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TepareBTUYHI Niaxonu.

2. Pathogenetic mechanisms of the associated clinical course of chronic cholecystits and primary hypertenision
and therapeutic approaches.

Pedepar:

1. O6'eKT mOCHiI)KeHHS: XPOHIYHUI XOJIELUUCTHUT, riepToHiYHa XBOpoba Ta ix noegHaHHs. MeTa oCaimKeHHs:
pPO3pOOUTH NATOT€HETUYHO OOIPYHTOBAHY CUCTEMY KJIiHIY4HOTO MOHITOPUHTY 3 BU3HAYE€HHSIM iHIMKATOPIB
dyHKIiOHATIbHO-METab0iYHUX IOPYLIEHb Ta OL[iHKY €(EeKTUBHOCTI JIiIKyBaHHS XBOPHUX 3 II0O€AHAHUM IIepebirom
XPOHIYHOrO XOJIELIUCTUTY Ta rillepTOHIYHOI XBOPOOU. MeTonM JOCiIKEHHS: KIiHiIKO-aHaMHEeCTHYHi, 6i0xiMivHi,
iMyHOJIOTi4HI, PyHKLiOHAIbHI, MOP(OJIOTiYHi, KIIiHIKO-aHaIITUYHI, KJIiHIKO-iH(pOPMaLilHNI, CTATUCTUYHUI.
TeopeTnyHi i IpakTUYHi pe3yJbTaTU: MPAaKTUYHA LHHICTD NOCIII)KEHHS NOJIArae y peanisalii CMUCTEMHOTO IiAxony
IO YOOCKOHAJIEHHS [IiarHOCTUKMU Ta JIiKyBaHHS XBOpUX i3 [IKB Ha mificTaBi BUBHAYE€HH iIHTETIPaTUBHUX CUHEPTIYHUX
3MiH MOpQOo-PyHKLiOHANBHOTO cTaHy JKM Ta Miokapay, a TakoX (QyHKIiOHaJIbHO-MeTa0O0JIiYHUX PO3JIaJiB.
[TpakTUYHO 3HAYMMOIO € OIIPAlbOBaHA KIiHIKO-(YHKI[iOHATIbHA CUCTEMATH3Aallisl 1iarHOCTUKY Ha KJIITHHHOMY,

OpPraHHOMY, CUCTEMHOMY Ta MIXKCUCTEMHOMY PiBHSIX, 110 JO3BOJISIE 3 IATOT€HETUYHO OOI'PYHTOBAHUX MO3ULIN



niABUIIMTY iHGOPMATUBHICTD AiarHOCTUKU cTaHy KM 3a moka3HMKaMy MiKpOEJIEMEHTHOTO TOMEOCTAa3y i TUITY
KineTuku JKM. BusiBiieHi B3aEMO3B'SI3KM MiK CTAHOM I[[€HTPAaJIbHOI reMOIMHAMIKY, KiHETUKOIO KOBYOBU/IIJIEHHS Ta
MeTaboJliYHUM 3a06e3I1e4eHHSIM OKMCIIIOBAJIbBHOTO TOMEOCTAa3y € OOIPYHTYBaHHSIM PO3IIMpPeHHs 6a30B0i Tepartii
XBOPHX 3 oegHaHUM nepebirom XX ta I'X, mo BUKJIIIOYae NOJinparmasito Ta 3abesnevye NaTOreHeTUUHY KOPEKLio
SIK Ha piBHi renaro6iniapHoi cuctemu (KOpekuis KiHeTuuHux nopymeHs JKM), Tak i ceplLieBo-CyqMHHOI (KOpeKList
CTaHy IJIaJJKOM's130BOi 000JIOHKY CY[IMH) 32 PaXyHOK (papMaKoTepaneBTUYHOTO CUHEPri3aMy OOpaHuX Npenaparis.
YpaxyBaHHS CIiIbHUX (aKTOpPiB aTeporeHesy (iBUILIEHHS PiBHS 3arajbHOrO X0JECTEPUHY CUPOBAaTKU KPOBI 32
paxyHOK Jiinomnporeinis Hu3bKoi mwinbHOCTI (JINTHIL) Ta siTorenesy (nopymeHHs (isUyHUX Ta 6i0XiMIiYHUX
BJIACTMBOCTE XOBUi) i BiNOBIHMX KJIiHIKO-MeTaboIiYHUX X MapKepiB B cUCTeMi KJIiIHIYHOT'O MOHITOPUHTY
II03BOJIsIE€ NOTEPEKYBaTH B3a€EMOOOTSDKIIMBUI I1epebir 3aXBOPIOBaHb. Y CUCTEMi KOMILJIEKCHOTO JIiKyBaHHSI XBOPUX
Ha XX y noesHaHHi 3 ['X 06rpyHTOBaHO AudepeHIilioBaHe 3aCTOCYBaHHS aHTAroOHICTIB Kasbliilo, iHribiTopis AT,
aHTHOKCHUJAHTHUX Ta KOPEryIounx MiKpoeJleMeHTHUI roMeocTas 3aco6iB. BusHaueHi iHpopmMaTrBHI TOKA3HUKY [JISI
OLIiHKM XapaKTepy reMOJMHaMiYHUX 3MiH Ta QYHKIIOHaJIbHOTO CTaHy MiOKaply Y XBOPUX 3 [IO€JHAHUM Iepebirom
XX ta I'X. 3's1coBaHi 0CO6MBOCTI NOPYLIEHb F€MOJVMHAMIKYA Ta PEMOEIOBAHHS MiOKapAa, 0 BU3HAYa€
HEOOXIiJIHICTb iX BUKOPUCTAHHS Y KJIIIHIYHOMY MOHITOPUHTY. OIpalbOBaHi aIrOpUTMU MOP(PO-(PYHKLiIOHATIBHOTO
ctany JKM 3 ypaxyBaHHAM iHAUKaTOPiB 3ananeHHs CO, o N03BOJISIE€ YIOCKOHAJIUTY JIialTHOCTUKY XX MpU
noenHaHHi 3 I'’X. HoBuaHa: ynepiue Ha HiArpyHTI NOrau61eHOro BUBYeHH (pakTopis Aecrtabdinizauii Mopdo-
(PYHKLiIOHAJIBHOTO KOHTMHYYMY CEPLEBO-CYMHHOI Ta renarobijsiapHoi cucTem NpUBELEHO TEOPETUYHE
y3arajabHEHHS i HOBe BUPIillleHHsI HAyKOBOI MPO6JIeMU — PO3POOKM NaTOT€HETUYHO OOI'PYHTOBAHOI CUCTEMU
KJIIHIYHOTO MOHITOPHUHIY 3 ypaxyBaHHSM INPOBigHUX PaKTOPiB pU3KKY, 10 € clinbHuMHU AJ1s1 XX Ta ['X, BU3HaUeHHSs
iHguKaTopiB PYHKLIOHATbHO-META00IYHMX [IOPYILIEHb, MiKPOEJIEMEHTHOT0O 11COaJIaHCy Ta iX BIJIMBY HA PO3BUTOK
[IO€QHAHO]I MATOJIOrii, O JO3BOJIMJIO OOIPYHTYBAaT/ IPUHLMIIN AU(EPEHLINOBAHOTO JIiIKyBaHHS XBOPUX. JloBeLeHN
[IPUYMHHO-HACJIiTKOBUI B3a€MO3B'I30K MK MeTab0JIiYHUM 3a6€e3[1eYeHHIM OKHMCIIIOBAJIbHOTO TOMEOCTasy Ta
reMoMHaMiYHUMU [IOPYIIEHHSIMH, a TAaKOX 3MiHaMu (yHKIiOHaNIbHOTO cTaHy Miokapay i KM npu XX y roesHaHHi
3 I'X. BcTaHOBJIEHO, 10 HAsIBHICTD 3arajlbHUX NAaTOT€HETUYHMX B3a€MO3B's13KiB Mi’K CTAHOM LIEHTPaJIbHOL
reMOIMHaMIKH Ta KiHeTUKOIO XOBYOBHUJIEHHS, Ki peasni3yloTbcs Ha piBHI M's130B0i 060710HKM KM, riiagkux M's3iB
CYJIMH Ta LJISIXOM PEMOJIeJII0OBaHHS JIiBOTO IIJIYHOUKA, BU3HAYa€ 0COOIMBOCTI KiliHiuHOro nepebiry I'X y noesHaHHi
3 XX, 30KpeMa, CKOPOTJIMBOCTI MioKapAy 3i 3HV>KEHHSIM MOro iHoTponHoi QyHKIii Ta noTpedye nudepeHiiioBaHoi
(dapmakoTepaneBTUYHOI Kopeklii. 3'sicoBaHo, 10 MOPGO-PYHKILIOHATBHUI CTaH )KOBYOBUBIIHOI cUCTEMU,
0CO6JIMBO KiHETUYHI PO3J1a[iy >KOBUOBU/IJIEHHS], € 3HAUNMUMM (haKTOpamu, 10 37aTHI BIJIMBATH Ha niepe6ir I'X
IIJISIXOM MeTabo0JIiYHO 3yMOBJIEHUX NIOPYLIEHb KOHIIEHTpaliliHoi i BuninpHOi pyHKLiN KM B pe3ysbTaTi gucbanancy
aMiHOKMCJIOTHOTO i MIKpO€JIEMEHTHOI'O CKJIAly CUPOBAaTKU KPOBI. YIieplie oXapakTepru30BaHO PO3IOLIIEHHS
CTPYKTYPHHUX €JIEMEHTIB CTiHKM KOBUHOTO Mixypa, o micTstb NADPH-niadopasy, ik Mapkep iHoyLu6esbHol
isopopmu NO-cunTtazu (iNOS), Ta noBeneHa posib ekcrpecii iNOS ta NADPH-zniadopasHoi akTUBHOCTI
eIliTeJIIOLUTIB i CTpPOMaJIbHUX €JIeMEHTIB ca130Boi 060s10HKM (CO) JKM y peanisanii naTomop@o3y XpOHiYHOToO
XOJIELUCTUTY y NOEQHAHHI 3 TMIEPTOHIYHOIO XBOPOO0I0. 3 MO3ULIM CUCTEMHOIO aHai3y YHIBEPCAJIbHOTO MEXaHi3MYy
y XBOPUX 3 NOegHAHUMU KiliHiuHUMU BapianTamu (ITKB) XX ta I'X nporpecyBaHHs IPOLECiB CTPYKTYPHO]
nesopranisanii CO XM CylpoBOIKy€eTbCA aKTUBALi€I0 LUTOKIHOBOI JIAHKM PEryJIALlii, 110 iHAYKYE eKCIIPeCiio
ingynm6ensHoi NO-cuHTas3u. JJuHamMivHi 3MiHM B IUTOKIHOBIN MepeXXi 3ajiekaTh Bif, il ¢pakTopy yacy Ta
XapaKTePU3YIOTbCA [IOCTYIIOBMM BUCHRKEHHSM iMYHHOI CUCTEMMU i KiJIbKICHUM 3MEHIIEHHSIM KapAiOMiOLIUTIB, IO €
[IpOAYyLIEHTaMU LJUTOKiHiB. BuU3HaueHo, o NopyLIeHHs KiHEeTUKY )KOBYOBU/IiJIEHHS BilOyBaeThCs Ha Tli
MeTab0oJTiYHOTO MMOMKOIKEHHS erliTesio, TJIafKOM I30B0i TKAaHUHU CYIUH i M'130B0i 060510HKY JKM, eHhoTetiio Ta
HEPBOBOI TKAHWHH, 10 OlocepeaxKoBaHo exkcipecieto iNOS BHacifok iH@ikyBanHs KM TOKCUreHHUMU LITaMaMu
Helicobacter pylori (Hp) CagA+, VacA+ Ta CTUMYJIIOI0YOTO BILJIMBY IUTOKiHiB. OTprMasa noganbuinil po3BUTOK Ta
KJIIHIYHY KOHKPETH3allil0 KOHLIEIisg iHTerpaTMBHOCTI peakLiil OKACIOBAIILHOIO TOMEOCTA3y Y IaTOr€HETUYHUX
MexaHi3Max [10€JHAHOI aTOoJIorii. 3arajbHi 3aKOHOMIPHOCTI [TOIKOAKEHHSI MEMOPAH KJIiTHUH NPOSIBJISIIOTHCS HA

piBHi KM i cepueBo-cyIMHHOI CUCTEMU, YHACIIZOK YOro GOPMYIOThCSI METabO0JIiuHi IepelyMOBY [TOETHAHOTO



nepebiry I'X Ta XX, IKOMy CIIpUSIIOTh iHTEHCMBHE HAKONIUYEHHS! BTOPMHHUX NIPOJAYKTiB OKUCJIEHHSI JIMifiB y KPOBi Ta
aKTUBIi3allisl TYYHOKJIITUHHOTO KOMIIOHeHTY y CO XXM. JloBeneHo, 110 iHOuBiAyami3alis JiKyBaabHOi TaKTUKY, BUOID
3aco6iB i e(peKTUBHICTb Teparii BuU3Ha4aeThCsl QYyHKIIOHATBHUM NOJIIMOP(i3MOM [10€JHAaHUX KJIiHIYHUX BapiaHTIB 3
BiATIOBiIHUM CTAaHOM (PYHKLiOHAJIBHO-META00iYHIX IOPYLIEHb, 10 BUBHAYAETLCS TUIIOM AUCKiHEe3ii )KOBUHOTO
Mixypa, IOpyLIEeHHIMU FeMOJMHAMIKU Ta [IPOLIECaMU PEMOJENIOBAHHA MioKapay. B cucTeMi KOMIIZIEKCHOTO
JIiKyBaHHS XBOpuX Ha XX y rnoeHaHHi 3 ['X 06rpyHTOBaHO AudepeHLiiioBaHe 3aCTOCYBaHHS JiKyBaJIbHUX 3aCO0iB 3
AHTUOKCUJAHTHUM €(EKTOM Ta ITPEeMNaparis, 0 BIVIMBAIOTh Ha CIiBBiAHOLIEHHS 6i0eJIeMEHTIB Ha PiBHI MeMOpaH Ta
6ioeHepreTuKy KiIiTuH. CTyIiHb BIIPOBAAXEHHS: Pe3yIbTaTu JOCIiIPKEeHb BIPOBAIPKEHO B POOOTY 06JIaCHUX
KJTiHIYHUX JliKapeHb XapKiBcbKoi, JIHimponeTpoBchKoi, [TonTaBchkoi o61acTeit, XapkiBCbKoi MicbKoi JiikapHi N218,
Meped’sHcbkoi LIPJI, Uyryiscskoi LIPJI, Banakiniiicskoi 1IPJI, ITepBomaticekoi LIPJI, Ieprauicbkoi LIPJI XapkiBcbKoi
obsacTi. Pe3ynbraty gociigkKeHs o040 OCOOIUBOCTEN KIiHIYHOTO nepebiry I'X ta XX, HiarHOCTUKM Ta IPUHLUIIIB
nudepeHLiioBaHOi KOPEKLii BIIPOBAIXEHO Y HaBYaJIbHUIA IIPOLieC Ha Kadegpax TepaneBTU4HOro npodino XHMY.
Cdepa BUKOPUCTAHHS: MEAUIIMHA, BHYTPIIIHI XBOPOOU.

2. Object of the study: chronic cholecystitis (CC), primary hyprtension (PH) and their combination. Purpose of the
research : to work out a pathogenetically grounded clinical monitoring system with the establishment of indicators
of functional-metabolic disturbances and assessment of treatment efficacy in patients with a combined course of
CC and PH. Methods of the research: clinical-anamnestic, biochemical, immunological, functional, morphological
and clinical-analytical ones, as well as clinical-informative method, statistical method. Theoretical and practical
results: the practical value of the research consists in the realization of the systems approach to the improvement
of diagnosing and treating patients with combined clinical variants (CCV) on the basis of revealing integrative
synergic changes of the morphofunctional state of the gallbladder (GB) and myocardium, as well as functional-
metabolic disturbances. Practically significant is a developed clinical-functional diagnosis systemization on the
cellular, organic, systemic and intersystemic levels, which makes it possible to increase the informative value of
the GB state diagnosis from pathogenetically grounded positions by the indices of microelement homeostasis and
GB kinetics type. The revealed relationships between the state of the central haemodynamics, bile extraction
kinetics and metabolic provision for oxidative homeostasis serve as the ground for spreading the basic therapy of
patients with a combined course of CC and PH, thereby excluding polypragmasy and ensuring pathogenetic
correction on the level of both the hepatobiliary (a correction of the GB kinetics disorders) and cardiovascular ( a
correction of the state of the vascular smooth-muscle coat) systems due to the pharmacotherapeutic synergism of
the drugs chosen. The consideration of combined factors of atherogenesis (a higher level of total cholesterin in
blood serum owing to low-density lipoproteins) and lithogenesis (disturbances in the physical and biochemical
properties of bile) and their corresponding markers in the clinical monitoring system make sit possible to prevent
a mutually aggravating course of the diseases. A differentiated use of calcium antagonists, angiotensin-converting
enzyme inhibitors, antioxidant and microelement homeostasis-correcting drugs was grounded in a system of
combined treatment of patients ill with CC together with PH. Informative indices were established for assessing
the character of haemodynamic changes and functional state of the myocardium in patients with a combined
course of CC and PH. Peculiarities of disturbances in haemodynamics and remodelling of the myocardium were
clarified, therewith necessitating their use in clinical monitoring. An algorithm of the morphofunctional state of GB
with regard for inflammation indicators of its mucous membrane (MM) was worked out, thereby making it possible
to improve the diagnosis of CC combined with PH. Novelty: for the first time, on the basis of an in-depth study of
destabilization factors of the morphofunctional continuum of the cardiovascular and hepatobiliary systems, a
theoretical generalization and a new solution were given for such a scientific problem as the development of a
pathogenetically grounded system of clinical monitoring with regard for the leading risk factors, common for CC
and PH, establishment of indicators of functional-metabolic disturbances, a microelement imbalance and their
influence on the development of the combined pathology, thereby making it possible to substantiate principles of
the differentiated treatment of such patients. A causal relationship was proved between the metabolic provision of
oxidative homeostasis and haemodynamic disturbances, as well as changes in the functional state of the
myocardium in CC combined with PH. It was established that the presence of common pathogenetic relationships



between the central haemodynamics state and bile excretion kinetics, which were realized on the level of the
muscular coat of GB, vascular smooth muscles and through the left ventricle remodelling, caused peculiarities in
the clinical course of PH combined with CC, myocardial contractility with a decrease of its inotropic function in
particular, and necessitated a differential pharmacotherapeutic correction. It was found out that the
morphofunctional state of the bile excretion system, kinetic disorders of bile excretion in particular, was a
significant factor, capable of influencing the course of PH through metabolically grounded disturbances in the
concentration and excretion functions of GB as a result of an imbalance of the amino acid and microelement blood
serum composition. For the first time, a distribution of structural elements in the GB wall, which contain NADPH
diaphorase, as a marker of the inducible form of NO synthase ( iNOS), was characterized and the role of iNOS
expression with NADPH diaphorase activity of epitheliocytes and stromal elements of GB MM in the realization of
the pathomorphosis of CC combined with PH was proved. From the positions of a system analysis of the universal
mechanism of reaction of the immune system, its general and specific responses on the level of interleukins were
revealed. It was proved that a progress of structural disorganization processes in GB MM of patients with CCV of
CC and PH was accompanied with an activation of the cytokine link of regulation, thereby inducing iNOS
expression. Dynamic changes in the cytokine system depended upon the time factor and were characterized by a
gradual depletion of the immune system and a quantitative decrease of cardiomyocytes, which produced
cytokines. It was established that a disorder in the bile excretion kinetics occurred against a background of a
metabolic lesion of the epithelium, vascular smooth-muscle tissue and muscular coat of GB, endothelium and
nervous tissue, which was mediated by iNOC expression as a result of GB infection with toxicogenic strains of
Helicobacter pylori CagA+, VacA+ and a stimulatory effect of cytokines. A concept of the integrative character of
oxidative homeostasis reactions in pathogenetic mechanisms of combined pathology was further developed and
clinically concretized. General regularities in lesions of cell membranes manifested themselves at the level of GB
and cardiovascular system, with a resultant formation of metabolic preconditions for a combined course of PH and
CC, facilitated by an intensive accumulation of secondary decomposition products of lipid oxidation in blood and
an activation of the mast-cell component in GB MM. It was proved that any individual medical tactics, the choice
of remedies and the efficacy of therapy depended upon the functional polymorphism of CCV with the
corresponding state of functional-metabolic disturbances, the latter being caused by a type of GB dyskinesia,
haemodynamic disorders and processes of the myocardium remodelling. A differential use of medical remedies
with an antioxidant effect and drugs, which influenced the ratio of bioelements on the level of membranes and cell
bioenergetics was substantiated in a system of integrated treatment of patients with CC combined with PH.
Degree of introduction: results of the researches were introduced into the work of regional hospitals of the
Kharkiv, Dniepropetrovsk, Plotava Regions, Kharkiv City Hospital No. 18, Merefa, Chuguev, Balakleya, Pervomaysk,
Dergachi Central District Hospitals of the Kharkiv Region. Results of the studies of the clinical course of PH and
CC, diagnosis and principles of a differentiated correction were introduced into the process of training at
therapeutic departments of Kharkiv National Medical University. Sphere of application: medicine, internal

medicine.
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