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1. Incepranifina po60Ta IpUCBIY€HA BUBYEHHIO BILJIMBY 3anaynbHUX 6iomapkepis (CPII, 1J1-6, HJIC) Ha TSOKKIiCTb
KJIiHiYHOTO nepeo6iry Ta nporuos roctpoi TEJIA, a TakoXX OLiHILi JOLiIbHOCTI BKJIIOYEHHS PAHOJIA3UHY 10 CXEMU
JiKyBaHHS nauieHTiB i3 TEJIA 3 MeTOI0 BIOCKOHAJIEHHS TAKTUKY iX BEJIEHHS LJISIXOM OINTHMIi3allii aJIrOpUTMiB
crpaTudikallii pu3nKy Ta BIPOBaKEHHS HOBUX TePalleBTUYHUX NigxoxiB. Ha nepiiomy eTarni fociii>keHHs 6yJ10
BUKOHAHO PETPOCNEKTUBHUI aHasli3 635 MeAUYHNX KapT CTallioHapHUX XBOPUX 3 fiarHo3om roctpa TEJIA. 3a
KpiTepisiMu BKJIIOYEHHS B PETPOCIIEKTHUBHE OCIiIKeHHs 6ys10 o6paHo 103 nauienTa B rpyny CPII, 291 nanjeHT- B
rpyny HJIC, ski nasni 6ynu nogineni 3a menianoto nokasnuka: njs CPI1=26 mr/n, nnsa HJIC=3,4. Ananis nigrpyn
[I0Ka3aB B3a€MO3B'SI30K MK piBHEM 6ioMapKepy Ta CTyIIeHEM pU3MKy paHHbOi cmepTi Big TEJIA, a TakoX IaHUMU
06 €KTMBHOTO OGCTEXKEHHS. 3a IAHUMMU JIAGOPATOPHUX OCIII/HKEHDb XBOPI MiArpynu 3 Buium pisaem CPIT ta HJIC

MaJI1 IOCTOBIPHO BUIi PiBHI iHIINX ITOKa3HUKIB 3anasneHHs. [Ipu ananisi ganux EXOKI B Tux e migrpynax



BcTaHoBJIeHO: B niarpyni CPIT nocrosipHo Hiskay @B JIII Ta TeHaeHLio 10 36inbmeHHs po3mipy I11; B nigrpymni
HJIC - Tenpenuio 1o 36inbLuieHHs cepesHboro TUCKY B JIA Ta 3HwkeHHs: OB JIII. Bysio BCTaHOBJIEHO JOCTOBipHE
nigsumeHHs piHa HIIC y noMmepux, o NiATBEPAUIIOCh B KopenduiiHoMy anaiisi. [Iposegenuit ROC anari3
BU3HAYMB IPaHUYHUI piBeHb HJIC, OB 13aHUIT 3 HECTIPUATIMBUAM MPOTHO30M B XBOpux Ha TEJIA, IKUil CTaHOBUB
>6,75, 3 uyTnuBicTio Mogeri 40%, cnenudivnicTio — 87,7% HactynHuM etarnom 6yJio poBeieHHS IIPOCIEKTHBHOTO
aHasizy, B KU yBiimo 167 xsopux. [1py nopisni 3a aHanisyeMUM NMOKa3HUKOM Oy oTpuMaHi rpynu: CPIT - 154
XBOpHUX, 171-6 — 89 xBopux Ta rpyna HJIC - 167 xBopux, Ko>kKHa 3 SIKMX OyJia nofisieHa 3a MeaiaHoro: gy CPI1=26,9
mr/a, In-6=17,4 nr /man ta s HJIC=3,42. AHasni3 XBOpUX BUCOKOTO Ta HEBUCOKOTO PU3UKY 10Ka3aB JOCTOBIPHO
Bumii piBHi CPII, I11-6, HJIC B reMoiHaMiqyHO HECTAbIbHMUX XBOPUX B IMOPIiBHSIHHI 3i CTa6iIbHUMMU. 3a JAaHUMU
00'€KTMBHOI0 OOCTEXXEHHS BCTAHOBJIEHO CTaTUCTUYHO 3Hauyule 3HWKeHHs SpO2, CAT ta npuckopenss UCC B
rpymnax 3 HiBUIIEHUM PiBHEM 3aNajibHUX 6ioMapkepiB. OLiHKa J1ab0paTOPHUX JAHMX MTOKa3ala 3Hauylle
MiJBUILEHHS iHIIKMX [TOKA3HUKIB 3anasieHHs B nigrpymnax CPII, [n-6 ta HJIC Buine meniany, a TakOX PiBHSI TPOIIOHIHY
I Ta [I-gumepy. B Tux >xe nigrpynax orpumasi ripii nokazuuku EXOKT ta MCKT anriorpadii JIA, mo Bino6pakaroTb
CTaH NpaBuXx Biaginis cepus. 3a nanumu ROC-aHanidy Bu3HayeHo MexoBi piBHi CPI1>15,4 mr /7, 1JI-6>14,54 ir /man
ta HJIC>2,14, acouinoBaHi 3 AUJMTALi€I0 [IPABOrO MIJIYHOUKA. AHAJII3 JIETAJIbHOCTI [10Ka3aB CTaTUCTUYHO 3HAYVMe
HiABUILEHHS PiBHS BCiX JOCIIKyeEMUX 6ioMapKepiB B TPYIli IOMEPJINX XBOPUX, a TAKOXK ITiT[BUIIEHHS PiBHS
JIETAJIbHOCTI B 3aJIESKHOCTI Bif] piBHS JOCIIIP)KyEMOrO MMOKa3HUKA. 3 Pe3yJIbTaTaMU YHi- Ta MYJIbTUBAPiaHTHOTO
JloricTUYHOro perpeciiiHoro ananidy pisens CPII, HJIC ta @B JIIII Bu3HaueHi sIK He3aJIeXKHi IpeIuKTOpU
rocmitaspHoi ietanpHOCTi. [IpoBegennit ROC aHasi3 BCTaHOBUB KPUTHUYHI 3HaY€HHS BCTAaHOBJIEHUX (akTopis: CPI]
> 27,28 mr/n, HJIC>4,4, ta 3HrxenHs OB JIII <48%, ix uyTnusicTs Ta cnieuudivHicTs. Ha mifcrasi naHux
perpeciiiHoro aHanisy 6ysa po3pobseHa popmya iHIUBiAyaIbHOTO PU3UKY TOCIITaIbHOI JI€TaIbHOCTI:
Y=exp(0,297+0,123xHJIC+0,013xCPI1-0,07x®BJILL) /(1+exp(0,297+0,123xHJIC+0,013xCPII-0,07xDBJIIL)), ne Y -
HIMOBIPHICTb JIeTaIbHOTO HACJIiIKy. BIiiuB 3anaspHUX 6ioMapKepiB y BiifajieHoOMy Iepiofii IPOBOUBCS yepes 12
Mics1iB. BuB4aBcs 38’130K BUXiIHOTO PiBHS NOCIiIP)KYBaHOTO MTOKA3HMKA i3 CTPYKTYPHUMH 3MiHaMU NPaBUX BifIisliB
Cepld Ta JIETAJILHICTIO. IO PiYHOrO CIIOCTEPEKEHHS YBIMIIO 69 XBOPUX, SIKi TAKOXK OYyJIM ITOAiJIEH] HA TPYIIU
BiZINIOBiHO [10 aHAsi3yeMoro 6iomapkepa Ta Hajaji - o MejliaHi rocTporo nepioay. AHaji3 OTPMMaHUX JaHUX
3aCBiIYMB, WO B rpymi nanieHTis i3 piBHeM CPII Ta HJIC HMKYe MeniaHu criocTepirajaach CTaTUCTUYHO 3HAYYIIA
[TIO3UTHBHA JMHaMiKa rmoka3HukiB EXOKI, Togi K y rpyIli 3 nigBuIeHUM piBHEM JAHOTO [TIOKa3HUKA 3HAYYILO1
nuHamiku 3agikcoBaHO He 6yI10. Lle CBiunTh PO BiICYTHICTh CYTTEBOI MO3UTUBHOI AMHAMIKMA PO3MipiB IIpaBUX
BifmisiB cepiis B rpynax 3 mifBuuieHMM piBHeM 3ananbHux 6iomapkepis CPIT ta HJIC. B rpymi ouinku 11-6
IOCTOBIpHUX BiTMiHHOCTE! BUSBJIEHO He OyJ10. [IpoBeieHuit perpeciiiHuil aHaslis [10Ka3aB He3aJ1e>KHU BILJIUB
nigsumeHoro piBHg CPII Ha puHamMiky po3mipy I Ta craTuCTMYHO 3HAvylly acoujianito mix piBHem HJIC Ta
po3mipom III1 B yHiBapiaHTHOMY aHai3i. Takox NpogeMoHCcTpoBaHa TeHeHuis 1o BBy CPIT ta HJIC Ha
nrHamiky I1I. AHai3 TOMepaNX NPOTIrOM POKY Malli€HTIB HE BUSBUB BIUIUBY JOCIiIPKYBAaHUX 3aMaJbHUX
6iomapkepiB Ha 1OBrocTpokoBuii nporHo3 TEJIA. B anani3 e(peKTUBHOCTI paHOJIa3uHa B JIiKyBaHHI XBOPUX Ha FOCTPY
TEJIA 6yn0 BKmoyeHo 70 nauieHTiB. 3 HUx 29 0AAaTKOBO 0 CTaHAAPTHOI Teparlii OTpUMyBald PaHOJAa3uH, 41 -
JjiIe CTaHAApTHY Teparrito. [TopiBHaHHSA noka3HukiB EXOKI' nokazano goctosipHe 3meHmeHnHs po3mipy I1I1, iOT1I1,
3HKeHHs piBHs PceplIA ta CTJIA. [Ins1 ouiHKY e(eKTUBHOCTI paHOJIa3lHA 0yJ10 IPOaHali30BaHO Pi3HULIIO
nokasHukiB EXOKT B nepmuii fesHsb Ta Ha 8-10. B pe3ysbTati OTpMMaHO AOCTOBIpHE 6ibIll BUP)KEHE 3HUKEHHS

CTJIA B rpymni paHoJia3iHa B IOPIBHAHHI 3 IPYIIOI0 CTaHIAPTHOI TepaIlii.

2. This dissertation investigates the influence of inflammatory biomarkers (CRP, IL-6, NLR) on the severity of
clinical manifestations and prognosis of acute pulmonary embolism (PE), as well as evaluating the feasibility of
including ranolazine in the treatment regimen for PE patients (pts), to optimize risk stratification and introduce
novel therapeutic approaches. At the first stage of the study, a retrospective analysis of 635 medical records of
hospitalized pts diagnosed with acute PE was performed. Per inclusion criteria, 103 pts were assigned to the CRP
group and 291 pts to the NLR group; these groups were further divided according to the median values: CRP = 26
mg/L and NLR = 3.4. Subgroup analysis demonstrated a relationship between biomarker levels and early PE-
related mortality. Laboratory data showed that pts in subgroups with higher CRP and NLR levels had significantly



higher concentrations of other inflammatory markers. Echo assessment revealed significantly lower LVEF and a
tendency toward RV enlargement in the high-CRP subgroup, while in the high-NLR subgroup a tendency toward
increased mean pulmonary artery pressure and reduced LVEF was observed. A significantly higher NLR level was
identified in deceased pts, which was confirmed by correlation analysis. ROC analysis determined an NLR cutoff
value associated with unfavorable prognosis in pts with PE of >6.75, with a sensitivity of 40% and specificity of
87.7%. The next stage comprised a prospective analysis including 167 pts. According to analyzed biomarkers,
groups were formed: CRP (154 pts), IL-6 (89 pts), and NLR (167 pts), each divided by the median values: CRP = 26.9
mg/L, IL-6 = 17.4 pg/mL, and NLR = 3.42. Analysis of high- and low-risk pts demonstrated significantly higher
levels of CRP, IL-6, and NLR in hemodynamically unstable pts compared with stable ones. Clinical examination
revealed a decrease in SpOo and systolic arterial pressure, as well as an increase in heart rate in groups with
elevated inflammatory biomarkers. Laboratory data showed increased inflammatory markers, as well as troponin I
and D-dimer levels, in subgroups with CRP, IL-6, and NLR values above the median. The same subgroups
demonstrated worse echo and CT pulmonary angiography parameters reflecting right heart dysfunction. ROC
analysis identified threshold values associated with RV dilation: CRP >15.4 mg/L, IL-6 > 14.54 pg/mL, and NLR >
2.14. Mortality analysis revealed a statistically significant increase in all studied biomarkers in deceased pts, as well
as an increase in mortality depending on biomarker levels. According to uni- and multivariate logistic regression
analyses, CRP, NLR, and LVEF were identified as independent predictors of in-hospital mortality. ROC analysis
established critical values for these predictors: CRP >27.28 mg/L, NLR > 4.4, and LVEF < 48%, along with their
sensitivity and specificity. Based on regression analysis, an individual risk formula for in-hospital mortality was
developed: Y = exp(0.297 + 0.123 x NLR + 0.013 x CRP - 0.07 x LVEF) /(1 + exp(0.297 + 0.123 x NLR + 0.013 x CRP -
0.07 x LVEF)), where Y represents the probability of a fatal outcome. The impact of inflammatory biomarkers in the
long-term period was assessed at 12 months. The relationship between baseline biomarker levels and structural
changes of the right heart chambers and mortality was evaluated. 69 pts were included in the one-year follow-up
and were divided into groups according to the analyzed biomarker and the median value of the acute period. The
analysis showed that pts with CRP and NLR levels below the median demonstrated a positive dynamic of echo
parameters, whereas no significant improvement was observed in pts with elevated biomarker levels. This
indicates the absence of substantial positive remodeling of the right heart chambers in pts with increased CRP and
NLR levels. No significant differences were observed in the IL-6 group. Regression analysis demonstrated an
independent effect of elevated CRP levels on changes in RA size and a significant association between NLR levels
and RA size in univariate analysis. A tendency toward an effect of CRP and NLR on RV dynamics was also observed.
Analysis of pts who died within one year did not affect long-term PE prognosis. The analysis of ranolazine efficacy
in the treatment of acute PE included 70 pts. Of these, 29 pts received ranolazine in addition to standard therapy,
while 41 pts received standard therapy alone. Echo comparison demonstrated a significant reduction in RA size,
indexed RA area, and a decrease in mean pulmonary artery pressure and sPAP. To assess ranolazine efficacy,
changes in echo parameters between day 1 and days 8-10 were analyzed. A significantly more pronounced
reduction in SPAP was observed in the ranolazine group compared with the standard therapy group.
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KBasidikamnis: . men. u., npos.u.c., 14.01.11
ImenTudikarop ORCID ID: 0000-0002-1776-800

JoparkoBa iHdpopmamist:



IIoBHe HaﬁMeHyBaHHﬂ IOpPI,uH‘{HOi 0COOM: Jep>xaBHa ycTaHoBa “HalioHanbHUI HAyKOBUM LIEHTP
“InctutyT Kapgiosorii, KIiHiYHOI Ta pereHepaTUBHOI MeIULIMHY iMeHi akagemika M.JI. Ctpaskecka HanionanbHoi

aKajzieMii MeIMYHUX HayK YKpaiHn’

Kopg 3a €IPIIOY: 44884985

Micue3HaxoaKeHHS: By Cearocnasa Xopo6poro, Kuis, 03151, Vkpaina
dopma By1acHoCTI:

Cdepa ynpaBiHHS: HaujoHasnbHa akaziemis MEOUYHNX HAyK YKpaiHK

InenTudikarop ROR: He zacrocosyerscs

PeuenseHTu

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. 3natkina Bipa BiagucnasiBHa

2. Vira Zlatkina

KBasigikanis: 1. men. u., npodecop, 14.01.02

InenTudikarop ORCID ID: 0000-0002-7153-4064

JoparkoBa iHdpopmamnist:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOHM: XapKiBChbKuil HALOHAJIBHMI YHiBepcuTeT imeHi B. H. Kapasina
Kopg 3a €IPIIOY: 02071205

MiCI.IGSHaXO,I[)KeHHH: MamgaH CBo6ou, XapkiB, XapkiBcbkuil p-H., 61022, Ykpaina

dopma BracHOCTI: JlepxasHa

Cdepa praBJIiHHﬂ: MiHicTepcTBO OCBiTH 1 HayKU YKpaiHu

InenTudikarop ROR:

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Bpun3sa Mapig CepriiBHa

2. Mariia Brynza

KBasigikamis: k. men, H., 14.01.11

ImenTudikarop ORCID ID: 0000-0002-8260-3600

JoparkoBa iHdpopmamist:

IloBHE HaliMEeHYBaHHS IOPUAHYHOL 0CO0H: XapKiBChKuil HallioHaMbHUT yHiBEpcUTeT imeni B. H. Kapasina
Kopg 3a €IPIIOY: 02071205

Micue3HaxoaKeHH: maiinan CBo6ou, XapkiB, XapkiBCbKUil p-H., 61022, YkpaiHa

dopma BiracHOCTI: /lepxasHa

Cdepa yIIpaBJIiHHﬂ: MiHicTepCcTBO OCBiTH i HayKU YKpaiHu

InenTudikarop ROR:



VIII. 3akr04Hi BimoMocTi
Biiacue IlpisBuie Im's I1o-6aThKOBI Jianosa Terana IpanisHa

TOJIOBH paju

Biacue IpizBume Im's I1o-6aThKOBI Jlanosa Tersna IpaniBHa

rOJIOBYIOYOTO Ha 3acCifiaHHi

BigmoBimasibHU 32 MiATOTOBKY [llepuenKo AHzpiii OnekcaHapoBUY
00JIIKOBHX JOKYMEHTIB

PeecTpartop IOpuenko TetsiHa AHaToiiBHA

KepiBHuk Bigginy YKpIHTEI, mpo €
BiZITIOBiZaJIbHUM 3a PEECTpalLilo HayKoBOi IOpuenko TeTsHa AHaToiiBHA

OisIJIbHOCTI




