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HOMOT AHBO Banenmun Muxaiinoéuu

Kanouoam 0i0N02IUHUX HAYK, NPOPecop-KOHCYIbManm Kageopu cneyiaibHoi
oceimu i coyianvhoi pobomu I1onimascvko2o HAYIOHATLHO20 NEOA202IUHO20
yunigepcumemy imeni B. I'. Koponenxa

BEPE3AH Onekciit Isanosuu

KAHOUOAmM MeOUYHUX HAYK, OoyeHm Kagedpu cneyiaibHoi oceimu i coyianbHoi
pobomu ITonmascvko20 HAYIOHATLHOZ0 NeOA202iUHO20 YHI6EpCUmenty
imeni B. I'. Koponenxa

IIETPYIIIOB Anopiin Bacunvosuu

KaHOUOam MeOudHUX HayK, 00yeHm Kagheopu cneyianrbHoi ocsimu i coyianbHol
pobomu I[lonmascvko2o HAYIOHAILHO2O Ne0A202iYHO20 YHIGepcUumenty
imeni B. I'. Koponenka

TEHETUKA IAPAHOIJHOI'O PO3JIALY
OCOBUCTOCTI

Tlapanoionuti  posnao ocobucmocmi (IIPO) xapaxmepu3yecmuvcs
HAcmitinow nioo3pizicmio i Hedogipolo 00 modell, OYiHKoIo Oill I0del K
HABMUCHO NPpUHUdMCYIOUUX abo 3aeposueux. Ilowupenicmos poznady
cmanosume  2,3-4,4% i uacmiwe OdiaeHocmyemuvca Y 4OA08IKi8, a
ycnaokosyearicms eapire 6i0 28% oo 66%. Ha yeii yac pisnumu asmo-
pamu onucano 16 cenis, nog’szanux iz possumxom IHPO: SLC644, COMT,
CACNALC, NOSI1AP, DYNC1lIl ma 11 eenis mimoxoHOpiaivho2o
xomniexcy 1. Pozseumox [IPO 3a uaseHocmi GiONOGIOHUX 2eHemUYHUX
YUHHUKIE ~ MOJICYMb  CHPOBOKYSAMU  NEBHI  YMOBU  HABKOJIUUHBLOZO
cepedosuwja. Bussneno moowcnugicme npocrosyeamu IIPO Ha ocHosi
nassnocmi nonimopghizmie cena NOSLAP ma orcopcmoroeo nosoosicenns y
oumuncmei. Ilepeensio 0OCMynHUX HAYKOBUX Odicepel CMOCOBHO 2eHemuKu
IIPO  cgiouums, wo Oocnioxcenns yiei npobremu nepebysac 8
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nouamrkosomy cmati. Heobxiono poswupumu ma noeaubumu yi
OO0CHIOMNCEHHSI  HA  OCHOBL  HAUCYHACHIUUX — MOJNEKYJISAPHO-2eHeMUYHUX
MEMoOUK, OOHIEIO 3 AKUX € MEXHON02IA O0CHIONCEHHA 302aIbHO2CHOMHUX
acoyiayill.

Kntouosi cnosa: napanoionuil pos3nad ocobucmocmi, napanoioHe
MUCTEHHs, CNAOKOB8A CXUNbHICMb, 2eHU, OOHOHYKIeOMUOHI NOAIMOp@ismu,
YUHHUKU HABKOTUUHBO20 Cepedosuyd.

IlocranoBka mnpodjemu. Ilapanoimamii posnaz 0COOMCTOCTI
(TTPO; paranoid personality disorder, PPD) um mpocTo mapaHos
XapaKTepU3yeThCSI TAaKUMM MPOBIJHUMH O3HAKAaMH: HaJAMipHA
YYTJIMBICTH JIO HEBJAY 1 BiMOB; CXIJIBHICTh HATOJETIIMBO TEPHITH
HaBiTh HE3HA4Hi 00pa3u i TpaBMH, BiIMOBIISIOUNCH MPOOAYHTH iX;
MiJO3PITICTh 1 TepeKpydyBaHHs (PaKTiB, TAYMadeHHS APYKHIX abo
HEUTpadbHUX il 1HIUX IONEH SK BOPOXKHUX ab0 TMPE3UPIUBHUX;
HEBUIIPaBIaHI TIMO3pH  CEKCyallbHOI  HEBIPHOCTI  IMapTHEpa;
HEOOTpyHTOBaHA 3aKJIOMOTAHICTh YSIBHOI KOHCIIPOJOTIYHICTIO
MOMiN SIK CTOCOBHO caMoro cebe, Tak i B yCbOMY CBITi; BITUyTTS
BIIACHOI 3a3BWYail mepeOiibIIeHoi 3HAYYIIOCTi; Oe3mimcTaBHe
BOWOBHHUYE BincTOrOBaHHS cBOiX ocobuctux mpas (Worldb Health
Organization, 2019). Okpemoro XxBOpoOOK TMapaHos Oysia BUiIEHA
HiMenpkuM  nicuxiatpom  E. Kpeneminom  (1856-1926),  sxwuit
3alovaTKkyBaB KiIacH(iKaImiro MCUXiTHUX pO3J'Ia,Z[iB (Millonetal.,
2004: 435-476).TepMiH «apaHos» y nepeKnazu 3 JTaBHBOTPEIbKOI
MOBH 6yKBaJ'II>H0 o3Ha4a€ «OOKEBILIN» 1 BUKOPHCTOBYETHCS Yy
MEeJIMYHIH JTiTepaTypi BXkKe MOHA JB1 THCAYi POKIB.

3a pisHuMH mkepenamu  nommpenicte [IPO  Ha ocHOBI
OIUTYBaHHs CTaHOBHTH 2,3-4,4% (American Psychiatric Association,
2013: 649-652). OgHax, Tak 3BaHe MMAapaHOIIHE MUCIICHHS MONIINPEHE
3HaYHO Oinpmie 1 HasiBHE Yy Omm3bko 15% oci0 reHepanbHOT
cykymHocTi (Freeman, 2007).

Ilepmi o3naku [IPO MoOXyTh 3’SBUTHCA Yy HIWTHHCTBI Ta
MiJITKOBOMY Billi 1 OJISITAaTH B CAMOTHOCTI, IOTAHUX CTOCYHKaMH 3
OJTHOJIITKAMH, COI[aJbHIl TPUBOXKHOCTI, HH3BKOK MIKiIJIHHOIO
YCIIIIHICTIO, HAAMIPHOIO YYTJIMBICTIO, EKCLIEHTPUYHUMH YH
¢daHTacTHYHMMU AyMKamMH Ta MoBow. Lleil posnax wyacrime
JiarHocTyeThesl 'y 4oisoikiB (American Psychiatric Association,
2013: 649-652).

3a nesKuX KUTTEBHX OOCTaBUH IIEBHA IMOBEIiHKA MOXe OyTH
CIpUiiHATAa $K NapaHoinanbHa. YiieHM MEHIIMH, IMMIrpaHTH,
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MOJIITUYHI Ta €KOHOMIiYHI OikeHIli abo 0coOM PI3HOTO ETHIYHOTO
MOXO/PKEHHS MOXYTh MpPOSIBISATH  3aCTepekHy abo 3axucHy
MOBEIIHKY y BHMNAAKy He3HaloMoi cuTyalii (HampHKiIaZ, MOBHI
Oap’epy UM HE3HaHHS MpaBWI 1 HOpM) aboO y BIANOBiAL Ha
HEXTYBaHHsI 4M OalayKiCTh CYCHiNbCTBa OUTBIIOCTI. Y CBOIO Yepry,
Taka MOBEOiHKAa MOXKE BHUKJIMKATH THIB 1 po3yapyBaHHsS y THX, XTO
Ma€ CIpaBy 3 LUMH JIIOJIbMH, CTBOPIOIOYM TAKMM YHHOM XHOHE KOJIO
B3a€MHOI HEJOBipH, SIKy He ciix cnpuiimaru sk [TPO. Kpim Toro,
JesKi eTHIUHI TPpynmu MarmTh KyJIbTYpHY TNOBEAIHKY, Ky MOKHA
NOMHJIKOBO TpaKTyBaTH sIK TapaHoinanbHy (American Psychiatric
Association, 2013: 649-652).

s myOmikamis NpOJOBKYE HAIly CEPIF0 OIJISIIIB 13 FCHETHKH
MEHTAJILHUX 1 MOBEAIHKOBHUX po3ianiB joauau ([lomoraiibo Tta iH.,
2017, 2018a, 2018b, 2018c, 2019a, 2019b, 2020a, 2020b, 2021a,
2021Db).

Merta crarTinossirae B TEOPETUYHOMY aHami3i pe3yJbTaTiB
Cy4YaCHHMX JOCHI/DKCHb TCHCTUYHHMX MEXaHI3MIB IMapaHOigaJbHOIO
po3J1aay 0COOMCTOCTI.

AHaJi3 OCHOBHHMX J0CJiIxeHb Ta myOJikaniii.llepm 3a Bce,
BapTO 3ayBaXWUTH, L0 HAyKoBHUX naociipkeHb [1PO, mopiBHsHO 3
JIOCITI/DKEHHSIMH 1HITUX MEHTAJIBLHUX PO3JIaJiiB, BCHOTO KiJIbKa uepes
Te, II0 IIed po3yajy 3BUYAMHO TICHO TOB’S3aHMA 3 I1HIIUMH
po3nazaMu 0COOMCTOCTI, TIEPEBAKHO 3 TPUBOKHHUM (YHUKAIBHUM)
po3nazoM 0CcOOMCTOCTI Ta HIM3OTHIIOBHM PO3JIAJAOM OCOOHMCTOCTI
(MalaCards, 2021). Buacifok 1ms0ro gociiukerns o3uak I[TPO, sk
MOKa3ye OTJIsI HAYKOBUX IyOJiKallii, 3MIHCHIOETHCS MEPEBAKHO Ha
OCHOBI BUOIPOK PO31aJiiB 0COOMCTOCTI, TiCHO OB’ s13aHux i3 [TPO.

ITPO BigHOCHTBCS 10 3aXBOPIOBaHb 13 CIIAJIKOBOIO CXHJILHICTIO,
Yy PO3BUTKY SIKHX O€pyTh Y4acTh SIK T€HETHYHi, TaK 1 CepelOBHIIHI
UMHHMKH. VOr0 yCIajKOBYBaHICTh 3a pe3y/IbTaTaMM JOCIiKEHb
omususT Bapitoe Big 28% (Torgersenetal., 2000) no 66% (Kendler,
2007). Tomiueno, mo ITPO wacrtime 3ycTpidaeTbCsi y pOIUUIB
npoOaH/IiB i3 MU30(PEHIEI0 Ta MasSYHUM PO3JIATOM TIepECITiTyBaHHS
(AmericanPsychiatricAssociation, 2013: 649-652). Kpim Toro, aeski
COLIaNBHI JIOCTDKeHHsT mokasanu, mo [IPO 3HayHOIO Mipoto
MOB'SI3aHUM 13 HU3BKOIO sKkicTio sxutTs (Crameretal., 2006).

MoJiekyJIIpHO-TeHETHUYHI JIOCTTIJDKEHHS ITPO Oymu
3arovyaTKoBaHi JIMIIE HA TOYAaTKy HHUHINIHbOMY CTONITTI. [lepmmii
red, mnoimiMOp(HHUI BapiaHT SKOrO NPUYETHHH JO PO3BUTKY
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napaHoiJalbHUX O3HAaK, OyB BHUSBICHHH TPYINOI POCIHCHKHUX
nocmigaukie HaykoBoro neHTpy mcuxiynoro 3nopos’ss PAMH na
BUOIpKax MamieHTiB i3 adeKTHBHUM po3naaoM (114 ocib) i poznamom
mm3o¢peniunoro crnektpy (110)3 BHKOpHUCTaHHSIM KOHTPOJIBHOI
rpynu (124 ocobu) (Golimbetetal., 2003). [dns cexBenyBanus JTHK
reHa OyJM BHKOPHCTaHi 3pa3KH KpoBi 0ci0, 3aJisIHUX y eKCIepH-
MeHTi. Lle 0yB ren SLC6A4, sikuii JoKami3oBaHUN y JOBrOMY IUIedi
17-01 xpomocommu (17q11.2) i KoAgye B3BOPOTHHH TpaHCHIOPTEP
HelipoTpaHcmiTepa ceporoHiny (Gene Cards, 2021). IIpomotop
(perynsaropuuii perion) wsoro reHa S-HTTLPR wmoxe wmaru
iHCepIio (BCTaBKy) uM Jelneliro (BTpaTy) ¢parMenta po3Mipom
44bp. Iucepuis cnpuuunntoe posruii anens (long, L), a menmeris —
kopotkuit (short, S). I'enorun aneniB S/S 3HMKYE eKCIpecilo reHa
SLC6A4 i mMoxe 3BeCTH /0 MiHIMyMY BHpaKEHHS HapaHOifaIbHUX
o3Hak. [lomimopdizmu npomortopa 5S-HTTLPR Takoxx mpudetHi 10
moHax 90 3axBoproBaHb, cepel SKHX JOMIHYIOTb PO3Jaju
ocobuctocti (Mala Cards, 2021).

Jobpe BimoMa peryisiTopHa poiib HeHpoTpaHcMiTepagodaminy
y ¢yukuionyanHi ronoBaoro Mo3ky (Nieoullon&Coquerel, 2003).
VY wmerabomizmi nodaMiHy aKTUBHY ydyacTb Oepe MNpPOAYKT TIeHa
COMT, noxamizoBaHoro B JOBrOMy TIuiedi 22-0i XpoMocoMu
(22q11.21) (GeneCards, 2021). Bucokuii piBeHb ekcmpecii rena
COMT npu3BomuTh [0 3MEHIIEHHS aKTUBHOCTI JodamiHy i
HaBnaku.3amiHa ryaHiny (G) Ha ageHiH (A) B kooHi 158 1poro reHa
TPU3BOJIUTH J10 3aMIIlEHHs] aMIHOKUCIIOTA BaniHy (val) ma metionin
(met), mo i 3aGe3neqy€ nigBuIeHHs akTuBHOCTI TeHa COMT y 3-4
pasu i, SK HACHiJIOK, BeJe JO 3HIKCHHS eKcmpecii jodaminy B
Hpe(prHTanLHm Kopi. Y cBolo uepry, Takuii aedinut godaminy
CIPUYMHIOE 3HIDKCHHST KOTHITUBHHMX (YHKIIH Ta BHHUKHEHHS
MapaHoiJaTbHAX CHMITOMIB, XapaKTepHHUX JJIsl po3JajiiB ocoduc-
tocrti. [le Oyno mokazaHo rperbKUMH HAyKOBISIMU Ha BUOipii 2130
MOJIOJIMX 4YOJIOBIKiB y Billi 18-24 pokiB, 3a0pakoBaHUX TiJ[ Yac
mMenorsany s ciayxou y BIIC I'perii BHACHIIIOK HAsSBHOCTI Yy HUX
O3HAK TMICHXIYHUX BIAXWJICHb Ta 3aJIEKHOCTI BiJi HAPKOTHYHHUX
peuosun (Smyrnisetal, 2007). IToximopdismu rera COMT mpuderHi
HE JIMIIe JI0 PO3JIajiB OCOOHMCTOCTI, a ¥ 0 pi3HOMaHITHUX (HOpM
HApKOMaHIWHOI 3aJeXHOCTI Ta HHU3KH OHKOXBOpOO. 3araibHa
KIJIBKICTh IIUX MAaTOJIOTii csrae maibke 280 (Mala Cards, 2021).
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Oco0nuBYy yBary JIOCIITHHKIB T€HETHKH MEHTAJILHUX PO3JaJliB
npuseptae red CACNALC, nokanizoBaHuil B KOpOTKOMY Tutedi 12-oi
xpomocomu (12p13.33), mpoIyKT SIKOTO EKCIIPECYETHCS Yy TOJIOBHOMY
MO3KOBI Ta BiJlirpa€ BaXJIWBY pOJb Yy PO3BUTKY JACHIPUTIB,
JKUTTE3AATHOCTI HEWPOHIB, TIACTUYHOCTI CHHAMCiB, (OpMyBaHHI
nam'ati, HaB4aHHi Ta nosexinmi (GeneCards, 2021). Bin npuyetHuii
no monax 130 piBHOMaHiTHI/IX 3aXBOPIOBaHb, CCPEl AKMX 3HAYHA
YaCcTUHA MEHTAJbHUX PO3JaiB i XBop06 cepus (MalaCards, 2021).
Ha BubGipni 530 ™Monogux dYONOBIKIB MOKa3aHO, IO OJHO-
HykneoTuaHui nomimMopgizm (OHIT) rs1006737, posramoBaHuii B
tperbomy iHTpoHirena CACNALC, now’szanmii i3 [IPO, mm3o-
(GpeHiero,  MIU30THIIOBUM  PO3JIAZJIOM  OCOOMCTOCTI,  BEIUKUM
JIETMPECUBHAM po3iafoM Ta OimomspauM posiamom (Roussosetal.,
2011; Roussosetal., 2013).

VY cdepi BUBYCHHS TEHETHYHHX 1 MOJEKYJSIPHUX MeEXaHi3MiB
I[TPO Ham3BHYaKHO NPOYKTUBHUM € IOCHIKEHHS KOMaHIN
HayKOBHIB Terepanchkoro VHIBEPCHTETY, sike OyIo CHPAMOBAHE Ha
OLIIHKY poJIi MlTOXOHI[plaJII)HOFO KoMmIuiekcy | Ta kiiTHHHUX Oio-
EHEPreTUYHUX NUISIXIB B €TIONOTii Ta ocoOnuBocTsax nepediry [TPO
ta mmsodpenii (Haghighatfardetal., 2018). MitoxonapiaapHui
KoMITIeKC | 3HaXoMUThCs Ha BHYTPIIIHIA MeMOpaHi MiTOXOHApIH,
MICTHTh BEIUKY KUIBKICTh (DEPMEHTIB i BiJirpae MpOBITHY POJIb Y
nporecax KJITHHHOTO TUXaHHS.

Bmict MPHK xpomMocoMHHX 1 MITOXOH/ApialbHUX T€HIB, SKi
KOJIYIOTh CYOOIWHMIII MiTOXOHApialbHOrO KomIuiekey I (44 renn), y
MpoIIeCi JoCiipKeHHs omiHoBanmu B kpoBi 340 narientis i3 [TPO Ta
528 MCHUXIYHO 370pOBHX 0CI0 3a JOMOMOIOI0 METOAa MoJliMepa3Hoi
naHiroropoi peakiii  (IIJIP). Bymu BusBiaeHi 3Hauyili 3MiHH
excnpecii 11 reniB y namientis 3 [TPO mopiBHSHO 3 KOHTPOJIBHOIO
BubGipkoro. [Tpu pomy excrpecist renie NDUFS1 (2933.3), NDUFV1
(11g13.2), NDUFV2 (18pl11.22), NDUFB5 (3026.33), NDUFB9
(8924.13), NDUFA13 (19p13.11), NDUFAS8 (9933.2) Ta NDUFA5
(7931.32) Oyna mimsumiena, a renie NDUFB11 (Xpl11.3), NDUFS7
(19p13.3) Ta NDUFS8 (11q13.2) 3umkena. Oco0a1BO BUCOKOIO OyJia
excnpecis rera NDUFS1, noniMopdizmu sIKoro Takok MpUYeTHi J10
90 3axBOpIOBaHb, CEpeJl IKUX, KPIM JIEKIIIPKOX MEHTAJBHUX PO3IaJliB
(ITPO, mm3odpeHis, OINOAAPHUN PO3Jaa TOIIO) Ta OC3ILTIAIM,
3HAYHA YaCTHUHA 3JIOSKICHUX MyXJMH pisHux opradiB (MalaCards,
2021). IlikaBo, IO JKOAEH 13 CEMHU MITOXOHJAPIAIBHUX TI'€HIB,
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OPUYETHUX O MITOXOHAPIabHOTO KOMILIEKCY |, He mpoaeMoHcTpy-
BaB 3MiH Yy €KCIIpecii, [0 3MEHIIY€E POJIb MAaTEPUHCHKOTO OpraHi3zMy
B ycnankyBanHi [IPO Tta mmsodpenii. Pesynbratén gocmimkeHHs
nokazany, mo red NDUFS1 moxe Oytu cneungidHuM MapKepom
s [TPO.

[leBHi yMOBHM HaBKOJHWIIHBOTO CEPEIOBUINA 3a HAsBHOCTI
BIANOBIIHUX TEHETUYHUX UYUHHHUKIB MOXYTh CIIPOBOKYBaTH
po3sutok [IPO. HemonaBHO kuTalChKi TOCTIAHMKH Ha BHOIpIN
o0csiroM 423 yB’SI3HEHHMX YKOPCTOKHX 3JOYMHIIB BUSBHIA MOXKIIH-
BicTb mporHo3yBatn [IPO Ha OCHOBI HasBHOCTI  mOi-
MopdizmiB reHa NOS1AP Ta 5x0pCTOKOTO TIOBOJKEHHS Y JTUTHHCTBI
(Wangetal., 2020). 'er NOS1AP nokanizoBanuii y JoBromy ruiedi 1-
oi xpomocomu (1023.3). IlporeiH, komoBaHWH UMM TreHOM, Oepe
y4acTh y (pyHKIIOHYBaHHI CHHAICIB royioBHOro Mo3ky (GeneCards,
2021). Haiibinpma #oro KOHLEHTpallis BHSBICHa B KOpi Ta
JIOBracTOMY MO3KOBi, HaliMeHIlIa — B rirmokamimi. byno BuseieHo 4
omHOHYKIeoTHaHI momiMopdizmu (OHIT): rs4145621, rs3751284,
rs348624 rta rs6680461 rema NOSIAP (Wangetal., 2020).
OHIIurs4145621 Tta rs6680461 nokamizoBaHi B IHTPOHI 3 TreHa,
rs3751284 — B ex3oHi 6, rs348624 — B ex3oni 9 (Kremeyeretal.,
2009). VYuacHMKHM JOCII/DKCHHS OIIHIOBAJIMCSA 3a COLIaJbHUM
CTaHOM, PIBHEM HAaCHWJUII B JUTHHCTBI Ta HasBHicTIO o3Hak [IPO,
micyst oro iX po3aimmiM Ha JBi rpynu — 3 o3Hakamu [1PO Ta 6e3
HuX.PerpecuBHuil aHani3 nokasas, 110 emolriiine Hacwuist Ta OHIIu
rs348624 i rs4145621 mocroBipHo mporuosytots ITPO (p<0.05).
BusiBieHo Takok 3HAYHMH B3a€MO3B’SI30K MK HACWUIAM B
muruHerBl ta OHITamm rs3751284 irs6680461 rema NOSI1AP.
Oco6wu, mo Manu anenb rs3751284 C (uuTo3uH), BUABISUIM O3HAKU
I[MPO, konmu B JAWTUHCTBI 3a3HaBajM BUIIMUX PIBHIB E€MOIIHHOL
Oarimyxocti (P<0,05), a ocobmu 3 amenem 156680461 G (ryanin)
BusiBJisUIH 03Haku [TPO, Koy 3a3HaBaM BUIIKUX PIBHIB €MOIIHHOTO,
¢isnyHOor0 Ta cekcyanbHoro HacwibctBa (P<0,01). Tem NOS1AP
BB@KAETHCS MPUUETHUM Takok 10 40 pi3HUX 3aXBOPIOBaHb, Cepell
SKUX MH30QpeHis, Jenpecis, OINOSAPHUNA poO3Naa, po3nai
ayTHCTHYHOTO CIEKTPY, XBopobu cepirs oo (Mala Cards, 2021).

Bapro yBarm Takok IMOBIZJOMJICHHS HaykOBIIB i3 ['oHmypacy
(Ramos-Zaldivaretal., 2016), y skomy MoOKa3aHO MPUYETHICTH 10
MMPO rena DYNCL1I1l. ¥V xBoporo 3 4YHCIEHHHMH MOPYIICHHSMH
PO3BHTKY CKEJETY, JBOCTOPOHHIMU IaXOBUMH TPWKAMH, BaJlaMU
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cepus, riyxororo Ta [IPO Oyno BuUSBIEHO AeJelil0 3HAYHOTO
periony B jgoBromy Iwiedi 7-oi xpomocomu (7q21.3), ne
nokanizoBanuii ren DYNC1IL1. [lporein, komoBaHWI IIMM TEHOM,
EKCIPECYETHCS B KOMIIOHEHTAX LUTOIUIA3MAaTHYHOTO KOMIUIEKCY Ta B
XpoMocoMax, Oepe y4acTh y TPaHCIIOPTI pEYOBHHBCEPEIMHI KIIITHH 1
anpTepHaTHBHOMY ciutaiicunry (Gene Cards, 2021). 'en DYNCL1IL,
okpim [TPO, npuuetnuii no 20 3aXBOPIOBaHb, cepel IKUX 3aralbHUN
po3Niaj 0COOMCTOCTi, CHHIPOM PO3YMOBOI BIJICTANOCTI, XBOpOOa
AnpureiiMepa, HEMPOCEHCOPHA TIIyX0Ta, PaK IUTYHKY, PO3MICTUICHHS
kucreit ta cron Tomo (MalaCards, 2021).

OxpiMm 16-u onmcaHUX BUILE TEHIB, BapiaHTU SKUX JOCTOBIPHO
npuuetHi go ITPO, pisHMMH aBTOpaMu y Mpoleci AOCHiIKEHHS
IHIIMX ~ MEHTAJIBHUX pO3/aJiB, INEPEBAXHO IU30(QPEHii,0y10
BUSIBIICHO III€¢ TPUHAWMHI 8 TEHiB, sIKi WMOBIPHO MOXYTb OyTH
noB’s3ani 3 [IPO (MalaCards, 2021).

BucHoBKkH Ta mepcneKkTHBH moaadblIux po3Bigok.llepermsin
JOCTYITHUX HAayKOBHX JDKepel CTOcOBHO reHeTwku [1PO cBimuuTh,
IO JIOCHIJPKEHHs 1€l mpobiemu niepeOyBae B MOYATKOBOMY CTaHi.
HeoOXiHO pO3MIMPUTH Ta MOTJIMOMTH Ii JOCIIDKCHHS Ha OCHOBI
HallCyJacHIINX MOJIEKYJISIPHO-TEHETUIHUX METOAUK, OHIEI0 3 SIKUX
€ TEXHOJIOTis TOCHIKEHHS 3aralbHOreHOMHMX acorriamiii (Dehghan,
2018), sika ycHillHO BUKOPHCTOBYETHCS MPHU BUBUCHHI TEHETUYHUX
MEXaHi3MIB TaKUX MEHTAJIbHUX PO3JIAJiB, SK OINOJSIpHUIN po3iaj
(TTomoraii6o Ta iH., 2018C), mm3odpenis (ITomoraiibo ta in., 2019a),
BEJIUKHIA JienipecuBHuii posnan (ITomoraii6o Ta in., 2019b) Tormo. s
TEXHOJIOTISl Ja€ 3MOTY HE JIMIIC BHSABIATH KaHIUIATHI TE€HH, a
BU3HAYATH XapaKTep MyTallil, 0 CIPUYUHIOIOTH CIaIKOBY XBOPOOY
(Dehghan, 2018). Takumu MyTamissMH MOXYTh OyTH OJHO-
HYKJIEOTHIHI moniMopdizmu, npiOHI iHcepuii/penenii Ta 3MiHH
KUIBKOCTI Korid. JIo TOTo X, BOHM MOXYTh OyTH pO3TalllOBaHi He
JHIe B MEXax TeHiB (B €K30HaX Ta IHTPOHAx), a i B MIKIEHHHX
ninsakax JIHK. Ha ekcrpecito reHa MOXyTh BIUIMBATH HE JIMIIE
MyTallii B Mexax HOro eK30HiB, a i MyTallii B MeXaxX HOro iIHTPOHIB
Ta MibKreHHux aiasHok JJHK.
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V. Pomohaibo, O. Berezan, A. Petrushov

GENETICS OF PARANOIDPERSONALITYDISORDER

Paranoid personality disorder (PPD) is characterized by the following leading
features: excessive sensitivity to failures and refusals; inclination to persistently
endure even minor insults and injuries or slights, refusing to forgive them; suspicion
and distortion of facts, interpretation of friendly or neutral actions of other people
as hostile or contemptuous; unjustified suspicions of sexual infidelity of a partner;
unfounded concern about the imaginary conspiracy of events both in relation to
himself and around the world; feeling of one's own usually exaggerated
significance; unfounded militant defense of their personal rights. The prevalence of
PPD is 2.3-4.4% and is more often diagnosed in men. Heritability of PPD varies
from 28% to 66%.

By now various authors have described 16 genes associated with the
development of PPD: SLC6A4, COMT, CACNA1C, NOS1AP, DYNC1I1 and 11
genes of mitochondrial complex 1. The SLC6A4 gene (17g11.2) encodes a reverse
serotonin transporter. A slight deletion in the promoter of this gene reduces its
activity and can minimize the expression of paranoid traits. The product of the
COMT gene (22q11.21) is actively involved in dopamine metabolism. A G-to-A
transition atcodon 158 of this gene increases its activity by 3-4 times and, as a
consequence, decreases dopamine expression in the prefrontal cortex, which causes
paranoid symptoms of personality disorders. The CACNALC gene (12p13.33)
encodes a protein that plays an important role in the formation and activity of brain
neurons. The single nucleotide polymorphism rs1006737, located in the 3™ intron of

210



ISSN 2226-4078 (print). ISSN 2410-3527 (online). Mcuxonoris i ocobuctictb. 2021 Ne 2 (20)

this gene, is associated with PPD, schizophrenia, schizotypal personality disorder,
major depressive disorder and bipolar disorder.

Mitochondrial complex 1 and cellular bioenergetic pathways play a significant
role in the etiology and features of PPD and schizophrenia. Significant changes in
expression of 11 genes were detected in patients with PPD compared to the control
sample. Expression of genes NDUFS1 (2933.3), NDUFV1 (11g13.2), NDUFV2
(18p11.22), NDUFB5 (3¢26.33), NDUFB9 (8924.13), NDUFA13(19p13.11),
NDUFA8 (9g33. 2) and NDUFA5 (7g31.32) was increased, and the genes
NDUFB11 (Xp11.3), NDUFS7 (19p13.3) and NDUFS8 (11g13.2) were decreased.
The NDUFS1 gene expression was particularly high. None of the
sevenmitochondrial genes showed a change in expression,which may reduce the
importance of a maternal patternin the heritance of PPD.The results of the study
showed that the NDUFS1 gene may be a specific marker for PPD.

In the presence of relevant genetic factors certain environmental conditions
can provoke the development of PPD. It is possible to predict PPD on the presence
of NOS1AP (1923.3) gene polymorphisms and childhood abuse. The protein
encoded by this gene is involved in the functioning of brain synapses. There is
shown that emotional violence and SNPs rs348624 and rs4145621, located
respectively in the 9™ exon and 3" intron of the NOS1AP gene, reliably predict
PPD.

In addition to described above 16 genes, whose variants are reliably involved
in PPD, various researchers have identified at least 8 other genes that are likely to
be associated with PPD, although they have been identified in the study of other
mental disorders, mainly schizophrenia.

A review of available scientific sources on PPD genetics shows that research
of this problem isin its beginning. It is necessary to expand and deepen these studies
on the basis of the most modern molecular genetic technologies, one of which is the
genome-wide associations study. This technology makes it possible not only to detect
candidate genes, but also to determine the nature of mutations that cause hereditary
disease. Such mutations can be single nucleotide polymorphisms, small insertions /
deletions and changes in the number of copies. In addition, they can be located not
only within genes (in exons and introns), but also in intergenic regions of DNA.
Gene expression can be affected not only by mutations within its exons, but also by
mutations within its introns and intergenic DNA regions.

Key words: paranoid personality disorder, paranoid thinking, hereditary
predisposition, genes, single nucleotide polymorphisms, environmental factors.
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