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Huceprariiss Ha 3100yTTS HAYKOBOTO CTymHeHs JokTopa (igocodii 3a
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3n0poB’st Ykpainu. YepHnigii, 2021.

VY nucepraiiitHoMy AOCIII)KEHH]1 OMTUCAHO TEOPETUYHE y3aralbHEHHS, a TaKOXK
HOBE HAyKOBE BHUPINICHHS 3ajadl - ONTUMI3AIlis JIarHOCTUKH Ta IiJIBUILECHHS
e()EeKTUBHOCTI JIIKyBaHHS XBOpUX Ha XpoHIYHMM naHkpeaTuT (XII), moenHanmii 3
XPOHIYHUM OOCTPYKTUBHUM 3axBOproBaHHsM JjereHb (XO3JI), Ha mijcTaBl HOBHX
HAYKOBUX JIAaHUX MPO F€HETUYHI Ta KITHIYHO-TTATOT€HETUYHI OCOOIMBOCTI 3a3HAYECHOT
KOMOpPO1JTHOT TTATOJIOTi.

[Ipo6nema Benmennsi xBopux 13 XII Ta cymytHiMm XO3JI 3 KOMIUIEKCHOIO
OIIIHKOIO MOKA3HUKIB KIIHIYHOTO Tepediry, GyHKINT NCUXOEeMOIIHHOTO pearyBaHHs,
MOKa3HUKIB 1ab0paTOpHUX, THCTPYMEHTAJIbHUX METO/IIB 00CTEXEHHH,
BiTaMiHOJIE(DIIUTY SIK HE3aJeKHOro (akropa OOTsDKEHHS mepediry KOMopOigHOTOo
3aXBOPIOBAHHS, a TAKOK MOKJIMBOCTI KOMILJIEKCHOI KOPEKIIii, BABYEH1 HEAOCTATHHO.

HaBeneHuii TakoX po3B’sI30K aKTyaJbHUX 3aBJIaHb BHYTPIIIHbOI MEIULIMHU, &
caMe JIOTIOBHEHHS HAYKOBHX JaHUX TMPO KIIHIKO-MATOTEHETUYHl O3HAKH BUIIE
BKa3aHO1 KOMOPOIJHOCTI Ta KOPEKI[isl BUABJICHUX 3MIH HUISIXOM JU(EPEHIIIOBaHOTO
3aCTOCYBaHHS XOJeKAIbIU(EPOTy 3 ypaxyBaHHsIM nojimMopdizmy Bsml rena VDR.

3aBgaHHS JOCHIKEHHS: JOCHIIUATH acoliaiiio MoJIMOpP(PHOTO BapiaHTa TeHA
peneniropa Bitaminy D (rs1544410) i3 mepedirom XI1, moeananoro 3 XO3JI; BUBUNTH
0COOJIMBOCTI KIIHIYHOI KApTHHM Ta SKOCTI JKUTTA TAaIli€eHTiB 3 KOMOPOIIHOIO
NaTOJIOTIE€I0;  MPOAHai3yBaTH  IMOKA3HUKH  30BHIIIHBOCEKPETOPHOI  (PYHKIII]
MIIUTYHKOBOI 3271034, MiHEpPaJIBHOTO OOMiHY Ta Oi10IMITeTaHCOMETPIl Y XBOPUX HA
XII ta XO3JI 3anexHo Bia momiMopdizmy reHa pernentopa Ao Bitaminy D (VDR);
OL[IHUTH 3MIHM OKCHUJAHTHO-NPOTHOKCUAAHTHOTO TOMEOCTa3y, MPOTEONITUYHOI Ta

¢Gi16puHoNiTHYHOI akTUBHOCTeW miazmu kpoBi XII wHa Tmi XO3JI 3 ypaxyBaHHSAM



noaiMop(i3My aHaIi30BaHOTO TE€HA; 3’ACyBaTH 3MIHM (PYHKIIIOHAJIBHOTO CTaHy
EHJ0TeNi 0 Ta MOp(o-PYyHKIIIOHAIBHUX BIACTUBOCTEH €PUTPOIIMTIB y IPOTrPECyBaHHI
XIT na Tm XO3JI 3 ypaxyBaHHSIM MMOKa3HUKIB MaKpOEJIEMEHTIB KpPOBI Ha ITi/ICTaBi
ToCiKeHHsT TIofiMopdi3zMy TeHa perentopa no Bitaminy D (VDR); BnockonamuTu
QITOPUTM J1arHOCTUKH, PO3POOUTH MPOTHOCTUYHI KpUTEpli Ta MATOTEHETUYHO
OOTIpyHTYBaTH ynOCKOHalleHu#W anroput™m JikyBaHHsS XII, moemnanoro 3 XO3JI,
3aNIeKHO B1J] pe3ynbTaTiB JoCHipKeHHs moaiMopdizmy rena VDR.

Jlnsi BUKOHAHHS TOCTaBIIGHOT METH Ta BKAa3aHWUX 3aBJaHb JHCEpTaIlIiHOl
poOoTtu 3aranom 0yno ooctexxeHo 105 nmanienTiB 3 niarnozom XI1 'y ¢asi 3aroctpeHHs
Ta KoMopOigHuM niepedbirom XI1 B crazii 3aroctpenns ta XO3JI Ha erami HeCTIMKOI
abo cTilikoi pewmicii. 3rifHO 13 aHAMHECTUYHUMH JaHUMHU, PETEIHHOTO BHUBUYCHHS
CKapr Ta 00’€KTUBHOTO CTaTyCy MaIli€HTIB, JAHUX JOJATKOBUX METOJIB OOCTEKECHHS
(JtabopaTopHUX Ta IHCTPYMEHTAIBHHUX) MAIIEHTIB OyJIO pPO3MOJIIJICHO HA HACTYITHI
rpynu: | rpyma — 41 xBopwuit va XIT; II rpyna — 64 xBopux Ha XI1 i3 cymytHiM XO3J1.
A TakoXX BUJIIIWIM KOHTPOJBHY IpyIy, 10 ckiaganacs 3 20 mpakTUYHO 370POBUX
0Ci0, pernpe3eHTaTUBHUX 3a CTATTIO Ta BikoM Bix 40 10 64 pokiB.

[lamienTn 000X TIpyn  JOTPUMYBAJIUCH  palllOHAIBHOTO  JIETHYHOTO
XapuyBaHHS Ta puiiMaiu 0a3ucHY Tepariro 3riIHo 13 HakazoM MO3 Ykpainu Ne638
Bix 10.09.2014p. «IIpo 3aTBepIKEHHS Ta BIPOBAIKEHHS MEIUKO-TEXHOJIOTIYHUX
JIOKYMEHTIB 31 CTaHJapTU3aIli MEAUYHOI JOTIOMOTH MPU XPOHIYHOMY MaHKpPEATHTI»
ta Hakazy MO3 Vkpainm Ne 555 Bim 27.06.2013p. «IIpo 3arBepikeHHs Ta
BIIPOBA/PKCHHS MEJIUKO-TEXHOJOTIUHUX JIOKYMEHTIB 31 CTaHAapTHU3allii MeaudHOl
JOTIOMOTH TpU XPOHIYHOMY OOCTPYKTHMBHOMY 3aXBOPIOBaHHI JiereHb». bynu
BpaxoBaHI CTaHJIAPTH [IaTHOCTHKH, JIIKyBaHHS Ta €Bpomerchki Kiacudikartii.
Kopexkuis nedinurty Bitaminy D Oyna npoBeneHa npenapatoM XoJieKaablU(pepoy B
IHAUBITyaIbHO mimiOpaHiidi 1031 3 ypaxyBaHHsAM mojiMopdizmy rena VDR. ITlpu
BU3Ha4YeHHI y manienTiB reHotuny G/G mo3a xonekansnudepony ckiaaa 6000 MO.
XBopi 3 redotunioM G/A ta A/A oTpuMyBaii BHIIICBKa3aHuil mpenapar y 1031 8000
MO. /151 pecrioHIeHTIB HAIOTO AOCTIIXKEHHS TPUBAIICTh TEPAIEBTUYHOTO IPUHOMY

npenapaty BiTaMmiHy D ckmama 3 wmicsii, micis 4oro OyJio MPOBEJAEHO MOBTOPHE



AocaipKkeHHs: cupoBaTtkoBoro piBHs 25(OH)D 1 mpu3HaueHo MiATpUMYIOUY Tepariio
y 11031 2000 MO 3 BepecHs 10 KBITEHb.

[Tepe6ir XII, moennanoro 3 XO3J1, acoriitoBaBcs 3 TPUBAIICTIO KOMOPO1THOCTI
noHas 10 pokiB, 0OTSKEHUM aHAMHE30M 3 MPUBOAY KypiHHs 29,26% xBopux 3 XII Ta
59,38% xBopux Ha XII moegnanuit 3 XO3JI, nepeBakaHHAM JUCIETICUYHOIO
cuaapomy (78,2%), npurnHideHHsMm Hactporo (83%), Oomem y couHI, KICTKax,
cyriobax (72%), HEeBMOTHBOBAHOIO CIA0KICTIO B M s13axX (62%), BUMaIiHHSIM BOJIOCCS
(18%) Ha TJ1i 3HMKECHHS SKOCTI )KUTTS XBOPHUX, IO XapaKTEPU3YEThCS 3HIKCHHSIM SIK
db3uynoro (Ha 39,3%), Tak 1 ncuxiudHoro (Ha 38,3%) KOMIIOHEHTIB 3A0pOB’s
MOPIBHSAHO 3 IPYMOK MPakTUYHO 370poBUX oci0 (P<0,05), 3a maHMMM 3arajabHOTO
ormutyBanbHrka MOS SF-36.

['enotunyBanusa xBopux 3 cuntpomnieto XII ta XO3JI 3a Bsml nonimopdizmom
reia VDR BcranoBwio, mo renotun G/G OyB y 34,37 % mnamieHTiB, HOCIi
MATOJIOTIYHOI ajiem A JTOMIHYBaJIM Ta cKiaiu 65,63 %, 3 aux 45,31 % — G/A 120,31
% — A/A.

BusiBieHo 3BOpOTHHMI CHJIBHUM 3B'S30K MDK piBHEM Bitaminy D Ta
naparupeoigaoro ropmony (r=-0,87, p<0,05), piBHeM KajbIiito Ta Bitaminy D (r=-
0,77, p<0,05) y maiieHTiB 3 KOMOPOI1THOIO MATOJIOTIEIO 3 TOCTOBIPHOIO PI3HUIICIO MIXK
i3 G/G ta A/A renorumamu Bsml nomimopdizmy rema VDR (p<0,05) nHa i
cTaTUCTUYHO 3Hauymoro (p<0,05) nopymeHOTO BIJCOTKOBOTO CIIBBIIHOIIECHHS
xupooi  wmacu (G/G  27,37+0,21; AJ/A 19,34+0,18) 3a pe3yibratamu
010€JICKTPUYHOTO IMIIE/IaHCY, 110 MPSMO KOPEIoe 3 piBHEM (ekayibHOi enacta3u-1
(BUpakeHa 30BHINIHBOCEKPETOPHA HEAOCTATHICTh MIANLTYHKOBOI 3aJI03M) Ta MOXKE
CIIYTYBaTH JOJATKOBUM KPHUTEPIEM CTYIEHs TspKKocTi mepebiry XII y moemnnanHi 3
XO3JL

XII na Tmi XO3JI 3yMOBIIO€ MIBUIKE BUCHAXEHHS TIIyTaTIOHOBOT aKTUBHOCTI
Ta AKTHBHY CTHMYJIAIII0 TMPOTHOKCHUAAHTHOTO 3aXHCTY, 30KpeMa ITiJIBHIICHHS
MOKa3HUKa BMICTY MaJJOHOBOT'O aJIbJIETiAy B IJia3Mi Ta B eputporurax y 1,3-1,4 paza
(p<0,05), 3pocTaHHAM aKTHUBHOCTI  IJyTaTioHmepokcunasu 1,45 pasza 1
rrytationTpancdepasu y 1,19 paza Ha T/ 3HM)KEHHS BMICTY y KpPOB1 TUIyTaTiOHY

BifHOBNeHOTO y 1,86 paza (p<0,05), akTuBailil0 CHUCTEMHOrO 3amajeHHA 13



MiBUIICHHS BMICTY B KpoBi C-peakTMBHOTO O1IKY, MiJBUILEHHS MPOTEOTITUYHOT
aKTUBHOCTI TUIa3MHU KPOBI1 3a Ji3UCOM a30albOyMmiHy 3pociu Ha 46% y mallleHTIB 3
G/A remorunoM Ta Ha 52% 3 A/A TE€HOTHIIOM 13 MAaKCUMAIBHUM BiJIXUICHHAM
BUIIEBKA3aHUX 3Ha4eHb y HOCIIB A/A renotrumy rena VDR (p=0,02) na Tm
JOCTOBIPHOTO 3HIDKCHHS TIOKa3HWKa CyMapHOi (IOpUHOIITUYHOI aKTUBHOCTI,
HE3JIC)KHO BiJ] BUBUCHUX TEHOTHIIIB.

3anexHo Bin BusiBneHoro moniMopdizmy reny VDR BcTaHoBieHO BipoTigHO
BUIMA BMicT y KpoBi ET-1 1 HWK4Mil BMICT HITPUTIB/HITPATIB HE3aJICKHO BIT
TFE€HOTHITIB, WLI0 CYNPOBOJKYBAJOCS 3HI)KEHHSAM 1HAEKCY JAepopMadeabHOCTI
eputporuTiB (Ha 11 %) Ta MIABUIIEHHS BIIHOCHOT B’SI3KOCTI E€PUTPOIMTAPHOI
cycnensii Ha 9% y HociiB A/A-reotuny rera VDR y mopiBHAHHI 3 iHIIMMH
T€HOTHUIIAMHU, ajie 0€3 BIPOT1IHOI PI3HUIII.

[Tin BrmMBOM KOMIUIEKCHOTO JiKyBaHHS XBopux Ha XII Ha Tm XO3JI 3
BUKOPUCTAHHAM  XOJeKalbUu(eposy  crmocTepiraii  3MEHUIEHHS  IPOSBIB
mucnencuyHoro cuHapomy (GSRS), mokpamiaHHs MOKa3HUKIB SIKOCTI KHUTTS,
ocobmBo mcuxiyHoro kommoHeHty (MOS SF-36). Bmacmimox migi6panoi
JTIKyBaJIbHOI TAKTUKH BHSIBICHO CTAaTHCTUYHO 3HAUYIly PI3HUIIO TOKa3HUKA
CUPOBATKOBOTO BiTaMiHy D Ta 10HI30BaHOTO KaJbIlll0 B OCHOBHIM I'pyIli 00CTEXEHUX
(p<0,05).

BcTanoBneHO  MO3UTHMBHY  JWHAMIKY 3MIH  pe3ysibTaTiB  (PEKaIbHOTO
€J1aCTa3HOTO TEeCTy TIicHsl JiKyBaHHS: y xBopux rpynu 3 XII piBenp ¢hekanbHOI
enacra3u-1 30ubmmBesa Ha 12,1% (p<0,05), y XBOpHX Ipynu MO€AHAHOI MATOJOTIT —
Ha 8,1 % (p<0,05).

Brnepiiie BUBYEHO TMOKA3HUKK 30BHINTHBOCEKPETOPHOI (YHKITIT TIUTYHKOBOT
3a51034, OloiMIIeTaHCOMETpii Ta MiHepabHOro oOMiHy y xBopux Ha XII ta XO3JI
3anexHo Big moaiMopdizmy Bsml rena penenropa o Bitaminy D (VDR).

3’4COBaHO pOJIb TOPYIICHh OKCHAAHTHO-TIPOTHOKCHUIAHTHOTO TOMEOCTa3y,
MpOTETHA30-1HT10ITOPHOI CUCTEMH KPOBI, POJIb CHUCTEMHOro 3amanieHHs mpu XII,
noegnanomy 3 XO3J1, 3 ypaxyBauusam noaimopdizmy rena VDR,

JlonmoBHEHO 3HAHHSI TIPO 3MiHU (PYHKIIIOHAILHOTO CTaHy €HJI0TeNi0 Ta MOp(do-

(YHKITIOHaTbHUX BJIACTUBOCTEW epuTporuTiB y nporpecyBanni XII na tmi XO3JI 3



ypaxyBaHHSM JOCHIKEHHS MoaiMopdi3My TeHa penentopa A0 BiTamiHy D.
BcranoBnena edexkTuBHICT, KoMIUIekcHOTO JikyBaHHs XII, moemnanoro 3 XO3JI,
3QJIEKHO BiJ moJiiMOop(di3My BKa3aHOTO T'eHa.

JlocmiKeHHST TO3BOJMIM PO3POOUTH  YIOCKOHAICHHWNA audepeHIiiiioBaHuit
MOJIEKYJIIPHO-TEHETUYHO Ta KIIIHIKO-MATOT€HETUYHO OOIPYHTOBAHUN aJITOPUTM
nikyBauHs XI1, acomiiioBanoro 3 XO3JI, 3 ypaxyBanusam nonimopdizmy rena VDR.

BnpoBamkeHHsT pe3ybTaTiB JAOCTIIKEHHS Yy KIIHIYHY TPAKTHKY T03BOJIUIIO
MOKpalTUTH €(PEKTUBHICTh JIIKYBaHHS IAIIEHTIB, 3MEHIIWJIO TEPMiH TepeOyBaHHS
XBOPOTO Ha JIKApPHIHOMY JKKY, TMOKPAIIWIO SIKICTh KHUTTS XBOpuX. Pe3ympraTu
poOOTH BHUKOPUCTOBYIOTH Y pPOOOTI TEpPAaNeBTUYHUX, TaCTPOCHTEPOJIOTIUHUX Ta
MyJIbMOHOJIOTIYHUX BIJIJIEHB JIKYBaJIbHUX 3aKJIA1B PI3HOTO PiBH.

Pe3ynpTaTi qucepTamiiiHOro AOCIiPKEHHs BIPOBAIXKEHI Y JIIKYBaJIbHY pOOOTY
KOMYHaJILHOTO HEKOMEpIIiiHOTro mianpueMcTBa «KuiBchka MichbKa KIIIHIYHA JIIKApHS
Nel8» KuiBchbKOi MICBKOI JIepKaBHOT aMIHICTpalli; KOMyHAJIbHOIO HEKOMEPLIMHOIO
OIANpUEMCTBA  «XMEJIBHUIIBKUM  OOJacHUM  TOCHiTadb  BETEPaHIB  BIMHU»
XMEeNbHUIIBKOT 00JIaCHOT pajy; KOMYHAJIBHOTO HEKOMEPIIIHHOTO MiANPUEMCTBA
«CropoxkuHenpka  OararonpoduibHa  JIIKApHS  IHTEHCHUBHOTO  JIIKYBaHHSY;
KOMYHaJIBHOTO  HEKOMepIliiHoro  mianpuemctBa «HoBocenuibka — JTIKapHs»
HoBocenuipbkoi Micbkoi panum YepHiBenbkoro paiioHy YepHiBenpKoOi 00JacTi;
KOMYHaJIbHOrO  HekomepuiitHoro  mianpuemctBa  "CokupsHCbKa  JKapHs"
COKHpSHCHKOT MICBKOT paju; KOMYHAJIBHOTO HEKOMEPIIHHOTO MiANPUEMCTBA
"KenebMmenenpka OaratonpodinbHa JikapHsa" KenbMeHeNbKOi CENUINHOI  paau
JlHicTpoBChKOTO paiioHy UYepHiBeubkoi 00nacTi, a TakoX Yy HaBUaJIbHHM Mpoliec
Hamionanenoro menunyHoro ysiBepcutery imeni O.0O. boromonbus MiHicTepcTBa
OXOpPOHH 37I0poB'ss  Ykpainu; TepHOMUIBCHKOTO  HAIIOHAJIBLHOTO  MEJIUYHOIO
yHiBepcuteTy imeHl [.I'opb6aueBchbkoro; ByKOBHHCHKOTO HEpKaBHOTO MEIUYHOTO
YHIBEPCUTETY.

KaouoBi cjoBa: XpOHIYHUN  MaHKPEAaTUT, XpOHIYHE OOCTPYKTHBHE
3aXBOPIOBaHHS JIET€Hb, TeH penenTopa BitTaminy D, momimopdizm Bsml,

30BHiHIHBOC€erTOpHa He,Z[OCTaTHiCTB.
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A thesis submitted for a degree of Doctor of Philosophy in specialty 14.01.02
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The dissertation research describes a theoretical generalization, as well as a
new scientific solution - optimizing the diagnosis and improving the effectiveness of
treatment of patients with chronic pancreatitis (CP), combined with chronic
obstructive pulmonary disease (COPD), based on new scientific data on genetic and
clinical pathogenes of comorbid pathology.

The problem of managing patients with CP and concomitant COPD with a
comprehensive assessment of clinical course, psycho-emotional function response,
data of laboratory, instrumental methods of examination, vitamin deficiency as an
independent factor in aggravating comorbid disease, as well as the possibility of
comprehensive correction, insufficiently studied.

The solution of current problem of internal medicine was given. The addition
of scientific data on clinical and pathogenetic signs of the CP and COPD comorbidity
and correction of the detected changes by differentiated use of cholecalciferol taking
into account the Bsml polymorphism of the VDR gene was done.

Objectives of the study: to investigate the association of a polymorphic
variant of the vitamin D receptor gene (rs1544410) with the course of CP combined
with COPD; to study the features of the clinical picture and quality of life of patients
with comorbid pathology; to analyze the indicators of exocrine function of the
pancreas, mineral metabolism and bioimpedancemetry in patients with CP and COPD
depending on the polymorphism of the receptor gene to vitamin D (VDR); to evaluate
changes in oxidative-antioxidant homeostasis, proteolytic and fibrinolytic activities of
CP blood plasma on the background of COPD, taking into account the polymorphism
of the analyzed gene; to find out the changes in the functional state of the

endothelium and morpho-functional properties of erythrocytes in the progression of



CP on the background of COPD, taking into account the indicators of blood
macronutrients based on the study of receptor gene for vitamin D (VDR); to improve
the diagnostic algorithm, to develop prognostic criteria and to substantiate
pathogenetically the improved algorithm of treatment of CP combined with COPD,
depending on the results of the study of VDR gene polymorphism.

In order to fulfill the set goal and the indicated tasks of the dissertation, 105
patients with a diagnosis of CP in the acute stage and a comorbid course of CP in the
acute stage and COPD in the stage of unstable or stable remission were examined.
According to the anamnestic data, careful study of complaints and objective status of
patients, data of additional methods of examination (laboratory and instrumental)
patients were divided into the following groups: Group I - 41 patients with CP; Group
Il - 64 patients with CP with concomitant COPD. Also, a control group consisting of
20 healthy individuals, representative by sex and age from 40 to 64 years were
examined.

The course of CP combined with COPD was associated with a duration of
comorbidity of more than 10 years, a long history of smoking 29,26% of patients
with CP and 59,38% of patients with CP and COPD, the predominance of dyspeptic
syndrome (78,2%), depression mood (83%), pain in the back, bones, joints (72%),
unmotivated muscle weakness (62%), hair loss (18%) on the background of reduced
guality of life of patients, characterized by a decrease as physical (by 39,3%) and
mental (38,3%) components of health compared with a group of almost healthy
individuals (p<0,05) according to the general questionnaire MOS SF-36.

Genotyping of patients with CP and COPD by Bsml polymorphism of the
VDR gene revealed that the G/G genotype was in 34,37% of patients, carriers of
pathological allele A dominated and amounted 65,63%, of which 45,31% - G/A and
20,31% - A/A genotype.

A strong correlation was found between the level of vitamin D and
parathyroid hormone (r=-0,87; p<0,05), the level of calcium and vitamin D (r=-0,77;
p<0,05) in patients with comorbid pathology with a significant difference between
G/G and A/A genotypes of Bsml polymorphism of the VDR gene (p<0,05) on the
background of statistically significant (p<0,05) violated percentage of fat mass (G/G



27,37+0,21; A/A 19,34+0,18) according to the results of bioelectric impedance,
which directly correlates with the level of fecal elastase-1 (pronounced exocrine
insufficiency of the pancreas) and can serve as an additional criteria for the severity
of CP combined with COPD.

CP on the background of COPD causes rapid depletion of glutathione activity
and active stimulation of antioxidant protection, in particular an increase in malonic
dialdehyde in plasma and erythrocytes by 1,3-1,4 times (p<0,05), an increase in
glutathione peroxidase 1,45 times and glutathione transferase 1,19 times on the
background of a decrease in reduced glutathione by 1,86 times (p<0,05), activation of
systemic inflammation with increased C-reactive protein, increased proteolytic
activity of blood plasma by azoalbumin lysis increased by 46% in patients with G/A
genotype and 52% with A/A genotype with the maximum deviation of the above
values in carriers of A/A genotype of the VDR gene (p=0,02) on the background of a
significant decrease in total fibrinolytic activity, regardless of the studied genotypes.

Depending on the detected polymorphism of the VDR gene, a significantly
higher level of ET-1 and a lower content of nitrites/nitrates regardless of genotypes
was found, which was accompanied by a decrease in erythrocyte deformability index
(by 11%) and an increase in relative viscosity of erythrocyte suspension by 9% in the
carriers of A/A-genotype of the VDR gene, compared to other genotypes, but without
a significant difference.

Under the influence of complex treatment of patients with CP on the
background of COPD with the use of cholecalciferol, a decrease in the manifestations
of dyspeptic syndrome according to GSRS questionnaire, improvement in quality of
life, especially the mental component according to MOS SF-36 was observed. As a
result of the selected treatment tactics, a statistically significant difference between
serum vitamin D and ionized calcium was found in the main group of subjects
(p<0,05).

For the first time, the indicators of exocrine function of the pancreas,
bioimpedancemetry and mineral metabolism in patients with CP and COPD
depending on the polymorphism of the Bsml receptor gene to vitamin D (VDR) were
studied.



The role of disorders of oxidative-antioxidant homeostasis, proteinase-
inhibitory system of blood, the role of systemic inflammation in CP combined with
COPD, taking into account the polymorphism of the VDR gene.

The changes in the functional state of the endothelium and morpho-functional
properties of erythrocytes in the progression of CP on the background of COPD has
been descripted, taking into account the study of receptor gene polymorphism to
vitamin D. The effectiveness of complex treatment of CP combined with COPD
depending on the polymorphism of the specified gene has been established.

Studies have allowed us to develop an improved differentiated molecularly
genetically and clinically pathogenetically based algorithm for the treatment of
COPD associated with COPD, taking into account the polymorphism of the VDR
gene.

The introduction of the results of the study into clinical practice has improved
the level of treatment of patients, reduced the duration of stay of the patient in the
hospital bed, improved the quality of life of patients. The results are used in the work
of therapeutic, gastroenterological and pulmonological departments of medical
Institutions of different levels.

The results of the dissertation research are introduced into the medical work
of the municipal non-profit enterprise "Kyiv City Clinical Hospital Ne18" of the Kyiv
City State Administration; communal non-profit enterprise "Khmelnytsky regional
hospital of war veterans” of Khmelnytsky regional council; Storozhynets
Multidisciplinary Intensive Care Hospital, a non-profit municipal enterprise;
municipal non-profit enterprise "Novoselytska Hospital” of Novoselytsia City
Council of Chernivtsi district of Chernivtsi region; communal non-profit enterprise
"Sokyryanska Hospital* of Sokyryanska City Council; communal non-profit
enterprise "Kelmenets multidisciplinary hospital" of Kelmenets village council of
Dniester district of Chernivtsi region, as well as in the educational process of the
National Medical University named after O.0.Bogomolets of the Ministry of Health
of Ukraine; Ternopil National Medical University named after |.Gorbachevsky;

Bukovynian State Medical University.
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