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Pedepar:

1. Y puceprauiiiHiil pob0Ti 3aIpONOHOBAHO HOBUIA MiAXiM 40 BUPIIEHHS aKTyaJabHOI 33[1a4i Cy4yacHOI peBMaTOJIOrii -
nigBUIIEeHHS e(PEeKTUBHOCTI AiarHOCTUKM PEBMATOIIHOro apTputy (PA), 32 yMOBU HasiIBHOCTI LIEHTPaJIbHOI
cencurusauii (1IC). Y nuceprauiiiHoMy IOCTiIKeHH] Briepliie BcTaHoBeHo nomupeHicTs 1JC y xBopux Ha PA B
yKpaiHCbKill KOrOpTi XBOPUX, i 3acBifgueHo, mo y 36,9 % nanientis HagBHi o3Haku 1IC 3a nannmu anketu Central
Sensitization Inventory (CSI). Ha 0CHOBi KOMIIZIEKCHOTO aHaJIi3y BCTAHOBJIEHO, 0 HasiBHicTh 1C y xBopux Ha PA
[IOB'sI3aHA 3 BUIIOI0 aKTHUBHICTIO 3axXBOPIoBaHHS (3a iHmekcamu DAS-28, SDAI, CDAI), ripmunmu QyHKLiOHATBHUMU
MOXJIMBOCTSIMU Ta 3arajlbHUM CTaHOM 3[10pOB’s nauieHTiB (3a HAQ, BAIII-i1 Ta BAIII-71). [JoB€j€eHO CTaTUCTUYHO
3HauylLli KopessuinHi 38’13k (p<0,01) mix BupasnicTio LIC 3a CSI ta nokazunukamu HAQ (rPearson=0,718), DAS-28
(rPearson = 0,618), CDAI (rPearson = 0,584), SDAI (rPearson = 0,578), BAIII-i1 (rPearson = 0,628) i BAIlI-1 (rPearson

= 0,562). Briepie BU3Ha4eHO piBeHb MENTULLY, [I0B'I3aHOTO 3 reHoM KaspiuToHiHy (CGRP) y nyia3mi KpoBi naiieHTiB



i3 PA 3a HasiBHOCTI LIC. BusiBnieno Bui nokasHuku piBast CGRP y xBopux Ha PA 3a HagBHocTi LIC (101,3 + 35,4 ir /M
npotu 74,3 + 26,4 nir /M (p<0,01)). V nanienTis i3 PA i3 HasiBHOI0 1IC Ta ninBuuieHnmu piBHIMu CGRP BcTaHOB/IEHO
acoLiaTHBHI 3B'13KM 3 BUILIOI0 aKTUBHICTIO 3axBopioBaHH4 (LIIOE, DAS-28, BAIIl, HAQ), ooMe>xxeHumMu
(yHKILIOHATIBHUMU MO>KJIMBOCTSIMU Ta TipIIOIO OLIIHKOIO 3arajibHOrO CTaHy 310pOB’s. Lle 103BoJIsie IPUITYCTUTH, 10
ninsuimenuii piseHb CGRP 3a HagBHOCTI LIC cripyunHsie IOCUJIEHHS 3allajleHHs Ta [IOPYLIEHHS! MeXaHi3MiB 60J1bOBOI
peryJsLii, o B MifCyMKy 3yMOBJIIO€ Tipily KiliHiuHy MaHidecTauito PA. Ynepie npoBefeHo aHani3 epeKTUBHOCTI
sikyBanHs1 PA 3 ypaxysaHHsam 1IC ta piBHst CGRP. BectaHoBs€HO, 10 HasBHICTb 1]C 3HMXKYe e(peKTUBHICTD
CTaHJApPTHOI Teparmii: uepes 12 THXKHIB JIiIKyBaHHS IOKA3HUKU aKTUBHOCTI PA, (pyHKLiOHAIbHUX MOXKJIMBOCTEN Ta
3arajibHOTO CTaHy 3L0pOB’s y nauieHTis i3 L[C 3anumanycs 3HaYHO TipIIuMU TOPIBHSIHO 3 TUMU, XTO HE MaB 03HaK
LIC, mo BKasye Ha TSOKYME epebir 3aXBOPIOBaHHS B L1iil KaTeropii xBopux. lle ninkpeciioe HeoOXigHICTb
BpaxyBanHs: 1IC, 30kpema ii BUpa3HOCTIi, Ipy BUOOPi ONTUMAJIbHOI TEPAaNeBTUYHOI TAaKTUKU. OCO6IMBOI yBaru
OTPebyIOTh NALiEHTH 3 TSDKKOI0 260 BupakeHoo LIC, OCKiIbKY BOHU AEMOHCTPYIOTh CYTTEBO HIKYY BifIIOBinb Ha
JikyBaHHS: Maibke 80 % Takux NallieHTiB He focsraioTh edekTy 3a kpurepiem ACR-20, a y 95,7 % Bunaakis He
CIIOCTepiraeThcst KJiHIYHO 3HAUyLIOro NOKpaleHHs 3a Kputepiem ACR-50. [TanieHT 3 BUCOKMMU IoKasHuKamu CSI
y 3,3 pasu piguie gocsiraiorb ACR-20 (21,7 % nipotu 72,7 %) iy 8 pasiB piguie Bifgnosigaiots kpurepisim ACR-50 (4,3 %
npotu 35,4 %) MOPIBHSHO 3 TUMH, y KOro piBeHb LIC € MeHIT BupaskeHUM. Y IOCIiIKeHHi BCTAHOBJIEHO HOBI AaHi
oo nporHoctudHoro 3HadeHHs 1C Ta piBHsA CGRP 4K YMHHUKIB, 110 BIJIMBAIOTh HA PE3UCTEHTHICTD O Teparii y
xBopux Ha PA. [TokasaHo, mo LIC acolitoeTbcs 3 ripiolo KaiHiuHOI0 MaHidecTallielo 3aXBOPIOBaHHS, 3HUKEHHIM
(PyHKIIOHATIbHAX MOKJIMBOCTEH i 3arajibHOTO CTaHy 3710poB’s nauieHTiB. @enomen LIC po3risgaeTbes K
[IPeJUKTOP HeJLOCTaTHbOI e(PeKTUBHOCTI JIiKyBaHHS y Takux nauieHTiB. Kpim Toro, nigsuimenuii pisenb CGRP y
xBopux Ha PA ta HasBHoto 1IC € npeiuKTOpOM TSDKUOTO Iepediry 3aXBOpIOBaHHS Ta MEHII CIIPUSITIMBOI BiflIOBiNi HA

JIiKyBaHHSI, IO POOUTh MOTr0O NOTEHLITHUM MapKepOM aKTMBHOCTI 1 IPOTHO3Y XBOPOOU.

2. The dissertation proposes a new approach to solving the urgent problem of modern rheumatology - increasing
the efficiency of rheumatoid arthritis (RA) diagnostics, provided that there is a central sensitization (CS). The
dissertation study first established the prevalence of CS in RA patients in a Ukrainian cohort of patients, and
demonstrated that 36.9 % of patients had signs of CS according to the Central Sensitization Inventory (CSI). Based
on a comprehensive analysis, it was found that the presence of CS in RA patients is associated with higher disease
activity (according to DAS-28, SDAI, CDAI indices), worse functional capabilities and general health status of
patients (according to HAQ, VAS-p and VAS-d). Statistically significant correlations (p < 0.01) were proven between
the severity of CS according to CSI and the indicators of HAQ (rPearson = 0.718), DAS-28 (rPearson = 0.618), CDAI
(rPearson = 0.584), SDAI (rPearson = 0.578), VAS-p (rPearson = 0.628) and VAS-d (rPearson = 0.562). For the first
time, the level of CGRP in the blood plasma of patients with RA in the presence of CS was determined. Higher
levels of CGRP were found in patients with RA in the presence of CS (101.3 + 35.4 pg/ml versus 74.3 + 26.4 pg/ml (p
< 0.01)). In patients with RA with the presence of CS and elevated levels of CGRP, associative relationships were
established with higher disease activity (ESR, DAS-28, VAS, HAQ), limited functional capabilities and a worse
assessment of general health. This suggests that elevated levels of CGRP in the presence of CS cause increased
inflammation and impaired pain regulation mechanisms, which ultimately leads to worse clinical manifestations of
RA. For the first time, the effectiveness of RA treatment was analyzed taking into account CS and CGRP levels. It
was found that the presence of CS reduces the effectiveness of standard therapy: after 12 weeks of treatment, RA
activity indicators, functional capabilities and general health status in patients with CS remained significantly
worse compared to those who did not have signs of CS, which indicates a more severe course of the disease in this
category of patients. This emphasizes the need to take into account CS, in particular its severity, when choosing
the optimal therapeutic tactics. Patients with severe or severe CS require special attention, since they
demonstrate a significantly lower response to treatment: almost 80 % of such patients do not achieve the effect
according to the ACR20 criterion, and in 95.7 % of cases there is no clinically significant improvement according to
the ACRS0 criterion. Patients with high CSI scores are 3.3 times less likely to achieve ACR20 (21.7 % vs. 72.7 %) and
8 times less likely to meet ACRS0 criteria (4.3 % vs. 35.4 %) compared to those with lower CSI scores. The study
provides new data on the prognostic significance of CS and CGRP levels as factors influencing resistance to



therapy in patients with RA. It has been shown that CS is associated with worse clinical manifestations of the
disease, decreased functional capabilities and general health of patients. The phenomenon of CS is considered as a
predictor of insufficient treatment effectiveness in such patients. In addition, increased CGRP levels in patients
with RA and existing CS are a predictor of a more severe course of the disease and a less favorable response to
treatment, which makes it a potential marker of disease activity and prognosis.
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