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ANNOTATION

Kuz O.V.Hemostatic disordersnduced by herpes infection in children.
Quialification scientific work in the form of a manuscript.

Dissertation for the degree of Doctor of Phildsppn the field of knowledge
22iHeal t hcar edo | ni Ptelde ais\fineytsia aNational Madicd
University named after M. I. Pirogova Ministry of &lth of Ukraine, Vinnytsia, 2026

The aim of thestudy was to determine the features of hemostasis system
disorders in children due to herpetic infection, ldas® the assessment of the
pathogenetic role of markers of the infectisaammatory process, the V617f
polymorphism of the JAK2 gene adéterminatiorof the level of endothelii in the
blood serum of the examined children

The dissertation is devotéal solving a scientific and practical problem relevant
for modern pediatrics improving the diagnosis and prediction of the severity of
hemostasis system disorders induced by herpetic infection, based on the determinat
of the level of endothelii, plaelet indices, as well as V617F mutations of the JAK2
gene. Herpetic infections are one of the most common and have an impact on all orge
and systemspn the hemostasis system. The hemostasis system disorders that the
cause are quite diverse and canldegterm and severe. The key is to study the
features of the development of these disorders in children, to study the relationsh
between the clinical form, the activity of the herpetic infection and changes in
laboratory markers (in particular, markefsthe activity of the inflammatory process,
platelet indices, etc.), since the child's body has its own physiological features c
hemostasis, which can affect the course and manifestations of herpetic infectio
Assessment of the manifestations of hensistdisorders depending on the form and
activity of the disease will allow developing a differentiated approach to the diagnosi
and treatment of such conditions. This will allow clinicians to assess in advance th
likelihood of hemostasis disorders in Idnén with herpetic infections and develop
personalized prevention strategies, minimizing thrombotic and hemorrhagic

complications in pediatric patients.
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The study programme included a comprehensive analysi@0otHildren aged
1 month to 18 years, hosplized at the municipal nepr of i t enter pr
Regi onal Chil dr ends ClIl2028; wittaherpetit onfegtions a |
and hemostatic disorderas well as 40 practically healthy children. The study was
conducted following prior informd 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 @eactive protein, procalcitin, interleukinl (IL-1), interleukin6
(IL-6), coagulation parameters, fibrinogendbner, serum endothelib, and VEGF;
platelet inddgs and determination of the JAK2 V617F polymorphism by PCR. The
study design included prospective observation and corrélatigression analysis of
the obtained data.

Scientific novelty: We have supplemented current understanding of the effect
of herpesnfection on the haemostasis system, taking into account specific markers c
the infectious inflammatory process, namely, we have determined changes in the le\
of endothelinl in the blood serum of children with haemostasis disorders induced by
herpes mfection and identified its changes depending on the severity of the diseas:
For the first time, a comparison of the activity indicators of the inflammatory process
with the level of endothelid in children with hemostasis disorders induced by
herpetic nfection was carried out, and it was found that with an increase in CRP, IL
1 and IL-6, the level of endothel also increases significantly (p=0.60228),
which leads to more severe disorsl@r the hemostasis system<0.306, £,=0.412,
y=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
disorders and their severity, as well as depending on the activity indicators of th
inflammatoryprocess, other indicators of hemostasis and the level of endethelin
The first analysis of the relationship between platelet indices and enddtHelmrls
found a positive relationship betweemdethelinl levels and PCT ({=0.186
(p=0.021)) and RCR (ry=0.186 (p#9.021)), as well as a negative relationship
between rdothelinl levels and MPV ((=-0.206 (p=0.034)) and PDW,{#-0.109
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(p=0.012)). The first study found that in children with hemostasis disorders inducec
by herpes infection, the JAK2VBE gene polymorphism was deted, which was
noted i n ¢ fPati8ns Mith.thBonpocytosis and in a smaller number in
children with @ her hemostasi s % i s achildrenrwsth (¢
thrombocyt op 6841%i withnvdscubti).. [tivdsNalso noted that the
levels of preinflammatory cytokines were 1.6Z.44 times higher, the level of
endothelin was 1.35 times higher, apldtelet indices were also 116298 times
different in children with the existing JAK2V617F gene mutation compaoed
children who did not have this polymorphism.

Practical value: the approach to diagnosing haemostasis disorders in childrer
of different ages has been optimised through the use of modern paraclinical marke
and based on the results of ROC analysisvdts determined that the content of
endothelirl in the blood serum of children with haemostasis disorders induced by
herpes infections was a risk factor for the development of severe thrombocsgtopen
(OR 1.852, 95% CI 1.52.847), thrombocytosis (OR 3.0085% CI 1.2315.730
and vasculitis (OR 4.285, 95% CI 3.468057. Platelet indices were studied for the
first time in children with hemostasis disorders induced by herpetic infections an
found to be risk factors for the development of severe coursemdpiatelet indices,
markers of severe hemostasis disorders induced by hefpetson were MPV values
less than 5.79 fl in children with thrombocytopenia and vasculitis (OR39546 CI
2.0737.487 and OR 1.97495% CI11.086 3.581, respectively) and more than 5.8 fl
in children with thrombocytosis (OR 2.4595% CI 1.8674.575), as well as an
increase in PCT above 0.56, respectively, for patients with thrombocytopenia
(OR1.495 95% CI 1.294 2.491), thrombocytosis (OR2.3485% CI 1.786 7.283
and vasculitis (OR1.59®5% CI 1.074 3.103. For the first time, our study fod
that children who had hemostasis disorders induced by herpetic infections and tl
JAK2 V617F gene polymorphism were at risk for developing a complicated course ¢
the disease (OR 6.0425 % 2.0(0i 11.733. Early detection of these factors makes it
possble to timely prevent complications associated with hemostasis disorders induce

by herpetic infections.
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Keywords: children, hemostasis disorders, herpetic infection,
thrombocytopenia, thrombocytosis, vasculitis, JAK2 V617F, platelet indiCes

reactive potein, interleukins.
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ﬁ‘ HEeHT
Bosommup XOJOPOBCHKHM 1
2025:p.

AKT BITPOBAJ/UKEHHS

Hasea enposadycennsn: Brxopucranus TpoMOOLMTaApHUX iHJleKciB y JiTel i3
[OPYIICHHAMHU B CHCTEMI remMocTasy.

Vemanoea-po3podnuk: Binnuibkuil HailoHaabHUHM MCJIMUHMH yHIBEPCHTET iMeHi
M.1. [ luporosa, kadeapa nejiarpii No2.

Aemop: Ky3p Onpra Biraniisua, acnipant kagepu negiarpii Ne 2 BiHHMIBKOIO
HallOHAILHOrO Me MuHoro yuisepentery im. M. [Tuporoga.

Howcepeno ingpopmauniiz J1yinux, B. M., & Kysn, O. B, (2025). lNlpornocruine
3HaUCHHsS TPOMOOUMTAPHHX [HACKCIB y JUTCH 13 nopylicHusmMi B cHCTEMI
remMocTasy, iHYKOBAHMMM TepleTudnolo ingexuicio. Ukrainian Jouwrnal of
Perinatology and Pediatrics, (2 (102)), 60-65.

Brpogadsceno: B OCBiTHIN 1poliec Kadespy neiiarpii Ta MEJIMUHOT I'eHCTHKH
ByKOBMHCHKOTO JICPYKABHOTIO MEIMYHOIO YHIBEPCUTCTY NPH YUTAHHI JICKIH,
MPOBEJACHHT CEMIHAPCHKUX Ta [PAKTHYHHX 3aHATE Y cucTtemi npodeciiinot
oceitn Tta BIIP sikapis 3i cnenianstocreii «llemiarpis», «Heonarosoris»,
«Jnrsua anecrezionorisiy, «Meauiina nepiknantux - craniny, «Civeina
NSUITEDR

Tepmin enposadscenns: 2024-2025 napuaibini PIK.

Eexmugnicms 6npoeaddicetis y giOnoGIOHOCMI 3 KpUMepiamu, UK Ia0enunu
¢ Oxcepeni ingpopmauii: nojani Matepiajin MalTh TCOPCTHHHE Ta HPAKTHHHE
sHaueHist UL YJOCKOHANCHHS — HajaiHs  MEJHYHOT  JI0NoMOrK jairam 3
PepreTHYHO0 IH(EKIICIO B SKUX HASBII T0PYIISHHS [CMOCTa3Y .

3aygaxcenuns, APONOIUMIT: TIPOIIOHYCTECS [1OJIAJILIIC BIPOBA/UKCHII 13 ocBiTHi

lpotLec. BHKOPHC'I“&HHH JLAHO1'O ,\I‘d’lcpid,l:\‘ JIOBRBOJIUTE HoraubuTH  sHanbg
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CTOCOBHO ACHEKTIB IIPOFHOCTHUIMX MAapKEpiB TAKKOCTI NHOPYHICHE B CHCTCMI
reMocTasy, iHJyKOBaHHX repreTHYHOI0 ingexiicto B JUTEH.

9, Qdeo6operno ma 3ameeporceno: na 3acijanni kadeapu neiaTpil Ta MeAHYHOI
FeHeTHKH DBYKOBMHCHKOTO JIEP/KABHOIO MEIMIHOIO YHIBEPCUTETY (IPOTOKOI

sacinanns kadeapu Ne20 sin 12.06.2025 p.).

Saginysay kadeapy lie/iatpit Ta
MEJUYHOT IEHETHKH

li}’KOBM}ICH\'OI‘() JICPKaBHOTO

MC/IMHHOIO YHIBEPCHTCTY : @%/)(,
( > :
JI. MeJL. H., ipoecop :lp D Cuixana COKOJIbHHK




189

»3ATBEP/IXKVYIO”
HAupextop KHII «XMenbHHLbKA

o0J1acHa AUTHAYA JllKElpHﬂ»

&wﬁzﬂﬁ b‘l{m obaacuoi Paan

,/(4 Q 0? (J»qn‘;y ,)

AKT BITPOBA T KEHHSI

HasBa poGoru: «llopymeHnHs remMocTa3sy, iHIYKOBAHUX FEPHETHYHOIO 1HPEKIIED
y JIiTeiy.

ABTOp: acmipanTka o4HOI (JeHHOi) dopmu HaBuanHs Ky3p Onbra BirtaniiBHa
Kabenpu memiatpii Ne2 BiHHHIBKOTO HAIlOHAJIBHOTO MEAWYHOTO YHIBEPCHTETY
iMm. MLI. TTuporosa

YceranoBa po3poOHHK: BiHHHIBKUN HaliOHaNBHUH MEAWYHHE YHiBEepCHTET
im. MLI. IIuporosa, 21018, M. Binnuus, Byn. [Iuporosa, 56, kabenpa neniarpii Ne2

Moxepena ingopmanmii:

Hynuuk, B. M., & Ky3p, O. B. (2025). Ananiz TpoMOOILUTapHIUX iHAEKCIB y HiTei i3
NOPYILIeHHSMHU B CHCTEeMi reMocTasy, IHIYKOBaHUMH TrepleTHYHO0 iHdekiieo, Ta X
3B’S130K i3 OKa3HMKAMH aKTUBHOCTI 3aMajibHOro npouecy. HaykoBo-npakTuuHuii xxypHa
JUIS TIefTiaTpiB Ta JIiKapiB 3aralbHOI MPaKTHKHA-CiMerHol Menuiian «[[pobiemMu KimiHiYHOT
nexiaTpii», 3 (69), 79-74

AKTyaabHicTb AocigxkeHHs . [lopyiieHHs cucTeMu reMocTasy y JiTel, COpHIrHEH]
TepIeTHYHO0 1H(EKI[i€, € aKTy albHOK NpobiemMoro cydacHoi mefiatpii. OmHEM i3
BKJIMBHX ITOKA3HHUKIB CTaHY reMOCTa3y € TPOMOOIUTapHI iHIEKCH, SKi XapaKTepU3yloTh
MopdodyHKIioHATBEHI OCOOTHBOCTI TPOMOOLMTIB Ta IXHIO aKTHUBHICTh Yy IIpole cax
3rOpTaHHs KpoBi. BHBYEHHsS B3a€MO3B’A3Ky MK TpPOMOOIMTAapHMMH IHAEKCaMH Ta
MOKa3HUKaMH aKTHB HOCTI 3allalbHOTO IIPOIECY € BaXIMBHM I PO3YMIHHS IIaTOTEHE3Y

3MiH Y CHCTEMi I'éMOCTa3y Ta MPOrHO3y BaHHSI MOXKJIUBUX YCKIIaIHEHb.
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