O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iIKOBHI HOMep: 0421U101023
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peecrtpamnii: 21-04-2021

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Tlerenuipka Jlto60B BorpaniBHa

2. Petelytska Liubov B.

KBasmigikamis:

InenTudikarop ORCID ID: He 3acrocosyerbcs
Bup, pucepranii: kanguzaar Hayk
AcnipaHTypa/JIOKTOpPaHTypa: Tak

IIIn¢dp HayKoBOi cHeniaJIbHOCTI: 14.01.12
Ha3zBa HayKoOBOIi CcIleniaJIbHOCTI: PeBmarosoris

T'anyss / ramysi 3HaHB. He 3aCTOCOBYETHCS

OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs

Jara 3axHcTy: 19-04-2021

CrneniaJbHICTh 3a OCBITOIO: JlikyBasibHa CripaBa

Micue po6oTH 3400yBava: HaujonanbHuii meguynumii yHisepeutert imeni O. O. Boromosbug

Kop 3a €IPIIOY: 02010787

Micuesnaxo,szeHHa: oynbBap Tapaca llleByeHka, 6ya. 13, m. Kuis, 01601, YkpaiHna

dopma BaacHOCTI:

Cdepa ynpaBriHHS: MiHicTepCTBO OXOPOHH 3/10POB's YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
Iudp cnenianizoBaHoi BYEHOI pagH (pa30Boi Cleliaai30BaHOi BY€HOI pagH): [ 26.003.07

IloBHe HaiMeHYBaHHSI IOPHUAHUYHOI 0COOM: HaujoHnanbuuii menuynuii yHiBepeurer imeni O. O.

boromosbiis

Kopg 3a €IPIIOY: 02010787

Micue3Haxoo KeHHS: 6yibeap Tapaca lllesyenka, 6y, 13, m. Kuig, 01601, Ykpaina
dopma BaacHOCTI:

Cdepa ynpaBJIiHHﬂ: MiHicTepcTBO OXOPOHM 300POB 'Sl YKpaiHu

InenTugikarop ROR: He zacrocosyerscs

IV. BizomocTi nipo nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

IloBHe HaiMeHYBaHHSI IOPHUAUYHOI 0COOM: Haujonanbuuii menuunuii yHisepcurer imeni O. O.
boromosbiis

Kop 3a €IPIIOY: 02010787

Micuesnaxo,szeHHﬂ: oysnbBap Tapaca llleByeHka, 6yz. 13, m. Kuis, 01601, Ykpaina

dopma BaacHOCTI:

Cdepa ynpaBriHHS: MiHicTepPCTBO OXOPOHH 3/10POB's YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs

V. BimomocTi npo gucepraniio
Moga guceprariii:
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Tema guceprauii:
1. YmockoHaseHHs [4iarHOCTUKY i IPOTHO3YBaHHS Nlepebiry By3IMKoBoro nosiaprepiity ta AHIIA-acounitoBanux
CHACTEMHUX BaCKYyJIiTiB Ha OCHOBI BUBYEHHSI OCOOJIMBOCTEN KJIiHIYHMX IIPOSIBiB, iMyHOOiOXiMiUHUX MapKepiB

3alajieHHs Ta yPakeHHs CYJUHHOI CTiHKU

2. Improving the diagnosis and prognosis of polyarteritis nodosa and ANCA-associated systemic vasculitis based on
the study of clinical manifestations, immunobiochemical markers of inflammation and vascular wall damage

Pedepar:

1. Incepranjiiina po60Ta IPUCBIYEHA Y OCKOHAJIEHHIO [4iarHOCTUKYU Ta IPOTHO3YBaHHIO I1€Pe0iry By3JIMKOBOTO
nosiaprepiity Ta AHIJA-acouifioBaHMX BaCKyJIiTiB LIJISIXOM BU3HAY€HHS KJIiHIYHUX NIPOSIBIB Ta iIMyHOO10XiMIYHMX
MapKepiB 3anaJIeHHs Ta YPaKEHHS CYJUHHOI CTiHKU. JIoBeIeHO, 0 NPEINKTOPaMU HU3bKOI BUJKMBAHOCTI XBOPUX
Ha BY3JIMKOBUH NOJIiapTePIiT € MifBUILEeHHS PiBHS KpeaTuHiHY Oinblie 140 MKMOJIb /J1 Ta HasBHICTb MiOKapIuTy, a y
xBopux Ha AHIIA-acounilfioBaHi BacKyJiTy — NMigBUIIEHHS PiBHS KPeaTUHIHY Oisblie 176 MKMOJIb /71 Ta HasIBHICTb
reMOparivHOro ajbBeOoJIiTy. Briepiie BUBYEHO AiarHOCTMYHE 3HAYEHHS BU3HAUYEHHSI CHPOBATKOBMX PiBHIB anb@a-

aKTUHY-2, eHpoTeniny-1, enactuny, BAFF y XxBOpuX Ha IEpBUHHI CUCTEMHI BaCKyJIiTHU. [lifBUIIEHHS CUPOBAaTKOBOTO



piBHS anb(pa-aKTUHY-2 3 BUCOKOIO YYTJIMBICTIO Ta crienndivHiCTIO f03BoJIse AiarnoctyBaTu AHLIA-acouiioBaHni
BacKyJIiT. CHpOBAaTKOBUI PiBEHb €JIaCTUHY MalKe yABidi BUIIMHI Y XBOPUX Ha BY3JIMKOBUI NOJIiapTEPIIT IOPIBHSHO 3
xBopumMU Ha AHIJA-acouifioBaHi BacKyJiTy, 110 MOXe O6yTH BUKOPUCTAHO IIPU [IPOBeeHHI AudepeHLifiHO]
IiarHOCTUKU IIEPBUHHUX CUCTEMHUX BACKYJIITiB. [liABUIEHNI CUPOBAaTKOBUM PiBEHb EHAOTENIHY-1 BUABIIIETLCH ¥
XBOPHX 3 YPOKEHHSIM HUPOK. [IJ11 BU3HAYEHHS aKTUBHOCTI IEPBMHHOIO CUCTEMHOTO BAaCKYJIiTy AOLIJIbHO BU3HAYATU

cupoBaTtkoBuil piBeHb BAFF.

2. The thesis is devoted to improving the diagnosis and prediction of the course of polyarteritis nodosa (PAN) and
ANCA-associated vasculitis by determining the clinical and laboratory features including immunobiochemical
markers of inflammation and the vascular wall damage. The study consists of retrospective and prospective
analysis. Eighty patients with ANCA-associated vasculitis and 112 PAN patients were included in a retrospective
study. Outcome data were collected for 49 patients with ANCA-associated vasculitis and 53 patients who had been
diagnosed with PAN. Survival was evaluated as a function of the main demographics, clinical and laboratory
parameters, and Birmingham Vasculitis Activity Score (BVAS) assessed at diagnosis. There were no significant
differences between PAN and ANCA-associated vasculitis in the median age of onset and clinical activity according
to BVAS. The patients with PAN were predominantly males (65% vs 38% in the compared group, p<0.01). Fever
(96% vs 86%), myalgia (79% vs 16%), weight loss (61% vs 45%), arthritis (48% vs 30%), cutaneous manifestations
(44% vs 29%), peripheral nervous system involvement (31% vs 11%), diastolic arterial hypertension (30% vs 1.3%)
and abdominal pain (13% vs 2.5%), occurred more often in pts with PAN (p<0.05), whereas pulmonary involvement
(15 % vs 49%) was more frequent in compared group (p<0.01). Asthma, upper respiratory tract involvement,
hemoptysis, ocular manifestations, and glomerulonephritis were found exclusively in patients with ANCA-
associated vasculitis. The median duration of follow-up was 62 months for ANCA-associated vasculitis and 92
months for PAN and 21 deaths were recorded (15 patients with PAN, 4 - MPA, and 2 - GPA). The predominant
causes of deaths were multiple organ failure (47.6%), infections (28.6%), and renal failure (23.8%). Cumulative
survival rates of PAN and ANCA-associated vasculitis at 1, 3, 5, and 10 years were 88.6, 84.2, 81.8, 68.2%, and 91.8,
87.6, 87.6, 76.7% respectively. The increased creatinine levels of more than 176 umol /1 and the presence of
hemorrhagic alveolitis are independent predictors of poor survival of patients with GPA and MPA. The age at onset
of the disease of more than 60 years significantly reduces the survival of patients with PAN. Multivariate analysis
showed that the presence of increased creatinine levels more than 140 umol /1 and cardiac involvement were
significant negative prognostic factors for PAN patient survival. Vasculitis activity detected by BVAS and other
demographic, clinical, and laboratory parameters no effect on mortality. Four serum proteins (alpha-actin-2,
endothelin-1 (ET-1), elastin, and B-cell activating factor (BAFF)) representing different aspects of the pathogenesis
of vasculitis were measured in 48 patients with primary systemic vasculitis (PSV) (granulomatosis with polyangiitis
- 22, eosinophilic granulomatosis with polyangiitis - 9, microscopic polyangiitis - 6, polyarteritis nodosa - 11) and
26 healthy controls. The prospective study included 18 males and 30 females with a median age of 49. At the
screening, 22 patients were without any treatment. The measuring alpha-actin-2, ET-1, elastin, and BAFF levels
were performed at screening (in all patients and healthy controls) and 6.75+3.33 (M+SD) months after the
beginning of induction therapy (in naive patients). The level of alpha-actin-2 in the group of patients with ANCA-
associated vasculitis was twice as high as in the healthy controls (p<0.05). The elevated level of alpha-actin-2
(above 85.8 ng/ml) with high sensitivity (83%) and specificity (84%) allows the diagnosis of ANCA-associated
vasculitis in patients suspected of these diseases. In patients with PSV who achieved remission or low disease
activity after induction therapy, serum alpha-actin-2 levels are decreased twice (p<0.05), in contrast to the
alternative group. A significant elevated serum ET-1 level is found in patients with kidney damage. The serum level
of elastin is significantly higher in patients with polyarteritis nodosa compared with patients with ANCA-
associated vasculitis, which can be used in the differential diagnosis of primary systemic vasculitis (sensitivity -
75%, specificity — 89%, p<0.01). There are significant differences in levels of BAFF between patients with BVAS>24
and patients with BVAS<11. According to ROC analysis evaluation of serum BAFF level distinguishes patients with
active primary systemic vasculitis from patients with low activity or remission.
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