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Pedepar:

1. Incepralist NpUCBsAY€HA IMTAHHSIM yIOCKOHAJIEHHSI PAaHHbOI AiarHOCTUKM KOMOPOiIHOTrO YpaXkeHHsI HUPOK IIpU
I0BEHiNbHOMY ifjonatnyHomy aptpurti (I0IA) y niteit. IIpo6iema FOIA BU3Haua€eThCSl 3HAUHUM MOLIUPEHHSIM,
XPOHIYHUM I1epediroM XBOPoOH, TSIKKICTIO KJIiIHIYHUX IPOSIBiB €pO3UBHO-JI€CTPYKTUBHOTO apTPUTY, & TAKOX
KOMOPOiJHMM YpaXkK€HHSM KUTTEBO BRKJIMBUAX OPTaHiB Ta CUCTEM, 10 OiIbILIOI0 MIPOIO OOTSIKYy€ Iepebir OCHOBHOTO
3aXBOPIOBaHHS, Noripuye roro nporuo3. Cepen 80 nauieHTis i3 FOIA BupineHo (3rinHo 3 kputepisimu ILAR) BapianTu
3aXBOPIOBaHHS: cucteMHUU apTpuT — 9 (11,25%) miteit, mosyiaptpur - 47 (58,75%), oJiroapTput nepcuctyounii — 24
(30%) nutunu. [litn crpatudikoBaHi B 3ayeKHOCTI Bif, akTuBHOCTI IOIA 3a mkanoio JADAS-27: pemicis — 60 (75,0%),
HU3bKa akTUBHICTh I0IA — 14 (17,5%), BuCcoOKa akTUBHICTb — 6 (7,5%); Ta Bif, TpuBanocTi akTuBHOI crafii FOIA: akTuBHA
cragis <4 pokiB - 59 (73,75%) Ta 24 pokiB - 21 (26,25%). Pe3ynbTaTi KOpeJsLiiiHOrO aHasli3y oKa3aau MpsIMUAi

B32€MO3B'I30K PiBHSI CUPOBAaTKOBOro HucTaTuHy C 3 IOKa3HMKAaMU aKTMBHOCTI 3aXBOPIOBAHHS 32 IIKayio JADAS-27,



3 oniHKo10 BAIII srikapem Ta mamieHToM, KiIbKiCTIO akTUBHUX cyri106iB Ta IIIOE. BcTaHOBIEHA 3BOPOTHA 3aJI€XKHICTD
MiX TpuBasiicTio peMicii Ta piBHem nuctatuny C. Piens plIIK® 3miHIOBaBCS 3a1€XHO Bif akTuBHOCTI FOIA.
3HwxkeHHs plIIK® BinmMiueHO y BCix AiTel i3 BUCOKOI aKTUBHICTIO, Y 71% - i3 HU3bKOIO aKTUBHICTIO. B pemicii
3HwKeHHs pIIK® BigmiueHo B UBepTi BUNAAKiB Ta BCTAHOBJIEHO HU3bKUI CTYMiHb PU3UKY 3HUKEHHS IJaHOTO
NoKa3HuKa (3a popmysioro Hoek). s Bu3Ha4eHHS PakTOpiB POPMYyBaHHS CTPYKTYPHUX MOPYLIEHb HUPOK
IIPOBEJIEHO OCiI>)KeHHs HeiHBa3uBHUX 6iomapKepiB panHboro (pi6po3sy Hupok KIM-1Tta TGF-0l B ceui. [TinBumeHunit
piBenb 6iomapkepy KIM-1ta TGF-ol B cedi BusiBsieHo y 25% aiteit 3 IOIA. [TinBuieHHs piBHS JaHUX MapKepiB
BiZ0yBasoCh IpY 30€PEKEHHI aKTUBHOCTI 3aXBOPIOBAHHS OiJbllIe 4-X POKIB, 3arajbHiil TPMBAJIOCTI 6iybIe 6-TH
PokiB, 3HKeHi# pIIK® Ta nosiapTputi. 3BepTasa Ha cebe yBary 3HayHa 4acTOTa MiJBUIEHHS PEHaJbHUX
6iomapkepis y piteii 3 FOIA npu HasBHOCTI cuHupomy Al'. ®akTopHMIT aHai3 PiBHS CEYOBOIO TYOYJIIPHOIO MapKepy
KIM-1 3ase>xH0 Bifi 0cO6MBOCTEN KiIiHiYHOTrO nepebiry FOIA BusiBUB 3 12-TU NOCTiIKyBaHUX (PaKTOPIB (0ed10T
XBOPOOU, TPUBAJICTh XBOPOOU, TPUBAJIICTb aKTUBHOI cTazii FOIA, TpuBanicTs pemicii, popma IOIA, akTUBHICTB 3a
mkasoro JADAS-27, ctaH 310poB’sa giteit 3rigHo 3i mkanow CHAQ, rpynu Ta KilbKiCTb ypaskeHUX CyI06iB, KilbKiCTb
Cyry1006iB 3 nopymeHHsM QyHKi, apTepianpHuil TUCK, pLIK® 3a popmysoro Schwartza ta popmysoro Hoek) 7
HaNOiIbII 3HAYYIIMX: BUCOKA aKTUBHICTb FOIA, ypaskeHHs > 6 cyry106iB Ha niepiof, 06CTeXXeHHs, apTPUT IpiObHMX
Cyry106iB KUCTEH, apTPUT [IPOMEHEBO-3aIl'ICTKOBUX CYIJI00iB, apTPUT KyJIbLIOBUX CYTrI06iB, Al', plIIK® 3a
dopmynoro Hoek Hxue HopMu, KOTpi IOB’3aHi 3 BUcokuM piBHeM KIM-1 B ceui. Haii6inbimunii pusuk TyOyssipHUX
yPpa’KeHb HAPOK Y fitei 3 FOIA BiIMideHO y pasi BUCOKOi aKTMBHOCTI XBOPOOH, apTPUTY KYJIbIIOBUX CYIJIO0IB,
HasBHOCTI cuHppomy Al [Tinpumennii piBeHs KIM-1 B cedi aconitoetscs i3 3HmkeHo10 plIK®, mo nae nizcraBy
IIPUITYCTUTH, 1110 HUPKOBa AUCPYHKLis y miteil 3 FOIA € pe3ysibTaToM IO€IHAHOTO YPaskKeHHSs TyOyJISIPHOTO i
KJIyBOUKOBOTO anapary HAPOK. BukopucranHs komb6iHaljii metToTpekcaty 3 HI13I1 npusBoguiio 1o NigBUILEHHS
piBHs TGF-nol Ta BueTBepo 306i/bIIyBaJIO IIAHCHU MiABUILIEHHS TAHOTO MapKepa PaHHbOro Ppibpo3y HUPOK. Y NallieHTiB
3 KOMbiHaIliel0 MeToTpeKcaTy 3 iMyHO00i0J10ri4HOI Teparnieo BifMiueHO HU3bKi piBHI peHaIbHUX 6ioMapKepiB Ta
BificyTHiCTb py3uKy niasuieHHs: TGF-nol. 3rigHo 3 aHani3oM BijHOLIEHHS IAHCiB, (PaKTOpaMU PUBUKY PO3BUTKY
CTPYKTYpPHO-(YHKIiOHaJIbHUX NIOPYLIEHb HUPOK Y AiTen 3 FOIA e BUCOKa aKTHMBHICTb XBOPOOU, 3HAUYHA TPUBAJIICTh
aKTUBHOI cTagii (oHax 4 poKu), MOiapTPUT, aPTPUT KyJIbLUIOBUX CYIJI006iB, a TaKOX BUKopucTanHs HII3II, AL,
Kapiec 3y0iB. BukoprcTaHHs iMyHOO10JI0TiYHOI Teparii IO3UTHUBHO BIVIMBAE HAa CTaH HUPOK 32 PaXyHOK

e(eKTUBHOTO IPUTHIYEHHS aKTUBHOCTI I0IA

2. The dissertation is devoted to the improvement of early diagnosis of comorbid kidney damage in children with
juvenile idiopathic arthritis (JIA). The problem of JIA is determined by the significant prevalence, chronic course of
the disease, the severity of clinical manifestations of erosive-destructive arthritis, as well as comorbid damage to
vital organs and systems, which greatly aggravates the course of the underlying disease and worsens its prognosis.
Among 80 patients with JIA the following disease variants were identified (according to ILAR criteria): systemic
arthritis - 9 (11.25%) children, polyarthritis - 47 (58.75%), persistent oligoarthritis - 24 (30%) children. Children were
stratified according to the JADAS-27 scale: remission - 60 (75.0%), low activity of JIA - 14 (17.5%), high activity - 6
(7.5%); the duration of the active stage of JIA: active stage <4 years - 59 (73.75%) and 24 years - 21 (26.25%). The
results of the correlation analysis showed a direct correlation between serum cystatin C level and disease activity
according to the JADAS-27 scale with the assessment of VAS by the doctor and the patient, the number of active
joints and ESR. An inverse association was found between the duration of remission and cystatin C levels. The level
of GFR varied depending on the activity of JIA. A decrease in GFR was noted in all children with high activity and in
71 % - with low activity. In remission a decrease in GFR was noted in a quarter of cases and a low risk of a decrease
in this indicator was established (according to the Hoek formula). To determine the factors of formation of
structural kidney disorders, a study of non-invasive biomarkers of early renal fibrosis KIM-1 and TGF-ol in urine
was conducted. Elevated levels of KIM-1and TGF-nol biomarkers in urine were found in 25% of children with JIA. The
increase in the level of these markers occurred when the disease activity was maintained for more than 4 years,
the total duration was more than 6 years, and there was a reduced GFR and polyarthritis. A significant frequency of
increased renal biomarkers in children with JIA in the presence of hypertension syndrome was noteworthy. Factor
analysis of the level of urinary tubular marker KIM-1 depending on the features of the clinical course of JIA



revealed 12 factors (disease debut, disease duration, duration of the active stage of JIA, duration of remission, form
of JIA, JADAS-27 activity, children's health status according to the CHAQ scale, groups and number of affected
joints, number of joints with impaired function, blood pressure, GFR by Schwartz formula and Hoek formula) 7
most significant factors were identified: high JIA activity, > 6 joints affected during the examination period,
arthritis of small joints of the hands, arthritis of the wrists, arthritis of the hips, hypertension, and a GFR below
normal by the Hoek formula, which are associated with high levels of KIM-1 in the urine. The highest risk of tubular
kidney damage in children with JIA was noted in the case of high disease activity, hip arthritis, and the presence of
hypertension. Elevated urinary KIM-1 levels are associated with decreased GFR, which suggests that renal
dysfunction in children with JIA is the result of combined damage of the tubular and glomerular renal apparatus.
The use of a combination of methotrexate and NSAIDs led to an increase in TGF-ol levels and quadrupled the
chances of increasing this marker of early renal fibrosis. In patients with a combination of methotrexate and
immunobiological therapy low levels of renal biomarkers and no risk of increased TGF-nol were observed. According
to the odds ratio analysis the risk factors for the development of structural and functional renal impairment in
children with JIA are high disease activity, a significant duration of the active stage (more than 4 years),
polyarthritis, hip arthritis, as well as the use of NSAIDs, hypertension, and dental caries. The use of
immunobiological therapy has a positive effect on kidney function due to the effective suppression of JIA activity
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