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Pedepar:

1. Pepepat puceprauiiinoi po6otu llkoninoi A.Jl. «Bnius nopyueHs DMPKaAHOTO PUTMY i CHY IIpU Pi3HUX
MOTOPHUX NiJTUNax XBOpo6u [TapKiHCOHA Ha NPOSIBY HEMPOIICUXIaTPUYHUX CUHAPOMIB Ta iX Kopekuisy ¥
IOCTiIKeHHs 6yJI0 BKIII0YeHO 94 naljieHT, IKuX 6yJ10 pO3IofisieHo Ha 3 IPYIX BiATIOBITHO 10 MOTOPHOTO i TUITY
XII: rpyna 1 (n = 38 oci6) — nauienTu 3 nigrunom XI1 3 nepeBakaHHsIM [IOCTYPajIbHOI HECTAbIILHOCTI Ta PO37akiB
xopu (PIGD); rpyna 2 (n = 26 oci6) - nauienTu 3 nigrunom XII 3 nepeBaskaHHSIM TPeMOPY ab0 3i 3MillIaHUM NiITUIIOM
(ne-PIGD); xontpospHa rpyna (n = 30 ocib) - yMOBHO 350p0OBi 0cobu, o He manu ypaxeHHs LIHC. 34 nauienra 3
XTI Ta roraHolo SIKiCTIO CHYy OyJIY IIOAIijIeHi Ha [1Bi Tpymnu 1o 17 oci6, ofHa 3 IKUX AOTPUMYBajlach [IpaBUJl TirieHu CHy
Ta He NpuiimMasa 6yb-sIKUX JIKiB [171 IOKPAIEHHs CHY, a iHIlIa OTPMMYBaJla KOMILJIEKCHY COH-OPi€HTOBaHY
Tepario. COH-OpieHTOBaHa Teparlis IPOBOAMIIACS LIJISIXOM KOMILJIEKCHOTO MiTX04Yy, 10 BKJIIOYAB ririeHy CHY Ta
XpOHOTepariio MesaToHiHOM 10 1 tabsetwi y 1o3i 3 mr o 21:30 (3a 30 XB 10 Bifxoay 1o cHy). [yis oLiHKU



BupaxeHocTi XI1 Ta ii MOTOpHUX NPOSIBIB 6yJI0 BUKOPUCTAHO KJIiHIYHE iHTEPB'10, OL[iHKY HEBPOJIOTiYHOTO CTATYCYy,
yHigikoBaHy mKasa ouinku XIT (UPDRS), mkany XeH-5pa; s OL[iHKY IOpYlIeHb KOTHITUBHOI cepu -
MoHpeanbChKy IIKaly OLiHKM KOTHITUBHUX QyHKLiN (MOCA); 1151 aHasIi3y BUPaXXEHOCTi JelIPeCUBHOTO CUHAPOMY —
OnUTyBaJIbHUK Aenpecii beka (BDI-1I); 1151 BU3BHaY€HHS] BUP)KEHOCTI IIPOSIBiB TPMBOXKHOTO CUHIIPOMY —
onutysanbHUK Crinb6epra-Xanina (STAI); 1y BcTaHOB/IEHHS PiBHS ajeKCUTUMII — TOPOHTCBKY IIKasy aJleKCUTUMIL
(TAS-20); ny1s OLIIHKY SIKOCTI KUTTS — IIKaJy OLHKM SIKOCTi XKuTTs1 ipu XI1 (PDQ-39); mJ1s1 OLiHKY SIKOCTi CHY —
[TiTcOyprcekuii OnuTyBanbHUK SKOCTi cHY (PSQI); ny1s aHanizy 060BOro GyHKI[iOHYBaHHS Ta LUPKAJHUX
0co6MBOCTEN — MIOHXEHCBKUI ONMUTYBaNbHUK XxpoHoTUIy (MCTQ), mKasna connusocti Ensopra (ESS),
IOCTiIKeHHs eKcIipecii yacoBux reHis bmall Ta per2; ajis aHanisy gaHux — ctaTuctuusi metogu. [1pu PIGD ninrumi
BUIIA YaCcTOTa OiJbIll TSDKKUX NPOSIBIB AENPECUBHOrO CUHIPOMY Ta BULIMI PiBE€Hb CUTYaLiliHOI i1 0cO6UCTICHO]
TPUBO>XKHOCTI NOPiBHAHO 3 He-PIGD niagrunom. IIpu PIGD nigTuni BUsBI€HO 6i/bll BUPaXXEHi IOPYLIEHHS SIKOCTI
SKUTTS 32 oKazHuKaMu PDQ-39 «MOOGIIbHICTE» Ta «eMOLifiHe 6J1aronosy4yus» nopisHsaHo 3 He-PIGD nigTumnom, a
npu He-PIGD nintuni «cturmaTtusauis» nopisHaHo 3 PIGD nigrunom. [NanienTis 3 XI1 Kj1acTepu3oBaHO HA YOTUPU
MOTOPHO-HeHpoIcuxiaTpuuHux nigruna: TpuBoxxHuiil PIGD, apexkruBHo-KorHitueHUi PIGD, adeKTuBHO-
koruituBHUM He-PIGD Ta He-PIGD 6e3 HelporncuxiaTpuyHux cuHapoMis. [1pu PIGD nigrumi icCHyI0Tb BiMiHHOCTI
ypKagHoro GyHKIiOHyBaHHS NOPiBHSIHO 3 He-PIGD: BuIa yacTOTa BeUipHiX Ta IPOMIKHUX XPOHOTHUIIIB, GibLI
Ii3HS cepeyHa CHY, Mi3HIMNI Yyac NpoOyAKeHHsl, noBlia iHepuis cHy. [Ipu PIGD nigTuni nopisusiHo 3 He-PIGD
BUSIBJIEHO TipIly SIKICTb CHY Ta y 2,5 pasu BULIMI PU3UK PO3BUTKY HagMipHOi feHHoi connuBocTi. ITpu PIGD nigrurmi
criocTepiraetbcs iHBepcis ekcnpecii reny bmall B 6ykasbHOMY eriTesii: paHKOBe 3pOCTaHHSI IPOTSITOM TEMHOBOI
a3y BinHOCHO BeuipHbOi Ipo6y; a npu He-PIGD - BifcyTHIiCTh KoIMBaHb eKcIpecii 1o Ta micius cHy. PIGD
IIOB'SI3aHUM 3 6i/IbII BUPAKEHOIO CUTYaLiliHOIO TPMBOXKHICTIO, @ CeEpel, XpPOHO0i0I0rYHMX ITOKA3HUKIB IOCTOBIPHO
BIJIMBAIOTh HA BUPAKEHICTh HEMPOIICUXIaTPUYHUX NOpYLIEHD 1pu XII cepenyHa CHY, piBEHb CBITJI0BOI €KCIIO3MLii
IIPOTATOM JIHS, SKiCTb CHY Ta HaIMipHa I€HHA COHJIUBICTD. bisbll Mi3HA cepeyHa CHY MiBUILyE BUPAKEHICTDb
IEeIPECUBHOTO CUHPOMY Ta CUTYaLiTHOI TPUBOKHOCTI, 4 3MEHILIEHHS CBITJIOBOi €KCIIO3ULIil TPOTATrOM JHS
nigBuUILye MPOSABU CUTYaLIMHOI TPUBOKHOCTI. [lorana sKiCTb CHY MiBUILY€E PiBEHD AETIPECUBHOTO CUHIPOMY,
CUTYyalii1HOi Ta 0COOUCTICHOI TPUBOXKHOCTI. HaziMipHa IeHHA COHJIMBICTD MiIBULILYE PU3UK KOTHITUBHUX [1OPYLIEHb.
3acTocyBaHHs ririeHu CHy IPU3BOJUTS J10 GiIbIII PAHHBOT'O I10YATKY CHY, 3DOCTaHHS TPUBAJIOCTI CHY 3i 3pOCTaHHSIM
(akTM4HOI €(PEKTUBHOCTI CHY, 3MillleHHS XPOHOTHUILY [10 6i/IbLIl PAHHBOTO, 3arajbHOr0 MOKPAIIEHHS SIKOCTi CHY Ta
SKOCTI JKUATTS, 3HVUKEHHS PiBHA CUTYaLiMHOI TPMBOXKHOCTI. [Ipy3HaYeHHs MEJIaTOHIHY NP KOMILJIEKCHIN COH-
opienTtoBanii Teparnii npu XI1 06yMoBoe MoAi6HI ePeKTH, a TAKOXK IOLATKOBO CIIPUYMHSIE 3MEHIIEHHS
BUPaAXEHOCTi HEUPOIICUXIaTPUYHUX CUHIPOMIB B M€>KaX KJIiHIKO-HEBPOJIOTIYHOI OL[iHKY 3a 1mKanow UPDRS-I,
3MilllEeHHS CEPEIVHY CHY A0 OiIbIll PAaHHBOTO YaCY i 3HU)KEHHSI BUPKEHOCTI AEITPECUBHOrO CUHIpOMYy. [IpoBeneHe
IOCJIiIPKEHHS YTOYHIOE JJaHi 010 B3a€MO3B’ 513Ky MiXK MOTOPHMMU Ta HEMOTOpPHUMHU nposiBamu XI1, 30kpema
BIleplile BUSIBJIEHO MOTOPHO-HeNponcuxiaTpuyHi kinactepu XI1, sSIKi JeMOHCTPYIOTh 6i/blll BUPaXKeHY TSKKICTh
HenporncuxiaTpuyHux cuuapomis npu PIGD nigruni. Yniepiue BUgBII€HO, WO pi3Hi MOTOPHI migTuny XI1 MaloTh
BiIMiHHOCTI B €KcIIpecii reHiB MOJIEKYJISIPHOTO TOOVMHHIUKA, a CaMe BiICYTHICTb 3HMD>KEHHSI PiBHS eKkcripecii bmall
BITPOJIOBXX TeMHOBOI (da3u ripu He-PIGD migTumi ta ii Hapoctanus ekcrpecii mpu PIGD migrumi. [TokazaHo, o
IIOKa3HUKY Cy0O'€KTUBHOI OLiHKM CTaHy CUCTEMMU PeryJisiLii IUPKaJHOrO PUTMY i CHY MalOTh IIPOTHOCTUYHY POJIb
IIOA0 HEMPOICUXIaTPUYHUX CUHIPOMIB. YIiepie 6yJI0 BUBHAYEHO YiTKi COMHOJIOTIYHI MPEIUKTOPH TSDKKOCTI Ta

HagBHOCTI HEMPOINICUXIaTPUYHUX CUHAPOMIB Yy nanieHTis 3 XI1.

2. Abstract of the dissertation work of Shkodina A.D. “Influence of circadian rhythm and sleep disorders in different
motor subtypes of Parkinson's disease on the manifestations of neuropsychiatric syndromes and its correction”
The study included 94 participants divided into 3 groups according to Parkinson's disease (PD) motor subtypes:
Group 1 (n = 38): patients with the Postural Instability and Gait Disorder predominant subtype (PIGD); Group 2 (n =
26): patients with tremor-predominant or mixed subtype (non-PIGD); Control group (n = 30): conditionally healthy
individuals without central nervous system impairment. Thirty-four PD patients with poor sleep quality were
divided into two groups of 17 individuals each: one group adhered to sleep hygiene rules without taking sleep-
enhancing medications, while the other received comprehensive sleep-oriented therapy. This therapy included



sleep hygiene practices and chronotherapy with melatonin (one 3 mg tablet at 21:30, 30 minutes before bedtime).
For assessment, the following tools were utilized: clinical interviews, neurological status evaluation, Unified
Parkinson's Disease Rating Scale (UPDRS), Hoehn and Yahr scale; Montreal Cognitive Assessment (MoCA) for
cognitive function; Beck Depression Inventory (BDI-II) for depressive syndrome severity; Spielberger-Khanin
questionnaire (STAI) for anxiety; Toronto Alexithymia Scale (TAS-20) for alexithymia; Parkinson's Disease
Questionnaire (PDQ-39) for quality of life; Pittsburgh Sleep Quality Index (PSQI) for sleep quality; Munich
Chronotype Questionnaire (MCTQ) and Epworth Sleepiness Scale (ESS) for circadian functioning and daytime
sleepiness; analysis of bmall and per2 clock gene expression; and statistical methods. The PIGD subtype exhibited
a higher frequency of severe depressive syndrome manifestations and elevated situational and personal anxiety
compared to the non-PIGD subtype. PIGD patients showed more pronounced impairment of quality of life in the
"mobility" and "emotional well-being" domains of PDQ-39, while non-PIGD patients reported higher
"stigmatization" scores. PD patients were clustered into four motor-neuropsychiatric subtypes: anxious PIGD,
affective-cognitive PIGD, affective-cognitive non-PIGD, and non-PIGD without neuropsychiatric syndromes. The
PIGD subtype demonstrated distinct circadian functioning compared to non-PIGD: higher frequency of evening
and intermediate chronotypes, later mid-sleep time, later wake-up time, and longer sleep inertia. PIGD patients
showed poorer sleep quality and a 2.5-fold increased risk of excessive daytime sleepiness. PIGD subtype was
characterized by inverted bmall gene expression in the buccal epithelium, with morning elevation during the dark
phase relative to evening samples, while non-PIGD showed absence of expression fluctuations before and after
sleep. PIGD was associated with more pronounced situational anxiety. Among chronobiological indicators, mid-
sleep time, daytime light exposure level, sleep quality, and excessive daytime sleepiness significantly influenced the
severity of neuropsychiatric disorders in PD. Later mid-sleep time increased the severity of depressive syndrome
and situational anxiety, while reduced daytime light exposure increased situational anxiety manifestations. Poor
sleep quality elevated depressive syndrome levels and both situational and personal anxiety. Excessive daytime
sleepiness increased the risk of cognitive impairment. Sleep hygiene implementation resulted in earlier sleep
onset, increased sleep duration with improved sleep efficiency, chronotype shift toward earliness, overall
improvement in sleep quality and quality of life, and reduced situational anxiety. Melatonin administration in
comprehensive sleep-oriented therapy for PD produced similar effects and additionally decreased
neuropsychiatric syndrome severity according to UPDRS-I, shifted mid-sleep time earlier, and reduced depressive
syndrome manifestations. This research clarifies the relationship between motor and non-motor manifestations of
PD, identifying for the first time motor-neuropsychiatric PD clusters that demonstrate more severe
neuropsychiatric syndromes in the PIGD subtype. The study reveals different PD motor subtypes have variations in
molecular clock gene expression, specifically the absence of bmall expression reduction during the dark phase in
non-PIGD subtype and its increased expression in PIGD subtype. The study shows that subjective circadian
rhythm regulation and sleep assessment parameters have prognostic value for neuropsychiatric syndromes and
identifies clear somnological predictors of neuropsychiatric syndrome severity in PD patients. The research
demonstrates for the first time the effectiveness of melatonin as part of sleep-oriented therapy in reducing
neuropsychiatric syndrome severity in PD patients.
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IToBHEe HafIMeHyBaHHSI IOpH,ZII/I‘-IHOi ocoou: [lpuBaTHM# BUlM HaBYasibHUM 3akay, "KniBCbKUN MEeIUYHU

yHiBepcuTeT"

Kopg 3a €IPIIOY: 16478809

MicueSHaxo,vieHHﬂ: ByJ1. Bopucninsceka, 6ya. 2, Kuis, 02099, Ykpaina
dopma BracHOCTI: /lepxaBHa

Cdepa yIIpaBJIiHHﬂ: MiHiCcTepCTBO OXOPOHU 3I0POB'S YKpaiHu

InenTudikarop ROR:

Penensentu

Baacue IlpizBuuie Im's Ilo-6aThKOBI:
1. Kunons I1aBio Bosnogumuposuy

2. Pavlo V. Kydon

KBasigikamis: k. megn. 1., 14.01.16

InenTudikarop ORCID ID: 0000-0001-8711-8228

JoparkoBa iHdpopmamist:

IToBHE HaﬁMeHyBaHHﬂ IOPUIHUYHOL 0CO00H: TMonTaBChkuii fiepKaBHUI MEUYHUIA YHIBEPCUTET

Kopg 3a €IPIIOY: 43937407



Micue3HaxoaKeHHS: By llleBueHKa, 6yz. 23, [lonTasa, [TonTaBeekuil p-H., 36011, Ykpaina

dopma ByracHoCTI:

Cdepa ynpaBiriHHS: MiHicTePCTBO 0XOPOHU 310POB's YKpaiHu

InenTudikarop ROR: He zacrocosyerscs

VIII. 3aKkJII04Hi BiZoMOCTi
BiiacHe IIpi3Buine Im'sa I1o-6aTbKOBI

TOJIOBH paju
BiiacHe IIpi3Buie Im'sa ITo-6aTbKOBI
rOJIOBYIOYOrO Ha 3acigaHHi

BignoBigasibHuUI 3a MiATOTOBKY

00JIIKOBHX JOKYMEHTIB

PeecTparop

KepiBHuKk Bigginy YKpIHTEI, mpo €
BiZIOBiZasIbHUM 3a peecTpallilo HayKOBOIi

OisIIBHOCTI

I'epacumenko Jlapuca OnekcaHgpiBHa

l'epacumenko Jlapuca OsekcaHapiBHa

[Tpuxinpko Onena OznekciiBHa

VKpIHTEI

FOpuenko TetsiHa AHaTOJiiBHA



