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Pedepar:

1. TIporpama HaIoro HOCiIKEHHS BKII0Yaia KOMILJIEKCHUI aHai3 100 miTeil 0CHOBHOI Ipyny, sIKi IepedyBaju Ha
cTanjoHapHOMY JlikyBaHHi Ha 6a3i KHII «BiHHMIpKa 061acHa AUTSIYA KIliHIYHA JikapHS BiHHUIBKOI 06J1acHOI pann»
npotsrom 2022-2023 pp., BikoM Bix 1 micsiis mo 18 pokiB, i3 reprieTUMHUMY iHPEKIiSIMU Ta IOPYLIEHHSIMUA CUCTEMU
remMocCTasy, a Takox 40 MPaKTUYHO 3[0POBUX HiTeH, SIKi CKJIAJIM KOHTPOJIbHY TpyIly. [TpoBeieHHS JOCiIKEeHHS
3[1iICHIOBAJIOCS 32 YMOBU IIONIEPENHBOTO OTPUMAHHA iH(OPMOBAHOI 3rofu 6aTbKiB/OMiKYHIB, 10 BifI0BiaN0
BumoraMm Konsentiii OOH mpo npaBa auTuHU, IpUHIUIIAM 6i0eTUKY Ta HopMaM ['enbCiHChKOI mekapanii. Ycim
nanjeHTaM IIPOBEEHO 3arajbHOKJIiHiUHEe 00CTE>XKEeHHS1, BU3HAUEHHSI ITOKa3HUKIB aKTMBHOCTI 3allajlbHOTO IIPOLIECYy,
30Kkpema C-peakTUBHOTIO IIPOTEIHY, IPOKAJIbLUATOHIHY, iHTEepJIeNKiHiB-1 Ta -6, OLiHKY IIOKa3HUKIB CUCTEMU
reMocTasy (KoaryJjorpama), BUsHaueHHs BMicTy eHfoTesiny-1Tta VEGF y cupoBarii KpoBi, aHasiz TpoMOOLUTapHUX

iHZeKciB, a TakoXX BU3HaYeHHs noaimopdizmy rena JAK2 V617F metomom nosrimepasHoi JaHIorosoi peakuii. [luzaiin



IOCJIiZIPKEHHS nepef6a4aB IPOCIEKTUBHE CIIOCTEPESKEHHS 3 OAJIbIIMM IIPOBEAEHHSIM KOPeJISILiHO-
PEerpeciiHOro aHasidy OTpUMaHUX pe3ysbTaTiB. HaykoBa HOBU3HA. HAMU IOTIOBHEHI Cy4YacCHi ySBJIEHHS IIOJ0
BILJIMBY IepIIeTUYHOI iHQeKLii Ha CUCTeMY FéMOCTa3y 3 ypaxyBaHHSIM OKpEMUX MapKepiB iHPEeKILiHO 3aajbHOro
IIPOLIECY, & CamMe: BUSHAYEHO 3MiHM PiBHIO €HIOTENiHY-1 B CUPOBATLi KPOBi y JiT€H i3 IOPYIIEHHAM reMOCTa3y,
iHIYKOBaHMMHU Tr€pIEeTUYHOIO iH(EKLIEI, Ta BUSBJIEHO HOT0 3MiHM 3aJI€KHO BiJl TSDKKOCTI 3aXBOPIOBAHHS. Yiepuie
IIPOBENIEHO CIIiBCTABJIEHHS [IOKAa3HMKIB aKTMBHOCTI 3al1aJIbHOTO MIPOLECY i3 piBHEM €HIOTeNiHy-1y nmiTen i3
[IOPYIIEHHSIM reMOCTa3y, iHAyKOBaHMMU repIeTUYHOIO iH(eKIielo, Ta BCTAHOBJIEHO, 10 npu 3pocTtanHi CPI1, 1JI-1
ta 1JI-6 BiporigHo (p=0,002-0,028) 3pocTae i piBeHb eHI0TeNiHY-1, 0 IPU3BOLUTD 10 GibII TSKKUAX MOPYILEHD Y
cucremi remocrasy (rxy=0,306, rxy=0,412, rxy=0,371). Yriepiie Bu3HayeHO 3MiHU TPOMOOLIMTAPHUX iHJIEKCIB y TiTei
i3 MOpyIEeHHSIMU TeMOCTa3y, iHyKOBAaHUMU repIeTUYHOI0 iH(pEKIIi€l0, 3a/IEXKHO Bifl TUITY IOPYLIEHD Ta iX TSKKOCTI,
a TaKO>X 32JIE5KHO BiJl TOKA3HUKIB aKTUBHOCTI 3al1a/IbHOTO IIPOLIECY, iHIINX [TOKA3HUKIB F€MOCTa3y Ta PiBHS
eH7oTeiHy-1. Yiepiie npoBeeHni aHai3 B3a€MO3B 513Ky MiXK TPOMOOLIUTaPHUMMU iHIEKCAaMU Ta PiBHEM
eHJIoTesliHy-1 BCTAaHOBYB HasIBHICTb ITO3UTHBHOTO B3a€EMO3B 13Ky MK piBHEM eHpioTesiHy-1 Ta nokazHukamu PCT
(rxy=0,186 (p=0,021)) Ta P-LCR (rxy=0,186 (p=0,021)), a TaK0o>X HEraTUBHOT'O B3a€MO3B’SI3Ky MIXX piBHEM €HJIOTeiHY-1
ta MPV (rxy=-0,206 (p=0,034)) Ta PDW (rxy=-0,109 (p=0,012)). Ynepie npoBefeHUM OOCTiIKEHHSIM BCTAaHOBJIEHO,
0 y IiTel i3 MopyleHHs MU [eMOCTa3y, iHIyKOBaHMMH IepIIeTUYHOI0 iH(eKIIi€lo, BUABIEHO NoliMopdi3m reHa
JAK2V617F, mo Bigznayasnocs y (93,33+2,51) % nauieHTiB i3 TPOMOOLMTO30M Ta B MEHIIi KiJIbKOCTi y AiTel 3 iHMUMHI
HopylIeHHSIMU remoctasy (9,76 + 2,48 % y miteii i3 TpombonuToneHismu ta 55,17+3,41 % - i3 BackystiTamu). Takox
BiZj3Ha4YeHO, 110 PiBHI IpO3anaabHUX OUTOKIHIB 6ynu B 1,57-2,44 pa3a BUIuMy, piBeHb eHpoTesiHy B 1,35 pasa
BUIIUM, TPOMOOLUTAPHI iHAekcu Takox B 1,62-1,98 pasa pisHuIMCH y IiTel i3 HasiBHOIO myTalieto reHa JAK2 V617F
IIOPIBHSIHO i3 IiTbMU, SIKi AaHOTO nosimMmopdizmy He Manu. [TpakTU4HA LiHHICTb. ONITUMI30BaHO MifXif, 0
IiarHOCTUKU MOPYIIEHHS T€MOCTa3y Yy AiTel Pi3HOro BiKy 3a PaXyHOK BUKOPUCTAHHS CYYaCHUX MapaKJIiHIYHMX
MapKepiB Ta Ha MifCTaBi pe3yJbTaTiB NpoBeneHoro ROC-aHanisdy. Tak BU3Ha4€HO, 1110 BMIiCT €HIOTENiHY-1y
CHPOBATLi KPOBI JliTeil i3 NOpyLIEHHSIMU reMOCTa3y, iHAyKOBaHMMU repleTUYHUMU iHdeKIisiMu 6yB (pakToOpoM
PUBUKY PO3BUTKY TsKKOI TpombonuToneHii (OR 1,852, 95 % I 1,59 -2,847), rpombouuTtosy (OR 3,005, 95 % [I1
1,231-5,730) Ta Backyzity (OR 4,285, 95 % I 3,463-7,057). Yiiepuie 6yJ0 DOCTiIKEHO TPOMOOLIUTAPHI iHIeKCH Y
IiTel i3 MopyleHHsIMU FeMOCTa3y, iHIyKOBaHUMU TeplieTUYHUMU iH(EKLiIMU, Ta BCTAHOBJIEHO, 1110 BOHU €
(daxTOpamMu pU3UKy PO3BUTKY TSIKKOro nepediry. Cepel, TPOMOOLUTAPHUX iHAEKCIB MapKepaMU TSDKKOTO Iiepeoiry
HOpYylIeHb TeMOCTa3y, iHAYKOBAHUX IepleTUYHOI0 iHpeKIieto, 6yau nokasHuku MPV menme 5,79 fl y niteii i3
TpomboruTOoneHie Ta Backysuitom (OR3,246, 95 % [11 2,073-7,487) Ta (OR 1,974, 95 % [I 1,086-3,581 BinmoBinHO) Ta
6inbie 5,8 fl y giteit i3 Tpombo1TO30M (OR 2,450, 95 % 1 1,867-4,575), a TakoX 3pocTaHHs nokazHuka PCT Buiie
0,55 % BinmoBigHO 1714 nanieHTiB i3 TpombonuToneHismMu (OR1,495,95 % I 1,294-2,491), rpom6o1inTo3oM (OR2,348,
95 % [11,786-7,283) ta Backymitamu (OR1,596, 95 % 11 1,072-3,103). Vniepiue Hamum LOCIIiI>KEHHSIM BCTAHOBJIEHO,
11O [IiTH, SKi Mayii IOPYLIEHHS FeMOCTa3y, iHIyKOBaHi replieTHYHUMU iHeKLisiMu, Ta noaiMopdism reHa JAK2
V617F 6y7nu y rpyni pu3uKy 1010 PO3BUTKY YCKJIaIHEHOTO Iepebiry 3axsopioBanb (OR6,042, 95 % M1 2,009-11,733).
CBoevacHe BUSIBJIEHHSI JaHUX (PAKTOPIB 1a€ MOXKIIMBICTb BYACHO NPOBECTH NPOQINAKTUKY YCKIAIHEHD, TOB'I3aHUX

i3 MOPYyIIEHHSIMYU TeMOCTa3y, iIHIYKOBAaHUMU repreTUYHUMU iHDeKIiIMu.

2. The study programme included a comprehensive analysis of 100 children aged 1 month to 18 years, hospitalized
at the municipal non-profit enterprise “Vinnytsia Regional Children’s Clinical Hospital” during 2022-2023, with
herpetic infections and hemostatic disorders, as well as 40 practically healthy children. The study was conducted
following prior informed consent from parents /guardians, in compliance with the UN Convention on the Rights of
the Child, bioethical principles, and the Declaration of Helsinki. All patients underwent general clinical
examination, determination of C-reactive protein, procalcitonin, interleukin-1 (IL-1), interleukin-6 (IL-6),
coagulation parameters, fibrinogen, D-dimer, serum endothelin-1, and VEGF; platelet indeces; and determination
of the JAK2 V617F polymorphism by PCR. The study design included prospective observation and
correlation-regression analysis of the obtained data. Scientific Novelty. We have supplemented current
understanding of the effect of herpes infection on the haemostasis system, taking into account specific markers of
the infectious inflammatory process, namely, we have determined changes in the level of endothelin-1in the blood



serum of children with haemostasis disorders induced by herpes infection and identified its changes depending on
the severity of the disease. For the first time, a comparison of the activity indicators of the inflammatory process
with the level of endothelin-1in children with hemostasis disorders induced by herpetic infection was carried out,
and it was found that with an increase in CRP, IL-1 and IL-6, the level of endothelin-1 also increases significantly
(p=0.002-0.028), which leads to more severe disorders in the hemostasis system (rxy=0.306, rxy=0.412, rxy=0.371).
For the first time, changes in platelet indices in children with hemostasis disorders induced by herpetic infection
were determined, depending on the type of disorders and their severity, as well as depending on the activity
indicators of the inflammatory process, other indicators of hemostasis and the level of endothelin-1. The first
analysis of the relationship between platelet indices and endothelin-1levels found a positive relationship between
endothelin-1levels and PCT (rxy=0.186 (p=0.021)) and P-LCR (rxy=0.186 (p=0.021)), as well as a negative relationship
between endothelin-1levels and MPV (rxy=-0.206 (p=0.034)) and PDW (rxy=-0.109 (p=0.012)). The first study found
that in children with hemostasis disorders induced by herpes infection, the JAK2V617F gene polymorphism was
detected, which was noted in (93.33+2.51) % of patients with thrombocytosis and in a smaller number in children
with other hemostasis disorders (9.76+2.48 % in children with thrombocytopenia and 55.17+3.41 % - with
vasculitis). It was also noted that the levels of pro-inflammatory cytokines were 1.57-2.44 times higher, the level of
endothelin was 1.35 times higher, and platelet indices were also 1.62-1.98 times different in children with the
existing JAK2V617F gene mutation compared to children who did not have this polymorphism. Practical
Significance. The approach to diagnosing haemostasis disorders in children of different ages has been optimised
through the use of modern paraclinical markers and based on the results of ROC analysis. It was determined that
the content of endothelin-1in the blood serum of children with haemostasis disorders induced by herpes
infections was a risk factor for the development of severe thrombocytopenia (OR 1.852, 95% CI 1.59-2.847),
thrombocytosis (OR 3.005, 95% CI 1.231-5.730) and vasculitis (OR 4.285, 95% CI 3.463-7.057). Platelet indices were
studied for the first time in children with hemostasis disorders induced by herpetic infections and found to be risk
factors for the development of severe courses. Among platelet indices, markers of severe hemostasis disorders
induced by herpes infection were MPV values less than 5.79 fl in children with thrombocytopenia and vasculitis
(OR3.246. 95 % CI 2.073-7.487 and OR 1.974, 95 % CI 1.086-3.581, respectively) and more than 5.8 {l in children with
thrombocytosis (OR 2.450, 95 % CI 1.867-4.575), as well as an increase in PCT above 0.55 %, respectively, for
patients with thrombocytopenia (OR1.495, 95 % CI 1.294-2.491), thrombocytosis (OR2.348, 95 % CI 1.786-7.283) and
vasculitis (OR1.596, 95 % CI 1.072-3.103). For the first time, our study found that children who had hemostasis
disorders induced by herpetic infections and the JAK2 V617F gene polymorphism were at risk for developing a
complicated course of the disease (OR 6.042, 95 % 2.009-11.733). Early detection of these factors makes it possible
to timely prevent complications associated with hemostasis disorders induced by herpetic infections.
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IloBHE HaliMeHYBaHHS IOPUAHYHOL 0COOH: TepHOMiNbChKUI1 HAIIOHATLHUI MEIUYHUT yHIBEPCUTET iMeHi

I. 4. TopbayeBchkOro MiHicTepcTBa OXOPOHU 37IOPOB'st YKpaiHu

Kog, 3a €IPIIOY: 02010830



Micue3Haxoa>KeHHs: Maiinan Bosi, TepHorisb, TepHominbebkuil p-H., 46001, Vkpaina
dopma BracHOCTI: JlepxaBHa
Cdepa ynpaBitiHHS: MiHiCTepPCTBO OXOPOHH 3710POB ' YKpaiHu

InenTudikarop ROR:

PeuenseHTu

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Hesropa IpuHa IBaHiBHa

2. Iryna I. Nezgoda

KBasigikamis: n.men.n., npodecop, 14.01.13
InenTudikarop ORCID ID: He 3acrocosyerbes
JoparkoBa iHdpopmamnist:

IToBHE HafIMCHYBaHHH Iopn,zmqﬂoi OCOOM: BiHHUIbKUIT HAI[IOHAIbHUIT MEIUYHUIT yHiBepcuTeT iMeHi M. I.
[Tuporosa

Kopg 3a €IPIIOY: 02010669

MiCI.ICBHaXO,T.[)KeHHﬂ: ByJ1. [luporosa, Binuuig, Binuuubkui p-H., 21018, Ykpaina
dopma ByacHOCTI: [lepxasna

Cdepa ynpaBriHHS: MiHicTepCTBO OXOPOHH 3/10POB's YKpaiHu

InenTudikarop ROR:

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. ®ypmaH BaneHnTtuHa I'puropisHa

2. Furman Valentina

KBasigikanis: k. men, 1., gor,, 14.01.10

InenTudikarop ORCID ID: He 3acrocosyerbces

JoparkoBa iHpopmauist: ;https://www.scopus.com/authid/detail.uri?authorIld=57409716000

IToBHE HaﬁMeHYBaHHH Iopl/l,ILI/I'-IHOi OCOOM: BiHHMIbKUIT HAI[IOHAIbHUIT MEIUYHUIT yHiBepcuTeT iMeHi M. L.

[Tuporosa

Koz, 3a € IPITIOY: 02010669

Micuesnaxo,szeﬂna: ByJ1. [luporosa, Binuung, Binuuubkui p-H., 21018, Ykpaina
dopma ByacHOCTI: Jlepxasna

Cdepa ynpaBriHHS: MiHicTepPCTBO OXOPOHH 3/10POB's YKpaiHu

InenTudikarop ROR:

VIII. 3aKkJIr04Hi BiZoMOCTi



BaacHe IlpizBume Im's I10-6aTbKOBI Toxapuyk Hazist [BaniBHa

TOJIOBH paju

Biacue IpizBume Im's I10-6aTbKOBI Toxapuyk Hazist [BaniBHa

rOJIOBYIOYOrO Ha 3acCimaHHi

BigmoBizasibHUH 32 MiATOTOBKY I'peGeniok [imutpo Iroposny
00JIiIKOBHX JOKYMEHTIB

PeeCTpaTop FOpuenko TetsiHa AHaToJiiBHA

KepiBHuKk Bigginy YKpIHTEI, mpo €
BiJIIOBiZaJIbHUM 3a peE:CTpaI.lilO HayKOBO'l' Opuenko TersiHa AHaToJIiBHA

OisIIBHOCTI




