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1. Inceprauifina po60Ta IpUCBsIYeHa BUBYEHHIO PoJli QYHKIIOHaNBbHUX [OPYyIleHb (pakTopa (poH BinnedbpaHpa y
(opMyBaHHi reMOpariyHoro CMHIpPOMY Pi3HOTO CTYII€HSI B N1Alli€HTIB 3 TOCTPOIO MiesloifHolo Jerikemieto (TMJT) y
nepumomy roctpomy nepiogi. Kposoredi nocigaiots ocobamBe Micle cepe yCKIaaHEeHb yepiue BusBaeHoi 'MJI
yepe3 JUHaMiyHuM Ta 6araTodakTOpHUIT XapakTep pOo3BUTKY. 3TimHO 3 janumu gocaigxkeHHs Ho G et. al., 2017,
came KpOBOTeUi € OJIHi€I0 3 OCHOBHUX IIPUYMH PaHHBOI JIETANIbHOCTI Y XBOpuUx 3 'MJI miz yac iHAyKUiitHOTO KypCy
XiMmieTeparmnii 3 yactoToro Bif 12,4 % no 14,1 % (p = 0,044) B pisHuX BiKOBUX rpynax. Bucokuil pusuk po3BUTKy
MaCHBHUX KPOBOTeY Y XBopux 3 'MJI 3yMOBJI€HUII IO€JHAHHSIM BUPAKEHOI TPOMOOLUTOIIEHI], 3HUKEHHSIM

dyHKIi0OHAIBHOI aKTUBHOCTI TPOMOOLIMUTIB Ta MOPYIIEHHSIM KOAryJIsLifHOI JIaHKU reMocTasy. BonHovac 6inbuiicts



TOCJIiIPKE€Hb IPOBOAUIINCS B KJIIHIYHO Ta 610710TYHO HEOJHOPILHUX KOTOPTax 6e3 ypaxyBaHHsI MOP()OJIOTiYHUX
BapianTiB 'MJI a6o ocobsmBoCTel nepebdiry remopariuHoro cuHgpomy. Kpim Toro, posib nokasHukiB ¢pakropa pon
Binnebpanga y popmyBaHHI reMopariyHux yckuagHeHb pu 'MJI 3anuiiaeTscsi HEIOCTaTHBO BUBYEHOIO Ta He OyJia
IpeIMEeTOM LIiJliCHOTO CUCTEMHOTO aHali3y. MeTa HayKOBOTO IOCJIiI)KeHHSI: cTpaTU(iKallisi pU3UKy PO3BUTKY
reMopariyHoro CUHAPOMY Ta OLIiHKA PiBHS BMKMBAHOCTI MAL[i€HTIB 3 TOCTPUM MI€JIOIZHUM JIEMKO30M Y IIEPLIOMY
roCcTpoMYy Nepiofi IISIXOM aHasli3y KilIbKiCHUX 1 SIKiCHUX xapakTepucTuk ¢gakropa ¢oH Binnebpanna. 3 s
IOCSICHEHHS MTOCTaBJIEHOI METU HaMU BUPIiLlyBaJIMCh TakKi 3aBAaHHs: 1) IpoaHasizyBaTy 3arajbHOKIIiHIYHI (BiK, CTaTh,
€emni30/11 KPOBOTOYMBOCTI B @aHAMHe31 XBOPOTo i 10ro poAuyiB) Ta J1ab0paTOPHi MOKa3HUKU Malli€eHTiB (piB€Hb
reMorso6iHy, KiZIbKiCTb TPOMOOLUTIB i JIEHKOLUTIB, JeHKOLUTapHYy HOpMyJly, Miesorpamy, MOKa3HUKY CTaHIAPTHOI
Koarysiorpamu (nporpom6inosuii yac, MHB, AUTY, ¢ibpuHoren), rpyny KpoBi, pesyc-¢gakrop); 2) BUSHAUUTH
KiJIBKiCHI XapakTepucTuku ¢akropa ¢oH Binnedbpanna (VWE:Ag - antures ¢paxropa ¢poH Binnebpanga, FVIII -
akTuBHICTb (pakropa VIII) y nanienTis 3 ynepuie BusineHow I'MJI Ta mpoBeCcTU aHai3 iXHbOrO KOMILIIEKCHOTO
BILJIMBY Ha YaCTOTY BUSIBJIEHHSI T iHTEHCUBHICTb FeMOPariyHOro CUHAPOMY; 3) LOCIiTUTHU 3B’130K SIKICHUX
IIOKa3HMKIB (PYHKIIOHAIBHOI aKTUBHOCTI (pakTopa (PoH BinnebpaHga — puCTOLETUH-KO(AKTOPHOI aKTUBHOCTI
(VWF:RCo) Ta akTuBHOCTI (pakTopa ¢oH Binnedbpanna sizHocHo Ppaxropa VIII (VWE:FVIII) - 3 pu3ankoM pO3BUTKY
KpoBoTedyi B nanienTis 3 'MJI; 4) npoaHasnizyBaTu 3arajbHy BIDKUBaHICTh xBopux Ha 'MJI 3a niepiof; criocTepeskeHHs
Ta BUBHAUWUTY IIPOTHOCTUYHO 3HAUYIi KJIiHIKO-71a00paTOPHI [IOKa3HUKH; 5) PO3POOMTH MaTeMAaTUYHY MOJEJb
OLIiHKM PU3MKYy PO3BUTKY TSDKKUX F€eMOPAridyHUX yCKJIaAHEeHb Y nauieHTis 3 'MJI Ha OCHOBI OTpUMaHUX JAHUX.
OG6’eKT OCiIKEHHS: TeMOPariYHUii CMHIPOM Y MallieHTIiB 3 TOCTPOIO Mi€JIOIIHOIO JIeIKEeMi€I0 B [IEPIIOMY TOCTPOMY
nepiogi. [IpegMeT mocimkeHHs: KOMIIJIEKCHA OI[iHKa SIKiCHUX, KiJIbKiCHUX MMOKa3HUKIB dhakTopa doH BinnebpaHia
Ta KJIiHiKO-J1a60paTOpPHUX NapaMeTpiB y XxBopux Ha 'MJI y nepiioMy rocTpomy nepiofii Npy pisHUX CTYNEHSX
TSPKKOCTI T€EMOPArivHOro CUHAPOMY. 30KpeMa JOCIiIKEHHIO MiIJIAraan: ® 3arajJlbHOKIIIHIYHI XapaKTEPUCTUKU: BiK,
CTaTh, HASIBHICTb €Mi30/1iB KPOBOTOYMBOCTI B aHAMHE31 CaMOro MallieHTa Ta Noro ponyiB; ® TOKa3HUKU
dyHKUioOHaNIBHOTO CcTaHy (pakTopa (poH BinnedbpaHia: KoHLeHTpauis aHTureny (VWE:Ag), pucroleTuH-KodakTopHa
aktuBHicTb 4 (VWF:RCo), akTuBHicTb akropa VIII y 38’13Ky 3 VWF (VWEF:FVIII), a Tako>x 3arajbHa aKTUBHICTb
¢dakropa VIII (FVIII); * moKa3HMUKU 3arajlbHOTO aHaJi3y KPOBi: piBeHb reMOTJI00iHY, KiJIbKiCTb TPOMOOLUTIB i
JIeKOLUTIB, JielikouuTapHa GopMmyJia, Mieslorpama, rpymna Kposi, pe3yc-(akTop; ® NOKa3HUKU KOaryJsiiiiHoro
remocTasy: nporpombiHosuii yac (IT4), mibkHaponHe HopMasizoBaHe BigHomeHHs (MHB), akTMBOBaHU YaCTKOBUI
TpombonactTuHoBui yac (AYTY), pisens ¢pi6bpuHoreny. Y gocuimkeHHi B3sin yyacTs 80 nanieHTiB (38 40I0BiKiB Ta
42 xinkn) Bikom Bin 20 no 90 pokis 3 'MJI y nepuiomy rocrpomy repiofi 3axBopioBanssl. Ha etamni nepBruHHOTO
00CTEeKEHHs, TPOBEJ,EHOr0 3 METOI0 BCTAHOBJIEHHS 1iarHo3y, NallieHTiB 6yJI0 pO3NOJijeHo Ha JBi IpyNu: 3
HasIBHICTIO KJIiHIYHUX MIPOsIBiB KpoBoTeu (rpyna Gl) ta 6e3 o3Hak remopariyHoro cuapomy (rpyna GO). InHamiune
CIIOCTEPEKEHHS 33 XBOPMMU 3[iICHIOBAJIOCA B YMOBAX CTalliOHApy BIIPOJOBXK iHAYKLIMHOI Tepamnii go 40-ro nHa
JIiKyBaHHSI, MOMEHTY CMePTi ab0 BUIIMCKHU 3i CTallioHapy. BUHUKHEHHS reMOoparidYHoro CHHIpoMy B Iiepiofi
CIIOCTEPEsKEeHHS OLiHIOBaJIM 3TifHO 3 MO (iKOBaHOIO LIKaMo BececBiTHLOI opraHizaliii oxoponu 3mopos’s (BOO3)
17151 rpaganii TsokkocTi KpoBoTted (Big GO o G4). KortpospHy rpyiy ctaHoBuiu 30 yMOBHO 3,0POBUX OCi0,

CITiBCTaBHMX 34 BiKOM i CTATTIO.

2. The dissertation is devoted to studying the role of functional disorders of von Willebrand factor in the formation
of hemorrhagic syndrome of varying degrees in patients with acute myeloid leukemia (AML) in the first acute
period. Bleeding occupies a special place among the complications of newly diagnosed AML due to its dynamic and
multifactorial nature. According to a study by Ho G et al., 2017, bleeding is one of the main causes of early mortality
in patients with AML during the induction course of chemotherapy, with a frequency of 12.4% to 14.1% (p = 0.044)
in different age groups. The high risk of massive bleeding in patients with AML is due to a combination of severe
thrombocytopenia, decreased platelet function, and impaired coagulation. At the same time, most studies were
conducted in clinically and biologically heterogeneous cohorts without taking into account morphological variants
of AML or the characteristics of the course of hemorrhagic syndrome. In addition, the role of von Willebrand factor
indicators in the development of hemorrhagic complications in AML remains insufficiently studied and has not
been the subject of a comprehensive systematic analysis. The aim of the scientific study: to stratify the risk of



developing hemorrhagic syndrome and to assess the survival rate of patients with acute myeloid leukemia in the
first acute period by analyzing the quantitative and qualitative characteristics of von Willebrand factor. To achieve
this goal, we set out to accomplish the following tasks: 8 1) to analyze general clinical (age, gender, episodes of
bleeding in the patient's medical history and that of his relatives) and laboratory data of patients (hemoglobin level,
platelet and leukocyte count, white blood cell count, myelogram, standard coagulogram indicators (prothrombin
time, INR, APTT, fibrinogen), blood type, Rh factor); 2) to determine the quantitative characteristics of von
Willebrand factor (VWF:Ag - von Willebrand factor antigen, FVIII - factor VIII activity) in patients with newly
diagnosed HML and analyze their combined effect on the frequency of detection and intensity of hemorrhagic
syndrome; 3) to investigate the relationship between qualitative indicators of von Willebrand factor functional
activity - ristocetin cofactor activity (vWF:RCo) and von Willebrand factor activity relative to factor VIII (VWE:FVIII)
- and the risk of bleeding in patients with HLA; 4) to analyze the overall survival of patients with AML during the
observation period and to determine prognostically significant clinical and laboratory indicators; 5) to develop a
mathematical model for assessing the risk of developing severe hemorrhagic complications in patients with AML
based on the data obtained. Object of study: hemorrhagic syndrome in patients with acute myeloid leukemia in the
first acute period. Subject of the study: comprehensive assessment of qualitative and quantitative indicators of von
Willebrand factor and clinical and laboratory parameters in patients with AML in the first acute period with
varying degrees of severity of hemorrhagic syndrome. In particular, the study examined: * general clinical
characteristics: age, gender, history of bleeding episodes in the patient and their relatives; ¢ indicators of the
functional state of von Willebrand factor: antigen concentration (vWF:Ag), ristocetin cofactor activity (vWF:RCo),
factor VIII activity in relation to vWF (VWEF:FVIII), as well as total factor VIII activity (FVIII); 9 « complete blood
count: hemoglobin level, platelet and leukocyte count, leukocyte formula, myelogram, blood type, Rh factor; ¢
coagulation hemostasis indicators: prothrombin time (PT), international normalized ratio (INR), activated partial
thromboplastin time (APTT), fibrinogen level. The study involved 80 patients (38 men and 42 women) aged 20 to 90
years with AML in the first acute phase of the disease. At the initial examination stage, conducted to establish the
diagnosis, patients were divided into two groups: those with clinical manifestations of bleeding (group G1) and
those without signs of hemorrhagic syndrome (group G0). Dynamic observation of patients was carried out in a
hospital setting during the induction therapy period until the 40th day of treatment, death, or discharge from the
hospital. The occurrence of hemorrhagic syndrome during the observation period was assessed according to the
modified World Health Organization (WHO) scale for grading the severity of bleeding (from GO to G4). The control
group consisted of 30 relatively healthy individuals matched for age and gender. The quantitative and qualitative
characteristics of von Willebrand factor in patients were assessed prior to the start of induction chemotherapy in
combination with a comprehensive analysis of general clinical data, including age, gender, and history of bleeding
episodes in the patient and their relatives.
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I1. JI. Hlynnka

Kopg 3a €IPIIOY: 01896702
Micue3HaxoaKeHHS: ByJI. Jloporoxuubka, Kuis, 04112, YkpaiHa
dopma BracHOCTI: JlepxaBHa

Cdepa ynpaBitiHHS: MiHiCcTepPCTBO OXOPOHU 3/10POB ' YKpaiHu



InenTudikarop ROR:

VIII. 3ak1104YHi BiZOMOCTI

BaacHe Ilpi3Bume Im's ITo-6aTbKOBI Kyuep Osnena BonopumupisHa
rOJIOBH pajgu

BnacHe IlpizBume Im's I10o-6aTbKOBI Kyuep Onena BononumupisHa
TOJIOBYIOYOTO Ha 3acCiiaHHi

BignmoBizansHMIL 32 HiATOTOBKY Ceprorina Haranig OnekciiBHa
00JIiIKOBHX JOKYMEHTIB

Peec1'paTop [Opuenko TersHa AHaTosiiBHA

KepiBHuk Bigainy YKpIHTEI, mpo €
BiZIIOBiZaJIbHUM 32 peecTpallilo HayKOBOi IOpuenko TeTsHa AHaTosiiBHA

OisSIIBHOCTI




