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1. lncepranist npucBsYyeHa NifBUILIEHHIO ePeKTUBHOCTI AiarHOCTUKY II03aKUIIKOBUX IIPOSIBIB y XBOPUX Ha
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3aCcTOCOBaHO 3araJbHOKJIiHIYHi, Ja60paTOPHI, EHAOCKOIiYHi, MOPQOJIOTiuHI Ta CTATUCTUYHI METOAU; BU3HAYAIU
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I1c6io3y TOBCTOI KUIIKY, piBeHb BiTaMiHy D3 Ta KOMIIOHeHTHuUM cKiag, Tisa. [103aKuIIKoOBi IposiBY BUsiBIEHO Y 80,7



% xBopux. Hailyacrime BCTaHOBJIIOBAJIM YPaskeHHS OpraHiB TpaBiaeHHs (38,3 %) Ta cyrno6is (30,5 %). Y mauieHTiB i3
[103aKUIIKOBMMU ITPOSIBAMU BUPA3KOBUH KOJIIT YacTille MaB cepefHill abo TSKKUM nepeoir, Oiblry IpOTSKHICTh
YP2)KE€HHSI TOBCTOI KMIIKY, BULIYY €HIOCKOIIIYHY aKTHMBHICTB i 6iblll BUpaXeHi Mop@oJioriuHi 3MiHU. [TokazaHo
NOPYILIEHHs 6ap’epHOi (YHKIIi KMIIeYyHUKa 3i 36i1bLIIEHHSIM PiBHIB 30HYJIIHY Ta 0l-aHTUTPUIICHUHY, 3aJI€5KHICTb LIUX
3MiH BiJl BUPQ)KE€HOCTi A1C6io3y, a TAKOXK 3B’130K i3 XapaKTepOM 103aKUIIKOBUX IPOSBIB. Y XBOPUX HA BUPA3KOBUI
KOJIT BCTAaHOBJIEHO 3HW)KEHHSI 30BHIIIHbOCEKPETOPHOI PYHKIi MifNIIyHKOBOI 3a71031; HANOIIbIl BUPasKeHe
3MEHIIEHHS (PEKAJIbHO] es1acTa3n-1 BU3HAUEHO Yy Nalli€HTiB i3 30BHIIHbOCEKPETOPHOIO HEIOCTATHICTIO. BHsBI€HO
nedinut Bitaminy D3, 3HIDKEHHS M'SI30BOi, KiCTKOBOI Ta >KNPOBOi Macy, HAal6iJbII BUPaKeHi 32 HAsIBHOCTI
[103aKUIIKOBUX ITPOsIBiB. OGIPYHTOBAHO AudepeHliiioBaHe KOMIJIEKCHE JIiIKyBaHHS 3 iHAMBiyalbHO MiliopaHoIo
noJslipepMEHTHOIO TEPAII€I0 Ta X0JIeKaNbLNPEPOTIOM, @ TAKOXK 3aCTOCYBaHHIM TOPaLMTHHIOY Ta afaniMmymady y
XBOPHX 3 BUPAa3KOBUM KOJIITOM Ta MOr0 MO3aKUIIKOBMMU ITposiBaMu. Ha Tii TodanuTuHiOy Ta aganimymady
BCTaHOBJIEHO 3MEHIIEHHS KJIiHIYHOi, eHIOCKOIIIYHOI Ta MOP(OJIOTiYHOI aKTUBHOCTI 3aXBOPIOBAHHS,; IiCJIS JIIKyBaHHS
TSDKKUI ITepe6ir BUPa3KoBOro KOJIiTy B IMX Mifrpyax He BU3HavaBcsl. HaykoBa HOBU3HA I0JI5ITa€ y BCTAHOBJIEHHI
B32€MO3B’3KiB MK IOpYLIEHHIM 6ap’epHOi QyHKILi] KnlleyHrKa, A1uc6io30M, 30BHIITHbOCEKPETOPHOIO (PYHKIIi€I0
HiALTYHKOBOI 3271034, BiTamiHOM D3, KOMIIOHEHTHUM CKJIaIOM Tijla Ta GOPMYBaHHSIM MO3aKULIKOBUX IIPOSBIB, a
TaKOX y aTOTeHEeTUYHOMY OOIPYHTYBaHHi nudepeHLifioBaHOro JIiKyBaHHS. Pe3yJibTaTu BIPOBAIKEHO Y KIiHIYHY

IIPaKTHKy Ta HaBYaJIbHUM IIpoLiecC.

2. The dissertation is devoted to improving the diagnosis of extraintestinal manifestations in patients with
ulcerative colitis and to developing differentiated approaches to their treatment. A total of 207 patients with
ulcerative colitis were examined: 167 patients with extraintestinal manifestations and 40 without them; the control
group consisted of 30 practically healthy individuals. For an in-depth analysis, subgroups of patients with
musculoskeletal involvement (n=51) and with decreased exocrine pancreatic function (n=48) were formed. General
clinical, laboratory, endoscopic, morphological and statistical methods were used; fecal calprotectin, zonulin and
ol-antitrypsin in serum and feces, fecal elastase-1, the degree of colonic dysbiosis, serum vitamin D3 and body
composition were assessed. Extraintestinal manifestations were detected in 80.7% of patients. Digestive system
involvement (38.3%) and joint involvement (30.5%) were most frequent. In patients with extraintestinal
manifestations, ulcerative colitis more often had a moderate or severe course, a greater extent of colonic
involvement, higher endoscopic activity and more pronounced morphological changes. Impaired intestinal barrier
function with increased zonulin and ol-antitrypsin levels was demonstrated, together with an association of these
changes with the severity of dysbiosis and the type of extraintestinal manifestations. Decreased exocrine
pancreatic function was found in patients with ulcerative colitis, with the most pronounced reduction in fecal
elastase-1in patients with exocrine pancreatic insufficiency. Vitamin D3 deficiency and reductions in muscle, bone
and fat mass were identified and were most pronounced in patients with extraintestinal manifestations.
Differentiated complex treatment was substantiated, including individually selected polyenzyme replacement
therapy and cholecalciferol, as well as tofacitinib and adalimumab in patients with ulcerative colitis with
extraintestinal manifestations. Treatment with tofacitinib and adalimumab reduced clinical, endoscopic and
morphological disease activity; severe ulcerative colitis was not detected in these subgroups after treatment. The
scientific novelty consists in establishing relationships between intestinal barrier dysfunction, dysbiosis, exocrine
pancreatic function, vitamin D3 status, body composition and the formation of extraintestinal manifestations, and
in the pathogenetic substantiation of differentiated treatment. The results have been implemented in clinical
practice and in the educational process.
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