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1. KnniHiko-1aTOreHeTUYHa poJib 3MiH UTOKIHOBOrO Ipodio y GopMyBaHHI NOKJIIHIYHUX 03HAK ypasKeHHSI HUPOK Y
XBOPUX Ha PaHHill peBMaTOiHUI apTPUT, MOXKJIMBOCTI (PapMaKOJIOTiYHOI KOPEeKILii

2. Clinical and pathogenetic role of changes in the cytokine profile in the formation of preclinical signs of kidney
damage in patients with early rheumatoid arthritis, the possibility of pharmacological correction

Pedepar:

1. O6’eKT mOCiIKeHHs — paHHIll peBMaTOIIHMI apTPUT; MeTa — yIOCKOHaJIeHHS! ialrHOCTUKU Ta JIiKyBaHHS
NopyueHb PYyHKIiOHATIBHOIO CTAaHY HUPOK IIPU PAaHHbOMY peBMaToigHoMYy apTpuTi (pPA) Ha nifcTaBi KOMIIJIEKCHO]
OLIiIHKM B3a€MO3B'I3KYy LIUTOKIHOBOI aKTMBAllil 3 MapKepamu peHasyIbHOI AUCPYHKIIT Ta JOCTiIPKEeHHS
HePONPOTEKTUBHUX BIACTUBOCTEN Pi3HUX cxeM 6a3uCHO] Teparlii i HOBITHIX iMyHO6i0/IOTIYHMX aHTUPEBMaTUYHUX
3aco06iB; METOIY — 3arajbHO-KJIiHiYHEe 0OCTEXXEHHS, 1abopaTOPHi, iIHCTpyMeHTasnbHi (peHTreHorpadisi, MarHiTHO-
pe3oHaHcHa ToMmorpadisi cyryiob6is, fonseporpadidyHe NOCIiIPKEHHS CTaHy iHTpapeHalbHOI FeMOJUHAMIKHY),
CTaTUCTUYHi; HOBM3HA Ta pe3yJIbTaTy — Ha MiCTaBi JOCTiIKeHHs XBOpUX i3 BeprudikoBaHuM pPA Bu3HaYeHO

0CO0IMBOCTI 3MiH PYHKIIIOHAJIPHOTO CTaHy HUPOK IIpY HboMy. OTpUMaHi HOBI 1aHi 100 0COOIMBOCTEN



B32€MO3B'I3Ky aKTUBHOCTI 3allaJIbHOTO MTPOLieCy, IapaMeTpiB KiCTKOBO-XPSIIOBOi A€CTPYKLii Ta TIOKa3HUKIB
KJIiHIKO-(QYHKI[IOHaJIbHOTO CTaHy i3 BUPa3HICTIO peHabHOi AucdyHKLil y XxBopux Ha pPA. JlicTano nojabioro
PO3BUTKY KOMIIJIEKCHE IOCJIIIKEHHS CTaHy BHYTPIIIHbOPEHAJIbHOTO KPOBOTOKY Ta AMHaMiKa PiBHS LIUTOKIHIB B
3QJIEXKHOCTI Bifl KJIiHIYHUX 0COOJIMBOCTEN 3aXBOPIOBaHHS. OLiHEHO IPOrHOCTAYHE Ta KJIiHIKO-AiarHOCTUYHE
3HAYEHHS HUTOKIHOBOI aKTMBALlil y IeTepMiHyBaHHI PO3BUTKY MOPYIIE€Hb (GYHKLIOHAJIBHOTO CTaHy HUPOK 1pu pPA.
YII0CKOHasIeHO KOMILJIEKCHE JOCJIiPKEHHS IOTeHIiHUX CYOKIIiHIYHMX MapKepiB Hedporarii i3 BU3HaUeHHs CTaHy
IJIOMEPYJIIPHOrO Ta TyOYJISIPHOTO CETMEHTIB He(POHY, OLiHKY HasIBHOCTi BHYTPUIIHbOKIYOOUKOBOI

rinepreHsii /rinepginbTpauii, BU3HAYeHHS AESKUX TapaMeTpiB gonmieporpadii peHalbHOrO KPOBOIIVHY.
BcTaHOBJIEHO IPOTHOCTUYHE Ta KIIiHIKO-JiarHOCTUYHE 3HAYeHHs IUTOKIHOBOTO JuCOaaHCy Y PO3BUTKY
IIaTOJIOTIYHUX 3MiH (PYHKIiOHAIbHOTO pe3epBy ¢inbTpalii y xBopux Ha pPA. CopMOBaHO Ta y3arajbHEHO AaHi
BiJHOCHO NMOPYIIE€Hb YPMHAPHOI €KCKpelii MikponpoTeiHiB npu pPA B 3a71€XXKHOCTI Bif KJIIHIYHUX 0COOIMBOCTEN i
nepe6iry 3axBopioBaHHs. JloBe1eHO HasIBHICTh JOCTOBIPHOI acouiallii Mi>k BUPa3HiCTIO 06'€KTUBHUX O3HAK
€PO3MBHO-JI€CTPYKTUBHUX IIPOLECIB KiCTKOBUX Ta M'SIKO-TKaHUHHUX CTPYKTYP CYIJIO6iB 3aI'sCTs Ta KapIo-
MeTaKapIajbHOI 30HU Ta €KCIIPECI€I0 NesIKUX IMTOKIHIB. BUKOHaHO NOPiBHSHHS IPOTHOCTUYHOI 3HAYMMOCTI Ta
iHpOpPMaTUBHOCTI KJIiHIYHMX NTOKa3HUKIB i BUJIiJIeH] HalibiIbIll ONTUMAJIBbHI Ta JOCTOBIpHi (akTOpH, 10
IeTepMiHyI0Th popmyBaHHs Hedpomnartii mpu pPA. Briepiie MeTooM JIOTICTUYHOI perpecii nobymosaHe
MaTeMaTU4HEe PiBHSHHS PO3PaxXyHKy [1€pCOHAJIbHOI anpiopHOi BipOTiIHOCTI pO3BUTKY peHaIbHOI AMCQYHKLII 1151
KiJIbKiCHOI OLIiHKM pU3UKy. OOI'PYHTOBAHO HE(PPONPOTEKTUBHY €(PEKTUBHICTb T'YMaHi30BaHMX MOHOKJIOHAJIBHAX
anTtuTin (IgG1) y Takoi kaTeropii nauieHTis. YTOYHeHi Ta JONOBHEHI HAyKOBi IaHi BiTHOCHO BIIMUBY Tepamnii pPA Ha
IvHaMiky MmapkepiB Hepponatii. ChopmynioBaHe Ta po3lIMpeHe HAYKOBe YSIBIEHHS ITPO aKTyasIbHiICTb PAaHHBOTO
BJIACTUBOCTI pi3HMX cxeM 6a3UCHOI Teparnii Ta HOBITHIX iMyHOGi0JIOT{YHUX aHTUPEBMATUYHUX 3aCO0iB; BIIPOBA/IKEHO
- B paMKax JIiKyBaJIbHO-1ialHOCTUYHOTO IIpolLiecy B poboTi peBMarosioriyHoro BinnineHHs KY «3anopisbka obsacHa
KiliHiuHa JikapHs», KHIT COP «CymcbKa obsiacHa KiliHiyHa JjlikapHs», 1Y «HanionanbHuil HAyKOBUM LIEHTP
«IHcTuTyT Kapgiosorii iM. akagemika M. [I. Crpaxkecka» HAMH Ykpainu, BaratronpodinbHOro MeiuyHOro LEHTPY
OpecbKoro HaliOHaJILHOTO MESUYHOTO YHIBEPCUTETY, BUCOKOCIIEIiali30BaHOr0 KJIiHIYHOTO LEHTPY PEBMATOJIOTII,
ocTteonopoay Ta 6iosoriyHoi Tepanii KHII «BinHuipka o61acHa KiiHiyHa jikapHs iM. M. 1. ITuporosa», K3
«JJHinponeTpoBchbKa 06s1acHa KiiHiuHa JikapHs im. I. I. Meuynukosay», KHIT «OKJI IBano-®paHKiBCbKOi 0671aCHOL
pagu», Kniniynoi snikaphi «@eodanis» AYC (m. Kuis), KHIT «JIbBiBCcbKa 061aCHA KJIiHIYHA JIiIKAPHSI»; pe3yJbTaTh
IIPOBEEHOTr0 OCIiIP)KeHHS TaKOX BIIPOBA/I’KEHI i BUKOPHCTOBYIOTHCS B HABYaJIbHOMY IIpolieci Ha Kadenpi
BHYTPIIIHIX XBOPOO6 3 3ar1opi3bKoro fAep>kaBHOr0 MEIMYHOTO YHiBEPCUTETY, Kadenpi BHYTPilIHbOI MeguiHa N2 1
IBaHO-@paHKiBCHKOrO HalliOHAJIBHOTO MEIUYHOTO YHIBEPCUTETY, Kadeapi BHYTPilmHbOI MeguunHu N2 2 i ¢prusiarpii
I3 «JlninponeTpoBchbKa MeanYHA akazeMis», kKadenpi BHyTpimHboi MepunyHu N2 1 IBH3 «BiHHUIBKUI
HaljoHanbHUN MeguyHul yHiBepcuTeT iM. M. 1. [luporosa», kadeznpi mponeneBTUKY BHYTPIIIHIX XBOPOO Ta Tepartii
OpecbKoro HalioHaJIbHOTO MEUYHOTO YHIBEpPCUTETY, Kadenpi Tepanii Ta pesmarosiorii HanjioHanbHOI Megu4HOi
akageMii nicasgauniuomMHoi ocsitu im. I1. JI. lllynuka; ramy3p BUKOPUCTAHHS — JIIKYBaJIbHO-AiarHOCTUYHUN [IPOLIEC
PEBMATOJIOTIYHUX Ta TEPANIEBTUYHUX BifliIeHb, HABYAJIbHUI Npolec Kadeap TepaneBTUIHOrO MPOQino MeIUYHNX

HaBYaJbHUX 3aKJIaJIiB.

2. Subject of research - early rheumatoid arthritis (ERA); objective - the improvement of diagnostic and treatment
of renal dysfunction in early rheumatoid arthritis based on a comprehensive assessment of the relationship of
cytokine activation with markers of renal dysfunction and the renoprotective properties of various schemes of
basic therapy and the newest immunobiological antirheumatic drugs; methods - general clinical examination,
laboratory, instrumental (radiography, magnetic resonance imaging of joints, Doppler study of intrarenal
hemodynamics), statistical methods of information processing; scientific novelty and results - new data were
obtained regarding the pathogenetic relationship between the functional state of the kidneys and the activity of
expression of IL-6 and TNF-o in the blood, followed by the formation of renal dysfunction at ERA. Cytokine
metabolism and activity of immuno-inflammatory processes have been comprehensively investigated, with
determining the role of association of these processes in the development of renal hemodynamic disorders and



renal functional reserve. Associative pathogenetic relationships between the severity of impaired TNF-o expression
and indices of renal vascular resistance have been evaluated according to renal blood flow on the base of dates of
Doppler ultrasound in these patients. The usage of IL-6 level in predicting the high risk of developing renal
dysfunction at ERA has been refined and clinically tested. The concept regarding the pathogenetic role of the
activity of the immuno-inflammatory processes depending on the variant of the disease course in the formation of
nephropathy at ERA has been formed and generalized. The presence of reliable interdependence between the
degree of erosive-destructive processes and the concentration index of TNF-o in patients with ERA is shown. New
prognostic value for potential predictors of nephroprotective effect of treatment and development of glomerular
filter porosity progression is shown. The mathematical model was constructed, which allows to reliably and
correctly determine the individual probability of development of an increase in the traditional index of kidney
lesion (the albumin / creatinine ratio), that will allow to develop timely personal treatment tactics and identify
risk’s groups for the progression of internally glomerular hemodynamic disorders in patients with ERA to prevent
formation of renal dysfunction. A comprehensive study of the state of intrarenal blood flow and the dynamics of
cytokine levels (IL-6 and TNF-a) depending on the clinical features of the disease in this cohort of patients was
further developed. The prognostic and clinical-diagnostic value of cytokine activation in determining the
development of functional disorders of the kidneys in ERA was evaluated. It was improved comprehensive study
about potential subclinical markers of nephropathy to determine the state of glomerular and tubular segments of
the nephron, assessment of intraglomerular hypertension / hyperfiltration, determination of some parameters of
Doppler renal blood flow at ERA. The presence of a reliable association between the severity of objective signs of
erosive-destructive processes of bone and soft tissue structures of the wrist joints and carpo-metacarpal zone
according to Magnetic Resonance Imaging (MRI) and the expression of some cytokines has been proved. The
comparison of prognostic significance and informativeness of clinical indicators is performed and the most
optimal and reliable factors that determine the formation of nephropathy in ERA are identified. For the first time
by the method of logistic regression the mathematical equation of calculation of personal a priori probability of
development of renal dysfunction for quantitative assessment of risk is constructed. There was optimized therapy
with the appointment of genetically engineered monoclonal antibodies to interleukin-6 on the base of
glucocorticoid therapy at ERA. New data on the effect of new basic therapy on the activity of the immuno-
inflammatory process, the functional state of the kidneys and the parameters of bone and cartilage destruction of
the joints of the hands are obtained. Principles of rational renoprotective strategy and differentiated approach in
prescribing therapy with personification by definition of pathological changes in the kidneys were elaborated. The
scientific idea of relevance of early appointment of biological DMARDs in combination with synthetic,
renoprotective properties of various schemes of basic therapy and the newest immunobiological antirheumatic
drugs is formulated and expanded; introduction - diagnostic and treatment work, educational process; scope of
use - diagnosis and treatment at departments of rheumatology and therapy, educational process at the chairs of
therapy of medical educational institutions.
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