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Pedepar:

1. Inceprauiiina po60Ta NpUCBAY€HA BUBYEHHIO POJIi iMyHOJIOTIYHUX i MOJIEKYJIIPHO-T€HETUYHUX IPEAUKTOPIB Y
PO3BUTKY Pi3HUX BUJIB JIET€HEBUX ypakeHb Y xBopux Ha CCJl 3aj1€>KHO Bif, KIiHIYHUX POpM. Y pobOTi BUKOPUCTAHO
TPaAXLifiHI METOAU KIIIHIYHOTO OOCTEKEHHS XBOPUX i3 BUKOPUCTAHHSIM iMYHOJIOTIYHUX (IPOTOYHOI LUTOMETPIi Ta
iMyHO(EpPMEHTHOT0 aHaJli3y) Ta MOJIEKYJISIpPHO-TeHEeTUYHUX ([10JIiMepa3HO-JIaHII0r0BOi peakliii) JocaimKeHs. Y
xBopux Ha CC]Jl 3 NOLIKO/KEHHSIM JIET€Hb BCTAHOBJIEHO IiIBULLIEHHS (arolUTapHOro IOKa3HUKA HEUTPOPiiB, ix
OKCHJIAHTHOTO "BUOYXY", akTUBHOCTI T-nimponutis, CD4+CD25+FoxP3+-KIiTHH, 32 YMOB 3HUKEHHIs
daronuTapHOro MOKa3HMUKa MOHOLMTIB, iX OKCUIAHTHOTO "pe3epBy". LIuToKiHOBUI 6anaHC XapaKTepr3yBaBCs
nigsumeHHsaM piBHiB MCP-1, IL17, TGF-6eta, IFN-ramma Ta 14, a Takox 3HUkeHHAM piBHS IL12. V xBopux Ha CC/] 3
JIETE€HEBOIO TinepTeH3ielo BCTaHOBJIEHO BUCOKI piBHI aHTUTLN 10 RNApol 3, AlIA, ennoreniny-1, LIK. ¥V xBopux Ha
CCJ] 3 nHeBMO}i6p0O30M BUSIBIIEHO 3HUKEHUI piBeHb ekcripecii miRNA29b nopiBHsHO 3 ocobamu 3 CCJI 6e3

IIOIIKO/KEHb JIereHb i 3i 3opoBuMu. [IpoaHasnizoBaHi iMyHOJIOrYHI 0c06MBOCTI pidHUX KiIiHIYHMX Popm CCJL



3aJ1€KHO Bif, BUAIB IOMKOPKEHHS JIereHb. Ha OCHOBI JIOTICTUYHO-PErpECUBHOTrO aHai3y KIiHIKO-iMyHOJIOTIYHUX Ta
MOJIEKYJISIPHO-T€HETUYHMX [T0Ka3HUKiB y xBopux Ha CCJ] BCTaHOBJIEH] (PaKTOPYU PU3UKY PO3BUTKY MOMKOPKEHD

JlereHsb, NHeBMOQiOpO3y Ta JIereHeBoi rinepTeHsii.

2. The dissertation deals with studying the role of immunological, molecular and genetic factors in patients with
systemic sclerosis (SSc) depending on the clinical forms and various types of lung injuries. Traditional clinical and
instrumental methods with profound immunological screening (phagocytic activity of blood cells, lymphocyte
phenotyping, cytokine balance and endothelium-dependent parameters), flow cytometry method, enzyme
immunoassay and molecular genetic testing (expression miRNA29b) using polymerase chain reaction have been
used in the research for the diagnostic of SSc. Patients with SSc and lung injuries had high activity of spontaneous
neutrophil phagocytic index and physiological oxidative "stress" of these cells based on the reduced phagocytic
activity of monocytes. Phenotyping of lymphocytes and their activation markers in patients with SSc and lung
injuries characterized by decreased number of CD3 + lymphocytes with simultaneous increase in the number of
activating forms CD3 +/CD HLA-DR+ and CD4+CD25+FoxP3+ cells , especially in the limited form of SSc with
pulmonary hypertension. Cytokine balance characterized by increased levels of MCP- 1, especially in the patients
with diffuse form of SSc, IL17-regardless of the clinical forms and amount of lymphocytes that produce IL17 directly
in patients with SSc with lung injuries. Decreased level of IL12 and increased TGF-beta have been detected in
patients with SSc and pulmonary fibrosis. High level of autoantibodies to RNA polymerase III was observed
regardless of the clinical form in patients with SSc and lung injuries, increased autoantibodies to Scl70 was in
patients with diffuse form of SSc pulmonary fibrosis and high level of endothelin-1in patients with pulmonary
hypertension and SSc, in addition further increased levels of anticentromere antibodies and circulating immune
complexes was observed in these patients. The level of miRNA 29b expression was low in patients with SSc and
pulmonary fibrosis in comparison with patients with SSc without lung injuries and healthy individuals. Logistic
regressive analysis of clinical, immunological, molecular and genetic parameters helped to identify the following
diagnostic criteria of lung injuries in patients with SSc: duration of illness, the value of spontaneous phagocytic
index of neutrophils in the blood, levels of IL17 in blood serum, and miRNA 29b expression on blood cells;
pulmonary fibrosis - the age of the patient , the value of the spontaneous index of monocytes in the blood, levels of
MCP-1, IFN-gama, TGF-beta in blood serum and miRNA29b expression on blood cells, pulmonary hypertension -
meaning of spontaneous phagocytic index of neutrophils in the blood, the number of CD3+/CDHLA-DR+,
CD4+CD25+Fox P3+- lymphocyte, levels of endothelin-1, IL17 in blood serum. Clinical, immunological, molecular
and genetic risk factors for development of lung injuries patients with SSc.
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