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V. BimoMocTi npo guceprariio
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Tema gucepranii:
1. KorHiTHBHI NOpPYILIEHHS y Nali€HTIiB 3 BEJIMKUM JelIPECUBHUM PO3J1alOM: KJIiHIKO-HepoO6ioJIoriuHi acnieKkTu

JiarHOCTUKMU Ta JIIKYBaHHS

2. Cognitive impairment in patients with major depressive disorder: clinical and neurobiological aspects of
diagnosis and treatment

Pedepar:

1. Bniepie 3anporioHOBaHa iHTerpaTMBHA KOHLEILis AiarHOCTMKY KOTHITUBHUX NOPYyIIEeHb Tpu BIIP (anroputwm,
KpUTepii Ta TeCcTn), o NoeqHYy€e HENPOIICUXOJIOTIUHI TapaMeTpy i 3MiHM 6iojioriyHux Mapkepis. OTpumanu
[OAAJIBIINK PO3BUTOK YSIBY IIPO POJIb KOTHITUBHUX IIOPYILIEHb SIK CTPYKTYPHOI ckianoBoi BIIP. [Toka3zaHo, MO BILJIUB
KOTHITUBHOI AUCYHKIi] Ha TSOKKICTb NEIpeCUBHOTO €Ii30/ly Ta CTYIiHb IOPYIIeHb PYHKLiOHYBaHHSI NAlli€eHTiB He
[IOCTYIAEThCS BIJIUBY MOT0 KJIIOUOBUX XapaKTEPUCTUK. Briepiie onrucano oco6aMBOCTI JUHAMIKY PO3JIaJiB y Pi3HUX
KOTHITUBHUX JOMEHAX B 3aJIEKHOCTI Bifj, 3arajibHOI TSDKKOCTI enizony gernpecii. Tak, po3iany yBaru 3aKOHOMIpHO

IIOTJINOJIIOIOTECS 3i 3061/IbIIEHHSIM BUPA3HOCTI JeMPpeCUBHOrO €M1i30/1y; [IOPYyLIeHHs OIIePAaTUBHOI [1aM'sITi JOCTOBIPHO



HapOCTalOTh JIMIIE B NALi€HTIB 3 TSDKKUM JEIPECUBHUM €Mi307I0M; TSDKKICTh BUKOHABYOI AucyHKIii 0OlHaKOBa Ha
BCiX PiBHSIX BUP2XXEHOCTI JelpeCUBHOrO eMi30y. Briepie 1okasaHo, 110 KOTHITUBHI IOpPYIIeHHs B aKTUBHIN ¢asi
BJIP npencrapieHi aTOreHeTMYHO NOB'SI3aHUMU pO3J1aJlaMy OIlepaTHBHOI 1aM’sITi, OBiJIbHOI yBaru Ta BUKOHABYMX
(YHKIi, IKi pa3oM 3 riMNOTUMIi€l0, aHI'€OHi€10, TPUBOXHUMU ITPOSIBAMU Ta HETATUBHUMU KOTHITUBHUMU
nucropcisimMu GopMyIOTh €IMHNM KOTHITUBHO-E€MOLIMHUI CUHAPOMOKOMILIEKC. Briepiie oriHeHo 3HaYeHHs Ta
crieniky KOTHiTUBHUX IIOPYIIEHb [1OPs], 3 iHIIMMU CUMIITOMaMU Jerpecii Ha pi3Hi acriekTy QyHKIIOHyBaHHS B
YKpaiHCBKil nomnyJisLii nauieHTis 3 BJIP. BcTaHOBIEHO, 10 HEMPOKOTHITUBHI IOPYIIEHHS € OCHOBHUM IIPEIUKTOPOM
3HIDKEHHS PO6040ro QyHKILIOHYBAHHS, a TAKOX MOPSsiT, 3 KJIIOYOBUMYU CUMIITOMAaMU JAE€NPECUBHOTO €Mi301y
BM3HAYalOTh PiBEHb 3arajlbHOro Ta COLiabHOrO (PyHKLiIOHYBAaHHS. ['0JI0BHUM KOTHITUBHUM CHHIPOMOM, IIIO
HEeraTUBHO BIJINBAa€ Ha poboue, colliajbHe, ciMeliHe Ta 3arajbHe QyHKIiOHyBaHHS nauieHTiB 3 BIP, € noripuieHHs
OIIepaTHUBHOI aM’sITi. 3HMKEHHS! BUKOHABYMX (PYHKIi1 pOOGUTb NOJATKOBUI BHECOK Y IIOPYLIEHHSI pO60YOTro
(yHKLiIOHYBaHHS. Briepie 1ociIpKeHo AiarHOCTUYHY 3HaYMMIiCTh MiJBUILEHHS CUPOBAaTKOBOro piBHs IGF-1 nis
BiZJOKpeMJIEHHSI [1allieHTiB 3 aKTUBHUM JI€TIPECUBHUM €I1i300M BiJl 3I0POBUX OCi6 SIK B 3arajibHill nomnyssuii, Tak i B
OKpeMUX BiKOBUX KOropTax. Briepie mokasaHo, 1o kopessuii nepudepudnoi rinepekcnpecii IGF-13 posnagamu
KOTHillii1 MOPiBHSIHI 260 NepPeBa’kalTh B3a€EMO3B'SI3KM 1IbOIO HEMPOTPOPiHY 3 KIIIOUOBUMMU KJIiHIYHMMU NPOSIBAMU
IeTIPECUBHOTO e1i3oay. OTpUMau NOJAJNbIINNA PO3BUTOK YSIBU PO MapPKEPHY POJIb CUPOBATKOBUX piBHIB BDNF
171 IiarHOCTUKY 3aroCTpeHHs B/IP Ta TSKKOCTI KOTHITMBHUX IOPYIIEHb Y MOT0 KIIHIYHIN CTPYKTYpi. BcTaHOBIIEHO,
110 IOCTOBipHE 3HWKEHHS KoHLeHTpauii BDNF cupoBaTku € mapkepom akTuBHOI (pazu BJIP, a HopmMaizalis 1boro
NIOKAa3HMKA BKa3ye Ha e(PEeKTUBHICTb JiKyBaJbHUX BILIMBIB. CTymniHb 3HMKeHHs1 BDNF nepeBakHo NoB’s13aHMIA 3
TSDKKICTIO Ta TPUBAJIICTIO AEMIPECUBHOTO €Mi307y, 4 TAKO>K BUPA3HICTIO [IOPYLIEHb JOMEHIB YBaru Ta ONepaTuBHOI
nam’siTi. Bnepiue BCTaHOBJIEHO, 10 TOeAHAHE BUKOpUCTaHHs Noka3HuKiB BDNF Tta IGF-1 cupoBartku 3ab6e3neuye
6isb11 TOYHY AudEpenIiallilo NalieHTiB 3 JeNPECUBHUM €Mi3070M Bif, 300poBux 0ci6, Hi>Xk BDNF ta IGF-1 Hapi3Ho.
OTpumanu nojasbiinil PO3BUTOK YsIBU ITPO €(PEeKTUBHICTb aHTHIETIPECAHTHO] Tepallil Ha KOTHITHBHI QyHKIi] mpu
BJIP. ITokasaHo, 1110 KOTHITUBHI po37aau Ta GyHKLiOHAIbHI NOPYyLEHHs B 0ci6 3 B/IP 1ocToBipHO NOKpallyoThCS,
Nopsif, i3 perpecom 3arajibHoi TSPKKOCTI IeNPECHBHOrO €Mi301y, Ha TJli (papMakoTepanii BOpTiOKCETUHOM Ta
€CLMTaIoNpaMoM. B TOM JKe yac, IPOJEMOHCTPOBAHO, 1110 3aCTOCYBAHHS BOPTIOKCETUHY IIPUBOJUTH 10
CTAaTUCTUYHO CYTTEBILIOTO MiABUILIEHHS KOTHITUBHUX Ta (PYHKLIOHAIbHUX IIOKA3HUKIB y MTOPIBHSIHHI 3 IPUIIOMOM
ecuuTagonpamy. Briepiue rokasaso, 10 O3UTUBHA AUHAMIKa KOTHITUBHUX [IOPYLIEHb HA TJIi JIIKYBaHHS B I1AL[i€HTIB
3 BIIP Mae KJII040OBUIA BIIJIMB HA BiTHOBJICHHS 3arajlbHOTO (PYHKIIOHYBAHHS Ta € OAHUM 3 HalBXKJIUBIMMX (HAKTOPIiB
BigHOBJIEHHS QYHKIIOHYBaHHS HAa POOOYOMY MicIi. Briepie mpomneMoHCTPOBAaHO, 1O TPUMOM BOPTIOKCETUHY Ta

€CLIMTAJIONPaMy BIIPOJOBK BOCbMU THXKHIB HOpMaJlidye cupoBaTkoBi piBHi IGF-1Ta BDNF.

2. For the first time, an integrative concept for the diagnosis of cognitive impairment in MDD (algorithm, criteria
and tests) was proposed, which combines neuropsychological parameters and changes in biological markers. The
idea of the role of cognitive disorders as a structural component of MDD was further developed. It was shown that
the influence of cognitive impairment on the severity of the depressive episode and the degree of dysfunction of
patients is not inferior to the influence of its key characteristics. For the first time, the features of the dynamics of
disorders in different cognitive domains depending on the overall severity of the episode of depression were
described. Thus, attention disorders deepen with the increasing severity of a depressive episode; memory
impairment increases significantly only in patients with a severe depressive episode; the severity of executive
dysfunction is the same at all levels of depressive episode. It was shown for the first time that cognitive
impairment in the active phase of MDD is represented by pathogenetically related disorders of working memory,
voluntary attention and executive functions, which together with hypothymia, anhedonia, anxiety, and negative
cognitive distortions form a single cognitive-emotional syndrome. For the first time, the significance and
specificity of cognitive impairments, along with other symptoms of depression, were assessed for various aspects
of functioning in the Ukrainian population of patients with MDD. It was established that neurocognitive
impairments are the main predictor of decreased work functioning, and along with the key symptoms of a
depressive episode determine the level of general and social functioning. The main cognitive syndrome that
negatively affects the work, social, family and general functioning of patients with MDD is the deterioration of



working memory. The reduction of executive functions makes an additional contribution to the disruption of work
functioning. For the first time, the diagnostic significance of elevated serum IGF-1 levels for the separation of
patients with active depressive episodes from healthy individuals in both the general population and different age
cohorts was investigated. For the first time, the correlations of peripheral hyperexpression of IGF-1 with cognitive
dysfunction was shown to be comparable to or predominant in the relationship of this neurotrophin with key
clinical manifestations of a depressive episode. The idea of the marker role of serum BDNF levels for the diagnosis
of exacerbation of MDD and the severity of cognitive impairment in its clinical structure was further developed. It
was found that a significant decrease in the concentration of BDNF serum is a marker of the active phase of MDD,
and the normalization of BDNF indicates the effectiveness of treatment. The degree of BDNF reduction is mainly
related to the severity and duration of depressive episode, as well as the severity of attention deficit and memory
problems. For the first time, the combination of serum BDNF and IGF-1 has been shown to provide a more
accurate differentiation of patients with a depressive episode from healthy individuals than BDNF and IGF-1
separately. The idea of the effectiveness of antidepressant therapy on cognitive functions in MDD was further
developed. Cognitive and functional impairments in individuals with MDD were significantly improved, along with
regression of the overall severity of the depressive episode, with pharmacotherapy with vortioxetine and
escitalopram. At the same time, it was obtained that the use of vortioxetine leads to a statistically significant higher
increase in cognitive and functional parameters compared with escitalopram. For the first time, it was shown that
the positive dynamics of cognitive impairment during treatment in patients with MDD has a key impact on the
restoration of overall functioning and is one of the most important factors in the restoration of functioning in the
workplace. For the first time, it was demonstrated that both treatments with vortioxetine and escitalopram (for
eight weeks) normalize serum IGF-1 and BDNF levels.
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