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Tema gucepranii:
1. KorHiTHBHI NOPYLIEHH y NALi€HTIB 3 BEJIMKMM JEIIPECUBHUM PO3J1a0OM: KJIiHIKO-HEMPOOiOJIOTiuHi aClIeKTH
IiarHOCTUKU Ta JIiIKyBaHHS

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

Pedepar:

1. Bnepie 3anpoIroHOBaHa iHTErpaTMBHA KOHLEIis AiarHOCTUMKY KOTHITUBHUX MOPYyIIEHb pu BIIP (asroputm,
KpuTepii Ta TecTn), o NoeqHye HEMPOIICUXOJIOTIUHI TapaMeTpH i 3MiHu 6iosioriuHux mapkepiB. OTpumanu
[IOJAJIbIINI PO3BUTOK YSIBU MIPO POJIb KOTHITUBHUX IIOPYILEHD SIK CTPYKTYPHOI cKyanoBoi BJIP. [TokazaHo, 110 BILIMB

KOTHITABHOI AMCYHKIi Ha TSDKKICTb JENPEeCUBHOTO €Mi30/y Ta CTYIiHb IOPYLIEHb (PYHKLIOHYBAaHHS MAlli€HTIB He



IIOCTYIAETHCS BIJIMBY MOTO KJIIOUYOBMX XapaKTePUCTUK. Briepiie onrucano oco6MBOCTI JUHAMIKY PO3JIaZiB y Pi3HUX
KOTHITMBHUX JOMEHAX B 3aJIE>KHOCTI Bif] 3arajabHOI TSDKKOCTI enizony genpecii. Tak, pos3nany yBaru 3aKkOHOMIpHO
IOTIMOJIIOIOTHCS 3i 301/IbIIEHHSIM BUPA3HOCTI JeMPeCUBHOIO €Mi30/ly; IOPYLIEeHHs OII€PaTUBHOI [1aM'Ti OCTOBIPHO
HApOCTAIOTh JIMIIE B NAL[iE€HTIB 3 TSDKKUM JIETIPECUBHUM €Mi30[10M; TSDKKICTb BUKOHABYOi AMCQYHKIii OJHAaKOBa Ha
BCiX piBHSIX BUPQKEHOCTI IENPECUBHOrO €Mi30/y. Briepie nokasaHo, 10 KOTHITMBHI IOPYLIEHHS B aKTUBHiN (asi
BJIP npepncrapieHi naToreHeTMYHO NOB'SI3aHUMU pO3J1ajlaMy OIlepaTHBHOI IaM’sITi, IOBiJIbHOI yBaru Ta BUKOHABYMX
(YHKIiH, IKi pa3oM 3 rioTUMIi€0, aHI'€JOHi€10, TPUBOXXHUMU IIPOSIBAMU Ta HETAaTUBHUMU KOTHITUBHUMU
IVCTOPCisIMUA (POPMYIOTb €IMHUM KOTHITUBHO-€MOLIMHUI CUHAPOMOKOMILIEKC. Brieplie oLiHeHO 3HaY€HH Ta
crienniky KOTHITUBHUX [IOPYIIEHb [1OPS], 3 iIHIIMMYU CUMIITOMaMU Jerpecii Ha pi3Hi acriekTy QyHKIIOHyBaHHS B
YKpaiHCBKil nomnyJaLii nanieHTis 3 B/IP. BcTaHOB/IEHO, 1110 HEPOKOTHITUBHI IOPYIIEHHS € OCHOBHUM IIPEIUKTOPOM
3HIDKEHHSI pO60UYOro (PyHKIIOHYBAHHS, a TAKOX MOPSLA, 3 KJIIIOYOBUMU CUMIITOMAaMU JETIPECUBHOTO €304y
BM3HAYAIOTh PiBEHb 3arajlbHOIO Ta COLiaJIbHOTO (PYHKLIOHYBAaHHS. ['07I0BHUM KOTHITUBHUM CHHIPOMOM, IO
HeraTUBHO BIJIMBA€ Ha poboue, colliajibHe, cimeliHe Ta 3arajibHe QyHKIioHyBaHHS nauieHTiB 3 BIP, € noripuieHHs
OIE€PaTUBHOI IaM’qTi. 3HUKEHHSI BUKOHABYUX (PYHKIIiil pOOUTh NONATKOBUI BHECOK Y TIOPYLIEHHS POO0OYOro
(YHKUIOHYBaHHS. Bniepie gociigkeHo IiarHOCTUYHY 3HaYMMICTb NiJIBUILEHHS CUPOBATKOBOroO piBHA IGF-1 nyst
BiZJOKpeMJIEHHSI [1allieHTiB 3 aKTUBHUM JI€TIPECUBHUM €I1i300M BiJl 3IOPOBUX OCi6 SIK B 3arajibHill MoMysLii, Tak i B
OKpeMUX BiKOBUX KOropTax. Briepie mokasaHo, 1110 Kopessuii nepudepuydHoi rinepekcnpecii IGF-13 po3nagamu
KOTHIllifl IOPiBHSIHI 200 NI€PEBAKAIOTh B3a€MO3B 513K LIbOIO HEMPOTPOQIiHY 3 KII0UOBUMU KIIiHIYHUMU NIPOSIBaMU
IENPECUBHOTO ermizony. OTpuMay NoJalbIIni PO3BUTOK YABU PO MapPKEPHY POJIb CUPOBATKOBUX PiBHIB BDNF
D71 IiaTHOCTUKY 3aroCTpeHHs B/IP Ta TSKKOCTI KOTHITMBHUX MOPYIIEHb Y MOT0 KIIHIYHIN CTPYKTYpi. BcTaHOBIEHO,
1110 IOCTOBipHE 3HWKEHHS KoHLeHTpalii BDNF cupoBaTku € mapkepom akTuBHOI (pazu BJIP, a HopmMaizallist 1boro
IIOKA3HMKA BKasye Ha e(PEeKTUBHICTb JIiKyBaJbHUX BILIMBIB. CTymniHb 3HMKeHHs1 BDNF nepeBakHO NOB’s13aHUIA 3
TSDKKICTIO Ta TPUBAJIICTIO AEMIPECUBHOTO €130y, 4 TAKO>K BUPA3HICTIO NIOPYLIEHb JOMEHIB YBaru Ta ONepaTUBHOI
nam’siti. Bnepiue BCTaHOBJIEHO, 1110 TOeAHAHE BUKOpUCTaHHs noka3HuKiB BDNF Ta IGF-1 cupoBatku 3ab6e3neuye
6inbIn TOYHY A epenLialilo NalieHTiB 3 JeNPeCUBHUAM €Mi30[10M Bif 310poBuXx 0ci6, Hi>xk BDNF Ta IGF-1 HapisHo.
OTpuMarsnu noganbnil PO3BUTOK YsIBU NP0 €(PEKTUBHICTb aHTUAETIPECAHTHOI Teparii Ha KOrHITUBHI QyHKLii npu
BJIP. ITokazaHo, 1110 KOTHITUBHI po37aau Ta QyHKLiOHAIbHI NOpyLeHHs B ocib 3 B/IP nocToBipHO NOKpaLlyoThCs,
1opsif, i3 perpecom 3arajbHoi TSPKKOCTI IePECHBHOTrO €Mi301y, Ha TJli (papMmakoTepanii BOpTiOKCETUHOM Ta
€CLMTaJIoNpaMoM. B TOM JKe yac, IPOJEMOHCTPOBAHO, 110 3aCTOCYBAHHS BOPTIOKCETUHY IIPUBOJUTH 10
CTaTUCTUYHO CYTTEBILIOTO MiABUIIEHHS KOTHITUBHUX Ta (PYHKLIOHAJIbHUX IIOKA3HUKIB y MTOPIiBHSIHHI 3 IPUIIOMOM
ecuuTanonpamy. Briepie rokasaso, 1o MO3UTUBHA AUHAMIKa KOTHITUBHUX [TIOPYLIEHb HA TJIi JIIKyBaHHS B I1AL[i€HTIB
3 BIIP mae KJ11040BUIi BIJIMB Ha BiTHOBJIEHHS 3arajlbHOTO (PYHKIIOHYBAHHS Ta € OAHUM 3 HalBXJIUBIIMX (HaKTOPIiB
BiZIHOBJIEHHS (PYHKLIOHYBaHHS HA po60YOMY Miclli. Bnepiie nposeMOHCTPOBAHO, IO NIPUIOM BOPTIOKCETUHY Ta

€CLUTAJIONPaMy BIIPOJOBK BOCbMU THXHIB 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-1levels 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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