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]_HI/IpOKOC HCIOJIb30BaHUC aHTUACTIPECCAHTOB B Pa3JIMYHBIX obmactax MCIWIUHBI U, KaK IPABUJIO, JJIUTCIbHbBIC CPOKH
UX IIPUMCHCHHUA 3aCTABJISIIOT BC€ yare TOBOPUTH O COOTHOULICHUU “IONB3LI / pI/ICKa” Ipyu UX HA3HAYCHUU. B ugactHO-
CTH, IPUBJICKACT 0OJIBIIOE BHUMAaHHE BOIpOC O TOM, B KaKOM CTCIICHH HpI/IéM AHTUACTIPCCCAHTOB CB3aH C IMOBLIIICHU-
€M pHuCKa CYHIUAaJIbHOCTH. ]_[GJ'ILIO HCCICAO0OBaHUA ABIAIOCH NIPOBEACHNE HECUCTEMATUYCCKOT'O 0630pa " aHaJiu3a
JIMTEPATYpPhl HA TEMY CBS3U aHTHﬂerCCCI/IBHOﬁ TEepalr U pyUCKa CYMIUAAJIBHOI'O MMOBECACHUS. Pe3yJ’II)TaTLI npojae-
MOHCTpPHUPOBAJIN, YTO OPHUI'MHAJIbHBIC HMCCJIEAO0BAHUS BBIIIOJIHEHBI C MCIIOJIb30BAHUEM H€0IlHOp0I[HOI>i METOAOJIOTMH U
COIIPOBOXKAAIINCHE TPOTUBOPEYUBBIMU BbIBOJAAMMU. ITo OAHUM JAaHHBIM, PUCK CyHIIMJa NPpU NMPUMEHCHUN aHTUACTIPEC-
CAaHTOB IMOBBLIMIACTCA B MOJIOAOM BO3pacTe U BO3PACTC, CTApLIC 65 ner. Bo3HukHOBEHUE CynuaajabHbIX MBICIIEH apu
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Ha3HAYeHHH aHTHICIIPECCAHTOB PEIKO BCTPEUAETCS Y B3POCIHBIX, M OOBIYHO MMEET TEHICHIMIO K HNPOIPECCHBHOMY
ociabiieHuto B repBbie 4-6 Hexenb edyeHus. K Hanbonee cTporuM npeiMKTopaM BO3ZHUKHOBEHHS CYHLIUAANBHBIX HIeH
Y TONBITOK CyHIU/A Ha (oHE Tepanuy aHTHICTIPECCAHTaMH OTHOCSATCS Takue (pakTopbl, KaK HA4ao TEPaIHu ¢ BBICO-
KUX 7103, OTCYTCTBHE OTBETa Ha JICYCHHUE, HaJIMYHE MONBITOK CYHIU/IA B IIPOIILIOM, KOMOPOHUIHAS cOMaTniecKas maro-
JIOTHSL U 3JI0YNOTpeOsieHne NMCHXOaKTUBHBIMU BelleCTBaMH. B To ke Bpems, psa (papMako - SMHIEMHOIOTHYECKHUX
HCCJIEZIOBAaHNI CBUIIETENBCTBYET O TOM, YTO JIEYEHHE ACHPECCHil C NMPUMEHEHHEM aHTHAEIPECCAHTOB B OCHOBHOM
CHIKaeT pUCK cyuuuna. KpoMe TOro, BCKPBHITHS ¢ TOKCHKOJIOTMYECKHM BBISBICHHEM aHTHICIPECCAHTOB IMOKAa3aly,
YTO caMOYOMICTBA Yallle COBEPIIAIOT MALMEHTHI C ACTPEccUeil, He IPHHUMAaloIue Tepanuto. [IpuunHaMu moBbIIICHUS
ToKazaTesaell CyMIMIaJbHOCTH IOCIE Ha3HAUCHUS! TEPalHUU TaKXKe MOTYT SBISTHCS COKPBITHE CYMUUIHBIX MBICICH
MalMeHTaMu J0 Havaja JISYeHHs] U THIOAMArHOCTHKa OunosspHoro ad(eKTHBHOTO paccTpoiicTBa. B Hacrosmee Bpe-
Ms pacTE€T YMCIIO CBEJCHUH 00 y4acTHH T€HETHYECKUX (PaKTOPOB M OMOJIOTMUECKHX CHCTEM B (DOPMHUPOBAHHU pHCKa
cyuina. Mmerorest manHbie 0 poiu B cymiuaaibHoMm moBeneHun reaoB BDNF, NTRK2, MAPK1, CREB1, CRHR1,
TBX19, FKBP5, SKA2, CDH10, CDH12, CDH13, CDH9, DLK1, DLK2, EFEMP1, FOXNS3, IL2, LSAMP, NCAM1,
NGF, u TBCIDI. Tlo pnanneiMm MPT y muil ¢ CyurnuaanbHBIM IOBEIEHHEM M CAMOIOBPEKACHUSAMH OTMeuaeTcs
YMEHBLIEHHE CEPOro BELIECTBAa MO3ra B OCTPOBKOBOI U3BHIIMHE C IByX CTOPOH, B IPABOM HIDKHEH JIOOHOM U3BUIIMHE 1
B JIPYI'HX COCEIHUX CTPYKTypax, OTBETCTBEHHBIX 3a SMOLMH W CaMOpPETYISIIMIO. Psii uccienoBanuii craBuwin CBOCH
LENbI0 BBISIBUTH '€HETHYECKHE MapKepbl aKTUBH3ALUH CYWUIMAATGHOTO MOBEACHHS IPU NMpUEME aHTUICIPECCAHTOB,
Onl1a BoIsBiIeHa BoBiIeuénHocTh renoB GDA, CREB1, BDNF, NTRK2, GRIA3, GRIK2, ADRA2A, FKBP5, IL28RA,
PAPLN, TMEM138, CTNNA3, RHEB, CYBASC3 u AIMI. B To xe BpeMs, HaA&KHBIX OMOMapKepoB IIOKa HET, U B
HACTOsIIIEe BPEMs BOIIPOC O POJIM aHTHACTIPECCAHTOB B YBEIMUCHUH PHUCKA CYUIMAA OCTAETCS OTKPHIThIM. ColnanbHas
3HAYUMOCTh TIPOOJIEMBI U OOJIBILION OOLIECTBEHHBIH PE30HAHC 3aCTABIISIOT PETYJIUPYIOINE OPraHbl IPUHUMATh B 3TOM
cily4ae rmocriensble pemenus. st 6osiee onpeaenéHHOro peleH s BOIpoca O BIMSHUM aHTUJCTIPECCAHTOB Ha PHUCK
cyunuaa HeoOX0IMMO TJIAHUPOBaHHE CIIELUANBHBIX MacIITaOHBIX UCCIIEA0BaHUM, B KOTOPBIX /I 00bEKTHBHOW OLIEH-
KU CyWIMAAJIBHON OIAaCHOCTH IPENapaToB JOJDKHBI YUUTHIBATHCS 3HAYUTEIBHOE YHCIIO JOTOJHHUTEIbHBIX KIMHHYE-
CKHUX U coupozemMorpaduueckux ¢pakTopoB (Bo3pacT MalUeHTa, Mo, TSHKECThb Jenpeccuy, ynorpeonenue [1AB, Bepo-
STHOCTh TMarHOCTHYECKOH OMIMOKHU, COOIIOICHNE peXUMa Teparum), a TakKe OMOJOTNYeCKHe U TeHeTHYeCKUE TTOKa-
3aTelnu.
Kniouegvie cnosa: cynonorusi, CaMoIOBPEKICHUS, aHTU/ICTIPECCAHTBI, IETIPECCHs], 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.

IlepBble aHTUAECTIPECCAHTHI MTOSIBUIUCH B KIMHUYECKOU
npaktuke okoio 60 jet Hazan [1]. C Toro BpeMeHU PHIHOK
3THX TNPENapaToB, 3HAYUTENBHO YBEIWYMIICS, a TAKXKE CY-
HIECTBEHHO paclIMpuiiach cdepa WX KIMHUYECKOTO TMPH-

MeHeHHs. B HacTosee BpemMsi aHTHIENPECCaHTHI IMPOKO
WCTIONIB3YIOTCSI HE TOJBKO B TEpAIUH JACTIPECCHH, HO U IS
JICYEHHUS PACCTPOMCTB TPEBOKHOTO CIIEKTPa, a TaKXkKe Ipy-
THX TICHXMYECKHX 3a00JieBaHHN, B CTPYKTYpe KOTODBIX
OTMEUaeTcs JIeMPECCHBHAS CUMINTOMAaTHKa (OUMONIpHOE
apdextrBHOEe pacctpoiictBo (BAP), mmzodpenus, mmpo-
KM KpYyr pacCTpOMCTB TPEBOKHOI'O CIIEKTPa, HAPYLICHUS
MUIIEBOTO MOBENEHUS U MPOY.). AHTUACTIPECCAHTHI TAKKe
AKTUBHO TPUMEHSIOTCS B TEPANUU HEBPOJIOTHUYECKUX U
coMaTH4YecKHx 3a00JieBaHMM, dYalle BCEro sl JICUCHHsI
OoseBori cumnromaTtvku [2]. Bonee Toro, pactér uucio
JAHHBIX 00 JTHOMATOTeHETHYECKOH 00OCHOBAHHOCTH WC-
MIOJIb30BaHUS AaHTHUIETIPECCAHTOB B TEPANTUU COMATHIECKHIX
3aboneBanuii [3]. Kak oTBeT Ha 3TH TEHICHIIMH B HEHPOII-
cuxo(apMaKoJIOTHH CTAaHOBUTCS BCE Oojee MOIMyIspHOH
“HOMEHKIJIaTypa, OCHOBaHHAas Ha JaHHBIX HeEHpoHayK’
(Neuroscience-Based Nomenclature, NBN), dakruuecku
Mpeyiaraonas 0TKa3aTbCs OT KaTeropu3aIui MCUXOTPOT-
HBIX TMIpPernapaToB, 3aMEHUB CYIIECTBYIOLINE KaTeTOPUU
(aHTHOETIpECCAHTHI, AHTHUIICUXOTHUKH, AHKCHOIWUTHKH U
T.1.) ommcaHueM npodmis HeHpoxuMmudeckux 3(hdexTo
TOTO WJIM MHOTO TIpernapara (XapakTep BIHSHHUA Ha THUIIBI
PEIenTopoB, TPAHCIIOPTEPOB WM IPYTHX 3BEHHEB CHHAI-
THYECKOU Tiepenaun) [4].

Currently, antidepressants are widely used not
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 neurolog-
ical and somatic diseases, most often for the
treatment of pain symptoms [2]. Moreover, the
number of data on the etiopathogenetic validi-
ty of the use of antidepressants in the treat-
ment of somatic diseases is growing [3]. As an
answer to these trends in
neuropsychopharmacology, the “nomenclature
based on neuroscience data” (Neuroscience-
Based Nomenclature, NBN) is becoming in-
creasingly popular. It offers to avoid the cate-
gorization of psychotropic drugs, replacing
existing categories (antidepressants, antipsy-
chotics, anxiolytics 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 transmission) [4].

Such widespread use of antidepressants
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Cronp MIMPOKOE MCIIOIb30BAHUE AHTUIEIPECCAHTOB B
pa3nu4HbIX 00NacTAX MEAMLUMHBI M, KaK MpaBHIIO, IJIU-
TEJIBHBIE CPOKHM WX HPUMEHEHHs! 3aCTaBISIIOT BCE dalle
TOBOPUTH O COOTHOILICHHU “TIONIB3bI / pUCKA” TpPU HUX Ha-
3Ha4eHuHU. B dgacTHOCTH, mpuBJeKaeT OOJbIIOE BHUMAaHHE
BOIPOC O TOM, B KaKOH CTENEeHU MpUEM aHTUIETIPECCAHTOB
CBSI3aH C TMOBBIIICHHEM pUCKa cyunuaanpbHOCTH. Tak, FDA
OCHOBBIBasSICh Ha Psiie PaHIOMHM3HPOBAHHBIX KIMHUYECKUX
ucteiTaguii (PKM) B 2004 1. 00s13am0 TpoW3BOIUTENCH
AHTHJICTIPECCAHTOB pPa3MeELIaTh Ha YIMAKOBKE MpPEIyNpexk-
JIEHNE O TIOBHIIIEHUH PHICKa CAaMOYOMIACTBA Y JeTeH  MO/I-
pocTkoB. BenencTeue aTux npeaynpexaeHui, KOJIMUecTBO
Ha3HAuYCHUH aHTUAEIPECCAHTOB COKPATHJIOCH CPElIy Ialy-
€HTOB pa3HBbIX BO3pAacTHBIX KaTteropuil [5]. Bmecte ¢ Tem,
OTPaHUYEHHOCTh M NPOTHUBOPEYMBOCTH NAHHBIX O CBS3U
npuéMa aHTHAETIPECCAHTOB C CYHIMIANBHBIMU MBICIISIMH,
MOIBITKAMH U 3aBEPLIEHHBIM CYHLIUAOM, MO-TIPEKHEMY, HE
MO3BOJISIET C/ieTaTh OJHO3HAYHOE 3aKIJII0OUEHHUE 110 JAHHOMY
Bompocy [6].

Orto ompezenseT HEOOXOIUMOCTh pa3odpaThCs € CO-
MHEHUSIMH B T0JIb3€ aHTUAEIIPECCAHTOB IPH JICUCHUHU Ha-
LUEHTOB, Y KOTOPHIX Y€ €CTh UM, BO3MOXHO, MOTYT BO3-
HUKHYTb CyWLUATbHBIE MBICIIN U NIEPEKUBAHUSL.

OOmue cBeneHUs.

JlaHHasi Tema BIIEpBBIE CTajla aKTUBHO OOCYKIAThCS B
npodeccuonansHoM coobmiectse B 2003 T., Kora aHammu3
nanabix PKI nmokasan, 4To pUCK CyMUUAaIbHBIX UACH WU
MOMBITOK CaMOYOHMICTBA y MOJIOABIX MAIlMEHTOB, MPUHU-
MAaIOIIUX aHTHICTPECCAHTBI, YABAUBACTCS 110 CPABHEHUIO C
TEMH, KTO IPUHUMAET T1anedo, 0JJHaKo HEeHaMHOTo — ¢ 2%
B rpymme 1iane6o 10 4% [7]. CyliecTBeHHBIH HEIOCTATOK
JAHHOTO aHaju3a ObUI B TOM, YTO COOOIICHUS O MOMBITKaX
cyntiuaa opanvicek u3 PKU, G0IbIIMHCTBO KOTOPBIX HE OBI-
JIM HalleJIeHbl Ha U3yYeHUE CYMIMJAIBHOCTH KaK TaKOBOM.
Kax Ob1 To HU ObLTO, TpenynpexaeHuss FDA u mmpoxoe
ocgereHue 31oif TeMel B CMU npuBenu K ToMy, 4TO Bpauu
CTajl Ha3HayaThb MEHbLIEC aHTUACIIPECCAHTOB Ja’Ke B TEX
CUTYyalusX, KOrJa 3T0 ObUIO HEOOXOAMMO COTJIACHO MOKa-
3aHUSAM K pUMeHeHuto. bonee Toro, camu manmeHThl cTa-
T Omacatbcsi BO3MOXHBIX MOOOUYHBIX 3(deKkToB maHHON
TpyMIIBI IpenapaToB U OTKA3bIBAINCH OT UX npuéma [5].

Puck cywmnuna mpu NpUMEHEHHH aHTHJIENPECCAHTOB
0c0OEHHO BEJMK B MOJOAOM Bo3pacte. HenaBHuii ceTeBoit
MeTa-aHalu3, KOTOphIi BKIoyan 34 uccnegoBanus ¢ 5260
yyacTHUKaMH H 14 aHTHOenpeccaHTaMy IJisi CpaBHEHHUS
3()PEKTUBHOCTH W TEPEHOCUMOCTH AHTHICTIIPECCAHTOB Y
JIeTeE W IMOJPOCTKOB, CTPAAAIOIIMX JIENPECCUBHBIM pac-
CTPOICTBOM, BBISIBUJ OTHOCHTEIHFHOE TOBBIIICHUE CYHIIH-
JAJBHBIX PUCKOB IpH MpuéMe BeHJIadakcuHa, SCHUTANON-
pama, UMUTIpaMHUHA, JTyJOKCeTUHA, (IIyOKCETHHA W Mapo-
KceTuHa [8].

Bo3HUKHOBEHHE CYWIMIAIBHBIX MBICJIEH MpU Ha3Ha-
YEHUH aHTHJICIPECCAHTOB PEIKO BCTPEUAETCS y B3POCIHbIX,
JTa)kKe eCJIM TaKOBBIE M BO3HUKAIOT, TO OOBIYHO OHU WMEIOT
TEHJICHIIMIO K POTrPECCUBHOMY OcliabJeHHUIO B nepBble 4-6
Hexens nedeHns. K Hanbosee 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 taken
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 network
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 taking
venlafaxine, escitalopram, imipramine, dulox-
etine, fluoxetine and paroxetetine [8].

The occurrence of suicidal thoughts when
prescribing antidepressants is rare in adults,
even if they occur, they usually tend to weaken
progressively in the first 4-6 weeks of treat-
ment. The most stringent predictors of suicidal
ideation and suicide attempts in the context of
antidepressant therapy include factors such as
a lack of response to treatment, previous sui-
cide attepmts, and substance abuse. In addi-
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HUKHOBEHUSI CYHIMJIATBHBIX UJCH M TOMBITOK CyHIIUja Ha
(hoHE aHTHAETIPECCUBHON Tepallid OTHOCATCS Takue (hak-
TOpPBI, KaK OTCYTCTBHE OTBETAa Ha JICUCHUE, MOTBITKA CYU-
[KAa B MPOIUIOM W 3JIOYMOTpeOiieHHe TMCHUXOaKTHBHBIMU
BelectBamu. KpoMe Toro, Hauano Tepanuu ¢ BEICOKUX /103
AHTHIETIPECCAHTOB, BEPOATHO, TAaK)KE IOBBIIIAET PHUCK
CYMIIMJIATFHBIX UCH UM MOIBITOK cyuruaa [9].

C nmpyroii CTOPOHBI, IMEET MECTO BBICOKHI TOITyISIHU-
OHHBIM PHCK CYIIECTBOBAHMS CYMIIMIATBHBIX MBICICH U
MONBITOK CYMIUAA Y JIFOACH ¢ pacCTpOMCTBAMH HACTPOCHUS
(mo 50%), a Takke 3aBEpIIEHHBIX CYHUIMIIOB Yy JIIOJCH C
HACTOPHEH EMPECCUBHBIX AIU30A0B (MPHOIHU3UTEITHEHO
60%) [5]. Ilpu 3TOM OGONBIIMHCTBO (hapMaKOIIHIEMHUOIIO-
TUYECKHUX HCCIIeZIOBaHWH, OoJee penpe3eHTaTUBHBIX, YeM
PKH, neMOHCTpUPYIOT MONOKUTENbHBIN 3(deKT aHTHIEe-
MIPECCAaHTOB B OTHOIIEHWH IMPEIOTBPAICHUS CaMOYOHIICTB
[10]. Kpome TOro, BCKPBITHS ¢ TOKCUKOJIOTHYECKUM BBISIB-
JIEHNEeM aHTHJENPECCAaHTOB IOKA3BIBAIOT, YTO CaMOyOWi-
CTBa Yallle COBEPIIAIOT MAIMEHTHI C JEMpeccueii, He Mpu-
HUMAIOIIHe aHTuaenpeccanTs [10].

Taxk, mera-ananu3 M. Stone ¥ COaBT. IO JaHHLIM HC-
CJIEIOBATEILCKUX TMPOEKTOB (PapMaKOIOTHUECKUX KOMIIa-
HUH, npeacraBieHHbIX FDA, BBISBUI HEOOJBIIOE TOBBI-
IIeHNe PUCKa CYWIUIAITBHOCTH B TUIANE00-TPyIIe Bo3pac-
THOTO Jauama3ona 25-64 rona (OTHOCUTENBHBIH puck — 1:3)
U 3HAYUTENIPHOE IOBBIIICHUE PHUCKa B BO3pacTe OT 65 u
crapire (oTHOcUTeNnbHBIN puck — 2:7) [11]. [lomydueHHsie
JaHHBIE HE COTJIACYIOTCS C pe3yiabTaTaMH APYTUX MeTa-
AQHAJIM30B 10 JAHHOMY BOIIPOCY ¥ ObLIN MOJBEPTHYTHI KPH-
THKE, TaK KaK psI CIydaeB CYyWIUIAIGHOCTH HE OBLI
BKJIIOUEH B TPYMIy Tepamnuu aHTuaenpeccantamu [12].
MHorue aBTOpBI TakKke OOBSBHIU O TOM, YTO JIFOObIE MH-
JyCTPHATILHO-CTIOHCUPYEMBIE MCCIICIOBAHUS JIMIIEHBI 00b-
€KTUBHOCTH U HaMEPEHO NMPEYMEHBIIAIOT JTaHHBIE O PUCKE
CYHLIUAAILHOCTH, HampuMmep, 3aMeHss e€ B paborax Tep-
MHHOM ‘‘OMOIMOHATbHAs JTaOuasHOCTE [13].

IlomoOHas mojeMHKa W pa3HOTJIACHsl BO MHEHHSX 3a-
CTaBIIAIOT TOJPOOHEE MCCIEeNOBATh BHINIEYKa3aHHYIO TPO-
0JieMy ¢ BHHUMATEIbHBIM M3YyYCHHEM BCEX MOTEHI[HAIbHBIX
rpynn (akTopoB, KOTOPbIE MOTYT O0YyCJIaBINBaTh B3aUMO-
CBSI3b TEPANUU AHTUICTIPECCAHTAMH U CYUITUIATEHOCTH.

Juarnoctudeckne / KIUHUYECKHE (GAKTOPHI.

OmHa w3 OpUYWH TOBBIMICHUS IOKa3aTeled CyuIu-
JNATBHOCTH TIOCTIe HA3HAYCHHS TEePAlUM MOMKET SIBIATHCS
HEZOCTAaTOYHO [IOCTOBEPHOE H3JIOKEHWE CBEACHHI MaIfu-
eHTaMHu 10 Havana jieueHus [14]. Tak, yacTh nareHToB (B
0COOCHHOCTH, MOJIOZIOTO BO3pacTa) MOXKET CKpbhIBaTh Ha-
JUYHAE CyMIUIAIBHBIX MBICTIEH W TEHACHIUN NPU TIEPBHY-
HOM OCMOTpE, TaK KaK OIacaeTCsl CTUTMAaTH3allid U CTa-
MOHApHOTO JieueHus. [lockombKy OONBIIMHCTBO OMPOC-
HUKOB OIICHKH PHCKa CYHITHIa OCHOBAHO MIPEHMYIIIECTBEH-
HO Ha WH()OPMAIIUH, IPEAOCTABISIEMOH MallMEHTaMH, TO HU
OJIHAa U3 METOJUK HE SIBIISCTCSA B TAKMX CIIydasx aOCOJOT-
HO JIOCTOBEPHOM.

Takke UMEIOTCS TIPEANOIOKEHHUS, YTO 0oJiee HU3KHIA
PUCK cyHIuJa B BHIOOpKAaX MAI[MEHTOB, HE IOJYYaOIUX

tion, starting therapy with high doses of anti-
depressants is also likely to increase the risk of
suicidal ideation or attempted 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 RCTSs, demonstrate the positive
effect of antidepressants in relation to the pre-
vention of suicide [10]. In addition, autopsies
with toxicological detection of antidepressants
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
suicidality in the placebo group of the age
range of 25-64 years (relative risk — 1:3) and a
significant increase in risk for people aged 65
and over (relative risk — 2:7) [11]. The data
obtained 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 sui-
cidal 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 treat-
ment. Since most suicide risk assessment ques-
tionnaires are based primarily on information
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].

The presence of suicidal attempts at the
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TEpamnuio, CBA3aH C TeM, YTO OTCYTCTBHE JICUEHUS B TaKHX
CIIydasiX CONPSDKEHO CO 3HAYMUTENLHO MEHEE BBIPAYKEHHBI-
MU TIPOSIBIICHUSIMHU JIENIPECCUBHON CUMITOMATHKH, MOJTO-
MY IPOBOAMTE MMOA0OHOE CpaBHEHHE HEKOPPEKTHO [15].

Hanmuame cywnupoanbHBIX TIOMBITOK Ha HAadalbHBIX
JTanax Tepanuy aHTHICTIPECCAHTAMHU MOXKET OBITH CBsI3a-
HO C pa3BUTHEM WHBepcHU ad(PeKkTa M CMEIIaHHBIX dITH30-
JIOB y TAIMEHTOB C HEIUarHOCTHPOBAaHHBIM paHee OWIIO-
nspHBIM adpexTuBHBEIM pacctporictBoM (BAP) [16]. B To
e BpeMsi, IMEIOTCSI CBECHHS O TOM, YTO YHCIIO CYHIIH/IOB
TIPY MHALAAIIH aHTHETIPECCUBHON Tepaliy y MalieHTOB
¢ BAP 3HaunMo BhIlIe, YeM y MaLMEHTOB C YHUIIOJISAPHOU
nernpeccueit [17].

Taxke HU OIWH aHTHIEHPECCAHT HE MOKa3all J10CTa-
TOYHOTO aHTHUCYHUIUAATBHOTO 3 (deKTa B BEIOOPKAX MaIu-
eHToB ¢ BAP, xoTst 1 0OpatHbIii 3¢ GeKT (MOBBIICHUE CYH-
MUAATFHOCTH) IS HUX Takke oTMmedeH He Obut [18]. Ilpum
9TOM HAJI0 YYUTHIBATH, YTO AHTUJICNIPECCAHTHI HE SBIISIFOTCS
TperaparaMy IepBOro BHIOOpa MY JeUESHUH OUIOISIPHON
JETpeccud, a WX TNPUMEHEHHE PEKOMEHIYETCS TOJIKO B
COUYeTaHWH ¢ HOpMOTUMHUKamu [19].

[IpenapaTtoM ¢ HaubonblIeH aHTHCYHLIUAATBHON 3¢-
(hekTHBHOCTBIO y manueHTOB ¢ bAP mo maHHBIM psiga wc-
CIIeJIOBaHNM W MeTa-aHaiau3oB okazajics autuii [20]. Co-
TJIACHO TIONIYYeHHBIM pe3yJbTaTaM, PUCK CMEPTH OT CYH-
nuaa y naudeHtoB ¢ BAP mpu ero niuuTenbHOM MpUMEHe-
Hun cHmkancs [20]. B To xe Bpems, B Apyrux paborax
€CTh CBEICHUS KaK O TOM, 4TO 1mogo0Has 3Q(HeKTHBHOCTD Y
JUTHS TIPOSIBIISIETCSI TONBKO TIPU COYETAaHHOW Teparuu ¢
anTupenpeccantamu [21], tak u 00 e€ orcyrcTBumM [22].
Nmetorcst Takxke cBelleHUs] 00 aHTUCYHIUIATBHON 3 dex-
THBHOCTHU y manueHToB ¢ BAP BanmbpmpoaToB u xkapbamase-
nuHa, HO UX 3PQEeKT pacleHHBaeTcs Kak Oosee HU3KUAN
[16].

Hpyroit xivHWYECKOW MpoOIEeMOH, MMErIeld OTHO-
HICHUE K B3aMMOCBS3M aHTHUCTIPECCUBHON TEPANH U CYyH-
UIATFHOCTH, SIBJSETCS JIEYCHHUE JENPECCUH Y MalMeHTOB
¢ mm3odpenneit. Tak npencTaBieHbl JJAHHBIE O TOM, YTO
npuMepHo 1/4 cnenmanucToB n3beraer Ha3HAUYCHUS aHTH-
JIETIPECCaHTOB y MAalUeHTOB ¢ MHM30(pEeHUel Iaxe npu
TSDKEINBIX CIIyYasx JEMPecCHH, TaK KaK OracaeTcs ycuie-
HUSI TICUXOTUYECKOW CHMIITOMATHKH M NIpeo0Iajanus puc-
KOB HaJl TOJIOKUTENBHEIM 3 dexTom [23]. B To xe Bpems
uccnenoBanre 3(pPeKTUBHOCTH LUTaNONpaMa B Tepanuu
JeTpeccuy y ManueHToB ¢ mu3odpenneii n mumzoaddex-
TUBHBIM PacCTPOWCTBOM IIOKa3ajio, 4To K 12-i Hexmene Je-
YeHHs ayrMEHTalusl aHTUACHPECCAaHTOM Bejla K 3HA4YH-
TeJNbHO Ooyiee HU3KUM Tokazarensm 1o [lkane Ge3nanéx-
Hoctu beka (Beck Hopelessness Scale) B cpaBHeHuu c
miare6o (4,21 mpotuB 4,98; p<0,05), llkane InterSePT
cynnmaansHoi uneanuu (17,7% nporus 38,7%; p<0,005)
u myHKTy 3 “cymmmmansHocTs” ILlkamer mempeccun Ia-
muinbToHa (HAM-D) (14,4% npotus 22,6%; p<0,05) [24].

BaxHbIM acrekToM BIWAHUS aHTUJIETIPECCUBHON Te-
panuy Ha PUCK CYWIHJIA MOTYT OBITh COOCTBEHHO CTPYKTY-
pa M 0COOEHHOCTH TEYEHUS Jerpecchr. Tak HMEIOTCS CBe-

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 ob-
served 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 me-
ta-analyzes, lithium turned out to be the drug
with the highest antisuicidal efficacy in pa-
tients with BAD [20]. According to the results,
the risk of death from suicide in patients with
BAD with its long-term use was reduced [20].
At the same time, in other works there is evi-
dence both that such effectiveness in lithium is
manifested only in combination therapy with
antidepressants [21], and its absence [22].
There is also evidence of antisuicidal efficacy
in patients with BAD of valproate and car-
bamazepine, 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 citalopram
in the treatment of depression in patients with
schizophrenia and schizoaffective disorder
showed that by the 12th week of treatment,
antidepressant augmentation led to significant-
ly lower rates on the Beck Hopelessness Scale
compared to placebo (4.21 versus 4.98; p
<0.05), the InterSePT Scale for suicidal idea-
tion (17.7% versus 38.7%; p <0.005) and par-
agraph 3 “suicidality” of the Hamilton Depres-
sion 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
the same time, studies of the risk of suicidality
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JIEHUSL 0 TOM, 4TO OK0Jo 30% MalueHToB ¢ TepareBTHYE-
ckm pesucteHTHOl menpeccueit (TPJl) coBepmraroT B Teue-
HUE XU3HU CyMIHJAIBHYIO MONBITKY [25]. B To ke Bpewms,
HCCIEAOBAHUS PHUCKA CYUIUAAIBHOCTH B ciaydasx TPJL
CBSI3aHBl TMPEUMYIIECTBEHHO C He(apMaKoIOrH4ecKUMHU
METOJTMKaMHU TIPEOJONICHHUS] PE3UCTEHTHOCTH, TAaKUMHU Kak
JNEKTPOCYAOPOXKHAST Tepamnusi, TpaHCKpaHWaJIbHAs Mar-
HUTHAsI CTUMYJISIIUSA U TIyOOKasi CTUMYISIHS Mo3ra [26].
JaHHbple TO CyHMIMIATBHBIM pUCKaM (hapMakoTepamnuu y
naureHToB ¢ TP/l mpakTHUYecKu OTCYTCTBYIOT, KAaK IOJIa-
raloT HUCCIEeNOBaTeNd, B CBSA3U C HEOOXOJMMOCTBIO AJIH-
TEILHBIX CPOKOB HabmoneHus [26].

BoszpactHo#i (akTop, KOTOPBII 4acTo yrmoMHHAeTCs B
Pa3IMYHBIX PadOTax MpPH OLIEHKE CYUIUIAIBHBIX MBICTIEH H
MIONBITOK, BEPOSITHO, CBA3aH C TEM, YTO B IOHOCTH 4Yallle
BCTpeUaeTcsl CBS3b YMOTPEONEeHHs] TICHXOAKTHBHBIX Be-
IIECTB U UMITYJIbLCUBHOU arpeccuu ¢ nernpeccueit [5]. Ipu
3TOM B psifieé MCCIEeNOBaHUM He OBUIO OTMEUYEHO, YTO BO3-
pactabie paznuuus npu Tepanuu CUO3C kakum-m6o o6-
Pa30oM CcKa3bIBAIMCH HA MOBBIIICHUH pricka cyunua [15].

JononHuTenbHBIM (aKTOPOM TOBBIIICHUSI PUCKA CYH-
IUAATFHOCTH TPY HAMYHAW JETPECCUBHON CHMIITOMATHKA
SIBJIICTCSL cCOMaTh4ecKas KoMopouaHocth [27]. [Ipu aToM B
JMAHHBIX CIydasX OTMEYAeTCs IIOJIOKHUTENbHOE BIHSIHHC
Tepanuy aHTUAENPECCAHTAMU Ha MOTEHUHUAIbHBIN PpHUCK
cyununa. ITo nanHeiM 11-1€THEr0 UTANBSIHCKOTO UCCIENO-
BaHUs, Y IAI[MCHTOB C COMaTHYECKUMU 3a00JIeBaHUsIMU Oe3
AHTHJISIPECCUBHON Tepanuy PUCK CYHUIIH/IA TOBBIMIEH B 3
pasa, B TO BpeMs Kak y MalleHTOB, MOJy4YaBIIUX JeueHHe,
3HaYMMOTO TIOBHIIIICHUSI pUCKa He OTMedanoch [27]. ABTo-
pBI TaK)k€ OTMEYAIOT, YTO M3 COBEPIUMBUINX CYHIUIHYIO
MIOTBITKY TIOCJE Ha3HAYeHUs Kypca aHTHUAETPECCaHTOB
mumb 11,5% coGmogany npuéM Teparnuu B TEYCHUE TOla
JI0 MHITUJICHTA.

B nurepatype Takke oTMedaeTrcs, 4TO, XOTS 3HAYH-
TEJIHHOE YHCIIO UCCIIEIOBAHMM OBIJIO MOCBSIIIEHO MPoOIeMe
B3aMMOCBSI3U CYMIUJAILHOCTH M WHHIMAIMK / TIPOBEJe-
HUIO Kypca aHTHUICTPECCHUBHOW Tepamuu, CBEACHUS O
BIIUSTHUM OTMEHBI MPenapaToB Ha PUCK CyHIUa MPEeCTaB-
JIEHbI B 3HAUUTENIBHO MeHblIel cteneHu [28]. Tak, B pet-
POCTIEKTUBHOM HUCCIIEZIOBAHUU BBHIOOPKH U3 2,4 MUJUIMOHOB
MAIUEHTOB C Jlenpeccuedl ObLJI0 OTMEUYEHO, YTO OTMEHa
AHTHJIETIPECCAHTOB C IOMPABKOW Ha TAXKECTh JEMPECCHUH,
KOMOPOHMIHOCTh W COIyTCTBYIOIIHME Tpenaparbl 3HAYUMO
nmoBeimania puck cymmuma (OLI=1,61; P<0,05) [28]. B
3TOM € HCCIIeIOBAHUH MOBBIIICHHE PUCKA CYHUIHJIA OBLIO
OTMEYEHO TpW Hadale aHTHIENPECCHBHON Tepanuu
(OlI=3,42; P<0,05) m TuTpanmuu Kak Ha TIOBELIIICHUE
(OlI=2,62; P<0,05), tak u cumxenue mo3el (OLI=2,19;
P<0,05). IIpu sTOM cTabuibHOE PEryIApHOE MCIIOJIB30Ba-
HUE aHTHIENPECCAHTOB, HANPOTUB, CHIDKAJIO CYHIIUIATh-
Heiii puck (OI=0,62; P<0,001). B To xe Bpems, HEKOTO-
pBI€ UCCIIETOBaHMS HE BBISIBIIIA PA3IAYNI MEXAY PUCKAMH
cyunuaa Ha QoHe nmpuéma Tepanuu u npu e€ orMmeHe [28].
WNuTepecHo, 4TO HEKOTOpPBIE AaBTOPHI IPEAIOJAraioT, YTO
4acToTa OTMEHBI AHTUACIPECCAHTOB M PHUCK CyHIHOa Y

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 tur-
bojet 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 an-
tidepressant 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 devot-
ed to the problem of the relationship between
suicidality and initiation / administration 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 (0S=1.61; P<0.05) [28]. In the
same study, an increase in the risk of suicide
was noted at the start of antidepressant therapy
(0S=3.42; P<0.05) and titration both to in-
crease (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, re-
duced suicidal risk (0S=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
related to each other, but to the approach to
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NAalMeHTOB, HAXOAAIIMXCS MOJ HAaOMI0AeHHEM Bpadeil 00-
Hiel MPakTHKH, MOTYT OBITH CBSI3aHBI HE APYT C APYIOM, a
¢ MOAXOIOM K Ha3HA4YCHHWIO Tepanmuu B mermoM [28]. Tak
CHEHUANUCTB OOIIeH MPAaKTUKKA HA3HAYAIOT Mallble 03Bl
CHO3C, onacasce pa3BuUTHS MOOOYHBIX 3P GHEKTOB U TIepe-
no3upoBKkU. OpHAaKo Takoil NOAXOA TepanmuMu BeIET K
YXYIIIEHUIO TepareBTHYeCKOro MporHosa u (opmuposa-
HUIO 3aTSDKHBIX U XPOHUYECKUX JCTPECCHUBHBIX COCTOSIHUN
[3].

Buonoruvyeckue pakTopsl pucka cyunuiaa.

IIpu Bcém MHOro00pa3nu KIMHUYECKUX U JPYTUX CTO-
POHHUX (aKTOPOB, KOTOpbIE MOT'YT 00yCIaBIUBATh BIIHS-
HHUE aHTHUIENPECCAHTOB HA PUCK CYMLHUAA, HE MEHEe Bax-
HYIO POJIb B JaHHOM BONPOCE MOTYT MIpaTh OHOJOrHYe-
CKHE acleKThl CyMLUAATIBHOrO mnoBeneHus. B Hactosimee
BpeMsl PacTET YKMCIIO CBEACHUH 00 y4acTHH T'€HETHYECKHX
(hakTOpOoB W OHONOTHYECKHX CHUCTEM B (OPMHPOBAHUU
pHUCKa Cynuaa.

CemeiiHas OTATOMIEHHOCTh MO HAMWYMUIO CyHLUAA Y
KPOBHBIX POJICTBCHHUKOB SIBJISIETCS OJHUM W3 OCHOBHBIX
(hakTopoB ero pucka y nanueHtoB ¢ bAP [29]. Kpome To-
ro, MO JaHHBIM OJM3HEIOBBIX HCCIEOBAaHUI Hacleaye-
MOCTh CYMLUAAJIBHOTO MOBEACHUs cocTaBisieT okoio 40%
[30].

B cBs3u ¢ npeanonoxkeHueM O 3HAaUMMOK poJId Ccepo-
TOHMHOBOW CHCTEMBI B Pa3BUTHH JETIPECCUU U CYUIHIATb-
HOTO TIOBEJEHHUS MOIPOOHOE BHHMaHWE OBLIO YAETIeHO
reHaM, CBS3aHHBIM C METa0ONM3MOM M MEAWATOPHBIMU
(yHKUMSAMH CEpOTOHMHA (BapHAHTHI F€HOB NEPEHOCUUKOB
ceporornHa -5- HTT umu SLC6A4—, cepOoTOHUHOBBIX pe-
nentopoB (5-HT1 - 5-HT7) u rena tpuntodan rugpokcu-
na3el -TPH1-) [31].

Hmerotes Takke COOOLIECHHS O PO B CyHLUAAIBHOM
noBegeHuu reHa BDNF [32]. IlocmepTHBIE Mccaea0BaHM
nokasanu cHmwkeHue ypoBHI MPHK BDNF B mpedpon-
TAJIbHOW KOpE€ W THUIIINOKaMIle XepTB cyunuaa. Hexkoropsie
MCCIIeIOBaHMSl OTMEYalOT B3aWMOCBS3b MEXKIy BaJMH-066-
MeTHOHHH (S6265) nonmumopdusmom B reae BDNF u cym-
uuanbHeIM noBeaeHueM [33]. bonee Toro, ecth ykazaHus
Ha CBf3b JIAHHOTO MOJMMOpP(GU3Ma C PIIOM TICUXHYECKHX
3aboneBaHnii (B 4acTHOCTH, BAP c OBICTpBIME ITMKIIAMH,
MIPU KOTOPOM OTMEYAIOTCSl BHICOKHE MOKA3aTeNI CYWINIA)
[34]. ApyruM 3HaUMMBIM KaHIUAATOM JJIsl OUEHKHU T'€HETH-
YECKMX PHUCKOB cyuuuaa ssisiercs reH BDNF-penenropa
(HerTpoduuecKoro THPO3WH KMHA3HOTO pelentopa 2 THia
- NTRK2) [35].

K mpyrum reHam, KoTopble HE HMCCIEIOBAIMCH TOJ-
pOOHO, HO BEPOSITHEE BCETO UTPAIOT ONPEAETEHHYIO POJIb B
(hOpMHpOBaHUH CYUIHMIOAIBHOTO TOBEJEHHS, OTHOCSTCS
red MAPK1 (rs13515) u reu CREB1 (rs6740584) [36].

Y4uuTeIBas posib cTpecca B IaTOr€HE3€ CYNIUAAIBHOTO
MOBe/IeHNs, OONBIIIOE BHIMAHNE yJIEIseTCd TeHaM CHCTEM
cTpecc-pearnpoBaHus. Tak, BBISIBICHO B3aMMOJIEHCTBUE
nonumopdusma rera CRHR1 (rs4792887) u cpemst (mipe-
MMYIIECTBEHHOE HOCHUTEJILCTBO y MY>KYHMH, COBEPLIMBIINX
CyWLIMJANbHBIE TOMBITKM TPM HHU3KOM YpPOBHE CTpecca)

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 formation
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 behavior
[32]. Post-mortem studies have shown a de-
crease in BDNF mRNA in the prefrontal cor-
tex and hippocampus of suicide victims. Some
studies have noted the relationship between
valine-66-methionine (rs6265) polymorphism
in the BDNF gene and suicidal behavior [33].
Moreover, there are indications of the rela-
tionship 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
MAPK1 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
CRHR1 gene (rs4792887) and the environ-
ment (predominant carriage in men who have
attempted suicide under low stress) [37] and
unequal transmission from parents to suicidal
children of the polymorphism (haplotype
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[37] u HepaBHOBECHasl Iepeqadya OT POJIUTENEH NeTAM-
cyunmaentam momumopdusma (rarmorun CGA) TpaHc-
KpumionHoro Qakrtopa TBX19, perymupyromiero cuHTe3
AKTT, BMecTe ¢ Tako# 4epTol JTMYHOCTH, KaK HEHPOTH3M
[38]. B paborax no reny FKBP5, kogupyromemy 0emok u3
ceMelicTBa HEMPODUIUTMHOB, 00JIETIArOIINI B3aUMOICHCT-
BHE KOPTH30Jia C €ro PeLenTopOM, BBISIBICHO, YTO OH ac-
COLMMPOBAH C CYUIMIAIBHON MOIBITKOM M 3aBEPIIEHHBIM
cyumiaoMm [39]. B npyrom uccienoBaHuu MOKa3aHO, YTO
CTereHb MeTHIMpoBaHUs TeHa SKA2, B3amMoneicTBys C
BBIPRKEHHOCTBIO CTpecca B PaHHEM JETCKOM BO3pacTe,
MPEICKa3bIBAET PUCK CYMLUAAIBHOMN IONBITKH B TEUCHHE
xu3HH [40]. [laHHBINA T'eH, KOAUPYIOWUH OeJIOoK-IIanepoH,
BIMSIOLINM Ha COCTOSIHHAE PELENTopa K KOPTU30IIy, B acCo-
[Haliy ¢ YPOBHEM KOpTH30Ja B citoHe, Ha 80% mpeacka-
3bIBACT MPOTPECCUI0 CYULMIAIBLHOIO MOBEAEeHUs (OT MbIC-
Jielt K IombITKaM U cyunuay [41].

B Oonee mo3mHMX HCCIENIOBaHMSAX, OCHOBAaHHBIX Ha
MOUCKE LIMPOKOTCHOMHBIX acCOIMAlUi, OBUT BBISBICH
Oosee mMPOKW HAOOp TEHETHYECKHX MapKepOB, CBS3aH-
HBIX C CYHIMIATBHOCTBIO. Tak, HA OCHOBAaHWHM aHAIIN3a
naHHBIX 660 cemeil, B KOTOPBIX MPOOAHI COBEPIINI BEPH-
(¢uIHMpOBaHHBIE U MOAPOOHO OXapaKTEPU30BAHHBIE CYHUIIH-
JaNbHBIC TOMBITKH, MPU IIUPOKOTEHOMHOM CKaHWPOBaHHUU
ObuT0 BBIsIBIIEHO Oonee 590 accomnmanuii, cpen KOTOPBIX
OKa3aJiCh B TOM YHUCJIE T€HBI, 33ICHCTBOBAHHBIC B IIPOLIEC-
cax passutua [HHC, uMmyHuTETa, KJIECTOUYHON ajare3uu u
Murpanun, B padore mansix ['Tda3 u cHTHANBHBIX BHYT-
PHUKJIETOYHBIX CHCTEM C Y4acCTHEM PEIENTOPHBIX THPO3WH-
kuna3 (BDNF, CDH10, CDH12, CDH13, CDH9, CREBI,
DLK1, DLK2, EFEMP1, FOXN3, IL2, LSAMP, NCAM1,
NGF, NTRK2 u TBC1D1) [42].

[Touck TreHETHYECKUX MEXaHU3MOB MapaioK-
canpHOro 3()(heKTa aHTUAECIPECCAHTOB.

[epBasi, 1 Haubolee JOrMYHAS THUTIOTE3a, OOBIACHSIO-
1as CyMUMAOTEHHBIN MOTEHIMAl aHTHICTIPECCAHTOB, CBS-
3aHa C UHJUBHIYaIbHBIMUA T€HETHYECKH 00YCIOBICHHBIMU
pa3nuuMsAMHU B MeTaboJIM3Me 3THUX NpenapaToB B OpraHH3-
Me. B 3ToM ydacTByIoT HHIYyIMOEIbHBIE (PePMEHTHBIC CUC-
TEeMBbl TI€YEHH, OPUEHTUPOBAHHbBIE Ha JAETOKCHKALUIO KCe-
HOOMOTHKOB — cemeiicTBo 1mroxpomoB P450 (CYP). K
HACTOSILIEMY MOMEHTY HAaKOIUIEHO MHOXXECTBO JaHHBIX
OTHOCHUTENILHO POJH TeHeTndeckux noiumopguzmor CYP
y 4eJioBeKa (M3BECTHO HECKOJIBKO AECATKOB I'€HOB, KOIH-
pyoomux uzohopMmel muToxpoma P450) mis dapmakoau-
HaMHKH Pa3IMYHBIX MHTHOUTOPOB OOpaTHOro 3axBaTa ce-
potonnHa (CHMO3C), a cneqoBaTenbHO — IS peah3aIiiu
UX TeparneBTUYECKUX U MoOo4HbIX 3¢ dekroB. Paspadora-
HBl PEKOMEH/IAIUA OTHOCHTEIBHO KOPPEKIUH JI03UPOBOK
Pa3NUYHBIX NPENapaToB B 3aBUCUMOCTH OT HAJIMYHMS TEHe-
Tryeckux BapuaHTtoB reHop CYP2D6, CYP2C19 u psaaa
JOPYTUX LUTOXPOMOB, M3YY€HBl YPOBHH Pa3JIMUHBIX AHTH-
JIETIPECCAHTOB B KPOBU B 3aBUCHMOCTU OT T€HOTHUIIOB, OJI-
HAaKO JaHHBIX O TOM, KaK ¢ (apMaKOJIUHAMUKOU 3TUX Tpe-
MapaTtoB CBs3aHBl MX HeOmarompusTHble 3((EKTH O4YeHb
Maino [43]. B OonbmMHCTBE CilydaeB U3MEHEHHs KOHIICH-

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 severity 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, CDH10,
CDH12, CDH13, CDH9, CREB1, DLK1,
DLK2, EFEMP1, FOXN3, IL2, LSAMP,
NCAM1, 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 accumulat-
ed 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 dos-
ages of various drugs depending on the pres-
ence of genetic variants of the CYP2DS6,
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,
changes in the concentration of individual
antidepressants in the blood of people with
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TpaLUK OTIEJIBHBIX AHTHJEIPECCAHTOB B KPOBU JIUI[ C
MEAJICHHBIM WJIM OBICTPBIM MeTabonu3MoM ciabo Koppe-
JTUPYIOT ¢ X MoO004YHBIMU 3 dexTamu, Oosee wIM MEeHee
yOeauTenbHbIe JaHHBIE KACAIOTCS JIMIIb BO3MOXHOCTH
OpeaynpeXIeHUs HapyILIEHUH CEepAeYHOr0 pUTMa WU
KpPOBOTEUYCHUH (B CHJIy BIUSHHS HAa CHCTEMY CEPOTOHHMHA
TPOMOOITUTOR), B TO BpeMs, KaK NaHHBIX O BO3MOKHOCTH
KOPPEKIMU CYMLUAAIbHBIX TEHACHIHMH MPaKTHYECKH HET
[43].

B nuteparype umeercs psag paboT, B KOTOPHIX AeNaeT-
Csl TOMBITKA YCTaHOBUTh TI'€HETHUECKHE MAapKepbl, acco-
OUUPOBAaHHBIE C BIMSHUEM aHTHICTPECCAHTOB Ha CYWIH-
JAIBHOCTh Ha OCHOBAaHHMU COIIOCTaBICHUM MEXIy KOrop-
TaMH MAIHEHTOB C ACTPECCUEH, MPOSBISIONINX U HE TPO-
ABJLIFOILMX YCUJICHHE CYMIMIAJIBHBIX MbICICH B Ipolecce
nedenue (treatment-emergent suicidal ideation, TESI u
treatment-worsening suicidal ideation, TWOSI). Cucrema-
TUYECKUI 0030p pe3yibTaToB WIECTH (DapMaKoreHeTHYe-
CKUX HCCIEJOBAaHUM IO AAHHOW TEMe, BBIOJHEHHBIX C
2007 mo 2009 r. omybaukoBaH [44]. ABTOpHI, 0000IIUB
Pe3ynbTaThl UCCIIeIOBAHUH, TPEICTaBUIN JAaHHBIE O YacTO-
T€ CYUIMIAIbHBIX (PEHOMEHOB — M3 o0miero yucia (3231
nanuenta) 13,1% (n=424) mpoaeMOHCTpUpPOBAIN ycHIe-
HUE peWTHHIa cyuiuaaibHbIX MbIcael, 0,25% (n=8) co-
BEPIIMIN B mpouecce jeueHus nonbiTku u 0,12% (n=4) —
MOKOHYMIIM ¢ cOOoM. YUTo KacaeTcsi TeHETUYECKUX (PaKTo-
poB, accouunpoBaHHbix ¢ TESI, To cpeau HUX BBISIBUINCH
NoJAMMOP(HU3MBI B T€HAX, BOBJICUEHHBIX B MPOIECC TPaHC-
kpuriiuu (CREBL), meiiponporekuuu (BDNF u NTRK2),
IJIyTaMaTEPrUYecKOd W HOPaIpeHEpruyeckoil Helpome-
muanun (GRIA3, GRIK2 1 ADRA2A), reHOB, CBSI3aHHBIX C
CTpecc-pearupoBaHieM W UMMYHHBIM OTBETOM OpraHH3Ma
(FKBP5 u IL28RA), a Takke y4YacCTBYIOIIMX B CHHTE3€
rnukornporenHoB (PAPLN) [44]. B To xe Bpems, uccieno-
BaHMS 10 MTOMCKY F€HETUYECKUX MPEIUKTOPOB PUCKA CyH-
UIATBHBIX TIEpeKUBaHMK Ha (OHE JICUSHHsT aHTHJETIPEC-
CaHTaMH 4YacTO HE MOJATBEPXKIAIOT HAXOJKH APYT Ipyra u
HE MIPUBENIM K YCTAaHOBJICHUIO HAIEKHBIX MapKepoB. ABTO-
pBl 0030pa MPU3HAIOT, YTO HCCIICAOBAaHUN TOKa HEJOCTa-
TOYHO, Pa3JIMYHbIC MPOEKTHI HCIOJB3YIOT HECOBIAIA0IHE
onucaHus (PEHOTHUIIOB, U B CBSI3H C 3TUM HECONOCTABUMBI,
HE BCETJa YYHUTHIBAIOT POJIb CTPECCa, COMYTCTBYIOIIETO
JICYCHHIO, M HCIIONB3YIOT Pa3IMyHble T€HETHYECKHE CTpa-
Teruu (MOMCK FCHOB-KAHIUIATOB WM YHT-THOPHIM3ALINS)
Y pa3INYaoNecs CTaTUCTUIECKHUE TTOAXOIbI.

B HeckoNbKHX MOCIEeIOBABIINX BCJE] 32 3TUM pabo-
TaX, MOCTPOCHHBIX MO MPUHLMITY MOMCKA IIUPOKOTCHOM-
HBIX accouuanuii (genome-wide association studies,
GWAS) Obumi mpeInpuHSATHl MONBITKH MOATBEPIUTH BbI-
SIBJICHHBIC paHee acconmanuu. Tak, B pabore N. Perroud n
c0aBT. [45] 00OBEKTOM HCCIEOBaHMS BBICTYITATH MAIHCH-
THI C JICTIPECCHE, MOJyYalolfe 3CUUTAIoNpaM U HOp-
TPUNITHIIMH, KOTOpBIE Ha 12-i Henene JeuyeHus OTMETWIN
ycunenne cyunuaanbHeix Meicied (TWOSI). Crenenn
JEeTPECCUU B IAHHOM CJIy4ae OLEHUBAIHM C IOMOLIBIO LKA
l'amunpToHa, beka m MoHTromepu-AcOepr, Kaxmas w3

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 during
treatment (treatment-emergent suicidal idea-
tion, TESI and treatment-worsening suicidal
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 (CREB1), neuroprotection
(BDNF and NTRK?2), glutamatergic and nora-
drenergic neuromediation (GRIA3, GRIK2
and ADRAZ2A), genes, associated with stress
response and the body's immune response
(FKBP5 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 (TWQOSI) on the 12th week of
treatment. The degree of depression in this
case was assessed using the Hamilton, Beck,
and Montgomery-Asberg scales, each of which
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KOTOPBIX COAEPKUT BONPOC O CYHMUUAATBHBIX MBICISX. B
aHanm3e ucnoibp3oBano Oomee wem 500 Teic. CHIL. M3 811
narueHToB 244 cooOum 00 YCHICHUH CYHMIUIATBHBIX
nepexkuBanuii. C 3THM 0OCTOATEITHLCTBOM CHIIBHEE BCETO
ObUT accOlMUPOBaH MOMUMOP(U3M, OMM3KUI K TeHy Trya-
HuH-neamunaszel (GDA), kpoMe TOrO, y MaIMeHTOB, TOIY-
YaOIIUX ICUUTATIONPaM, ObLIO HallIEHO B3aUMOACHUCTBHE C
T€HOM  PEeryJSTOpHOH  CyOBEOMHHWIBI  TMOTCHIHAN-
3aBHCHMOTO KaJHeBOr0 KaHajla U ¢ OEIKOM, BXOJSIIUM B
komiuteke JJHK-3aBucumoii PHK-nonumepassr (KCNIP4 u
ELP3), a taxke ¢ reHaMH, KOAUPYIOLUIMMH aroIUIIONPOTe-
vH O 1 0eNoK, Y9acTBYIOINN B PETYJIISINHA POCTa aKCOHOB
HeiiportoB (APOO u RICS) [45]. [Tocne nomomHUTETBHO-
T0 aHajln3a TeHOB-KaHIWAATOB OBLTH BBISBIEHBI accoIlHa-
muu eme ¢ psagoM reHoB, a uMmeHHo: NTRK2, CCK,
YWHAE, SCN8A u CRHR2. Psig u3 5THX TeHOB paHee ObLtn
BBISIBIICHBI B CBSI3U C CYHIIMAIbHBIM MOMBITKAMH.

B uccnenoBanuu A. Menke u coaBt., [46] npuHsIH
yuactue 394 mammeHTa ¢ Aenpeccuei, u3 KOTOphiX 32 OT-
METWIA aKTyaIH3alHui0 CYWUIIUAATBHBIX MBICIEH (1o pe-
3yJIbTaTaM OTBETa Ha OJUH BOMPOC IIKaIHI Jenpeccuu [ a-
MWJIBTOHA), X CPaBHUBAINA C TEMH, KTO HE HMEN 3TOTO
cumnroma (N=329), a Taxxke ¢ MOATPYIIONH, Y KOTOPBIX
CYyHIIUAANBHBIX MBICIEH He Obuto Hukoraa (N=79). C 1e-
JbIO MOJTBEPXKICHHUS JTAHHBIX OCHOBHOW TPYIIBI MCHOJb-
30BaJM HE3aBUCHMYIO KJIMHHYECKyl0 Koropty (n=501).
Ananu3 ocHoBHO# rpynmsl (o 371335 SNP) He BbisiBUI
HUKaKuX accouuanuii, oqnako nposepka 79 CHII Ha nan-
HBIX HE3aBHCHUMOW TPYIIIbI BBISBHJIA acCOLMAIMIO C TeHa-
mu TMEM138, CTNNA3, RHEB, CYBASC3 u AIMI, xpome
TOTO, P CHIBbHBIX accormanmii 0bu1 ¢ CHIT u3 Hekoau-
PYIOIIMUX MEKTEHHBIX ydacTKoB [46]. Pesynberater GWAS,
YHOMSHYTHIX B 0030pe [44] He OBLIM MOATBEPXKAEHBI, OJI-
HaKo TOJYYWIN ToATBepxkAeHne accormanmu ¢ GDA u3
Jpyroro uccienoBanus [45].

Takum o00pa3oMm, wHccCeIOBaHUS, HAIpaBIICHHBIE Ha
YCTaHOBJICHHE T'€HETHUECKUX MPEIUKTOPOB aKTyalu3alun
CYyHIIUAANBHBIX TEPEeKUBaHUI Ha (OHE IICUCHHS aHTHUJIe-
MpeccaHTaMi TalueHTOB C a(pQPEeKTHUBHBIMH paccTpoi-
CTBaMH, TOKa HE TMPUBEIH K YCTAHOBIEHHIO HAAEKHBIX
MapkepoB. B To ke BpeMsi, OHM BHECJIM CBOH BKIIAJ], YKa3aB
KaK Ha y)K€ M3BECTHBIC T€HBI, B TOM YHCIIE, PaHEE BBISB-
JICHHbIE B CBS3M C CYUIMJAIBHBIMHU TONBITKAMH, TaK H
OUYepTHUB KpPyT HOBBIX. HeoOXoamMmbl manbHEHIIMe uccie-
noBaHUs (apMaKOTCHOMHKH aHTHJIETIPECCAHTOB C aKIICH-
TOM Ha BO3MOXHBIE NapagoKcaibHble 3)(EKTH y U1 MO-
JIOJIOTO BO3pacTa, C 0Oojiee METaNbHON KIMHUYECKOH WX
XapaKTepUCTUKOM, BKJIIOYAs OINUCAHWE CYUIHMIAIBLHOIO
MOBEJICHHSI.

HeiipoOuonorus caMonmoBpeXJeHUI.

CydnuianbHbIe TIOMBITKH, COTJIACHO HWMEHOIIUMCS
JaHHBIM, acCOLMUPOBAHBI C HECYUIHMIAIBLHBIMH CaMOIIO-
BPEKIACHUSME, KOTOPBIE MOTYT B KIMHUYECKOH MpaKTHKe
OBITH BOCIIPHHATHI KaK yrpo3a CyMIHMIa, B TOM YUCIIE TPU
JICYESHUH JIeNpeccHy aHTujenpeccantamu. CaMOIOBpexk-
JICHUS B TTOJIPOCTKOBOM BO3pacTe MOTYT OBITh MPU3HAKAMHU

contains a question about suicidal thoughts.
The analysis used more than 500 thousand
SNPs. Of the 811 patients, 244 reported in-
creased suicidal feelings. This circumstance
was most closely associated with a polymor-
phism 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, SCN8A and
CRHR2. A number of these genes were previ-
ously identified in connection with suicidal
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 TMEM138,
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
data, are associated with non-suicidal self-
harm, which can be perceived as a suicide
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Pa3sBUBAIOLIETOCS PACCTPOMCTBA JIMYHOCTH, WIH IPEAIo-
CBUJIKaMHU K CYWMIUAAIBHON TMOMBITKE U JIaXKe K 3aBEpIIEH-
HOMY cyuuuay. Ho Ha ceromHsIIHAN 1eHb UMeeTCs KpaiiHe
MaJI0 IaHHBIX O CHelU()UIECKUX HApYLICHUSIX B MO3TOBBIX
CTPYKTypax mpu naHHoM ¢(enomerne. CaMOMOBpeKIACHUS
CBA3bIBAIOT ¢ a)()eKTUBHBIMH HapyIIEHUSIMU B BUAY He-
JOCTaTKa KOPKOBOT'O YNPaBJICHHUS SMOLMSIMH, KaK IPH I10-
TPaHUYHOM pPacCTPOWCTBE JUYHOCTH Y B3pociblx. Ilpu
JAHHOM PpAacCTPOMCTBE HAONIOJAIOTCA CTPYKTYPHBIE U
(yHKIMOHANBbHBIE HAPYIICHHUS B HEKOTOPHIX ()POHTAIBHBIX
00JIacTSAX TOJIOBHOTO MO3Ta: B TepemHed MOSICHOW Kope,
OCTPOBKOBOH [10JIe, AOpcoyiaTepaibHON NpedpoHTaIbHON
Kope [47].

VY nesymek ¢ 13 no 19 ner ¢ ucropueir camonoBpex-
JeHni OpUT0 0OHApYXeHo, 1Mo AaHHbIM MPT, ymMeHbIieHne
CEpOro BelIecTBa MO3ra B OCTPOBKOBOW H3BHIIMHE C JBYX
CTOPOH, B TPaBOil HIKHEW JTOOHOW M3BWIIMHE U B IPYTHX
COCEHUX CTPYKTYpPax, OTBETCTBEHHBIX 332 SMOIMH U CaMoO-
perymsinuto. Tak ke uccienoBaTeNy 3aMETHIIN, YTO 00bEM
CEpOro BEIECTBA B OCTPOBKOBOW M HW)KHEH JIOOHOH M3BU-
JMHAX HAaXOAMTCSl B 0OPAaTHO MPONOPLUOHAIBHOW CBS3H C
SMOLMOHAIBHON JUCPETYIIUEN, CBSI3aHHOM C CaMOOLEH-
ko#t [47]. IllonoOHBIE M3MEHEHUS HAOIOMAOTCS U Yy JIHII C
MOTPaHUYHBIM PACCTPOHCTBOM JIMYHOCTH.

CuctemMa [-ONMMOUAHBIX PELENTOPOB BOBJIEUEHA HE
TONIBKO B TNEpeKUBaHHE (U3UUECKOW 00iH, HO U B 00Ib
COLMAILHOH OTBEP)KEHHOCTH, M SIBIACTCS NOAXOIAIIEH
LEJBIO TPHU MPO(PHIIAKTHKE CaMOYOUICTB [5].

B nmenom HecyumnmpanbHble CaMOIOBPEXKACHUS SIBIIS-
IOTCS CaMOCTOSITENIbHBIM SIBJIEHHEM, B OCHOBE KOTOPOTO
Je’KaT cBOeoOpa3Hble ICHXOJIOTHYECKHE MEXaHHW3Mbl (Ha-
npuMep, CTpeMIIEHHE MOYyBCTBOBATH OOJb U “OXHUBHUTH”
ceOs1, WK CHATH BHYTPEHHEE HaNpsDKEHHE) U HeHpoOHoIio-
rHYecKue GPaKkTophl, B CBS3U C YeM MPSIMOW aHAJIOTHH MEX-
Iy 3TUM SIBJICHHEM U CYHLUZOM HET, YTO CJIEAYET yUHUTbI-
BaTh TPH JICYCHUH JETIPECCUH aHTHACTIPECCAHTAMHU.

Cyvnnun mnepego3upOBKON aHTHIENpeccaHTa-
MHU.

Cpenu Tex JIOJEH, KTO COBEpLIAET CYHMLUA, CaMbIM
pacupoCTpaHEHHBIM TMCUXUYECKUM pPacCTPOMCTBOM SBJISI-
erca penpeccusi. Kaxapiii 4eTBEPTHIN MAlMEHT C Jenpec-
CHel TITaeTcss TMOKOHYUTH ¢ coboif. [lo atoil mpuumHe
0€30MacHOCTh MOBBILIEHHBIX 03 aHTUIEIPECCAHTOB OUYEHb
BaXKHA ¥ JIOJDKHA YYUTHIBATHCS MPHU Ha3HAYEHUH U OTITYCKE
9THX JIEKApCTBEHHBIX MpenapatoB. Camplil BBICOKHMH HWH-
JIEKC OTACHOCTH (YUCIIO CMEPTEH Ha ThHICSYy OTpaBICHHUU
AaHTHUJETIPECCAHTAMH) y aMOKCAlMHA, MalpOTWIMHA, Je-
sunpamuHa. Y Bcex CMO3C u CMO3CuH nnaexc omacHo-
ctu HIxke, yeM y TLA. Jlons cmepreli B 0011eM KOJIMYECT-
Be otpasienuil y CMO3C meHsIne, yeM y BeHnadakcuHa U
MUpTa3amnuHa [8].

PykoBoactea FDA wu Opuranckoro HanmonampHOTO
MHCTUTYTa 3APaBOOXPAaHEHHS M MEIUIMHCKOW ITOMOILU
PEKOMEHIyIOT BHUMATEIbHO HAONIONATh 32 JeUYEeHHEM aH-
TUICTIPECCAHTAMH CYMLUAAIbHBIX NAIlMEHTOB WK MalueH-
ToB Mianmie 30 JeT, ¢ KOHTPOJIHHBIM BU3UTOM Yepe3 Hefle-

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 spe-
cific disfunction in brain structures accompa-
nying this phenomenon. Self-injuries are asso-
ciated with affective disorders in view of the
lack of cortical control of emotions, as in bor-
derline personality disorder in adults. In this
disorder, structural and functional disorders
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.
Amoxapine, 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 (tricyclic antidepressants). The propor-
tion of deaths in the total number of poison-
ings 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
treatment involving suicidal patients or pa-
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JI0 TI0CJIe Hayaja MPUMEHEHHs] HOBOT'O aHTHIETPECCAHTA.
WnTepHeT-pecypcsl U NPUIOKEHUS AN CMapT(OHOB B
OmmkaiiimeM OyayiieM IO3BOJIAT MOBBICHTH KAa4eCTBO Ha-
OIro/IeHNs 3a MalueHTaMH U3 TPYTIIEI pucka [5].

OnpenenéHHbIe TAKTUKH BEJCHUS MAlMEHTOB C BHICO-
KUM PHCKOM CYHIIMJa 3aclyXHBalOT 0ojee MPUCTAIbHOIO
nuzyuenus. Hampumep, koMOWHaUWsl JTATHS WM aHTHIICH-
XOTHKOB C aHTUZAEIIPECCAaHTaMH WM MOYTH MTHOBEHHBIN U
panuKanbHBI aHTUCYMIUAAIbHBIN 3(QeKkT HU3KHX 103
KeTamuHa [5].

3aKJIOUYeHHE.

B Hacrosiiee BpeMsi BOIPOC O POJIM aHTUAEHPECCAH-
TOB B YBEJIMYEHHH PUCKA CYWUIHIIA OCTAETCS OTKPBHITHIM.
CornmanpHasi 3HAYMMOCTh IPOOJIEMBI B OOJIBITION 0O0IIeCT-
BEHHBIII PE30HAHC 3aCTaBIAIOT PETYIUPYIOIIUE OpraHbl
NPUHUMATH B 3TOM ClIydae IOcHeuHble pemenus. [Ipuns-
THE OSTHX PEIICHHH OCHOBBIBAETCSI HAa WCCIIEIOBAHMUSX,
[JIABHOM LIEJIbIO KOTOPBIX HE SIBJSIETCSl aHANIM3 3TOM IpPO-
OnemMbl Kak TakoBOW, a omneHka 3()(eKTHBHOCTH HOBBIX
IpenapaToB, MOMYMHSIOMIAACS ONpPEACIEHHBIM CTaHAAp-
Tam. Pe3ynprar — npeaynpekicHre O MOBBIIICHHOM PHCKE
cyutuaa. “Black label” B onpenenénnoii cremnenn yxymma-
€T CHTYalliIo, BBI3bIBAsI OMACCHUS Bpayuel Mpu Ha3HAYCHUH
AHTUACTIPECCAHTOB, U OTKA3 MALEHTOB OT UX Mpuéma. JT0
BeAET K OTCYTCTBHIO HEOOXOAMMOW Tepanuy y MalMeHTOB
C JemnpeccHueil, YTO MOXXHO paccMaTpuBaTh KaK MOTEHIIH-
anbHOE (OPMUPOBAHHE XPOHHUYECKHX JETPECCUBHBIX CO-
CTOSIHUH, MPH KOTOPBIX HE TOJBKO YXYIIIAETCS Tepares-
TUYECKUH MPOTHO3, HO U YBEIWYUBAETCS PHUCK CYHIUIA.

s oTBeTa Ha BOIIPOC O BIMSHUM aHTUAEIIPECCAHTOB
Ha PUCK CyHMLMAa HEOOXOOUMO IUIAHUPOBAHUE CIICLHAIIb-
HBIX MacIITa0HBIX MCCIEJOBAaHUH, B KOTOPBIX AJSl OOBEK-
TUBHOM OLIEHKH CYWLUAAIBHOM ONAacHOCTH IIpernapaToB
JOJDKHBl  YYUTHIBATbCS 3HAYUTEIBHOE YHUCIO JIOTOJIHU-
TENbHBIX KIMHUYECKUX M coluoaeMorpaduieckux (akro-
poB (BO3pacT MmamMeHTa, MOJ, TSHKECTh NETPECCHH, YIOT-
pebnenmne [1AB, BEpOsSTHOCTh TUATHOCTHYECKOW OITMOKH,
COOJIIOZIeHNE PEeXUMa Teparnu), a TaKkke OMOJIOrn4YecKue 1
reHEeTHUYEeCKHe MoKa3arenu. lIpoBeaeHne Takux Hccieno-
BaHUI OylIeT OCHOBaHUEM JJIsl BHIACICHHUS KIMHUYECKU U
OMO0JIOTHYECKH 00OCHOBAHHBIX IPYIIl PUCKA U MOXKET CIO-
coOCTBOBaTh Kak ONTHUMM3ALUHM HCIOJIb30BAHUS aHTUAC-
MPECCUBHOI Tepanuu, Tak U 0ojiee AETAITBHOMY H3YYEHHUIO
MPOOJIEMBI.

tients under 30 years of age with a follow-up
visit a week after the start of a new antidepres-
sant. Internet resources and applications for
smartphones in the near future will improve
the quality of observations of patients at risk

[5].

Certain treatment tactics for high suicide
risk patients require closer study. For example,
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 antide-
pressants in increasing the risk of suicide re-
mains 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 analyze
this problem as such, but to evaluate how ef-
fective this or that drug is depending on cer-
tain 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 pro-
vokes patient to refuse to take them. As a re-
sult 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 dis-
cussions 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 antidepressant
therapy and the risk of suicidal behavior. The results showed that the original studies were conducted using a heteroge-
neous methodology and were accompanied by contradictory findings. According to one data, the usage of antidepres-
sants 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 suggest that antidepres-
sant treatment of depression mainly reduces the risk of suicide. In addition, autopsies with toxicological detection of
antidepressants have shown that suicides are more often committed by those patients with depression, 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 grow-
ing body of evidence on the involvement of genetic factors and biological systems in the development of suicide risk.
There are data on the role of BDNF, NTRK2, MAPK1, CREB1, CRHR1, TBX19, FKBP5, SKA2, CDH10, CDH12,
CDH13, CDH9, DLK1, DLK2, EFEMP1, FOXN3, IL2, LSAMP, NCAM1, NGF, « TBC1D1 genes in suicidal behav-
iour. 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 observed in persons
with suicidal behaviour and self-harm. A number of studies aimed to identify genetic markers of the activation of sui-
cidal behavior when taking antidepressants, and the involvement of genes GDA, CREB1, BDNF, NTRK2, GRIA3,
GRIK2, ADRA2A, FKBP5, 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 sociodemographic factors
(age of the patient, sex, severity of depression, substance use, the probability of diagnostic error, compliance with the ther-
apy regime), as well as biological and genetic indicators for an objective assessment of the suicidal danger of drugs.
Keywords: suicidology, self-harm, antidepressants, depression, genetics
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