O0Js1ikoBa KapTKa aucepTaii

I. 3arasbHi BimOMOCTI
Jep>kaBHHH 00J1iKOBHI HOMep: 0824U001220
Oco06J1uBi TO3HAYKH: BinKkpura

JaTa peecrtpamnii: 14-03-2024

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:

1. Byyok Osbra BosnogumupisHa

2. Olha V. Buchok

KBasmigikamis:

InenTudikarop ORCHID ID: 0000-0001-5502-5158

Bupg, pucepranii: nokrop dinocodii

IIIu¢p HayKOBOi CIENiaIbHOCTI: 222

Ha3zBa HayKoBOi creniaJIbHOCTI: Menuuuna

T'asy3b / rasysi 3HaHB. 0XOpOHA 3710POB's
OcBiTHBO-HayKOBa porpama 3i cneniajbHOCTi: Meauiuna
Jara 3axHcTy: 07-05-2024

CrneniaJbHICTh 3a OCBITOIO: JliKyBajibHa CIIpaBa

Micue po60oTH 34,00yBava: KomyHanbHe HEKOMEPLLiTHE MiIITPUEMCTBO "3aKapraTchbka 06J1acHa KiliHiyHa

JlikapH4 iMeHi AHIpis HoBaka" 3akapnarcbkoi 0671acHOI pagu

Kopg 3a €IPIIOY: 01992156

Micue3Haxoa>KeHHSI: Bys. Kanymancbka, 22, Ykropo, YXropogcbkuii p-H., 88018, Vkpaina
dopma ByacHOCTI: Jlepxkasna

Cdepa ynpaBiriHHS: MiHiCTEDPCTBO OXOPOHU 3140POB'st YKpaiHu

InenTudikarop ROR:

CeKkTop HayKH: ['anyseBuil



I11. BizomMocTi mIpo aucepraiiiro
Iudp cnenianizoBaHOi BYEHOI pagH (pa30Boi Cleniaai3oBaHOi BY€HOI pagu): 1 61.051.132

TloBHe HaliMeHYBaHHSI IOPHUAHUYHOI 0COOM: [lepkaBHUI1 BUIIMII HABYAJIbHUI 3aK/Iaj] "YKrOPOZCHKHIA

HalliOHAJIbLHUY YHiBEpCUTET"

Kopg 3a €IPIIOY: 02070832

Micqesﬂaxo,IpKeHHﬂ: ByJL. [ligripHa, 6yq. 46, Y>xropog, Y>kxroponcbekuii p-H., 88000, Ykpaina
dopma ByracHOCTI: Jlepxasna

Cdepa ynpaBitiHHS: MinictepcTBo oCBiTH i HayKu YKpainu

InenTudikarop ROR:

CeKTop HayKH: YHIBEpCUTETCHKUI

IV. BizomocTi n1po nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

TloBHe HaliMeHYBaHHSI IOPHUAHUYHOI 0COOM: [lepkaBHUii BUIIMII HABYAJIbHUI 3aK/Iaj] "YKTOPOZCHKHIA

HalliOHAJIbLHUH YHiBEpCUTET"

Kopg 3a €IPIIOY: 02070832

Micqesﬂaxo,ereHHﬂ: ByJL. [ligripHa, 6yg. 46, Y>xropog, Y>kxroponcbkuii p-H., 88000, Ykpaina
dopma ByacHOCTI: [lepxasna

Cdepa ynpaBitiHHS: MinictrepcTBo ocBiTH i HayKu YKpainu

InenTudikarop ROR:

CeKTop HayKH: YHIBEpCUTETCHKUI

V. BimoMocTi npo gucepraniio
MoBga guceprTaliii: Vkpaincbka
Koau TeMaTHYHHUX PYGPHK: 76.29, 76.29.29, 76.29.34

Tema gucepranii:
1. KzriHiko-11aToreHeTuYHi 0CO6JIMBOCTI Ta OOIPYHTYBaHHS JIiKyBaHHS XBOPUX Ha XpOHiuHui renatut Cy

KOMOPOIZHOCTI i3 XpOHIYHAM MaHKPEATUTOM.

2. Clinical and pathogenetic features and rationale for treating patients with chronic hepatitis C in comorbidity
with chronic pancreatitis.

Pedepar:

1. MeTor0 focminKeHHs 6yJ0 NiABUIIUTY €(PEKTUBHICTD JIiKyBaHHS XBOPUX HA XPOHiIYHUM renatut C i3 XpOHIYHUM
[IaHKPEaTUTOM Ha OCHOBi BUBUYEHHS B3a€MO3B'SI3KiB MiXK KJIiHIKO-6i0XiMiYHMMU MMOKAa3HUKAMU, MapKepaMU
CHCTEMHOTO 3arajieHHs Ta GepMeHTAaTHBHOI aKTUBHICTIO MiJIITyHKOBOI 3aJ103U. J[J15 BUKOHAHHS [10CTaBJIeHO]
METHU y JOCJiJI)KEHHS BKJIIOYEHO XBOopuUx 2 rpym: rpyna 1 — xsopi Ha XI'C komop6ignuii 3 XI1 (n=72), rpyna 2 — xBopi
Ha XI'C (n=48), sKi B mofanpIoMy po3ziseHi Ha rpymy la (n=52) - xBopi Ha XI'C+XII i3 30BHIITHBOCEKPETOPHOIO



HEJIOCTATHICTIO MifgmTyHKoBOi 3an03u (3CHIL3) ta rpymy 16 (n=20) - xBopi Ha XI'C+XI1 6e3 3CHII3. 1151 BUBYEHHS
e eKTUBHOCTI KOMIJIeKCHOI Teparii 46 xBopux Ha XI'C+XI1 i3 3CHII3 sierkoro ta momMipHOro cTyreHs 6yau
pospineHi Ha rpyny A (n=21) i rpyny b (n=26). Bci xBopi oTpumMyBaiu fakiaracsip+codocbysip, pabenpasos Ta
noJsliepMeHTHUIA TPenapar 3 MiHiMaIbHOIO aKTUBHICTIO Jlinasu 25 Tuc of. €., a xBopi rpynu A 104aTKOBO
oTpuMyBasnu BitaMiH D B 703i 4000 MO nipotarom 24 THXHIB. B pe3ynbTaTi OTpMMaHMX JaHUX BCTAHOBJIEHO, 110
0co61BOoCTi KiliHiYHOrO nepebiry XI'C+XI1 nossaraioTs y JOCTOBIpHOMY Il€peBa’kaHHI KMIIKOBOI JTUCIIencii Ta
IIPOSIBJISIIOTHCS METEOPU3MOM i pO3yIajlaMy BUIIOPO>KHEHD ¥ 75,0% Ta 68,1% xBopux. Y xBopux Ha XI'C+XII i3 3CHII3
y 4,6 pasiB yacrile 3apeecTPOBAHO BUCOKI CTyIE€Hi HEKpO3anaabHOI aKTUBHOCTI nevinku (A2-3 (p<0,05)) ta B 2,8
pasiB yactime cTymninp Gi6bpo3sy nevinku F2-3 (p<0,05), HDK y XBOPHX i3 30epeskeH0I0 30BHIIIHbOCEKPETOPHOIO
dyHKILi€ MiAIITYHKOBOI 3a71031. 3’1COBAaHO, 110 6ibIll BUPAa3Hi 3MiHM LIUTOKIHOBOTO MPOQIsII0 CIIOCTEPIraloThCs y
xBopux Ha XI'C+XII i3 3CHII3, 3a paxyHOK II€peBa’kaHHS [IPO3aNaJbHOr0 Ta NPopiOpOreHHOro KOMIIOHEHTA.
Bussneno, mo piBHi 1JI-6 Ta HeonTeprHy MO3UTUBHO KOPEJIIOIOTh 3 BipyCHUM HaBaHTaXeHHsM (0=0,869, p<0,001,;
0=0,723, p<0,001) i 3BopoTHO KOpeJoI0Th 3 piBHEM (dekanbHoi enactaszu-1 (PE-1) (0=-0,649, p<0,001; 0=-0,534,
p<0,001). BctaHOB/IEHUI CUJIBHUI 3BOPOTHIN KOpeJsLiiiHui 3B'930K (0=-0,832, p<0,001) MiX BipyCHUM
HaBaHTaKeHHsM Ta piBHeM OE-1 ninTBeppKye BIJIUB PeIIiKaTUBHOI aKTUBHOCTI Bipycy renatuty C Ta 3anajieHHs
Ha IaHKpeaToLuT 3 GOPMYyBaHHIM €K30KPMHHOI HeIOCTaTHOCTI MifIITyHKOBOI 3a7103u. [JoBeieHo, 1110 BiporigHO
HIDKUI piBHI BiTaminy D cniocrepiraiorsest y xBopux XI'C+XI1 nopinsiHO 3 xBopumu Ha XI'C 6e3 XIT (p<0,001) Ta
BCTAHOBJIEHO, WO piBeHb BiTamiHy D HaltHMK4yui 3a ymoBu 3CHII3 Ta ipy BUCOKIi HEKpO3arabHiil aKTUBHOCTI
nediHku (A2-3 i A3-4) i BupaxxeHomy ¢i6posi (F3-4). BussneHo, mo piBeHs BiTaminy D y xBopux Ha XI'C+XIT i3
3CHII3 3 ¢i6posom F3-4 € Ha 26,8% HUKYIUM, HDK Y XBOPUX 3 IOYATKOBUMU cTagisimu ¢ioposy FO-1 (p<0,05).
3apeecTpoBaHa O3UTHUBHA KOPEJIALis MiX piBHIMU BiTamiHny D Ta piBHamu OE-1(0=0,431, p=0,001), HeraTuBHa
KOpeJIsLig MiX piBHSIMM BiTaMmiHy D Ta BipyCHUM HaBaHTaXeHHsIM (0=-0,447, p<0,001) i piBHEM n1pOdibporeHHoro
yuTokina (T®P-n) (o=-0,745, p<0,001), nminTBepaye poJib Bitaminy D B peryssiii mpouecis sk ¢pibporeHesy Tax i
(opMyBaHHS €K30KPMHHOI HEIOCTATHOCTI MiJIITYHKOBOI 3271031 y xBopux Ha XI'C. BusiBjieHo, 1110 IOKa3HUKU
axocTi xutT (SPK) y xBopux Ha XI'C+XI1 103UTUBHO KOPEJIIOIOTH 3 PiBHIMU BiTaMiHy D - npu nigBuIiLeHH] piBHS
BiTaminy D SDK nokpaiyeTbcs 32 TaKMMU [TOKa3HUKAMU: iHTE€TPasibHUI NOKA3HUK; (i3UYHE 3[0POB’S; ICUXiYHE
3/10POB’s, & PiB€Hb CUTYaTUBHOI TPMBOXKHOCTI HETaTUBHO KOpeJtoe 3 piBHeM BiTaminy D (0=-0,660, p<0,001). Takox y
xBopux Ha XI'C+XII i3 3CHII3 BcTaHOBI€HA TO3UTUBHA KopeJislis Mix piBHeM OE-1 Ta BciMa oKa3HUKaMU SIKOCTi
JKUTTSL: iHTerpasbHUi; QisuyHe 300pOoB’s; ICUXiYHe 300pOoB's. [JoBeeHO, 10 BKIIOYEHHS N0J1i(epMEHTHOTO
npernapary 3 MiHimManpHOWO akTuBHiCTIO Jinazu 25000 ta Bitaminy D B 703i 4000 MO /106y 50 KOMILJIEKCHOTO
sikyBaHHs1 xBopux Ha XI'C noenHanuii 3 XI1 Bene o maupkoi Hopmanisdanii AnAT, ACAT, 3aranbHoro 6inipy6iHy,
CIIpYsi€ YCYHEHHIO HUTOKIHOBOTO NUcOalaHCy, MOKpallye 30BHIITHbOCEKPETOPHY (QYHKIiIO MifITyHKOBOI 3aJ103U Ta
CIpUsie BUPA3HOMY perpecy IposBiB renaTobisiapHoi quc@yHKIii, Y4MM 3HIKYE CUTYaTUBHY TPUBOXKHICTb Ta

MifBUILyeE SKICTb )XATTS LIUX NALli€HTIB.

2. The aim of the study was to enhance the effectiveness of treatment for patients with chronic hepatitis C and
chronic pancreatitis by investigating the correlation between clinical and biochemical parameters, the activity of
the inflammatory process, the expressiveness of morphological changes and pancreatic enzymatic activity. To
fulfill the goal, 2 groups of patients were included in the study: group 1 - patients with CHC comorbid with CP
(n=72), group 2 - patients with CHC (n=48), which were further divided into group la (n=52) - patients with
CHC+CP with pancreatic exocrine insufficiency (EPI) and group 1b (n=20) - patients with CHC+CP without EPI. In
order to study the effectiveness of complex therapy, 46 patients with CHC+CP with mild and moderate EPI were
divided into group A (n=21) and group B (n=26). All patients received daclatasvir+sofosbuvir, rabeprazole and a
polyenzyme drug with a minimum lipase activity of 25 thousand units. EF., and patients of group A additionally
received vitamin D in a dose of 4000 IU for 24 weeks. As a result of the obtained data, it was established that the
features of the clinical course of CHC+CP are a significant predominance of intestinal dyspepsia which is
manifested by flatulence and defecation disorders in 75.0% and 68.1% of patients. In patients with CHC+CP with
EPI, high degrees of necroinflammatory activity of the liver (A2-3 (p<0.05)) were registered 4.6 times more often
and liver fibrosis degree F2-3 was 2.8 times more often (p<0, 05), than in patients with preserved exocrine function



of the pancreas. It has been found that more pronounced changes in the cytokine profile are observed in patients
with CHC+CP with EPI, due to the predominance of the pro-inflammatory and pro-fibrogenic component. It was
found that the levels of IL-6 and neopterin are positively correlated with viral load (0=0.869, p<0.001; 0=0.723,
p<0.001) and inversely correlated with the level of fecal elastase-1 (FE-1) (n=-0.649 , p<0.001; 0=-0.534, p<0.001). The
established strong inverse correlation (o0=-0.832, p<0.001) between the viral load and the level of FE-1 confirms the
influence of the replicative activity of the hepatitis C virus and inflammation on the pancreatocyte with the
formation of exocrine pancreatic insufficiency. It has been proven that probably lower levels of vitamin D are
observed in patients with CHC+CP compared to patients with CHC without CP (p<0.001) and it is established that
the level of vitamin D is the lowest in the condition of EPI and with high necroinflammatory activity of the liver
(A2-3 and A3- 4) and severe fibrosis (F3-4). It was found that the level of vitamin D in patients with CHC+CP with
EPI with fibrosis F3-4 is 26.8% lower than in patients with initial stages of fibrosis FO-1 (p<0.05). A positive
correlation was registered between vitamin D levels and FE-1levels (0=0.431, p=0.001), a negative correlation -
between vitamin D levels and viral load (n=-0.447, p<0.001) and profibrogenic cytokine (TGF-n) levels. (0=-0.745,
p<0.001), confirms the role of vitamin D in the regulation of the processes of both fibrogenesis and the formation
of exocrine pancreatic insufficiency in patients with CHC. It was found that indicators of quality of life (QoL) in
patients with CHC+CP are positively correlated with levels of vitamin D - when the level of vitamin D is increased,
QoL improves according to the following indicators: integral index; physical health; mental health, and the level of
situational anxiety is negatively correlated with the level of vitamin D (0=-0.660, p<0.001). A positive correlation was
also established between the level of FE-1 and all indicators of the quality of life in patients with CHC+CP with EPI:
integral; physical health; mental health. It has been proven that the inclusion of a polyenzyme drug with minimal
lipase activity of 25,000 and vitamin D in a dose of 4,000 IU /day to the complex treatment of patients with CHC
combined with CP leads to rapid normalization of ALT, AST, total bilirubin, helps to eliminate cytokine imbalance,
improves the exocrine function of the pancreas and contributes to the marked regression of manifestations of
hepatobiliary dysfunction, thereby reducing situational anxiety and increasing the quality of life of these patients.
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