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Kowixina M. B. Ponb TalTiHy B KJIIHIYHOMY Tepediry XpOHIYHOI cepIieBoi
HEJIOCTATHOCTI Y XBOPHUX Ha IMIEMIYHY XBOpOOy ceplis Ta MYKpPOBHUH niaber 2-To
tuny. — KBanigikariiiina HaykoBa mpalis Ha paBax pyKOIHCY.

Hucepramisi Ha 3100yTTS HAyKOBOTO CTyMeHs 1oKTopa (imocodii 3a
criemiayipHicTIO 222 «MenunuHay, cremiamsanis «BHyTpilmHI  XBOpoOn». —
XapKiBCbKUI HamioHaNbHUM MeauuHuii yHiBepcuteT MO3 VYikpainu. — Xapkis,
2023.

BpaxoByroui Bu3HaueHi 0COOIMBOCTI MATOTCHE3Y Ta KJIIHIKO-A1arHOCTUYHHUX
Ta TEPANeBTHYHUX ACIIEKTIB PO3BUTKY XPOHIUHOI cepueBoi HepocTtatHOCTl (XCH),
CIIPOBOKOBaHOi imiemMiyHOr0 xBopoOoto cepus (IXC), ocobiauBo mnpu il
KOMOPOITHOCTI 3 LykpoBuM pgiaderoMm 2-ro tuny (LJI2T) mana nmpoGnemaTtuka
3AJIMIIAETHCS OHIEIO 3 HAMOUIBII aKTyaJIbHUX MPOOJIEM CyYacHOI MEIMIIMHU, TakK,
SK CUHTPOIIYHICTh JJaHUX 3aXBOPIOBaHb MA€ CIUIbHUN MaTOr€HETUYHUH 3B'S30K 1
NOTEHI[II0€ 3HAYHI KapJilOBAaCKYJSAPHI PHU3UKH, OCOOJMBO 3 YypaxyBaHHIM
HEOOXITHOCTI TOJAJBIIOT0 BHUBYCHHS ONTHUMI3allli aHTUINMIEMIYHOT Teparmii
3a3HAUYEHOT0 KOHTUHTEHTY XBOPHUX ISl PO3POOKH MPOTHOCTUYHUX 1 11arHOCTUIHHIX
kputepiiB nepediry IXC ta LIZI2T 13 HaCTynmHUM BOPOBAKEHHSAM TPO(PIITaKTUIHUX
Ta MEIMKaMEHTO3HUX MPOrpam.

BpaxoByroun 1€, OKpeClIeHO METy Halloro MOCHIKEHHS: ONTUMI3aIlis
JIarHOCTHKH, JIKYBaHHS Ta IPOTHO3YBAHHS KIIHIYHOTO Nepediry XpOHIYHOT
CEpIIEBOI HEJOCTATHOCTI Y XBOPHX Ha IIIIEMIYHY XBOPOOY CepIls Ta IyKPOBUHA 11adeT
2-ro TUIly Ha MiJICTaBl BUBYEHHS POJIl TAUTIHY.

3aBIaHHSAMU AOCTIIKEHHS MOCTaIH:

1. 3a maHMMM CBITOBHMX 1 BITYM3HSHHUX JITEPATypHHUX JIKEpENl BU3HAUUTHU
Cy4YaCHHUU CTaH MpoOJEeMaTUKHU 3HAUYECHHS TAaUTIHY Y PO3BUTKY XPOHIYHOI CEepIEBOT
HEJIOCTaTHOCTI TIPU KOMOPOITHOCTI 1MEMIYHOI XBOPOOW CepIsi Ta IyKPOBOTO
niadery 2-ro TUIY.

2. Ha ocHOBI KJIIHIYHUX, TEMOAMHAMIUYHUX Ta Ja0OpaTOPHUX MOKA3HHUKIB 1



PIBHIB TaMTIHY AOCIIIUTH OCOOJMBOCTI KJITHIYHOTO Tepediry XpOoHIYHOI cepIlieBoi
HEJIOCTATHOCTI Y XBOPHUX Ha IMIEMIYHY XBOpOOy ceplis Ta MYKpPOBHUH niaber 2-To
TUITy Ta BCTAHOBUTH iX 3B’5I30K 13 cTyneneM TsokkocTi LIJI2T.

3. JliarHocTyBaTu OCOOJIMBOCTI Ta XapakTep CTPYKTYPHO-(DYHKIIOHATBHUX
3MiH cepIs ¥ MOpyIIeHb BYTJIEBOIHOTO, JIIITHOTO OOMIHIB Ta y4acTh TaWTIHY B iX
3MiHaX, CIPOBOKOBAHUX XPOHIYHOIO CEPIICBOI0 HEJOCTATHICTIO HA TJII 1MIEMIYHOI
XBOpPOOU ¥ ITyKpoBOTo AiabeTy 2-ro TuIly W 3actocoBaHHs mpemnapaTiB APA II
(BasicapTaHy Ta TeIMicapTaHy).

4. TlpoBecTy MOPIBHSUILHUM aHAI3 Teparii BaJcapTaHOM 1 TEIMICapTaHOM 3a
JIOTIOMOTOI0  KOMILJIEKCHOT ~ OITIHKM ~MeTa0OJIIYHUX TOpylieHb Ta Mopdo-
(YHKLIOHATBHUX 1 CTPYKTYpPHO-(DYHKIIOHAIBHUX 3MIH cepusi i MNOpylIeHb
BYTJIEBOJIHOTO Ta JIIM1THOTO OOMIHIB i piBHS TAUTIHY MPHU 1IIEMIYHIN XBOpOO1 cepiis
Ta 11 KOMOPOITHOCTI 3 I[yKPOBUM J1a0€TOM 2-T0 THITY 13 BUSHAUEHHSAM 3aJICKHOCTI
B1JI CTYIICHSI TSIKKOCTI MEepediry IyKpoBOToO Jia0eTy.

5. BcraHoBUTHM MapKepHiI BIACTUBOCTI Ta MPEIUKTOPHI MOMKIUBOCTI
KJIIHIYHUX, TEMOJIMHAMIYHUX Ta JJA0OPAaTOPHUX MOKA3HUKIB, B TOMY YHCIIl TAUTIHY
y TPOTHO3YBaHHI PO3BUTKY KOMOPOIAHOCTI IMIEMIYHOI XBOpoOu cepist Ta
IyYKPOBOTO J11a0€Ty 2-TO THUITY.

6. BU3HauuTH MOJENb MPOTHO3YBAHHS PU3HMKIB PO3BUTKY KOMOPOIIHOCTI
1ImeMigyHOi XBOpPOOW cepilsl Ta IyKpOBOTO fJia0eTy 2-TO TUMy 3a JOMOMOTOIO
JOCIIJIKEHHS PEIUKTOPHUX MOXKIMBOCTEH TalTiHY ¥ MOp(]O-(pyHKIIIOHATIBHUX 1
CTPYKTYPHO-(DYHKITIOHAIbHUX 3MIH CEpIIsl, TOPYIICHb BYTJICBOJHOTO Ta JIITHOTO
OOMIHIB y XBOpPHX 13 XPOHIYHOIO CEpIICBOI0 HEAOCTATHICTIO Ta JOBECTH il
KBa(piKaLiiH1 TKOCTI.

OO0'exT HOCTIKEHHS BU3HAYEHA: XPOHIYHA CEpIieBa HEJOCTATHICTh Y XBOPUX
13 1IIEMIYHOIO XBOPOOOIO ceplisl B TOEHAHHI 13 I[yKPOBUM J11a0€TOM 2-TO THUITY.

[IpenmeToM HdOCHITKEHHSI €. KIIHIKO-EMiIeMIONIOTiyHI, jJabopaTopHi Ta
IHCTPYMEHTAJIbHI OCOOJIMBOCTI XPOHIYHOI CEPIIEBOI HEOCTATHOCTI MPHU 1MIEMIYHIN
XBOpOOI1 cepiis Ta i KOMOPOIAHOCTI 3 IyKpOBUM AiadeToM 2-ro Tumy (BiKO-cTaTeBi

XapaKTepUCTHUKH, 1HACKC Macu Tijia, TMOKa3HUKU YJIbTPA3BYKOBOTO TOCIIIKEHHS



cepisi Ta (PI3MKaIbHI XapaKTEPUCTUKU CEPIEBOI  JISUIBHOCTI, OCOOJMBOCTI
BYIJICBOAHOTO OOMIHY Ta JIMIJHOTO TPOodiato, HAIBHICTh CYMYTHHOTO OXXHPIHHS,
BUJI 1 TPUBATICTh IMIEMIYHOI XBOPOOU cepIls, HASBHICTH 1 CTAAINHICTH CEpIIEBOT
HEJIOCTATHOCTI Ta TINEPTOHIYHOI XBOPOOH, HASIBHICTh Ta BAXKICTh 1 TPUBAIICTh
IyKpOBOTO JiabeTy 2-ro TUITY, YaCTOTHI XapaKTEPUCTUKHU CKapr 1 PYHKIIOHATHLHOTO
CTaHy CepLEeBOi MAiISUTBHOCTI, XapaKTePUCTHKH TMPOSIBIB CTEHOKAp[ii il pIiBHIB
TaUTIHY).

Meronuunuii  amapaT  JOCHIDKCHHS ~ MICTUTh  KOMIUIEKC  KITIHIKO-
IHCTPYMEHTAJIbHUX, KIIIHIKO-JTA00paTOPHUX, MEJTUKO-EM1IEMIOJIOTTYHUX Ta MEAUKO-
CTAaTUCTUYHHUX METOJIB JOCHIJKEHHS, SKI LUJIKOBUTO BIAMOBIAAIOTH HAIMPSIMKY
JUCEPTaLIHOTO MONIYKY 1 3MICTY JOCTIIXKEHHS Y TalTy31 KJI1HIYHOI METUIIMHH.

HaykoBa HOBH3HA MPOBEECHOTO JOCIIKEHHS MOJISATa€E B TOMY, III0 aBTOPOM
BIIeplIe B YKpaiHi: OTpUMAHO HOBI HAyKOBI JaHl IOJO pOJi TaWTiHYy B Bapiarlii
KJIIHIYHOTO Mepediry XpOHIYHOI CEpLeBOI HEJOCTATHOCTI Y XBOPUX Ha 1IIEMIYHY
XBOpPOOY cepIls 3 CYIMyTHIM IIYKPOBUM J1a0€TOM 2-T0 THUILY; BU3HAYEHO XapaKTep
MOP(PO-(QYHKIIIOHAIBHUX 1 CTPYKTYpPHO-(DYHKI[IOHAIBHMX 3MIiH cepus U
BYTJIEBOJIHOTO Ta JIIIMiTHOrO OOMIHIB Ta PIBHIB TAWTIHY, CIPOBOKOBAHUX XPOHIUYHOIO
CEpLIEBOI0 HEIOCTATHOCTI Ha TJII 1IEMIYHOI XBOPOOW i IyKpOBOro miabery 2-ro
TUITY Ta BCTAHOBJIEHO iX 3B’S30K 13 CTYNEHEM TSIKKOCTI I[yKPOBOTO J1abeTy 2-ro
TUITy Ta 3pOO0JIEHO BUCHOBOK IMPO MOXJIMBUH PO3BUTOK XPOHIYHOI CEpIEBOi
HEJIOCTATHOCTI BHACJIIOK JEKOMIICHCAIlli CepIIeBOr0 po3CiabiieHHs] Ta 3HAYHOIO
1BUIIEHHS )KOPCTKOCT1 apTepiaibHOI CTIHKY W BUCOKOI M1aCTOMIYHOL TUCHYHKITIT
py TIPOTPeCcyBaHHI I[yKpoBoro niadery y xBopux Ha IXC; BHU3HAUYE€HO BILUIMB
nmikyBanHa npenapatamu APA Il (Basmcaprany Tta TenmicapraHy) Ha Mopdo-
(GYHKIIOHANBHI 1 CTPYKTYPHO-(YHKIIOHAJIBHI 3MIHU Cepls W BYTIJIIEBOJHOTO Ta
JIiHOTO OOMIHIB Ta PiBHI TaWTIHY Y XBOpHUX 3 IIIEMIYHOIO XBOPOOOIO cepls Ta
IYKPOBUM J11a0€TOM 2-TO THUITY 13 BU3HAYECHHSIM X XapaKTEPUCTUK B 3aJI€KHOCTI BiJl
npusHaueHoro npenapaty APA 11 i crynens TsbkkocTi epediry mykpoBoro aiadbery
Ha (OHI AHTUTINEPIIIIKEMIYHOI Teparii; BCTAHOBJIEHO MapKepHI BJIACTHUBOCTI Ta

IPEIUKTOPHI MOXIJIMBOCTI TaMTiHy # 0coOimBOCTE MOPQO-PYHKIIOHATBHUX 1



CTPYKTYPHO-(DYHKITIOHAJIbHUX 3MiH CEPIIS ¥ MOPYIIeHb BYTJIEBOHOTO Ta JII1IHOTO
OOMIHIB Y XBOpHX 13 XPOHIYHOIO CEPIICBOI0 HEAOCTATHICTIO Ha (DOHI 1IIEMIYHOT
XBOPOOM cepIis Ta IyKpoBOro miabery 2-ro TUmy; po3poOiieHo (DiHAIBHY MOJCHb
MPOTHO3YBAHHS PHU3HUKIB PO3BUTKY KOMOPOIIHOCTI 1IIEMIYHOT XBOPOOHW ceplisd Ta
IlyKpoBOoro miadery 2-ro Tumy, sika wMae 85,7 % uytmmBocti Tta 55,6 %
cnenudigHOCTI.

3riIHO 3 METOI0 Ta 3aBJaHHSMHM JOCIIKEHHS MpoBeaeHo oOcrexxeHHs 106
xBopux Ha [XC, K1 3HAXOIUIIMCH HA CTAI[IOHAPHOMY JIIKYBaHHI B Kap110JI0T1IHOMY
BIJITIJIEHHI KOMYHalibHOTO HekomepiiitHoro mianpuemcta (KHII) «Micbka
kiiHiyHa JikapHs Ne 27» XapkiBcekoi michkoi Pagu (XMP), sxa Ha MOMEHT
oOCTeXeHHs1 TalleHTIB Oyjia 0a30BMM JIIKyBaJbHUM 3aKJIaJIoOM Kadeapu
BHYTPIIIHBbOI MeAUIIMHHU Ne 2, KITIHIYHO1T IMYHOJIOT11T Ta aleproJiorii IMeHi akaJieMika
JI. T. Manoi XapKiBCbKOTIO HAaI[IOHAJIbHOIO MeAMYHOro yHiBepcurery (XHMY)
MinictepcTBa oxoponu 310poB’st (MO3) Ykpainu ta 20 0cid KOHTPOIBHOI TPYIH 32
nepion 2019-2022 pp.

OO0cTexeHi Opau y4acTh Y JOCIIIPKEHHI IUJIKOBUTO 32 BJIACHUM Oa)KaHHSM
13 0COOMCTMM MiAMMCAHHSAM BiANOBIAHOI 1H(OpMOBaHOi 3roau. Koxen
JOCITIJIKEHUN XBOPHUI 0cOOMCTO OYB CHOBIIIEHUI MPO WOro mpasa Ta 00OB’SI3KU 1
MOXJIMBOCTI 3aBEPIIUTH BJIACHY yYacTh Yy JOCHIKEHHI B OyJb-SKWW 4Yac 0Oe3
MOSICHEHHSI CBOIX AN 1 OyIb-KUX JUIsl HUX FOPUIUYHUX YU aJIMIHICTPATHBHHX
HACIIIKIB.

BinokpemiieHHsI KOHTUHT€HTY OOCTEKEHUX OyJI0 MPOBEIEHO 3 ypaXyBaHHSIM
KPUTEPIiB BKIIFOUCHHS Ta BUKIIOYCHHS 1 BUIMOBITHUX KIIHIYHUX BITYM3HSIHUX Ta
CBITOBUX PEKOMEH/IAIII].

[TepBunHuMii orys namieHTiB BigoyBaBcs B 2018—2019 pokax, micis goro 12
MICSIIIB TPOJOBXKYBABCA TMEpIOJ CIHOCTEPEKEHHS Ta JIKyBaHHS Y4YaCHHKIB
nociikeHHs. KiliHIKO-1HCTpyMEHTalbHEe Ta KIIHIKO-1abopaTopHe OOCTEKEHHS
MAIl€HTIB MPOBOJAWIN JBIYl, TPU HAJAXO/KEHHI JI0 CTAaI[loHapy Ta depe3 12 micsIiB
JUIS1 OIIIHKHM €()eKTUBHOCTI Tepartii, 10 MPOBOUIACS.

Cepen 126 momyd4eHWX 1O JOCIHIKEHHS TAIIEHTIB Ta OCI0 KOHTPOIBHOI



rpynu Oyno chopmoBaHo Tpu rpynu. Jlo mepiioi rpynu (OCHOBHOI) YBIWILIU
namieHTy 3 130ap0BaHot0 [XC (N = 36), npyry rpyny (HOpIBHSIHHS) CKJIAJIH XBOPI 3
IXC Tta cynytnim I[JI2T (n=70) Ta tperto (KOHTpoJbHY) — 20 TPAKTUIHO
3JI0POBHUX 0OCi0.

Bepudikamiro mgiarmosy XCH Oyio BCTaHOBIEHO Ha MiJACTaBl KIIHIKO-
aHAMHECTUYHHUX JaHHUX, a TAaK0X BPAXOBYIOYHM JaHi KJIIHIKO-JIaOOpaTOPHOTO Ta
KJIIHIKO-1HCTPYMEHTAJILHOTO JOCIKeHHS 3rigHo airounx HakasziB ta [IpoTokosmiB
MO3 VYkpaian: Hakaz MO3 VYkpaiam Bim 02.03.2016 Ne 152 (31 3miHamMu Bin
23.09.2016 Ne 994) «YHiikoBaHUN KIIHIYHUNA MPOTOKOJ MEPBUHHOI, BTOPUHHOI
(cmemianizoBaHOi) Ta TPETUHHOI (BHCOKOCHEIIATI30BAHOI) MEIUYHOI JOTIOMOTH
cTablJIbHA 11IEMIYHA XBOPOOa cepLs».

st miarnoctrku XCH Ta dhopMyBaHHS KIIHIYHUX TPy BUKOPUCTOBYBAIACH
kracudikanis Hero-Mopkeskoi acomiamii cepus (NYHA, 1964) 3 ypaxyBaHHAM
pekoMeHaalii YkpaiHChbKOi croiaku  KapaiojoriB  (2017) 1 pexkomeHparii
€Bponeiicbkoi criaku kapaionoriB (2016), sika BKIItOYaia BU3HAYEHHS KIIHIYHOT
craaii XCH, ii BapianTa i ¢pyHKkuioHansHOro kiacy (PK)

Hiarno3 IXC y oOcTexeHMX HaMM MAaIli€HTIB BCTAHOBIIIOBAJIW Ha ITiJICTaB1
HasBHUX KJIIHIKO-aHAMHECTUYHUX, e€JeKTpoKapaiorpa@iuHux 1 Ol10XIMIYHHMX
JOCIIKEHb 3 ypaxXyBaHHAM BHU3HAUEHUX KPUTEPIiB, $AKI PEKOMEHJOBaHI
€BpONENCHKUM TOBApUCTBOM Kapziosorie 'y 2012 poimi Ta BiAMOBIIHO [0
pekoMmenpaali excreptiB BeecBiTHboi Opranizanii Oxoponu 3nopos’st (BOO3) i
Acorriarii kapaionoriB Ykpaiau, a Takox 3rigHo 3 Hakazom MO3 VYkpainu Bin
02.03.2016 No 152 «YHidikoBaHMI KIIHIYHHA MPOTOKOJ MEPBUHHOI, BTOPUHHOI
(cmerianizoBaHOi) Ta TPETHUHHOI (BHUCOKOCIEIIadi30BaHOI) MEIUYHOI JOIMOMOTH
«CtabinpHa imeMigHa XBOpoOa cepris».

Hiaruo3 LIA2T y Hamux XBopux OyJI0 BCTAHOBJIEHO Ha OCHOBI CKapr, KJIIHIKO-
AHAMHECTUYHUX JAHUX Ta JIaHUX KJIIHIKO-TAaOOpaTOpPHUX Ta  KJIIHIKO-
IHCTPYMEHTAJIbHUX JIOCJI/PKEHb 3 BUKOPUCTAHHSIM KPHUTEPIiB, IO MICTATHCS B
Hakazi MO3 Vkpaiaum Big 21.12.2012 Ne 1118 «VYHidikoBaHUNH KITHIYHUN

IPOTOKOJ TEPBUHHOI Ta BTOPUHHOI (CIMELiali30BaHOi) MEAMYHOI JOMOMOTH



«llykpoBuii miaber 2-ro THUIIY»», a TaKOX Yy BIJAMOBAHOCTI JIO CYMICHHX
pekoMmeHaaIii  AMEpHKaHChKOi jaiabetudyHoi acomiamii (American Diabetes
Association, ADA) ta €Bpomneiicbkoi acomiarii 3 BuB4YeHHs niadery (European
Association for the Study of Diabetes, EASD, 2018) o0 KpuTepiiB 1iarHOCTUKH
L] (mykpoBoro miabery).

JIisi  TIpOBENeHHST AMCEPTAliMHOTO JOCTI/DKCHHS Oy HasBHUMHU BCi
HEeoOX1HI yMoBHM (KJIHIYHa 0asza, IOPUJIUYHO O(OpPMIIEHI JOTOBOPH MPO
CHIBPOOITHULTBO 3 iHIIMMH Miapo3aitamu XHMY Ta iHIMM#I ycTaHOBaMH, TOIIO).

B pamkax oOcTekeHHS BCIM XBOPHUM Ta 3J0POBHUM 0C00aM KOHTPOIBHOL
rpynu OyJio BU3HAYEHO aHTPOMOMETPHUYHI MOKa3HUKU — 3pICT Ta Macy Tija. Y ciM
namieHtaM 3 IXC nHa tm XCH Ta 370poBUM 0CO0aM KOHTPOJIBHOI TPyHH y
cTaIlioHapi NpoBOAMWIM 000B’s13K0B1 MeToIu tociimkenHs (Hakaz MO3 Ykpainu Ne
152 Bi1 02.03.2016 p. «YHipiIKOBaHUHN KIIHIYHUNA TPOTOKOJ HEPBUHHOT 1 BTOPUHHOT
(cnenianizoBaHoi) MeauyHO1 gonoMoru «CrtaOulbHa ileMigyHa XBOpoOa cepls»):
30ip ckapr, aHaMmHe3y; (i3uKalbHEe OOCTEKEHHS Ceplisl, JIETCHb; ayCKYJbTaIlllo
cepls; BU3HAUEHHS 3pOCTY Ta Macu Tija NAIl€HTIB; 3arajlbHUIl aHali3 KpOBi;
3arajJbHUM aHaji3 cedl; aHali3 KPOBl HA BMICT I[yKpY; aHali3 ce4i Ha BMICT LYKPY;
O10XIMIYHUN aHalli3 KPOBI 13 BU3HAYEHHSM KUIBKOCTI CEHOBHMHHM Ta KPEATUHIHY,
3arajgbHOro xoJjectepuHy (3X), XOJecTepuHy JINOMNPOTEiHIB JyX € HHU3BKOI
nribHOCTI  (XC JIITAHILL), xonectepuHy MINONPOTEiHIB HU3BKOI MIUIHBHOCTI
(XC JIIHIL), xonectepuHy JminonpoTeiHiB Bucokoi miubHOCTI (XC JITIBILI),
tpurainepuai (TT'), 3aranbHoro O611ipyOiHy (MPsAMOT Ta HEMPSAMOI HOTo (hpaKiiii).

[TpoBonunacs crangaptHa enexkrpokapaiorpadis (EKD) 1 exokapaiorpadis
(ExoKI') 13 Bu3HaueHHsM KiHIeBO-AiacTosiuHoro posmipy (KJIP), kinueBo-
cuctosiyaoro po3mipy (KCP), ToBImMHM 3alHBOi CTIHKHA JIIBOTO MUTYHOYKA
(T3CJIL), TtoBmMHM MiXILTyHOUKOBOI mneperopoaku (TMIIII). Takox Oyno
pO3paxoBaHoO Macy Miokapja JiBoro nuryHouka (MMUJII) # inaexe Macu Miokapja
JIHI (IMMUJIIL) 1 3HavenHs nepeaubo-3aaa501 Bici (I13B).

CucroniuHy (QYHKIIIIO cCeplsd OLIHIOBAIM 3a JIOMOMOTOK: KIHIIEBO-

niactomunoro o0’emy (KJIO) ta kinmeBo-cuctomiynoro o6’emy (KCO) JIIII,



¢pakmii Bukuay (OB) JIII, cepueBoro Bukuay (CB), po3mipy aoptu i JiBOToO
nepeacepas (JIIT).

HiacTomiuyny (GyHKIIIO CepIlsl OIIHIOBAIM 3a JOTIOMOTOK): MaKCHUMalbHOI
(mikoBoi) mBuakocti panHboro (E) 1 mi3zHboro (A) namoBHenHs JIII Tta ix
cuiBigHommeHHs (E/A).

Busnauanu BMicT TalTiHY Ta IHCYJIIHY B CHPOBATII KPOBI i piBHI ITIKOBAHOTO
(rmiko3unboBaHoro) remoryio0iny (HbAIc) B miuibHIM KpoBI Ta MPOBOIWIIN
po3paxyHOK koedimienTa areporeHHocTi (KA).

OxpiMm 1pOTO, OYyJIO BHU3HAYEHO IHJEKC 1HCYMHOpe3ucTeHTHocTi (IP)
TOMEOCTATUYHOI MOJIEN OLIHKK pe3ucTeHTHOCTI a0 iHcyminy (HOMA) 1
BU3HAYCHHSI KOHIICHTpAIIii TJIFOKO3H Y KpOB1 HATIIIE.

Bci xBopi, 1m0 B3sUIM y4acTh B JOCHIHKEHHI, OTPUMYBAIM KOMOIHOBaHY
MEIUKAMEHTO3HY TEpamilo B 3aJIEKHOCTI BlJ J1arHOCTOBAHOI y HUX MATOJOTII.
JlikyBanns xBopux Ha IXC npoBoauin 1HAMBITYyaIbHO BIANOBIAHO 10 MPOTOKOJIIB
HajgaHHsg MeauuHoi gomomord MO3 Vikpainu (Hakaz MO3 Vkpaiaum Ne 152 Bin
02.03.2016 p. «YHidikoBaHMI KIIHIYHUNA TPOTOKOJ TEPBUHHOI 1 BTOPUHHOI
(cmertianmizoBaHo1) MeaUIHOT JormoMoru «CTabijibHa 1eMidHa XBOpoOa cepIis» ).

XBopi oTpumyBasiud (acmipuH (200 KJIOMIIOTpEs), aTopBacTaTuH (abo
po3yBacTaTH), B-aapeHo0aokatopu (01conposio, He01B0JIO a00 KapBeILIoN), a00
0JIOKaTOPH KaJbI[l€BUX KaHAIB (Bepamnamiji, aMJIOAUIIH a00 HideauiH), IHri01Topu
penenrropiB anriotensuny-II (APA II) (Bancapran abo TenmicapTaH) Ta HITpaTH
KOpoTkoi mii (MmOXigHi HITpoOrfinepuHy abo i3ocopOimy AWHITpary)) Ha (oHi
IyKPO3HUKYBAJIBHOI Tepallii Ta JOTPUMAaHHS PEKOMEHAIlIN Y BITHOMIEHHT KOPEKITii
Croco0y KHUTTH.

Ouinka (yHKIIIOHAJBHOTO CTaTyCy XBOPHX Ta €(EKTUBHOCTI MPOBEACHOIO
JikyBaHHS Oyia TIpoBeJeHa 3 BHKOPHUCTAaHHSIM HABAaHTaXyBaJLHOTO TECTy 6-XB
XOIb0H.

Menuko-CTaTUCTUYHUM ~ PO3PaxXyHOK  OTPUMAHUX TPU  IPOBECHHI
JOCIIIJIKEHH]1 Pe3ysIbTaTiB BUKOHAHO 3a JIONIOMOTOI0 MEPCOHAIBHOIO KOMIT I0TEPY

Intel® Pentium® 4 i3 BUKOpPHCTaHHIM MakeTy MpUKIagHuX nporpam: Microsoft



Excel 2016, Statsoft Statistica 10.0 g1g Windows, IBM SPSS 25.0 ni1g Windows.

BianoBinHo 10 MeTH Ta 3aBAaHb HOCTIIKEHHS] BOHO OYJIO IPOBEJICHO B I’ ATh
OCHOBHUX €TaIliB.

[Tepmmii eran: «O0poOKka Ta aHalli3 Cy4acHOi CBITOBOi JITEpaTypH WIOJO
poOJIeMaTUKU TOCIIKEHHs» BKJIIOYAB aHANI3 ICHYIOUMX BITUM3HSIHHX 1 CBITOBHX
pe3yNbTaTiB HAYKOBUX JOCHIPKEHb Ta OMIMIMHUX TOKYMEHTIB MDKHAPOIHHUX
opraHizaiii 13 (QOKyCyBaHHSIM OCHOBHHMX MpPOOJIEMHUX IHUTaHb Yy HaIPSIMKY
ONTUMI3allii JIarHOCTUKH, JTIKyBaHHs Ta MPOTHO3yBaHH: KiiHIyHOTO niepebiry XCH
y xBopux Ha IXC ta IJJ2T Ha mimcraBi BUBYEHHS pOJIi TaWTIHY, 110 BKIIOYAIH
nuTanHs GakropiB pu3uky po3Butky [XC Ha i L[JI2T, BcTaHOBIEHHIO CBITOBUX 1
BITYM3HSIHUX PIBHIB iX MOIIMPEHOCTI Ta OCOOJIMBOCTEH KIIHIYHOIO Mepediry i
MOPYIIEHB BYTJIEBOIHOTO Ta JIIMIAHOTO OOMIHIB i PiBHS TalTIHY, BA3HAYEHHIO BIKO-
CTAaTEBUX XapaKTepUCTUK W 3HaueHb 1HJAekcy Macu Tina (IMT) Takux XBOpuX,
MOKA3HUKIB yIbTPa3BykoBoi aiarHocTUkU (Y3/1) 1 dhi3ukanbHUX NPOSBIB CEPIEBOI
nistmeHOCT mpu IXC Ta IJI2T, nporHOCTUYHUX 1 TEPANeBTUYHUX MOXKIUBOCTEH
JTociipKyBaHux MapkepiB npu komopOinHocti [XC 1 IJI2T, Tomo. IIpoBeaenuit
aHajgi3 Moj0 NpoOJEeMAaTHKH JUCEPTAIlIMHOTO JOCHIIKCHHS BHUKOHAHO 3
BUKOpUCTaHHAM 215 HaykoBux mkepen (13 Hux 155 anrmomoBHuX). [lomryk
HayKOBO1 1H(oOpMalli BUKOHYBaBCS 3 3aJly4CHHSIM CBITOBHX IHTEPHET-PECYPCIB
mepexi Google Scholar, PubMed, Medscape, 6a3 nanux Scopus i Web of Science,
TOIIO; a TAKOXk BEO-CTOPIHOK CBITOBUX MEAUYHUX OpraHizallii.

Hpyruii eran: «®opMyBaHHS AM3aiiHYy IOCTIKEHHS» BU3HAYaB PO3POOKY
porpamMu JOCIIHKEHHS Ta HOTO METOJI0JIOTIYHOTO arapary, GopMyBaHHS METH Ta
OCHOBHMX 3aB/IaHb, MPEAMETY 1 00’€KTy U OOCAriB IOCHIKEHHS, MPOrpamH,
METOJUYHOI0 anapary, TOIIO.

Tperiit etan: «PopMyBaHHS OCHOBHOI, KOHTPOJBHOT Ta TPYNH MOPIBHSHHSDY
BU3HAYMB OCHOBHI TPU TPYNHU JOCIIKEHHS CepeJl MAIl€HTIB KapJ10J0T14HOTO
BinmineHHss KHIT «Miceka kminiunHa gikapas Ne 27» XMP (6a30Buit nikyBaabHUI
3akyaj kadenapy BHyTPIIIHBOT MeaUIIMHU No 2, KIIIHIYHOT IMyHOJIOT'11 Ta aleproJiorii

imeHi1 akagemika JI. T. Manoi XHMY MO3 Vkpainu): ocHOBHa, rpyIia HOPIBHAHHS



Ta KOHTpoJibHa. OCHOBHA rpyna cpopMOBaHa 3 XBOPHX 13 130JIbOBAHUM TEpeOIroMm
IXC, rpyna mopiBHSHHS BKJIOYaia Malle€HTIB 13 KoMopOimHauM mnepedirom [XC 1
/12T Ta KOHTpOJIbHA — MPAKTUYHO 3OPOBUX OCiO.

UYerBeptuit  eram:  «KiiHiko-emijgemioysoriyie  Ta  JabopaTopHO-
IHCTpyMEHTalbHE JAOCHiKeHHs». Ha nmanomy ertami Oyslno BCTaHOBIEHO Ta
MOPIBHAHO MK COOO0I0 KITIHIKO-EM1IeMIOJIOT1UHI Ta Ia00paTOPHO-1HCTPYMEHTANIbHI
ocoomBocti XCH mpu IXC Ta ii komop6imnocti 3 IIJI2T, orpumani 3a
pe3ylbTaTaMy JOCIIDKEHHS B I[IJIOMY Ta 3aJIEKHO BiJl 3aCTOCOBAHOIO IMpernapary
1HT101TOpY penentopiB anrioteH3uny-II (capranu, APA II), Oynu Bu3HaueH1 BiKO-
CTaTeBi XapakTepucTHkH, iHAekc Macu Tina (IMT), nokasuuku Y3/ 1 dizukaibHi
IPOSIBU CEPLEBOI AISUIBHOCTI, MOKAa3HUKU BYTJIEBOAHOTO OOMIHY Ta JIIIIJIHOTO
npodinto, Oyia BU3HAYCHA HASIBHICTh CYIIYTHHOTO OXKUPIHHS, BUJ 1 TpuBamicTh [XC,
HasBHICTb 1 CTAJIMHICTh XpOHIYHOT cepiieBoi HepocTtaTtHOCTI (XCH) 1 rinepToHiuHO1
xBopoou (I'X), HasBHICT Ta BaxkicTb 1 TpuBamicts [IJI2T, wyactoTHI
XapaKTEePUCTUKU CKapr 1 (YHKIIOHAJIBHOTO CTaHy CEpIEBOi JAiSUIbHOCTI,
XapaKTEPUCTUKU TPOSABIB CTEHOKapAil ¥ piBHIB TalTiHy. OKpiM 1bOTO, OYyJ0
MIPOAHAJII30BAHO TAKTUKY Ta MEXaHI3MH TEPANeBTUYHOTO BEJIEHHS TaKUX XBOPHX 1
BIUIUB JIIKYBaHHS Ha BHUBYAEMI KJIIHIKO-€MIAEMIONOTIYHI Ta JabopaTopHoO-
IHCTPYMEHTAJIbHI XapaKTEPUCTUKU OOCTEKEHUX XBOPHUX.

[I’stuii eram: «BcraHoBieHHS 1 po3poO0Ka MPOTHOCTUYHOTO aJITOPUTMY
BU3HAUYeHHS pu3ukiB komopOimHocti IXC 1 IZI2T» Bu3HauuB acoriaiii Ta
MIPOTHOCTHYHI MOXJIUBOCTI JociimxyBanux Mapkepis npu IXC 1 IIJI2T, mo mamno
3MOTYy BCTAHOBUTU JIOCTOBIpHI (iHanmbHI mnpeaukropu cymytHboro [[JI2T vy
nanieHTiB 13 IXC 1 po3poOuTu ¢iHagbHy MOJENb MPOTHO3YBAHHS PU3HUKIB PO3BUTKY
komopOigHocTi IXC Ta IIJI2T.

3a pe3ysibTaTaMy JOCHIPKCHHS BHU3HAYEHHS MOJKJIMBOCTEM oNTUMi3allii
JIarHOCTUKH, JIKyBaHHA Ta NPOTHO3YyBaHHS KIIHIYHOIO Mepediry XpOHIYHOI
CEpIIEBOI HEIOCTATHOCTI MPH 1IIEMI4HI XBOPOOi cepIls Ta IyKpoBOMY niabeTi 2-To
TUITY Ha M1JICTaBl BUBYEHHS POJII TAUTIHY OYyJI0:

1. BiporigHo KOHCTaTOBaHO HETaTMBHUU BIUIMB 1MIEMIYHOI XBOPOOH cepild,



0COOJMBO 3a ii KOMOPOITHOCTI 3 I[yKPOBUM Jia0eToM 2-ro Tumy (TIOPIBHSHO 3
KOHTPOJILHOIO TPYIIOI0) Ha PO3BUTOK MTOPYILIEHH BYTJICBOAHOTO 1 JIIMIAHOTO OOMIHIB
Ta EHEPreTMYHOro OamaHcy: BIAMOBIAHO piBHIB reMornoOiny (140,6 +4,1 1
140,34+ 19,0 ta 113,3 £ 4,6 r/1; p = 0,030) i1 raikoBanoro remorao6iny (5,0 +0,2 i
7,212 # 55+0,3%; p<0,001); rmoko3u Hatmecepre (4,2 +0,8 1 7,4 £2,5;
p <0,001 i1 4,3 £0,2 mmounp/m) Ta iacyminy (18,74 1,2 ta 18,2+ 1,2; p = 0,026 i
19,1 + 1,06 mxOx/n); ingexkcy HOMA (3,5+ 0,7 ta 6,0 £2,213,6 £0,3; p <0,001)
Ta 3HAYCHb XOJECTepuHy JjinompoTeiniB Bucokoi (1,27 +0,30; p <0,001 i
1,34 +£0,25; p=10,039 Ta 1,42 + 0,16 mmonnw/n) it ayxe HU3bKOi (0,65 + 0,19 Ta
0,91+0,38 i 0,40+ 0,009 mmonps/m; p <0,001) wIiIBHOCTI; KOHIICHTpAIT
tpurminepunis (1,41 +£0,47 1 1,88+0,81 # 0,80 +£0,11 mmons/m; p <0,001) i
taiTiny (0,24 + 0,051 0,22 + 0,04 i 0,37 + 0,05 ur/mi; p < 0,001).

2. Y xBopux i3 moHornepebirom IXC Ta 3a i komop6igHocti 3 /12T nHa
BIJIMIHY BiJ KOHTPOJBHOI rpymu 10cTOBIpHO (p < 0,001) BU3HAUEHO CIIPOBOKOBaHI
MOPYIICHHSAMH BYTJIEBOJHOTO Ta JIIMJHOTO OOMIHIB 3MIHM T'€MOJMHAMIYHHUX
xapaktepuctuk:  BigmoBimHo ~ CAT  (141,4+206 1 152,9+19,6 Ta
1175+ 4,1 MM pT. CT.) 1 CTPYKTYpHO-(QYHKIIOHATBHOTO CTaHy MIOKapy:
Bigmosigno KO (107,2 +37,8 Ta 113,9+41,0167,7 7,9 mi) 1 KCO (49,8 £ 22,5
ta 53,4 £28,1 i 25,5+ 3,5 mn); I13B (21,2 +3,4 1 20,8 £3,1 Ta 25,7+ 2,2 %) Ta
®B (55,3 +3,4 1 54,4+7,9 Ta 65,1 £2,6%) 11 CB (94,9+ 12,3 ta 92,6 11,7 1
78,7 £ 4,6 mim); T3CJI (1,30 £0,03 ta 1,31 £0,04 i1 1,23 +£0,04 cm) i TMIIII
(1,21+0,07 ta 1,21+0,04 1 1,15+0,05cm); posmipis JIII (3,28+0,32 i
3,26 £0,33 Ta 3,15+ 0,35 cm); 3nauens E (0,84 £0,28; p =0,034 1 0,83 +0,35;
p=0,0111 0,94 +0,18 cm/c) 1 A (0,95 0,15 ta 0,99 + 0,22 1 0,69 + 0,18 cm/c) Ta
ix cmiBBigHomeHHs (0,89 + 0,271 0,82 +£0,27 i 1,40 + 0,20 ox).

3. BcTanoBieHa 3aiy4eHICTh TalTIHY B IIPOIIEC 1aCTOIIYHOTO PO3CIabICHHS
MiOKapay JIIBOTO HIIYHOUKa, 110 3a0e3nedyye Woro epekTuBHy poOOTy B HOpMI. Y
xBopux Ha [XC migcunenHs peakilii TAlWTiHy Ha 3MiHH J1aCTOJIIYHOTO PO3CiIabieHHs
Miokapay JjiBoro nuryHodka cepil (KO, KIP, E, E/A) Hocath komneHcaTOpHU

xapaktep. B rpymi xBopux Ha IXC ta IJI2 Tumy cnocrepiraerbcsi 3HauHa



BUYEPNAHICTh PETYJIATOPHOTO BIUIMBY TaWTIHY Ha MONEPEIKEHHS MOPYUIEHb
J1aCTOJIYHOTO PO3CIabIeHHs] MiIOKap Ay J1BOTO IMUTYHOUYKA CEPIIs, IO MPOSIBISETHCS
y cJ1a0Kiit 3BOpoTHIN Kopesrii Mix TaiitiHoMm Ta KJIO, KJIP, ®B i cnabkiit mpsmiii
KopeJsii Mix TaiTiHOM Ta E, A, E/A.

4. YV xBopux Ha IXC Ta IIJI2 Tumy Bu3Ha4YeHa OOCTOBIpHA 3BOPOTHS
kopessimist Mix Taitinom ta T, XC JIITHIIL 1 XC JITJIHIL, mo mMoxe cBimunuTH
PO HEraTUBHUN BIUIMB TiMepiimigemMii Ha YTBOPEHHsS TaWTiHYy, CHPHUATH
MOPYIICHHIO CKOPOYYBAJIbHOIT (PYHKIIIT MiOKap Ty JIIBOTO ITUTYHOYKA CEPI 1, TAKUM
YUHOM, 3aJly4€HHS TalTiHy y nmatoreHe3 po3Butky [XC ta [1/] 2 tumy.

5. JHocroBipao (p <0,001) BHU3HAYEHO CYTTEBY pIZHUII0O B PIBHIX
[JIIKOBAHOTO TEMOIJIO0IHY Ta TJIOKO3M HaTIlecepue SK IpU BUKOPUCTaHHI
BaJicapTaHy, TaK 1 TeJIMiCapTaHy B KOMOIHAIlIT 3 aHTUTINEPIIIIKEMIYHUM 3aCO00M 3
HalBUIMMHU 3HAYEHHSIMU IPH TSHKKOMY J11a0€Ti MOPIBHSIHO 3 CEPEIHIM 1 JIETKUM:
86+1,1169+091#63+05%T1a94+221#%69+2216,4+1,4 (BiaAnoBiIHO
Basicapran) ta 8,1+1,4 1 73+£1,0 it 62+04 ta 84+29 1 7,7+£2,7 #
4,9 £+ 1,5 MmMoub/1 (BiITTOBITHO TEIMicapTaH).

6. BiporiiHo BCTaHOBIICHO, 10 MTPU3HAYEHHS KOMOIHOBAHO1 Teparii (actipuH
(abo KJIOMIAOTPEJIb), aTOpBACTATUH (abo pO3yBacTaTHH),
B-anpeno6nokaTopu (Oicomposion, HEOIBONIOA abo KapBeauion), ado OokaTopu
KaJblI€EBUX KaHAIB (BepamaMmis, amjiogumiH abo HidenumniH), iHri6iTOpH
peuenTopiB aHrioteH3uny-Il (Bancapran abo TeaMicapTaH) Ta HITPATH KOPOTKOT 1i
(moxiH1 HITpOTIiIeprHY a00 130CopOiAY NUHITPATY)) Ha (POHI IIYKPO3HIKYBATLHOT
Tepamii Ta AOTPUMAaHHS PEKOMEHJAIlll y BITHOLIEHHI KOPEKIii Croco0y >KUTTA
MPU3BEJIO 10 JOCSTHEHHS TapHOi AMHAMIKU KIIIHIKO-TA0OpaTOPHUX MOKA3HUKIB SIK
IIPY 130JIbOBAHIN 1IIIEMIYHIM XBOPOO1 cepils, TaK 1 pH il KOMOPOITHOCTI 3 IIYKPOBUM
niadberoM 2-ro  Tumy (BIAMOBIAHE 3HUXKEHHS CEPEeAHIX pPIBHIB 3arajbHOIo
xonecrepuny (p =0,001) 3 493 +1,10 no 4,61+0,70 1 3 521+1,51 no
4,89 + 1,08 mmomns/it; Tpurminepumis (p <0,001) —3 1,41 £0,47 1o 1,35+ 0,43 i3
1,88+0,81 mo 1,63 +0,70 MMoJb/lI; XOJIECTEpUHY JIMOMPOTEiHIB HHU3BKOT

mineHOCTI (P <0,001) — 3 2,80+£1,26 mo 1,92+0,70 ta 3 2,90+ 1,40 nmo



2,31 £ 1,13 MMomb/1 1 TiIiKOBaHOTO TeMorooiny — 3 5,0 = 0,2 go 4,95 + 0,32 %;
p=0,057137,2+ 1,2 no 7,03 + 1,06 %; p = 0,57.

7. J1ocTOBiIpHO BU3HAUEHO, 110 3aCTOCYBAaHHS TeIMicapTaHy Ta KOMOIHOBaHO1
Teparii y XBOpHUX 13 1IIIEMIYHOI0 XBOPOOOIO ceplis Ta IlyKPOBUM J1a0€TOM 2-TO THITY
BU3HAUAE JICIIO Kpally AWHAMIKY KIIHIKO-TaOOpaTOpPHHUX MOKAa3HHUKIB TMOPIBHSIHO 3
BaJICApTAaHOM: BIJINOBIHE 3HWKEHHS PIBHIB 3arajibHOrO XOJIECTEPUHY Ha
0,36 mmonws/n (3 5,06 £1,32 o 4,70 +£0,95; p <0,001) ta ma 0,29 Mmmoaw/a (3
5,17 £ 1,45 mo 4,88 = 1,00 mmoute/11; p = 0,002); tpurminepunis (p < 0,001) — Ha
0,23 mmonw/n (3 1,77 £0,75 no 1,54 + 0,65) 1 ma 0,16 mmoins/n (3 1,69 + 0,75 no
1,53 + 0,63); xonectepuHy JinonpoTeiHiB HU3bKOI miiibHOCTI (p <0,001) — Ha
0,72 mmonw/a (3 2,89 + 1,33 mo 2,17 +£1,01) i Ha 0,67 mmons/i (3 2,85 + 1,37 no
2,18 £ 1,04) it rikoBanoro remMorio6iny (p < 0,001) — na 0,2 %(3 6,57 + 1,55 no
6,37 £1,40)iuwa 0,12 % (3 6,41 + 1,36 10 6,29 + 1,27).

8. Biporizno (p <0,001) Bu3HaueHO, IO KOPHCTyBadi BajcapTaHy B
KOMOIHaIlIi 3 aHTUTINEPTIIKEMIYHIUM 3ac000M JEMOHCTPYBAIM 3HA4HI 3HUKCHHS
[JIIKOBAHOTO TEMOTJ00IHY HE3aJieKHO BIJI TSHKKOCTI IyKpOBOro Jmiabdery, a
TeaMicapTaH B KOMOIHAIlT 3 aHTUTINIEPTIIIKEMIYHUM 3aco00M 3abe3nedyBaB HOTO
HOpMAJII3aI[ll0 TUIBKH Yy TMAII€HTIB 13 MOMIPHUM Ta TSDKKUM Iepedirom aiadery.
HoctosipHo (p < 0,001) koHCTaTOBAaHO 3HAYHY PI3HHUIIO B 3HAYCHHSIX TIIKOBAHOTO
reMorjo0iHy 1 TJIFOKO3M HATIIECepIle IMICHs MPOBEJACHOTO JIIKYBaHHS 13 3HAYHUM
NepeBakaHHSIM [OKa3HUKIB MpU OUIbII TSXKKOMY Tepediry aiabety sk 3a
BUKOPUCTAHHS BaJicapTaHy (BIAMOBITHO JIETKUH, CEpeNHIA Ta TSHKKUW CTYIIHb:
CIIKOBaHUM remoriao0oiH — 6,2+0,7 1 6,7+0,9 Tta 8,1 £0,7%; raoko3a
Hatmecepue — 6,3+0,5 i 6,7+ 1,3 1 8,1 +£0,9 MMosb/), Tak 1 TeaMicapTaHy
(rmikoBaHMM Temorio0iH — BiamoBimHo 6,1 +0,4 # 7,1+09 Ta 7.,7£1,0% 1
IUIF0KO3a HaTiecepie — BianoBiaHo 5,5+ 1,11 7,3 £1,7 # 7,6 + 1,6 mMoiw/mn).

9. BiporigHo po3po0jeHO MPOTHOCTHYHHUHI aJTOpUTM Tepediry imemMivyHol
XBOpoOM ceplst Ta IyKPOBOrO Jiabery 2-ro THIYy CHCTEMOYTBOPIOIOYMMHU
MapkepaMu siKkoro € piBenb Tairtiny (BILI = 0,001 [95,0 % AI 0,001-0,105];
p = 0,021); masBHicTh rinepronii I ta II craxii (BII = 28,993 [95,0 % I 1,595—



526,940]; p=0,023 Ta BII =19,050 [95,0 % JII 1,078-336,620]; p =0,044) i
rineptpodii giBoro nurynouka (BIL = 3,169 [95,0 % AI 1,103-3,108]; p = 0,032);
piBHI 3arajJpbHOTO XOJECTEPUHY Ta XOJECTEPUHY JIMOMPOTEIHIB AyKe HHU3bKOi
mrieHoCcTi  (Bigmoeimuo BII =0,670[95,0% I 0,443-1,038]; p=0,073 Ta
BIII = 49,032 [95,0 % JII 4,155-578,644]; p =0,022) i crabimpHOi CcTeHOKap/Iii
HaBaHTakeHHs | Ta Il ¢. k. (BII = 6,199 [95,0 % JII 1,129-34,039]; p = 0,036).

10. JIoCTOBIpHO KOHCTaTOBAaHO 3HIKEHHS IIIAHCIB Ha  PO3BUTOK
KOMOpPO1HOCTI 1MIEMIYHOT XBOPOOU cepIls Ta LyKPOBOTO MiabeTy 2-TO TUIYy MHpU
30UTBIIICHH] PiBHIB TalTiHY (Ha 99,9 %) 1 3aransHoro Xo0necrepuny (Ha 33,0 %) Ta
ix 30UIbIICHHS — TIpU HasgBHOCTI TinepToHii I Ta Il cramii (BiamosigHo B 28,993 1
19,050 paziB), rineprpodii miBoro unvryHouka (B 3,169 pasziB), crtabiibHOT
creHokapaii HaBaHTaxeHHs | Ta Il ¢. xi. (B 6,199 paziB) Ta 30UIbLIEHUX PIBHAX
XOJIECTEPUHY JIIOMPOTEIHIB JTyKe€ HU3bKOI I1IIIbHOCTI (B 49,032 pa3iB).

11. JlocToBipHO BHU3HAYE€HO (iHAIBHY MOJEIb MPOTHO3YBAHHS PHU3HKIB
PO3BUTKY KOMOPOIIHOCTI 1IIEMIYHOI XBOPOOU cepisl Ta I[yKPOBOIro JiabeTy 2-ro
tuny: -2,007 — (14,843 x rtaiitin, Hr/min) + (3,367, HasgBHICTH rinepToHii I cranii) +
(2,947, nassuicth rineproHii Il cramii) + (1,153, HasBHICTH rinepTpodii JiBOrO
nuyHouka) — (0,400 x 3arampHui XonectepuH, MMoJIb/J) + (3,892 X xoyecTepuH
JINOMPOTEiHIB JOCHTh HU3bKOI ImibHOCTI) + (1,824, crabimbHOi cTeHoKapii
naBantakenus | Ta Il ¢. xi.). BiporigHo moBeacHi BUCOKI KBami(iKaliiHi SKOCTI
po3po0IeHOI MOJeNi: omnTHUMalibHe TpaHW4yHe 3HaudeHHa = -2,0312, 3a sKoro
KoHCTaTyeThes 85,7 % uyTimmBocti Ta 55,6 % crienudigHOCT.

KuouoBi cjioBa: xpoHiYHa cepiieBa HEIOCTATHICTh, IMIEMiYHAa XBOpoOa
cepusi, IyKpoBHil pgiaber 2-ro TUNYy, KOMOpPOIAHICTh, TaWTIH, BaJICapTaH,

TeaMicapTaH.



SUMMARU

Koshkina M. V. The titin role in the clinical course of chronic heart failure in
patients with coronary artery disease and type 2 diabetes mellitus. — Qualifying
research work, as a manuscript.

Dissertation for the degree of Doctor of Philosophy in specialty 222
«Medicine», specialization «Internal Medicine». — Kharkiv National Medical
University of the Ministry of Health of Ukraine. — Kharkiv, 2023.

Taking into account the identified features of pathogenesis and a number of
clinical, diagnostic and therapeutic aspects of the development of chronic heart
failure provoked by coronary artery disease, especially when it is comorbid with
type 2 diabetes, this problem still remains one of the most urgent problems of
modern medicine, since the syntropic nature of these diseases has a common
pathogenetic relationship and potentiates significant cardiovascular risks, Especially
taking into account the need to further study the optimization of anti-ischemic
therapy of this contingent of patients for the development of prognostic and
diagnostic criteria for the course of coronary artery disease and type 2 diabetes
mellitus with the subsequent introduction of preventive and drug programs.

Taking this into account, the aim of the study is outlined: optimization of
diagnosis, treatment and prognosis of the clinical course of chronic heart failure in
patients with coronary artery disease and type 2 diabetes mellitus based on the study
of the role of titin.

The objectives of the study were:

1. According to world and domestic literary sources, determine the current
state of the problems of studying the development of chronic heart failure in
comorbidity, coronary artery disease and type 2 diabetes.

2. On the basis of clinical-laboratory and clinical-instrumental characteristics,
to investigate the features of manifestations of the clinical course of chronic heart
failure in patients with coronary artery disease and type 2 diabetes mellitus with the

determination of their features depending on the prescribed drug APA Il and the



severity of diabetes mellitus.

3. To diagnose the features and nature of morpho-functional and structural-
functional changes in the heart and disorders of carbohydrate and lipid and titin
metabolism provoked by chronic heart failure against the background of coronary
artery disease and type 2 diabetes mellitus and to establish their relationship with
insulin resistance and its severity and the drug APA Il used.

4. To investigate and analyze the dynamics of clinical, laboratory and clinical-
instrumental features of the clinical course of chronic heart failure in coronary artery
disease and its comorbidity with type 2 diabetes mellitus against the background of
the impact of the applied treatment and conduct a comparative analysis of therapy
with valsartan and telmisartan using a comprehensive assessment of metabolic
disorders and morpho-functional and structural-functional changes in the heart and
disorders of carbohydrate and lipid and titin exchanges with the determination of
dependence on the severity of diabetes.

5. To establish marker properties and predictory capabilities of titin and
features of morpho-functional and structural-functional changes in the heart and
disorders of carbohydrate and lipid metabolism in patients with chronic heart failure
in the background of coronary artery disease and type 2 diabetes mellitus.

6. Determine the final model for predicting the risks of comorbidity of
coronary artery disease and type 2 diabetes mellitus by studying the predictor
capabilities of titin and morpho-functional and structural-functional changes in the
heart and disorders of carbohydrate and lipid metabolism in patients with chronic
heart failure and prove its qualification qualities.

The object of study is determined: chronic heart failure in patients with
coronary artery disease in combination with type 2 diabetes.

The subject of the study is: clinical-epidemiological, laboratory and
instrumental features of chronic heart failure in coronary artery disease and its
comorbidity with type 2 diabetes mellitus (age-sex characteristics, body mass index,
indicators of ultrasound examination of the heart and physical characteristics of

cardiac activity, features carbohydrate metabolism and lipid profile, presence of



concomitant obesity, type and duration of coronary artery disease, presence and
staging of heart failure and hypertension, presence and severity and duration of type
2 diabetes mellitus, frequency characteristics of complaints and functional state of
cardiac activity, characteristics of manifestations of angina pectoris and titin levels).

The methodological apparatus of the research contains a complex of medical-
epidemiological, clinical-laboratory and clinical-instrumental research methods,
which fully corresponds to the direction of the dissertation search and the content of
research in the field of clinical medicine: bibliosemantic; systematic approach and
analysis; medical and anamnestic; medical and epidemiological; clinical and
laboratory; clinical-instrumental and medical-statistical.

The scientific novelty of the conducted research is that the author for the first
time in Ukraine: received new scientific data on the role of taitin in the variation of
the clinical course of chronic heart failure in patients with coronary artery disease
with concomitant type 2 diabetes; the nature of morpho-functional and structural-
functional changes of the heart and carbohydrate and lipid metabolism and taitin
levels, provoked by chronic heart failure against the background of coronary disease
and type 2 diabetes mellitus, was determined and their relationship with the degree
of severity of type 2 diabetes mellitus was determined and a conclusion was made
about the possible development of chronic heart failure as a result of decompensation
of cardiac relaxation and a significant increase in the stiffness of the arterial wall and
high diastolic dysfunction during the progression of diabetes in patients with
coronary artery disease; determined the effect of treatment with ARA Il drugs
(valsartan and telmisartan) on morpho-functional and structural-functional changes
of the heart and carbohydrate and lipid metabolism and titin levels in patients with
coronary artery disease and type 2 diabetes with determination of their
characteristics depending on the prescribed of the drug ARA Il and the severity of
the course of diabetes on the background of antihyperglycemic therapy; the marker
properties and predictive capabilities of taitin and features of morpho-functional and
structural-functional changes of the heart and disorders of carbohydrate and lipid

metabolism in patients with chronic heart failure against the background of coronary



artery disease and type 2 diabetes were established; a final model for predicting the
risks of comorbidity of coronary artery disease and type 2 diabetes was developed,
which has 85.7% sensitivity and 55.6% specificity.

According to the purpose and objectives of the study, 106 patients with
coronary artery disease were examined who were undergoing inpatient treatment in
the cardiology department of the municipal non-profit enterprise «City Clinical
Hospital Ne 27» of Kharkiv City Council, which at the time of the patient's
examination was the basic medical institution Department of Internal Medicine Ne
2, Clinical Immunology and Allergology named after Academician L. T. Malaya of
Kharkiv National Medical University of the Ministry of Health of Ukraine and 20
people of the control group for the period 2019-2022.

The subjects participated in the study entirely voluntarily with the personal
signing of the relevant informed consent. Each examined patient was personally
informed about his rights and obligations and the ability to complete his own
participation in the study at any time without explaining his actions and any legal or
administrative consequences for them.

The isolation of the contingent of patients was carried out entirely taking into
account the criteria of inclusion and exclusion and the relevant clinical domestic and
world recommendations.

The initial examination of patients took place in 2018-2019, after which the
period of observation and treatment of study participants was extended for 12
months. Clinical-instrumental and clinical-laboratory examination of patients was
carried out twice, upon admission to the hospital and after 12 months to assess the
effectiveness of the therapy.

Among the 126 patients and controls enrolled in the study, three groups were
formed. The first group (main) included patients with isolated coronary artery
disease (n = 36), the second group (comparison) consisted of patients with coronary
artery disease and concomitant diabetes mellitus type 2 (n=70) and the third
(control) — 20 practically healthy people.

Verification of the diagnosis of chronic heart failure was established on the



basis of clinical and anamnestic data, as well as taking into account the data of
clinical-laboratory and clinical-instrumental studies in accordance with the current
Orders and Protocols of the Ministry of Health of Ukraine: Order of the Ministry of
Health of Ukraine dated 02.03.2016 No. 152 (as amended on 23.09.2016 Ne 994)
«Unified clinical protocol of primary, secondary (specialized) and tertiary (highly
specialized) medical care stable coronary artery disease.

For the diagnosis of chronic heart failure and the formation of clinical groups,
the classification of the New York Heart Association (NYHA, 1964) was used,
taking into account the recommendations of the Ukrainian Union of Cardiology
(2017) and the recommendations of the European Union of Cardiology (2016),
which included the definition of the clinical stage of chronic heart failure, its variant
and functional class.

The diagnosis of coronary artery disease in the patients examined by us was
established on the basis of available clinical and anamnestic, electrocardiographic
and biochemical studies, taking into account certain criteria recommended by the
European Society of Cardiology in 2012 and in accordance with the
recommendations of experts of the World Health Organization and the Association
of Cardiologists of Ukraine, as well as in accordance with the Order of the Ministry
of Health of Ukraine dated 02.03.2016 Ne 152 «Unified clinical protocol of primary,
secondary (specialized) and tertiary (highly specialized) medical care «Stable
coronary artery disease»».

The diagnosis of type 2 diabetes mellitus in our patients was established on
the basis of complaints, clinical and anamnestic data and data from clinical-
laboratory and clinical-instrumental studies using the criteria contained in the Order
of the Ministry of Health of Ukraine dated 21.12.2012 Ne 1118 «Unified clinical
protocol of primary and secondary (specialized) medical care «Type 2 diabetes
mellitus», as well as in accordance with compatible recommendations American
Diabetes Association and European Association for the Study of Diabetes (2018) on
criteria for diagnosing diabetes.

All necessary conditions were available for the dissertation research (clinical



base, legally executed cooperation agreements with other departments of Kharkiv
National Medical University and other institutions, etc.).

As part of the survey, anthropometric indicators were determined for all sick
and healthy persons of the control group — height and body weight. All patients
with coronary artery disease against the background of chronic heart failure and
healthy persons of the control group in the hospital were given mandatory research
methods (Order of the Ministry of Health of Ukraine Ne 152 of 02.03.2016 «Unified
clinical protocol of primary and secondary (specialized) medical care «Stable
coronary artery disease»): - collection of complaints, anamnesis; - physical
examination of the heart, lungs; - auscultation of the heart; - determination of height
and body weight of patients; - general blood analysis; - general urine analysis;
- blood test for sugar content; - urine analysis for sugar content; - biochemical blood
test with determination of the amount of urea and creatinine, total cholesterol,
cholesterol of very low density lipoproteins, cholesterol of low-density lipoproteins,
cholesterol of high-density lipoproteins, triglycerides, total bilirubin (direct and
indirect fractions).

Standard electrocardiography and echocardiography were performed to
determine the terminal-diastolic size, end-systolic size, thickness of the posterior
wall of the left ventricle, thickness of the interventricular septum. The mass of the
left ventricular myocardium and the mass index of the left ventricular myocardium
were also calculated.

Cardiac systolic function was assessed using end-diastolic volume and end-
systolic left ventricular volume, left ventricular ejection fraction, aortic size, and left
atrium,

The diastolic function of the heart was assessed using: the maximum (peak)
rate of early (E) and late (A) filling of the left ventricle and their ratio (E/A).

Also, the content of titin and insulin in the blood serum and the level of
glycated (glycosylated) hemoglobin in whole blood were determined, and the
atherogenic coefficient was calculated.

In addition, the insulin resistance index of the homeostatic model for assessing



insulin resistance and determining the concentration of glucose in fasting blood was
determined.

Clinical and instrumental examination of patients was carried out twice, upon
admission to the hospital and after 12 months to assess the effectiveness of the
therapy.

All patients who participated in the study received combination drug therapy,
depending on the pathology diagnosed in them. Treatment of patients with coronary
artery disease was carried out individually in accordance with the protocols of
medical care of the Ministry of Health of Ukraine (Order of the Ministry of Health
of Ukraine Ne 152 of 02.03.2016 «Unified clinical protocol of primary and
secondary (specialized) medical care «Stable ischemic heart disease»»).

Patients received (aspirin (or clopidogrel), atorvastatin (or rosuvastatin),
B-blockers (bisoprolol, nebivolol or carvedilol), or calcium channel blockers
(verapamil, amlodipine or nifedipine), APA Il (valsartan or telmisartan) and short-
acting nitrates (nitroglycerin or isosorbide dinitrate derivatives)) against the
background of hypoglycemic therapy and adherence to recommendations for
lifestyle correction.

Evaluation of the functional status of patients and the effectiveness of the
treatment was carried out using a load test of 6-minute walking.

The medical-statistical calculation of the results obtained during the study was
performed using an Intel® Pentium® 4 personal computer using an application
package: Microsoft Excel 2016, Statsoft Statistica 10.0 for Windows, IBM SPSS
25.0 for Windows.

In accordance with the purpose and objectives of the study, it was conducted
in five main stages:

The first stage: «Processing and analysis of modern world literature on
research issues» included an analysis of existing domestic and world results of
scientific research and official documents of international organizations focusing on
the main problematic issues in the direction of optimizing the diagnosis, treatment

and prediction of the clinical course of chronic heart failure coronary artery disease



and type 2 diabetes mellitus based on the study of the role of Titin, which included
the issue of risk factors for the development of coronary artery disease against the
background of type 2 diabetes mellitus, the establishment of world and domestic
levels of their prevalence and features of the clinical course and Titin, carbohydrate
and lipid metabolism, determination of age-sex characteristics and values of body
mass index of such patients, indicators of ultrasound diagnosis and physical
manifestations of cardiac activity in coronary artery disease and diabetes mellitus
type 2, prognostic and therapeutic possibilities of the studied markers in comorbidity
and chemic heart disease and type 2 diabetes, etc. The analysis on the problems of
the dissertation research was carried out using 215 scientific sources (including 155
in English). The search for scientific information was carried out with the
involvement of world Internet resources of the network Google Scholar, PubMed,
Medscape, Scopus and Web of Science databases, etc.; as well as web pages of world
medical organizations.

The second stage: «Formation of research design» determined the
development of the research program and its methodological apparatus, the
formation of goals and main tasks, the subject and object and scope of the study,
program, methodological apparatus, etc.

The third stage: «Formation of the main, control and comparison groups»
identified the main three groups of research among patients of the cardiology
department of the municipal non-profit enterprise «City Clinical Hospital Ne 27» of
the Kharkiv City Council (basic medical institution of the Department of Internal
Medicine Ne 2, clinical immunology and allergology named after academician
L. T. Malaya of Kharkiv National Medical University of the Ministry of Health
Ukraine): main, comparison group and control. The main group was formed of
patients with an isolated course of coronary artery disease, the comparison group
included patients with a comorbid course of coronary artery disease and type 2
diabetes mellitus and the control group — practically healthy individuals.

The fourth stage: «Clinical-epidemiological and laboratory-instrumental

research». At this stage, clinical-epidemiological and laboratory-instrumental



features of chronic heart failure in coronary artery disease and its comorbidity with
type 2 diabetes mellitus were established and compared to each other, obtained from
the results of the study as a whole and depending on the used drug APA I1I: age-sex
characteristics, body mass index, indicators of ultrasound diagnosis and physical
manifestations of cardiac activity, carbohydrate metabolism and lipid profile, the
presence of concomitant obesity, type and duration of coronary artery disease,
presence and stages Heart failure and hypertension, presence and severity and
duration of type 2 diabetes mellitus, frequency characteristics of complaints and
functional state of cardiac activity, characteristics of angina manifestations and Titin
levels. In addition, the tactics and mechanisms of therapeutic management of such
patients and the impact of treatment on the studied clinical-epidemiological and
laboratory-instrumental characteristics of examined patients.

The fifth stage: «Establishment and development of a prognostic algorithm
for determining the risks of comorbidity of coronary artery disease and type 2
diabetes» identified the associations and prognostic possibilities of the studied
markers in coronary artery disease and type 2 diabetes mellitus, which made it
possible to establish reliable final predictors of concomitant type 2 diabetes mellitus
in patients with coronary artery disease and develop a final model for predicting the
risks of comorbidity of coronary artery disease and type 2 diabetes mellitus.

According to the results of the study, determining the possibilities of
optimizing the diagnosis, treatment and prognosis of the clinical course of chronic
heart failure in coronary artery disease and type 2 diabetes mellitus based on the
study of the role of titin was:

1. The negative impact of coronary artery disease, especially in its
comorbidity with type 2 diabetes mellitus (compared to the control group), on the
development of carbohydrate and lipid metabolism disorders and energy balance,
was reliably stated: hemoglobin levels (140.6 +4.1 and 140.3+19.0 and
113.3 + 4.6 g/l, respectively; p =0.030) and glycated hemoglobin (5.0 +0.2 and
7.2+1.2 and 55+ 0.3%; p<0.001); fasting glucose (4.2+0.8 and 7.4+ 2.5;
p <0.001 and 4.3 £0.2 mmol/l) and insulin (18.7 +1.2 and 18.2 +1.2; p =0.026



and 19.1+1.06 uU/l); NOMA index (3.5+0.7 and 6.0+2.2 and 3.6+0.3;
p <0.001) and high lipoprotein cholesterol values (1.27 +0.30; p <0.001 and
1.34 £0.25; p=0.039 and 1.42 +0.16 mmol/l) and very low (0.65+0.19 and
0.91+0.38 and 0.40+0.009 mmol/l; p<0.001) density; triglyceride
concentrations (1.41 +0.47 and 1.88 + 0.81 and 0.80 + 0.11 mmol/I; p < 0.001) and
titin (0.24 £ 0.05 and 0.22 + 0.04 and 0.37 = 0.05 ng/ml; p < 0.001).

2. In patients with mono course of coronary artery disease and its comorbidity
with type 2 diabetes mellitus, in contrast to the control group reliably (p < 0.001),
changes in the physical characteristics of cardiac activity provoked by disorders of
carbohydrate and lipid metabolism and titin were determined: respectively, systolic
blood pressure (141.4+20.6 and 152.9+19.6 and 117.5+4.1 mm Hg) and
structural and functional state of the myocardium: respectively, end-diastolic
(107.2 +37.8and 113.9 + 41.0 and 67.7 = 7.9 ml) and end-systolic (49.8 + 22.5 and
53.4+28.1 and 25, 5+ 3.5 ml) volume; anterior-posterior axis values (21.2 + 3.4
and 20.8 + 3.1 and 25.7 + 2.2 %) and ejection fraction (55.3 + 3.4 and 54.4 + 7.9 and
65.1 + 2.6 %) and cardiac output (94.9 +£12.3 and 92.6 +11.7 and 78.7 = 4.6 ml);
thickness of the posterior wall of the left ventricle (1.30 +£ 0.03 and 1.31 +0.04 and
1.23+£0.04 cm) and interventricular partitions (1.21 +£0.07 and 1.21 +0.04 and
1.15+0.05 cm); the size of the left atrium (3.28 £0.32 and 3.26 +0.33 and
3.15+0.35 cm); values of E (0.84 +0.28; p = 0.034 and 0.83 + 0.35; p =0.011 and
0.94+0.18 cm/s) and A (0.95+0.15 and 0.99 +0.22 and 0.69 + 0.18 cm/s) and
their ratio (0.89 + 0.27 and 0.82 + 0.27 and 1.40 + 0.20 units).

3. It has been established that taitin is involved in the process of diastolic
relaxation of the myocardium of the left ventricle, which ensures its effective normal
operation. In patients with coronary artery disease, the strengthening of taitin's
response to changes in the diastolic relaxation of the myocardium of the left ventricle
of the heart (EDV, EDS, E, E/A) are compensatory in nature. In the group of patients
with coronary artery disease and type 2 diabetes, there is a significant depletion of
the regulatory effect of taitin on the prevention of diastolic relaxation of the

myocardium of the left ventricle of the heart, which is manifested in a weak inverse



correlation between taitin and EDV, EDS, EF and a weak direct correlation between
taitin and E, A, E /A.

4. In patients with coronary artery disease and type 2 diabetes, a reliable
inverse correlation was determined between taitin and TG, LDL-H and VLDL-H,
which may indicate a negative effect of hyperlipidemia on the formation of taitin,
contribute to impaired contractile function of the left ventricle myocardium of the
heart and, thus, the involvement of taitin in pathogenesis development of coronary
artery disease and type 2 diabetes.

5. Authentically (p < 0,001) a significant difference in the levels of glycated
hemoglobin and fasting glucose was determined both for the use of valsartan and
telmisartan with the highest values in severe diabetes compared to medium and mild:
86+11and 6.9+09 and 6.3+05% and 9.4+2.2 and 69+2.2 and 6.4+1.4
(valsartan, respectively) and 8.1+ 1.4and 7.3+ 1.0 and 6.2 +0.4 and 8.4 + 2.9 and
7.7+ 2.7 and 4.9 + 1.5 mmol/l (telmisartan respectively).

6. It has been reliably established that the definition of fixed combination
therapy (aspirin (or clopidogrel), atorvastatin (or rosuvastatin), p-blockers
(bisoprolol, nebivolol or carvedilol), or calcium channel blockers (verapamil,
amlodipine or nifedipine), APA Il (valsartan or telmisartan) and short-acting nitrates
(derivatives of nitroglycerin or isosorbide dinitrate)) against the background of
glucose-lowering therapy and compliance with recommendations regarding lifestyle
correction led to the achievement of good dynamics of clinical and laboratory
indicators both in isolated coronary artery disease and in its comorbidity with
diabetes mellitus 2-th type (corresponding decrease in average levels of total
cholesterol (p =0.001) from 4.93+1.10 to 4.61+0.70 and from 5.21 +1.51 to
4.89 + 1.08 mmol/l; triglycerides (p < 0.001) — from 1.41 £ 0.47 t0 1.35 £ 0.43 and
from 1.88+0.81 to 1.63+0.70 mmol/l; low-density lipoprotein cholesterol
(»p<0.001) — from 280+126 to 192+0.70 and from 290+140 to
2.31 +1.13 mmol/l and glycated hemoglobin — from 5.0 £ 0.2 to 4.95 + 0.32 %,
p=0.057 and from 7.2 £+ 1.2 to 7.03 £ 1.06 %, p = 0.57.

7. 1t has been reliably determined that the use of telmisartan along and with



other combined therapy in patients with coronary artery disease and type 2 diabetes
determines slightly better dynamics of clinical and laboratory indicators compared
to valsartan: a corresponding decrease in total cholesterol levels by 0.36 mmol/I
(from 5.06 +1.32 t0 4.70 = 0.95; p < 0.001) and by 0.29 mmol/l (from 5.17 +1.45
t04.88 = 1.00 mmol/I; p = 0.002); triglycerides (p < 0.001) — by 0.23 mmol/I (from
1.77 £0.75 to 1.54 + 0.65) and by 0.16 mmol/l (from 1.69 £ 0.75 to 1.53 + 0.63);
low-density lipoprotein cholesterol (p < 0.001) — by 0.72 mmol/l (from 2.89 + 1.33
to 2.17 +1.01) and by 0.67 mmol/l (from 2.85 + 1.37 to 2.18 = 1.04) and glycated
hemoglobin (p <0.001) — by 0.2 % (from 6.57 +1.55 to 6.37 +1.40) and by
0.12 % (from 6.41 + 1.36 t0 6.29 + 1.27).

8. Probably (p < 0.001) it was determined that users of valsartan showed a
significant decrease in glycated hemoglobin regardless of the severity of diabetes,
and telmisartan provided its normalization only in patients with a moderate and
severe course of diabetes. Reliably (p < 0.001) a significant difference in the values
of glycated hemoglobin and fasting glucose after the treatment was established with
a significant predominance of indicators in more severe diabetes as with the use of
valsartan (respectively mild, medium and severe degree: glycated hemoglobin —
6.2+0.7 and 6.7 £ 0.9 and 8.1 + 0.7 %); fasting glucose — 6.3+ 0.5 and 6.7 = 1.3
and 8.1+0.9 mmol/l), and telmisartan (glycated hemoglobin — respectively
6.1+0.4and 7.1 £0.9and 7.7 = 1.0 % and fasting glucose — respectively 5.5 + 1.1
and 7.3+ 1.7 and 7.6 + 1.6 mmol/l).

9. Prognostic algorithm for the course of coronary artery disease and type 2
diabetes mellitus has probably been developed, the system-forming markers of
which are titin level (OR =0.001 [95.0% CI 0.001-0.105]; p = 0.021); presence of
hypertension stage | and 11 (OR =28.993 [95.0% CI 1,595-526,940]; p = 0.023 and
OR =19.050[95.0% CI 1,078-336,620]; p = 0.044) and left ventricular hypertrophy
(OR =3.169 [95.0% CI 1.103-3.108]; p =0.032); levels of total cholesterol and
cholesterol of lipoproteins of sufficiently low density (respectively OR =0.670
[95.0% CI 0.443-1.038]; p=0.073 and OR =49.032 [95.0% CI 4.155-578.644];
p =0.022) and the presence of angina pectoris at significant load (OR =6.199



[95.0% CI 1.129-34.039]; p = 0.036).

10. Reliably stated a decrease in the chances of comorbidity of coronary artery
disease and type 2 diabetes mellitus with an increase in titin levels (by 99.9 %) and
total cholesterol (by 33.0 %) and their increase — in the presence of hypertension |
and 11 stages (respectively 28.993 and 19.050 times), left ventricular hypertrophy
(3.169 times), angina pectoris with a significant load (6.199 times) and increased
cholesterol levels of lipoproteins of sufficiently low density (49.032 times).

11. The final model for predicting the risks of comorbidity development of
coronary artery disease and type 2 diabetes mellitus has been reliably determined:
-2.007 — (14.843 x titin, ng / ml) + (3.367, presence of hypertension stage I) +(2.947,
presence of hypertension stage 1) + (1.153, presence of left ventricular
hypertrophy) — (0.400 x total cholesterol, mmol/l) + (3.892 x cholesterol of
sufficiently low density lipoproteins) + (1.824, presence of angina pectoris under
heavy load). The high qualification qualities of the developed model have been
reliably proved: optimal limit value =-2.0312, at which 85.7 % sensitivity and
55.6 % specificity are ascertained.

Keywords: chronic heart failure, coronary artery disease, diabetes mellitus

type 2, comorbidity, titin, valsartan, telmisartan.
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