCS JHIIb BO3MOXKHOCTH TIPEIYyIPEXKICHUS
HapyIIEHUH CEpACYHOTO PUTMA HIIM KPOBOTEUEHHH (B CHITY
BIUSHUS Ha CHCTEMY CEPOTOHHHA TPOMOOIMTOB), B TO
BpeMs, KaK JaHHBIX O BO3MOYXHOCTH KOPPEKIHUH CYHIIH-
JATbHBIX TCHACHIUN MpaKkTUYecku HeT [43].

B nmteparype umeercs pan padoT, B KOTOPBIX AeacT-
Csl TIOTIBITKA YCTAaHOBUTH T€HETHYECKHUE MapKephl, acCOIH-
WpOBaHHBIE C BIHUAHWEM aHTHICIPECCAHTOB HA CYHIIH-
JaTbHOCTh Ha OCHOBAaHHMHU COIIOCTaBICHUH MEXIy KOTOp-
TaMU TAIMEeHTOB C JETpeccuel, MPOsSBISIIONINX U He Tpo-
SIBITIONIUX YCWJICHWE CYHMIMIAIBHBIX MBICTIEH B Ipolecce
neueHue (treatment-emergent suicidal ideation, TESI u
treatment-worsening suicidal ideation, TWOSI). Cucrema-
THYECKUHA 0030p pe3yJbTaToB IIECTH (apMaKOoTeHEeTHUE-
CKMX HCCIICIOBAHUI MO JAaHHOW TEME, BBINIOJHEHHBIX C
2007 no 2009 r. omyOsukoBaH [44]. ABTOpHI, 0000IIUB
PE3yIbTaThl UCCIIEOBAHNUMN, TIPECTABIIIN JAHHBIE O YacTO-
T€ CYUIMIAIbHBIX (heHOMEeHOB — m3 obmiero gmcma (3231
naruenta) 13,1% (n=424) nponeMoHCTpHpOBAIN ycuUIle-
HUE PEHTHHIa CyHMUMAaIbHbIX MbIcied, 0,25% (n=8) co-
BEpLIWIN B mpouecce jedeHus: nonsltku u 0,12% (n=4) —
MOKOHYMWIU ¢ coOoii. UTO KacaeTcsi reHeTHYECKUX (haKTo-
poB, acconuupoBaHHbix ¢ TESI, To cpenn HUX BBISIBUIUCH
moyIMMOp(U3MBI B T€HaX, BOBICYEHHBIX B IIPOIECC TPaH-
ckpunumu (CREBI), neviponiporexunu (BDNF u NTRK?2),
[JIyTaMaTEPrUYECKON U HOPAIPEHEPTUYECKON HEHpoMean-
arun (GRIA3, GRIK2 n ADRA2A), TeHOB, CBS3aHHBIX C
CTpecc-pearnpoBaHieéM W UMMYHHBIM OTBETOM OpTaHU3Ma
(FKBP5 n IL28RA), a Tak)Ke y4acTBYIOIIUX B CHHTE3€ IJIH-
korpotenHoB (PAPLN) [44]. B To ke BpeMs, HccienoBa-
HUS TI0 TIOUCKY T€HETHUYECKUX MPETUKTOPOB PUCKA CYHUIIH-
JANBHBIX TEPeKUBAHUN Ha QOHE JIeUeHUs] aHTHICTIPECCaH-
TaMH YacTO He MOATBEPKAAIOT HAXOJKW JPYT Apyra W He
MIPUBENTN K YCTAHOBJICHUIO HAJIEKHBIX MapKepoB. ABTOPHI
0030pa MPU3HAIOT, YTO MCCIIEAOBaHUI TTOKAa HEIOCTATOYHO,
pa3IMYHbIC TPOEKTHI HCIOIb3YIOT HECOBIAIAIONINE OIHCa-
HUSl (PEHOTHIIOB, U B CBSI3M C 3TUM HECONOCTABHMBI, HE
BCErJa YUYUTHIBAIOT POJIb CTPECCa, COMYyTCTBYIOLIETO JIede-
HUIO, ¥ MCIIONB3YIOT Pa3InYHbIe TeHETHYEeCKUE CTPATEerHH
(TIOMCK TeHOB-KaHIUIATOB WU YHIT-THOPUIN3ANNS) U pa3-
JIYAIOIINECS CTATUCTHYECKHUE TIOAXOIBI.

B HeckoNBbKHX MOCIeOBaBIIMX BCJIEH 33 dTHM pado-
TaX, MOCTPOCHHBIX MO TMPHHIUITY MOWUCKA HIMPOKOTEHOM-
HBIX accouuanuid (genome-wide association studies,
GWAS) ObutM NpeanpuHATHI MONBITKH MOATBEPAUTH BBI-
SIBJICHHBIC paHee acconuarmu. Tak, B padote N. Perroud n
c0aBT. [45] 00BEKTOM UCCIIEOBAHUS BBICTYIIATH MMAITUSHTHI
C JeTpeccueil, MOoMyJaromue SCIUTAIONPaM U HOPTPUITHU-
JINH, KOTOphIe Ha 12-ii Hexene JICUSHUST OTMETHIIH yCHIIe-
Hue cyurunanbHeX Mbiciel (TWOSI). Crenens merpec-
CUM B JJaHHOM CITydac OIICHHBAJU C ITOMOIIbIO mkan ['a-

changes in the concentration of individual
antidepressants in the blood of people with
slow or fast metabolism weakly correlate with
their side effects, more or less convincing data
is presented only on the possibility of prevent-
ing heart rhythm disturbances or bleeding (due
to the effect thrombocytes have on the seroto-
nin system), while there is practically no data
on the possibility of correction of suicidal
tendencies [43].

There is a number of works in the litera-
ture that attempt to establish genetic markers
associated with the effect of antidepressants
on suicidality based on comparisons between
cohorts of depressed patients who show and
do not show increased suicidal thoughts dur-
ing treatment (treatment-emergent suicidal
ideation, TESI and treatment-worsening sui-
cidal ideation, TWOSI). A systematic review
of the results of six pharmacogenetic studies
on this topic, carried out from 2007 to 2009,
was published [44]. The authors, summarizing
the results of the studies, presented data on the
frequency of suicidal phenomena — out of the
total number (3231 patients), 13.1% (n=424)
demonstrated an increase in the rating of sui-
cidal thoughts, 0.25% (n=8) committed at-
tempts and 0.12% (n=4) — committed suicide.
As for the genetic factors associated with
TESI, among them polymorphisms were re-
vealed in the genes involved in the transcrip-
tion process (CREBI), neuroprotection
(BDNF and NTRK?2), glutamatergic and nora-
drenergic neuromediation (GRIA3, GRIK2
and ADRA2A), genes, associated with stress
response and the body's immune response
(FKBPS and IL28RA), as well as those in-
volved in the synthesis of glycoproteins
(PAPLN) [44]. At the same time, studies on
the search for genetic predictors of risk of
suicidal feelings during treatment with antide-
pressants often do not confirm each other's
findings and did not lead to the establishment
of reliable markers. The authors of the review
admit there are still not enough studies, vari-
ous projects use dissimilar descriptions of
phenotypes, and therefore are not comparable,
the role of stress associated with treatment is
not always taken into account, and different
genetic strategies (search for candidate genes
or chip hybridization) and different statistical
approaches are used.

In several subsequent studies built on the
principle of searching for genome-wide asso-
ciation studies (GWAS), attempts were made
to confirm previously identified associations.
For instance, in the work of N. Perroud et al.
[45] the subjects of the study were depressed
patients who were taking escitalopram and
nortriptyline and reported an increase in sui-
cidal thoughts (TWOSI) on the 12th week of
treatment. The degree of depression in this
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MHIBETOHA, beka m MoHTroMepu-Acoepr, Kakaas U3 KOTo-
PBIX COJCPXKUT BOIPOC O CYUIIUAAILHBIX MBICISIX. B aHa-
nu3e ucnonb3oBaHo Oojnee yem 500 teic. CHIL U3 811
nmanueHToB 244 coodupum 00 YCHIEHWH CYHIHIATBHBIX
nepexxkuBanuii. C 3TUM OOCTOATEIHLCTBOM CHJIBHEE BCETO
OBLI acCOIMHUPOBAaH MOJMMOP(GU3M, OJIM3KHI K TEHYy rya-
HuH-neamuHa3sl (GDA), KpoMe TOro, y ManydeHTOB, MOITy-
YaIOMUX ICIHUTAIIONPaM, OBLTIO HAlICHO B3aUMOJICHCTBHE C
TCHOM  PErYJISTOPHOH  CYOBCOUHMIIBI  TOTCHIIMAN-
3aBHCHUMOTO KaJIMEBOr0 KaHaja M ¢ OEJIKOM, BXOSIINM B
komruteke JIHK-3aBucumoit PHK-mommmepaser (KCNIP4 n
ELP3), a Takke ¢ reHaMH, KOJAUPYIONTIMH aIOIUIIONPOTE-
uH O 1 OeNoK, y4acTBYIOLIHMN B PETYIIALMN POCTa aKCOHOB
uerporutoB (APOO u RICS) [45]. Tlocne momomHUTENBEHO-
r0 aHalM3a TeHOB-KaHAWIATOB OBUIM BBIABIECHBI accOIHa-
IUMA eme C psmoM TeHoB, a uMeHHo: NTRK2, CCK,
YWHAE, SCN84A v CRHR2. Psin u3 3TUX T'€HOB paHee ObUIH
BBISIBJICHBI B CBSI3U C CYHIIHJAIBHBIM MTOTIBITKAMH.

B wuccnenoBanuu A. Menke u coaBt., [46] npuHsIH
yuactre 394 marmeHTa ¢ Aenpeccuei, u3 KOTopeix 32 oT-
METWJIA aKTyaIH3alHi0 CYWUIIUAATBHBIX MBICTEH (1Mo pe-
3yJbTaTaM OTBETa HA OJWH BOIIPOC MIKaIEI aenpeccun [a-
MUJIBTOHA), UX CPaBHUBAIM C TEMH, KTO HE MMEJ 3TOrO
cumnroma (n=329), a TaKke C MOATPYNIOH, Y KOTOPBIX
CYMITMIABHBIX MBICNIEH He Obu1o HuKorma (n=79). C me-
JIBIO TIOJTBEPKICHUS aHHBIX OCHOBHOM TPYIIIbI UCIOJIb-
30BajlM HE3aBUCHMYIO KIMHHYECKyI0 Koropry (n=501).
Amnanu3 ocHoBHOW Tpynnsl (o 371335 SNP) He BbIsBHI
HUKaKWAX accolmanuid, ogHako nposepka 79 CHII na nan-
HBIX HE3aBUCHUMOM TPYIIIbI BBISIBUIJIA ACCOLMAIMIO C TeHAMU
TMEM138, CTNNA3, RHEB, CYBASC3 n AIMI, xpome
TOrO, psii cribHBIX acconmaruii 661 ¢ CHII u3 Hekomu-
PYIOIUX MEXTEeHHBIX y9acTKoB [46]. Pesymbpratet GWAS,
YIOMSHYTBIX B 0030pe [44] He OBLIM MOATBEPXKIACHBI, O-
HaKO TONYYWIN TOATBEpKAeHHe acconuanuu ¢ GDA u3
JPyroro uccieaoBanus [45].

Takum o00pa3oM, HcceqOoBaHUs, HaNpaBICHHbIE Ha
YCTaHOBJICHHE T€HETUYECKUX IMPEAUKTOPOB aKTyaTH3alliH
CYWIIMJANGHBIX TEPeKUBAHUN Ha (OHE JIEUCHUs aHTHUJIC-
MpeccaHTaMy TalueHTOB C ap@EeKTHBHBIMU PacCTPOWi-
CTBaMH, TOKa HE MPUBEIA K YCTAHOBIICHUIO HAIEKHBIX
MapkepoB. B To e BpeMs, OHM BHECJIHM CBOH BKJIQJI, yKa3aB
KaK Ha y)K€ M3BECTHBIC I'CHBI, B TOM YHCJIC, PAHEC BBISB-
JICHHBIE B CBSI3U C CYHIUJAJbHBIMH IIONBITKAMH, TaK H
OUYepTHUB KPYr HOBBIX. HeoOXOomuMmbl nanbHEHIIne uccie-
JOBaHUs (apMaKOTCeHOMHUKU aHTHJIETIPECCAHTOB C aKIeH-
TOM Ha BO3MOXHBIE MapajoKcaibHble 3QHEKTH Y JIUI MO-
JIOJIOTO BO3pacTa, ¢ Oojiee AETaTbHOW KIMHUYECKOH WX
XapaKTePUCTUKOM, BKIIOYAs OIMCAaHUE CYUIUAAIBHOTO
MOBEJICHHSI.

HeiipoOuonorus caMmonoBpexIeHHUN.

CyununaibHple TOMBITKH, COTJIACHO WMEIOIIMMCS
JAaHHBIM, AaCCOIIMMPOBAHBI C HECYHIMJAIBHBIMA CaMO-
MTOBPEKACHUSAMHU, KOTOPHIC MOTYT B KIMHHUYECKOW MPAKTH-
Ke OBITh BOCIPHUHATHI KaK yrpo3a CyWIHIa, B TOM YHUCIIC

case was assessed using the Hamilton, Beck,
and Montgomery-Asberg scales, each of
which contains a question about suicidal
thoughts. The analysis used more than 500
thousand SNPs. Of the 811 patients, 244 re-
ported increased suicidal feelings. This cir-
cumstance was most closely associated with a
polymorphism close to the guanine deaminase
(GDA) gene; in addition, in patients receiving
escitalopram, interaction with the regulatory
subunit of the potential-dependent potassium
channel and with the protein a complex of
DNA-dependent RNA polymerase (KCNIP4
and ELP3), as well as with genes encoding
apolipoprotein O and a protein involved in the
regulation of axonal growth of neurocytes
(APOO and RICS) [45]. After an additional
analysis of the candidate genes, associations
were also identified with a number of genes,
namely, NTRK2, CCK, YWHAE, SCNSA
and CRHR2. A number of these genes were
previously identified in connection with sui-
cidal attempts.

The study by A. Menke et al. [46] in-
volved 394 patients with depression, 32 of
them reported actualization of suicidal
thoughts (based on the answer to one question
on the Hamilton depression scale). The com-
parison groups included patients who did not
report having this symptom (n = 329) and a
subgroup who had never had suicidal thoughts
(n = 79). In order to confirm the data of the
main group, an independent clinical cohort
was used (n = 501). The analysis of the main
group (based on 371335 SNPs) did not reveal
any associations, however, checking 79 SNPs
on the data of an independent group revealed
an association with the genes TMEMI138,
CTNNA3, RHEB, CYBASC3 and AIMI, in
addition, a number of strong associations were
with SNPs from non-coding intergenic regions
[46]. The results of the GWAS mentioned in
the review [44] were not confirmed, but they
were confirmed by the association with the
GDA from another study [45].

Thus, studies aimed at establishing genet-
ic predictors of the actualization of suicidal
feelings during antidepressant treatment of
patients with affective disorders have not yet
led to the establishment of reliable markers.
At the same time, they made a contribution by
pointing out both already known genes, in-
cluding those previously identified in connec-
tion with suicidal attempts, and outlining a
circle of new ones. Further studies of the
pharmacogenomics of antidepressants are
needed, with an emphasis on possible para-
doxical effects in young adults, with more
detailed clinical characteristics, including a
description of suicidal behavior.

Neurobiology of self-injuries.

Suicidal attempts, according to available
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MpH JICYEHWH JIEeTIpecCHH aHTuaenpeccantamu. Camo-
MTOBPEXACHUS B TIOJPOCTKOBOM BO3PAcTe€ MOTYT OBITH MPH-
3HAKaMH Pa3BUBAIOLIETOCS PACCTPOMCTBA JIMYHOCTH, WU
NPEANOChUIKAMY K CYHWLUJAIBHONW IOMBITKE M JaXKe K 3a-
BepiI€éHHOMY cyuuuay. Ho Ha ceronHAmHuiA 1eHb MMeeTcs
KpaifHe Majo IaHHBIX O CIECUU(PHUUYECKHX HAPYIICHHAX B
MO3TOBBIX CTPYKTypax Mpu JaHHOM ¢eHomene. Camo-
MOBPEKCHUS CBSI3BIBAIOT C a()EeKTHBHBIMU HAPYLICHUSIMHU
B BHJIy HEJJOCTaTKa KOPKOBOTO YIIPaBJIEHUS AIMOLUAMHU, KaK
MIpY TOTPAaHUYHOM PacCTPONCTBE JIMYHOCTH Yy B3POCIBIX.
[Ipu manHOM paccTpoiicTBe HAOMIOAAIOTCS CTPYKTYPHBIE U
(hyHKITMOHATBHBIE HAPYIIEHUS B HEKOTOPHIX (DPOHTANBHBIX
00JIacTSAX TOJIOBHOTO MO3ra: B TEpeaHEH MOSICHON Kope,
OCTPOBKOBOH [0JIe, AOpCOJIaTepaIbHON TMPedPOHTATHHOM
kope [47].

VY neBymiek ¢ 13 no 19 ner ¢ ucropueil camonospe-
XKAeHnH ObII0 OOHapykeHo, 1Mo gaHHbIM MPT, ymeHsbIre-
HHE CEpOro BEUIECTBA MO3ra B OCTPOBKOBOW H3BUIIMHE C
IBYX CTOPOH, B INPaBOi HIDKHEH JOOHOW HM3BWIMHE W B
JIPYTHUX COCEAHUX CTPYKTYpPax, OTBETCTBEHHBIX 332 SMOLIUU
u camoperynsauuio. Tak e ucciaenoBaTeNy 3aMeTHIIH, YTO
00BEM CEeporo BEIIECTBA B OCTPOBKOBOW M HIKHEH JTOOHOH
W3BWJIMHAX HAXOJAUTCS B OOPATHO MPOIMOPIMOHATIBHOM CBSI-
31 C 3MOLMOHAJILHOM JUCPETYJIALUEN, CBI3aHHOM C caMo-
omeukoii [47]. TlogoOHble M3MeHEeHMsI HAOMIOAATC U Y
JIUI] C TOTPAaHUYHBIM PAacCTPONCTBOM JIMYHOCTH.

Cucrema U-ONMUOUAHBIX PELEOTOPOB BOBJCYEHA HE
TOJILKO B TEepeKWBaHue (u3ndeckod Oonmu, HO U B 0OIb
COLIMAJIBHOM OTBEPKEHHOCTH, U SABIAETCS TOIXOSIIEH
LEJTBI0 TIPY MPOQUIAKTHKE CaMOyOHUHCTB [5].

B menom HecyuiuaanbHble CaMOTIOBPEXKICHUS SIBIIS-
FOTCSI CaMOCTOSITENIbHBIM SIBICHHEM, B OCHOBE KOTOPOrO
NeKaT CBOEOOpa3HbIE  IICHXOJOTHYECKHE MEXaHU3MBI
(Hampumep, CTPEMIICHHWE IOYYBCTBOBaTh 00Jb M “0XKH-
BUTB” ce0sl, UM CHATHh BHYTPEHHEE HaNpsHKeHHEe) U Helpo-
Oouonoruueckue HakTopsl, B CBS3H C YEM MPSIMOUN aHAIOTUH
MEKY 3TUM SIBICHUEM U CYULIUJIOM HET, UTO CIEAYET yUu-
THIBaTh IIPU JICUCHUU JEIPECCUN AHTUICIIPECCAHTAMHM.

Cyunun nepeno3upoBKON aHTHAEIIPECCAHTAMU.

Cpenu Tex HrofeH, KTO COBEpHIAET CYHLUZ, CaMbIM
pacnpoCTpaHEHHBIM NICUXUYECKUM PacCTPOMCTBOM SABJISIET-
ca aenpeccud. Kax/ipiii 4eTBEPTHIA NALUEHT C JIeNpeccuei
MBITAETCS MOKOHYUTH ¢ co0oH. 1o aTol mpuumnue G6e3omac-
HOCTPH TOBBIIIEHHBIX /103 aHTHAETIPECCAHTOB OYEHb Ba)KHA
U JOJDKHA YUYMTBHIBaThCA NMPU Ha3HAYEHUU U OTIyCKE ATHUX
JIEKaApCTBEHHBIX TpemapaToB. CaMblii BBICOKMA HWHIECKC
OIMaCHOCTH (YHCII0 CMEPTEH Ha THICSYY OTPABICHUN aHTH-
JernpeccaHTaMi) Yy aMOKCalliHa, MallpOTHJIMHA, AE3HIIpa-
muHa. Y Bcex CHMO3C u CHO3CuH wmnzaexkc omacHocTH
Hmxke, yeM y THA. Jlons cmepreil B 00ImeM KOJIUYECTBE
orpapnennii y CUO3C meHble, ueM y BeHiIadakcHHA U
MupTa3anuHa [8].

PykoBoactea FDA wu Opuranckoro HammonanbHOTO
WHCTUTYTa 3[PaBOOXPAHEHUS W MEIUIIUHCKOW TOMOIIN
PEKOMEHIYIOT BHUMATEJIbHO HAOII0NaTh 3a JCYCHUEM aH-
THJENIPECCAHTAMU CYUIUIAJIbHBIX MMALIMEHTOB WU MalEH-
ToB Miaie 30 JieT, ¢ KOHTPOJIBHBIM BH3UTOM 4epe3 Hele-

data, are associated with non-suicidal self-
harm, which can be perceived as a suicide
threat in clinical practice, including when
treating depression with antidepressants. Self-
harm in adolescence can be a sign of a devel-
oping personality disorder, or prerequisites for
a suicidal attempt and even a completed sui-
cide. But today there is very little data on
specific disfunction in brain structures accom-
panying this phenomenon. Self-injuries are
associated with affective disorders in view of
the lack of cortical control of emotions, as in
borderline personality disorder in adults. In
this disorder, structural and functional disor-
ders are observed in some frontal areas of the
brain: in the anterior cingulate cortex, islet
lobe, and the dorsolateral prefrontal cortex
[47].

For females aged from 13 to 19 with a
history of self-harm, MRI revealed a decrease
in the gray matter of the brain in the insular
gyrus on both sides, in the right lower frontal
gyrus and in other neighboring structures re-
sponsible for emotions and self-regulation.
Researchers also noted that the volume of
gray matter in the insular gyrus and lower
frontal gyrus is inversely related to emotional
dysregulation associated with self-assessment
[47]. Similar changes are observed in individ-
uals with borderline personality disorder.

The system of p-opioid receptors is in-
volved not only in experiencing physical pain,
but also in the pain of social rejection, and is a
suitable goal in the prevention of suicide [5].

In general, non-suicidal self-harm is an
independent phenomenon, which is based on
peculiar psychological mechanisms (for ex-
ample, the desire to feel pain and “revive”
oneself, or relieve internal stress) and neuro-
biological factors, and therefore there is no
direct analogy between this phenomenon and
suicide, which should be considered when
treating depression with antidepressants.

Suicide by overdose of antide-
pressants.

Among those who commit suicide, de-
pression is the most common mental disorder.
Every fourth patient with depression is trying
to commit suicide. For this reason, the safety
of high doses of antidepressants is very im-
portant and should be considered when pre-
scribing and dispensing these drugs. Amoxap-
ine, maprotiline, desipramine have the highest
hazard index (deaths per thousand poisonings
by antidepressants). The hazard index of all
SSRIs is lower than that of the TADs (tricy-
clic antidepressants). The proportion of deaths
in the total number of poisonings in SSRIs is
less than in venlafaxine and mirtazapine [8].

Guidelines from the FDA and the British
Institute for Medical and Health Care recom-
mend that you closely monitor antidepressant
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JIO Tocjie Havyajla MPUMEHEHHsT HOBOTO aHTHIEIPEcCaHTa.
WnTepHeT-pecypcbl M MPUIOKEHUS AN CMapT(OHOB B
OmmwkaiimieM OyAymieM TIO3BOJIAT IOBBICHTH KauecTBO
HaOJIoACHUS 32 MAlMEHTaMH U3 TPYIIBI pUckKa [S].

Omnpenen€HHbIE TAKTUKN BEACHUS MALUEHTOB C BBHICO-
KHM PHCKOM CYHMIHJa 3aCiy>KHBAaIOT OoJiee MPHUCTAIBHOTO
n3ydenus. Hanpumep, koMOuHaLus JUTHS WIM AHTUIICH-
XOTHKOB C aHTHETIPECCAaHTAMH WJIN ITOYTH MTHOBEHHBIN U
panuKanbHBIA aHTHUCYMLIWAAIbHBIA 3()(eKkT HU3KHX 103
KeTamuHa [5].

3aKkJOUYeHHE.

B Hacrosiiee BpeMmsi BOIPOC O POJIM aHTUAEIPECCAH-
TOB B YBEJIIMYEHUHM PUCKA CYHLUAA OCTAETCS OTKPBITHIM.
CornmanpHasi 3HAYUMOCTh MPOOJIEMbI U OOJIBIIOH 0OIIIe-
CTBEHHBIH PE30HAHC 3aCTaBISIOT PEryJUPYIOIIUE OPraHbl
MPUHUMATH B 3TOM CiIy4Yae IOCIENIHbIe pemeHus. [IpuHs-
THE 3THX PpEIICHUHA OCHOBBIBAETCSI HA HCCIIEAOBAHUSAX,
[JIABHOM LIENIBI0 KOTOPBIX HE SBIISETCS aHAIW3 3TOH MOpo-
OnemMbl Kak TakoBOW, a oleHKa 3(P(eKTUBHOCTH HOBBIX
[penapaToB, MOAYMHSAIOLIASACA ONPEACIEHHBIM CTaHAAp-
Tam. Pe3ynbTar — mpenynpekIeHne O MOBBIIIEHHOM PHCKE
cyntupa. “Black label” B ompenenénnoii crernenun yxymra-
€T CUTYyalLuIO, BbI3bIBas ONACEHUS Bpayel NpH Ha3HAYCHUHU
AQHTUACTIPECCAHTOB, U OTKA3 MAIUEHTOB OT UX MpHEMa. ITO
BeAET K OTCYTCTBHIO HEOOXOAUMOW Tepanuu y MalueHTOB
C JlenpeccHei, YTo MOXKHO paccMaTpUBaTh Kak MOTEHIIU-
albHOE (OPMUPOBAHHE XPOHHYECKHX JICTIPECCUBHBIX CO-
CTOSTHUM, IPY KOTOPBIX HE TOJBKO yXy/IIAETCS TEPareBTH-
YeCKHIl TIPOTHO3, HO U YBEJIMYUBAETCS PUCK CYHITU/IA.

s oTBeTa Ha BOIIPOC O BIMSHHUM AHTHUICTIPECCAHTOB
Ha PUCK CyHIIMAAa HEOOXOJMMO IUIAHUPOBAHUE CIICIHAIb-
HBIX MacIITaOHBIX HCCIEAOBAaHHUN, B KOTOPBIX JJISI 0OBEK-
TUBHOM OLIEHKM CYHWLUJAIBHOW ONAacHOCTH IpernapaToB
JIOJDKHBI YUUTBIBATHCS 3HAYUTENBHOE YUCIIO JIOTIOIHUTEIb-
HBIX KJIMHUYECKUX M conuoaeMorpaduueckux (hakTopos
(Bo3pacT manueHTa, 1o, TSHKECTh JETPeccHH, yrnoTpedie-
nue [TAB, BeposSTHOCTh AMAarHOCTUYECKON OIIMOKH, CO-
OMoZIeHUE peXuMa Tepaluu), a Takke OHOJOrHYecKue U
TeHETHUECKHE TToKa3zaTenu. [IpoBeaeHne Takiux nuccienoBa-
HUM OyleT OCHOBaHHMEM JJsl BBIACICHHS KIMHUYECKH U
Onosornueckd 000CHOBAHHBIX TPYII PUCKA U MOKET CIIO-
cOOCTBOBaTh KaK OINTHMHU3AIMHM HCIOJIH30BAHUS AHTHJIC-
MPECCUBHOM Tepanuu, Tak U 0ojiee AeTATbHOMY H3YUYEHUIO
MIPOGIIEMBI.

treatment involving suicidal patients or pa-
tients under 30 years of age with a follow-up
visit a week after the start of a new antide-
pressant. Internet resources and applications
for smartphones in the near future will im-
prove the quality of observations of patients at
risk [5].

Certain treatment tactics for high suicide
risk patients require closer study. For exam-
ple, a combination of lithium or antipsychotics
with antidepressants or almost instantaneous
and radical antisuicidal effect of low doses of
ketamine [5].

Conclusion.

To date the question of the role of anti-
depressants in increasing the risk of suicide
remains open. The social significance of the
problem and the great public outcry force
regulators to make hasty decisions in this case.
These decisions are mostly based on research-
es, the main purpose of which is not to ana-
lyze this problem as such, but to evaluate how
effective this or that drug is depending on
certain standards. The result comes in the
form of a warning about the increased risk of
suicide. The “black label” makes the situation
worse to some extent as it increases fear in
doctors when prescribing antidepressants and
provokes patient to refuse to take them. As a
result patients with depression lack necessary
therapy, which can be considered as a poten-
tial formation of chronic depressive conditions
in which not only the therapeutic prognosis
worsens, but the risk of suicide also increases.

To answer the question about the effect
of antidepressants on the risk of suicide, it is
necessary to plan special large-scale studies in
which for an objective assessment of the sui-
cidal risk of drugs besides a significant num-
ber of additional clinical and socio - demo-
graphic factors (patient age, gender, severity
of depression, use of surfactants, and faith -the
diagnostic error, compliance with the treat-
ment regimen), biological and genetic indica-
tors should be taken into account as well. Car-
rying out such studies will be the basis for
identifying clinically and biologically justified
risk groups and can help both optimize the use
of antidepressant therapy and contribute to a
more detailed study of the problem.
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DO ANTIDEPRESSANTS INCREASE THE RISK OF SUICIDE?
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Abstract:

The widespread use of antidepressants in various areas of medicine and the long duration of treatment have led to
discussions on the relationship between effectiveness and different risks of their prescription. In particular, the extent
to which taking antidepressants is associated with an increased risk of suicide is a matter of great attention. The aim of
the study was to conduct a non-systematic review and analysis of the literature on the relationship between antidepres-
sant therapy and the risk of suicidal behavior. The results showed that the original studies were conducted using a
heterogeneous methodology and were accompanied by contradictory findings. According to one data, the usage of
antidepressants increases the risk of suicide at a young age and above 65 years of age. The emergence of suicidal
thoughts in adults when prescribing antidepressants is rare and usually tends to progressively weaken during the first
4-6 weeks of treatment. The most severe predictors of suicidal ideation and suicide attempts during antidepressant
therapy include such factors as starting therapy with high doses, lack of response to treatment, past suicide attempts,
comorbid systemic disease and substance abuse. At the same time, a number of pharmacoepidemiological studies sug-
gest that antidepressant treatment of depression mainly reduces the risk of suicide. In addition, autopsies with toxico-
logical detection of antidepressants have shown that suicides are more often committed by those patients with depres-
sion, who are not taking therapy. Suicidality rates may also increase after therapy is prescribed due to the fact that
patients may hide their suicidal thoughts before treatment, and doctors often fail to diagnose bipolar affective disorder.
There is now a growing body of evidence on the involvement of genetic factors and biological systems in the devel-
opment of suicide risk. There are data on the role of BDNF, NTRK2, MAPKI, CREBI, CRHRI, TBX19, FKBP5,
SKA2, CDHI10, CDHI12, CDH13, CDHY, DLKI, DLK2, EFEMPI1, FOXN3, IL2, LSAMP, NCAM1, NGF, u TBCIDI
genes in suicidal behaviour. According to MRI data, a decrease in brain grey matter in the insular gyrus on both sides,
in the right lower frontal gyrus and in other surrounding structures responsible for emotions and self-regulation is ob-
served in persons with suicidal behaviour and self-harm. A number of studies aimed to identify genetic markers of the
activation of suicidal behavior when taking antidepressants, and the involvement of genes GDA, CREBI, BDNF,
NTRK?2, GRIA3, GRIK2, ADRA2A, FKBPS5, IL28RA, PAPLN, TMEM138, CTNNA3, RHEB, CYBASC3 and AIMI was
revealed. At the same time, there are no reliable biomarkers yet, and the role of antidepressants in increasing suicide
risk remains open. The social significance of the problem and the great public response force regulators to make hasty
decisions in this case. To more definitely address the impact of antidepressants on the risk of suicide, it is necessary to
plan specialized large-scale studies that should take into account a significant number of additional clinical and socio-
demographic factors (age of the patient, sex, severity of depression, substance use, the probability of diagnostic error,
compliance with the therapy regime), as well as biological and genetic indicators for an objective assessment of the sui-
cidal danger of drugs.
Keywords: suicidology, self-harm, antidepressants, depression, genetics
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