O6J1ikoBa KapTKa [IiP

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iIKOBHI HOMep: 0217U004325

Jep>kaBHUH peecTpaniliHUI HOMeP: 0112U000166

Oco06J1uBi TO3HAYKHU: Binkpura

JaTa peecrtpaunii: 31-01-2017

II. Etran BukoHnauus JiP
Homep eramny: 1

Ha3sBa eramny: Ouinka B3aeM03B's13Ky iMyHOJIOTTYHUX, T€HETUYHNX, TOPMOHAIbHUX MEXaHi3MiB PO3BUTKY
BTOPUHHMX CUCTEMHMX BACKYJIITiB Ta MOJIiiMyHOIIATOJIOTii 32 YMOB CUCTEMHUX 3aXBOPIOBAHb CIIOJIYYHOI TKAHVMHU Ta

OLIiHKa e(PEeKTUBHOCTI i 6€3MeKU 3aCTOCYBaHH Tepaii cynpoBoay 6io¢aBoHoinaMu Ta 6iryaHigamu
IloyaTok eramy: 01.2012
3akiHyeHH4d eTamy: 12.2016

Bup, 3BiTHOr0 JOKYMEHTA: OCTaTOYHUIA 3BiT

I11. BinomocTi npo BukoHaBus JIiP

IloBHEe HaMEHYBaHHS IOPHIAHYHOI 0cooH (a60 ITIB pizsmyHOi 0COOH): JIbBiBCHKMIT HALIOHAIBHUI

MEIVYHUI YHiBepcUTeT iMeHi Jlanusa ['annipkoro

Kopg 3a €IPIIOY: 02010793

Micue3Haxoa KEeHHSI:

dopma ByracHOCTI:

Cdepa ynpaBriHHS: MiHiCTEPCTBO OXOPOHU 310POB'S
InenTudikarop ROR: He zacrocosyerscs

Poamip opranisanii:

Tenedon: 032 275-59-47

IV. BizomocrTi npo cniBBUKOHaBLiB JIiP



V. BimomocrTi npo 3amoBHHKa [IiP

IloBHe HaliMeHYBaHHS IOPHIHYHOI 0coou (a6o ITIB ¢iznuyHO0i 0cO0H): JIbBiBCHKNMIT HALIOHANBHMI

MeIUYHUI YHIBEPCUTET iMeHi JJaHnia ['anuibKoro

Kop, 3a €JIPIIOY: 02010793

Micue3HaxoaKeHHS: ByJI. [lekapchka, 69, M. JIbBiB, JIbBiBCbKa 00611., 79010, Vkpaina
dopma BaacHOCTI:

Cdepa ynpaBiriHHS: MiHiCTEPCTBO 0XOPOHY 310POB's YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs

Poamip opranisanii:

Tenedon: 380322757632, 380322603066

VI. I>kepeJia, HanpsiMHu Ta oocsiru pinaHcyBaHHs JIiP

IlincraBa gis IIPOBEOECHHSI HiP: 43 - pnacua ininjiatusa (Km0 poboTa BUKOHYETHCS 3 BJIACHOI iHiljiaTHBU 32

KOLITU BUKOHaBIA HJIP a60 6€3K0ITOBHO)

Hanpsm ¢inaHcyBaHHS:
I>kepesia piHaHCYBaHHS

7704 - ByIaCHi KOLITH, KOIITH MiATIPHEMCTB, YCTaHOB, OpraHisaniii, ¢pizuyHoi ocoou Ha

BHUKOHAHHS iHilliaTHUBHHUX POOIT

dakTHyHHu 00car ¢piHaHCYBaHHS (THC. IPH.). 1551.5




VII. BizomocrTi npo IiP
Ha3sBa po6oTH yKpaiHCBHKOIO:

OujiHKa B3a€MO3B'S13Ky iMyHOJIOTIYHUX, FTEHETUYHUX, TOPMOHAJIbHUX MEXaHi3MiB PO3BUTKY BTOPUHHUX CUCTEMHHUX
BACKYJIITiB Ta MOJIiMyHONATOJIOTI] 32 YMOB CUCTEMHUX 3aXBOPIOBAHb CIIOJTYYHOI TKAHVMHU Ta OLiHKA €(EeKTUBHOCTI i

Oe3neKy 3aCTOCyBaHHs Teparii cynposogy 6io¢aBoHOizamMu Ta 6iryaHigamu

Ha3zBa po6oTH aHTIJIilICbKOIO:

Evalution of the interconnection between immunologic, genetic and hormonal mechanisms in the development of

secondary systemic vasculities and polyimmunopathology in conditions of systemic diseaes of conjunctive tissue

Pedepar yKpaiHCBKOIO:

3BiT npo HIP - 173 cr.,Tabnuup-48,ManioHKiB-12, nixxepen-98 O6'eKT fOCHiIKEHHS: XBOPi HA BTOPMHHI BAaCKyJIiTH Ha
TJIi CUICTEMHUX 3aXBOPIOBaHb cos1y4yHOi TKaHnHU (C3CT). Marepiasn HOCIiI)KeHHS: KJIITUHY KPOBi (MOHOHYKJI€APHI
Ta TpaHyJIOLUTAPHI JIENKOLUTH), CUPOBAaTKa KpPOBi. MeTa po60TU: BUBYUTU 32€MO3B'SI30K IMYHOJIOTIYHUX,
réHETUYHUX, FOPMOHAJIbHAX MEXaHi3MiB PO3BUTKY BTODUHHUX CMCTEMHUX BACKYJIITIB Ta MIOJIiiMyHOIIATOJIOTIi 32
YMOB CUCTEMHUX 3aXBOPIOBAHb CIIOJIyYHOI TKAHVHU Ta OLIHUTU €(EKTUBHICTb Ta 6€3MEYHICTh 3aCTOCYBAHHS
6iod1aBoHOINIB Ta 6iryaHinis npu ubomy. MeTonu AociaXeHHs: iMyHOpepMEHTHUI aHali3, IPOTOYHA
UTOQIIIOOPOMETPIsl, POTOKOTIOPUMETPIsl, IMyHOTYpOOMETPisl, CIEKTPOPOTOMETPIsl, TeHETUYHI JOCIIiIPKEHHS 3a
nonomoror Meroguku TagMan (pisens exkcripecii miRNA-29b), craTucTuyHI METOAY NOCIIiIKEHHS JOCIiIKEHHSL.
Orpumani pesysnbraru. Y XBopux 3 BacKyjiramu Ha Ti1i C3CT BUSIBIIEHO 3HDKEHHS 3aXOIIIOI0Y01 3IaTHOCTI 1
OKHCHO-BiJHOBHOI aKTUBHOCTI (paronyTiB, MOCUJIEHHS alloITo3y, BiporigHe 36inbmenHss CD4+/CD25+FoxP3+-,
CD4+-, CD3+/HLA-DR+-, CD19+-n1iM¢o1uTIiB, 1110 J03BOJIsIE IPOTHO3yBATU aKTUBHICTb KJIiHIYHUX [IPOSIBIB XBOPOOH,
pu3uK GOpPMYBaHHS BaCKYJIONATIl, arPECUBHICTb KJIITUHHYX 1 aHTUTINIO3aJIEXKHUX ayTOIMYHHUX IIPOLECIB. Y XBOPUX
Ha cucteMHy ckaepoaepmito (CCII) 3 BackysiTom i nHeBMO(Di6GpO30M criocTepirascs niaBumenut pisen MCP-1,
TGF-? ta IL4, 3HmxeHHH4 piBHA IFN-?, a 3 JiereHeBoIo rineprexHsiero - nocuneHHd nponykuii [FN-? ta IL-17. Y
XBOPHX Ha cucteMHi Backyitu (CB) 3 €03nHO]iNiel0 BCTAHOBJIEHO OCOOJIMBOCTI aJleproaHaMHesy; KJIiHiYHOTO
nepebiry, piBHs 3aranbHoro IgE, KinbkocTi B- 11 akTUBOBaHUX JIiMOLUTIB; TUTPY aHTUHENUTPOPILIbHUX
LMTOIJIa3MaTUYHUX ayTOaHTUTII. [loBeneHo, mo 6iomapkep miRNA29b BusSBUB BUCOKY crieniuidHIiCTb Ta
yyTaUBiCTb y XxBopux Ha CCJ] 3 nHeBMO(}i6po30oM Ha TJ1i BacKyJiTy. Po3pobsieHo iMyHOJIOTiYHE MaTeMaTUYHE
IIPOTHO3YBAaHHS PO3BUTKY TsDKKOTO nepebiry CUB i CCJI Ha Ti1i BacKyJionaTii. 3aCTocyBaHHS KOPBITUHY Y XBOPYX Ha
BTOpUHHI Backyzitu Ha T71i C3CT npusBoauio fo BiporinHoro sameHmeHHs piBHA LIIK, 36iypmeHHs 3araabHO1
KOMILJIEMEHTAPHOI aKTUBHOCTI CHPOBATKY, cTabiyizallii IpoTHUBipyCHOrO, F'yMOPaJIbHOIO iMYHITETY I alloNTUYHO]
aKTUBHOCTI JiMpouuTiB. 3acTocyBaHHs 6iryaHizis (MeTdOpMiHY) IPU3BOIUIIO N0 3MEHILIEHHS €KCIIPeCii Ha
nim¢ponuTax Mapkepy anomnro3sy (CD95+), He3HaYHOro IPUTHiYeHHs KIITUHHO]I ayToarpecii. [aymy3b 3acToCyBaHHS:
KJIiHiYHA iIMyHOJIOTis, peBMAaTOJIOTis, ajleproJioris, aHriosiorisi, Hegposoris, kapziosnoris. Kio4oBsi cioBa: BTOpHUHHI

BACKYJIiTH, CUCTEMHI 3aXBOPIOBAHHSI CII0JIyYHOI TKAHUHU, IMyHOKOMIIETEHTHI KJIITUHH, 6i0¢d1aBoHOIAN, biryaHiny.

Pedepar aHIJIiHCBKOIO:

Research report - 173 pages, Tables - 48, figures - 12, sources - 98 Object of study: patients with secondary
vasculitis against the background of systemic connective tissue diseases (SCTD). Material of study: blood cells
(mononuclear and granulocytic white blood cells), blood serum. Objective: examine the relationship of
immunological, genetic, hormonal mechanisms of the development of secondary systemic vasculitis and
polyimmunopathologyunder conditions of systemic connective tissue diseases, and evaluate the effectiveness and
safety of use of bioflavonoids and biguanides at that. Methods of the research: enzyme-linked immunosorbent
assay, flow cytofluorometry, photocolorimetry, immune turbidimetry, spectrophotometry, genetic studies using
the TagMan technique (expression level of miRNA-29b), statistical methods of study. The obtained results. In
patients with vasculitis against the background of SCTD we have found a decrease of the grasping ability and



reduction-oxidation activity of phagocytes, increased apoptosis, likely increase in CD4+/CD25+FoxP3+-, CD4+-,
CD3+/HLA-DR+-, CD19+-lymphocytes, which makes it possible to predict the activity of clinical manifestations of
the disease, the risk of vasculopathy formation, aggressiveness of cellular and antibody-dependent autoimmune
processes. In patients with systemic sclerosis (SSc) with vasculitis and pneumofibrosis we have observed the
increased level of MCP-1, TGF-? and IL4, reduced level of IFN-?, and with pulmonary hypertension - increased
production of IFN-? and IL-17. The peculiarities of allergic anamnesis; clinical course, the level of total IgE, the
number of B-and activated lymphocytes; titer of antineutrophilic cytoplasmic autoantibodies have been
established for patients with systemic vasculitis (SV) with eosinophilia. It has been proved that miRNA29b
biomarker showed high specificity and sensitivity in patients with SSc with pneumofibrosis against the backdrop of
vasculitis. Immunological mathematical prognosis of the development of severe course of SLE and SSc against the
background of vasculopathy has been developed. The application of Corvitin in patients with secondary vasculitis
against the background of SCTD led to the likely reduction of CIC level, the increase in total serum complementary
activity, stabilization of antiviral, humoral immunity and apoptotic activity of lymphocytes. The application of
biguanides (metformin) led to a decrease in the expression on lymphocytesof apoptosis marker (CD95+), a slight
inhibition of cellular autoaggression. Field of use: clinical immunology, rheumatology, allergology, angiology,
nephrology, cardiology. Keywords: Secondary vasculitis, systemic connective tissue diseases, immunocompetent
cells, bioflavonoids, biguanides.5481

Impexc YIK: 577.083.3;612.017.1;577.27, 616.13 /.16-002-036.14-06:616-018.2-002-031.82]-085.322
Koau TeMaTHYHHX PYOPHK: 34.43

KepiBHHKH po6OTH

Biacue IlpizBuuie Im's I10-0aThKOBI: Yonsk Banentuna BosogumupisHa

HayKkoBuii CTyIiHb:

BueHe 3BaHHS:

InenTudikarop ORCID ID:

JoparkoBa iHdpopmamnist:



VIII. HaykoBa (HayKoBo-TexHiuHa) npoaykuist (HTII)

Ha3zBa HTII ykpaiHCBKOIO: OuiHKa B3a€MO3BA3KY iMyHOJIOTIYHNX, TEHETUIHNX, TOPMOHAJIbHUX MEXaHI3MiB
PO3BUTKY BTOPMHHUX CUCTEMHUX BACKYJIITIB TA I10JIiiIMYHOIIATOJIOTIi 32 YMOB CUCTEMHUX 3aXBOPIOBAHb CIIOJIyYHO]

TKaQHMHU Ta OLliHKa €()EeKTUBHOCTI i 6€311eKM 3aCTOCYBaHHS Teparlii cynpoBoy 6io¢p1aBoHOiNiB Ta 6ioryaHoinis

HasBa HTII aHr/1ificbKO¥0: Evaluation of the interconnection between immunologic, genetic and hormonal
mechanisms in the development of secondary systemic vasculities and polyimmunopathology in conditions of
systemic diseaes of conjunctive tissue secondary systemic vasculities and polyimmunopathology in conditions of
systemic diseaes of conjunctive tissue

HTII, sixy nepezn6a4asiocsi CTBOPUTH:

Ipuyunu, yepes siki HTII we 0yJi0 cTBOpeHo:

OTpumaHi pe3ysIbTaTH:

l'asy3s 3acTOCyBaHHS: [lociimKeHHs i pO3PO6KY B rajysi IPUPOSHUYMX HAYK
PeecTpariifiHuil HOMep KapTKH Te€XHOJIOT1i:

Onuc HTII: Bupiweno nuraHHs 100 iMyHOJIOTTYHUX, TEHETUYHUX MEXaHI3MiB (DOPMYBaHHS BTOPUHHUX
BACKYJIiTiB Ha TJIi CUCTEMHUX 3aXBOPIOBAHb CIIOJIyYHOI TKAHUHU. PO3p006s1€HO iIMyHOJIOTIYHO-MaTeMaTUYHE
IIPOTHO3YBAaHHS PO3BUTKY TSDKKOTO repebiry CUB Ha Tzi BacKysonarii Ha 0cHOBI Kopesisnii antidsDNA i3 3araspHOIO
KOMIIJIEMEHTAPHOI AaKTUBHICTIO CUPOBATKU, YMCJIOM B- Ta T-IUTOTOKCUYHUX JIIMPOLUTIB. 3aCTOCYBaHHS
KOPBITUHY Y XBOPUX Ha BTOpUHHI BacKysit Ha Ti1i C3CT npu3Boguiio Ao BiporifHoro ameHmeHHs piBHg LIK,
301/IbLIIEHHS 3arajbHOI KOMIIJIEMEHTAPHOI aKTUBHOCTI CUPOBATKH, CTabii3allii NPOTHUBiPYCHOTO, [yMOPaJIbLHOIO

iMyHiTeTy i1 anONTUYHOI aKTUBHOCTI JIIM(OLIUTIB.

ConiasibHO-eKOHOMIYHA cipsimoBaHicTe HTII:

Brnyins HTII Ha moBKiJjs:

BnposaaskenHss HTII: Bnposamkeno

ITpakTuyHa peasnisaniss HTTI
IToyaToK eTamny: 2012-2016
3aKkiHYeHHs eTamny:

Crno>kuBavi NPoAYyKIii: MO3 Ykpainu

IlepcneKTHBHI PHHKHU. -

XapakTep cniBpoOiTHHIITBA 3 iHBECTOPOM
IToTpiOHUI 00CAT iHBECTHILiH, THC. TPH.:
IIpaBa, 0 HaAAIOTHCS iHBECTOPY MiCJIsA 3aBEPLIEHHSI POOOTH:
HasaBHicTb 6i3Hec-ILJIaHY:
TexHiKO-€eKOHOMiYHEe OOrpyHTYBaHHS.
IloTreH1iaIbHUE O0OCST IIPOZAIKY, THC. TPH.:
OuikyBaHHI TepMiH OKYIHOCTi (pPOKiB):

HoaparkoBa iHdpopmamuist:



IX. Bi6sriorpadiuHuii onuc

X. 3aKJII0YHI BiTOMOCTi
KepiBHHK I0pHAHYHOI 0COOH

IlepeJtik 0Cci0O-BHKOHABILiB
Boiiko flpuHa €BreHiBHa

Binuit Poctucnas OnekcaHapoBrY
I'aBpuiiok AHHa MupociaBiBHa
l'aiimy4oxk Irop I'puroposuy

['aeBcpKa Bipa IOpiiBHa

l'op6anb Hatanst MupoHiBHa

Hymud Terdana IropiBHa

3y64enko CsiTsana OnekcaHIpiBHA
KocTiouenko Jlapuca BacusniBHa
Kpinb Ipuna MocumniHa

JInukoscopka Haranig EnyapaiBaa
JlomikoBcbka Mapra [1aBiiBHa
Jlimyk-fIkumoBud XpuctuHa OJsieKCaHpiBHA
MorunbHuilbKa Jlisig AHaToiiBHa
[TorpoMkina M'anmnaa OsnekcangpiBHa
[lykansak Poman MuxainjaoBu4
CuneHbkuil OMessiH BosogumMuposud
Tonox Onbra CrenaHiBHa

Tonctsx SIpocnas GenopoBuy

[IImura TetsiHa BikTopiBHA

BignosigasbHuUI 3a MiATOTOBKY

00JIiIKOBHX JOKYMEHTIB
Tenepon

PeecTpaTtop

KepiBHuk Bigginy YKpIHTEI, mpo €

BiZIOBiZaJIbHUM 32 peeCcTpallilo HayKOBOi

OisSIIBHOCTI

3imeHkoBcbKU bopruc CeMeHOBUY




