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2. Clinical and pathogenetic characteristics and risk factors of acute ischemic stroke depending on the time of
occurrence: features of diagnosis, treatment and prognosis

Pedepar:

1. MO3KOBUIA iHCYJIBT SIBJISIE COOOI0 CYKYIHICTh Pi3HUX HEBPOJIOTIYHMX TIOPYIIEHb, SIKi € HACJIiZIKOM TOCTPOro
MOPYIIEHHS] MO3KOBOT'O KPOBOOOITY i 3yMOBJIEH] pi3HMMU NAaTOPi3i0N0riYHUMU MeXaHi3MaMU. 3Ha4HY POJIb Y
naToreHesi Ta 0COBJIMBOCTSIX Iepebiry MO3KOBOTO iHCYJ/IbTY [IOCifA€ Yyac fo6u, Ha SIKWI ITpumagnae iximianis
IIaTOJIOTIYHOI CUMIITOMATUKMU iHCYJ/IbTY. He3Baxkaroun Ha crijibHi naTodiziosoriyHi MmexaHismu GpopMyBaHHS
YP2’KE€HHSI HEPBOBOI TKAHWHY, MO3KOBI iHCYJIbTH, SIKi BAHUKJIY B Pi3HUI N1epiof, 106U, IEMOHCTPYIOTb
nudepeHLiioBaHUI XapaKTep nepebiry CUMITOMIB i MalOTh pi3Hi IpeIUKTOPU (POPMYBAHHS IATOJIOTIYHOTO

BorHuma. Came BUBYEHHIO LIMX OCOOJIMBOCTEN Ta BUSBJIEHHIO HANOiIbI iHPOPMATUBHUX IIPEIUKTOPIB PU3UKY



ileMiYHOro iHCYJ/IbTY i IpUCBsIYEHA JaHa poboTa. B paMkax BUKOHAHHS pOOOTU 0yJI0 IPOBELEHO KIIiHIKO-
HEBPOJIOTiuHe Ta HelpoBisyasnizauiiine o6cTesxeHHs1 300 XBOpUX, sIKi IepeHecay rOCTpUi ieMiYHUH iHCY/IbT
(4os0BikiB - 196, xiHOK - 104) BikoMm Bif, 42 10 84 pokiB (cepenHiil Bik - 65,2 + 8,7 poky). KputepisiMmu BKIIOYEHHS B
IaHe IOCipKeHHs Oyyu: BiK nauieHTiB Bif 40 1o 85 pokis; Bepudikosanuii Ha MPT imemiqyHUI XapaKTep BOTHUIIA
iHCYJ/IBTY; 3rofa MauieHTa abo Moro 3aKOHHOTO IIpeCTaBHUKA. [I71s onTiMi3alii aHasizy OTpuMaHuX AaHUX BCiX
Nalj€eHTIB pO3Minuau Ha 3 IPyNU 3TigHO Nepiofy No0u, KoY BUHUK illeMiyHu iHCY IbT: 1 rpyma, nauieHTy SKoi
IIOCTPaKJAJIM Bif LepebpasbHOi imeMmii B geHHuil nepion (8:00-14:59); 2 rpyna, cepe[, nauieHTiB IK0i iHCYJIbT
crioctepirascs y BedipHiii yac (15:00-21:59); 3 rpyna, fe y nauieHTiB ilemMiyHuil iHCy/IbT BUHUKAB Y HIYHUI 4ac
(22:00-7:59). Ha ocHOBI OTpMMaHMX JaHUX y OUCEPTaLiliHiil po60oTi IpecTaBieHe TeOpeTUIHe OO PYHTYBaHHS
HOBUX ILJISIXiB BUPILIEHHS aKTyaJIbHOI HAyKOBOi TPO6JIeMH 1I0[0 OCOOJIMBOCTEN BUHUKHEHHS], IEPe0iry Ta KiliHiku
ilmeMivyHMX iHCYJIbTIB 3aJIEXKHO Bifl YaCy BUHMKHEHHS i IaTOr€HETMYHUX (PaKTOPiB, PO3KPUTA POJIb TEHETUYHUX Ta
€K30- i eHJJOT€HHUX 3pyLIeHb. Ha nifcTaBi OTpMMaHuX JaHAX PO3POO6JIEHO KpUTEPii AiarHOCTUKY TOCTPUX
ilmeMi4HUX iHCYJIBbTIB 3aJI€KHO Bifl YaCy BUHMKHEHHS, ONITUMi30BaHUI aJITOPUTM JIiKyBaJIbHOI TAKTUKHU Ta BTOPUHHOI
npodinakTUKY iHCYJIbTY. Briepiie Ha OCHOBI aHai3y iHPOPMAaTUBHOCTI coliabHUX (QAaKTOPiB pU3UKY Ta
METOJ0JI0Tii iIMOBIpHICHOTO CTaTMCTUYHOTO aHaJIi3y po3po0JIeHa i 3alIPONIOHOBAHA [J1s1 BAKOPUCTAHHS ITPU
00CTeKeHHI XBOPUX CIleLiajli3oBaHa IIPOrHOCTUYHA IIKajla OLiHKY PU3UKY BUHUKHEHHS ilIeMiYHOTO iHCYJIbTY B
pi3Hi nepionu nobu (Se = 97,9%; Sp = 77,2%), 1110 LO3BOJINJIO BUBHAYNTY PUBUK BUHUKHEHHS [IOBTOPHOTO iHCYJIbTY
Ta 3allpOBAJUTH iHIMBiNyai30BaHy MPOQilaKTHUKy JAHOTO 3aXBOPIOBAHHA. BCTaHOBIJIEHO, 1[0 TEHETUYHUI aHaJIi3
nosimopdiamy reny MTHFR C667T cepep nauieHTiB 3 «4€HHMM» iHCYJIbTOM MaB 3Ha4HY KOHLIEHTPALlil0 MyTOBaHOI
romo3urotHoi popmu TT (20,5%), 1110 06yMOBIIIOE€ BUCOKY CXUJIbHICTb O TPOMOOYTBOPEHHS, B TOM Yac SIK JJ1s1
XBOPHX 3 BEUipHIM Ta HiYHUM IepiofaMy BUHMKHEHHS iHCYJIbTY 6isIbII XapaKTepHUM OyJia HU3bKa YacTOoTa MyTallii
TT (3,5% Ta 4,3% BinNOBiAHO), IO BIIJIMBA€ HA METa00JIi3M TOMOLIMCTEIHY CTAHOBUTD 3arpo3y /JIS CEPLIEBO-
cynuHHOI cuctemu (p < 0,05). Briepie BCTaHOBJIEHO 3aJI€KHICTh OCOOIMBOCTEN KITiHIKY ilIeMiYHOTO iHCYJIBTY Bif
yacy BUHMKHEHHs. Ha oCHOBI aHasi3y gaHux 1060Boro MoHiTopuHry AT cepej MalieHTiB 3 Pi3HUM IepioioM
BYHUKHEHHS iHCYJIbTY BCTAHOBJIEHO, 110 [Jis 1-i rpynu naiieHTiB, y AKUX ilIeMiYHU iHCYIbT CTaBCA B IEHHUN
nepioz, xapakrepHuM 6yJio BupaxeHe nigsumeHHs AT B nepiogu 12:00 Ta 15:00 i TeHAEHLiS 4,0 KOMIIEHCATOPHOTO
[apacUMIIaTUYHOTrO BIUIUBY y BUIJIsiAi 3HVOKeHHs AT B HiyHui yac (over-dipper). B Toil xe yac B 2-11 rpymi
MalieHTIB 3 IHCYJIbTaMM Y BEYipHil yac crioctepiranocs niasuieHHd AT B nepiogu 18:00 ta 21:00 i posnanu
NapacUMIIaTUYHOI aKTUBHOCTI 3 IIPEBaIIOBaHHSIM HEJOCTATHLOTO 3HIKEHHS AT y BeuipHill yac Ta mif yac cHy (non-
dipper). [l manieHTiB 3 HIYHUM iHCY/IBTOM (3-51 TpyIla) XapaKTepHUM OyJia HasIBHICTh 1BOX IKiB migsuimeHHs AT B
nepiogu 9:00 Ta 21:00 i 3HauHe nigsuienHs AT BHoui (night-peaker). B ontumizoBaHoi MeIMKaMEHTO3HOI
Teparii B rocTpui nepiof, illeMiYHOTO IHCYJIBTY JO03BOJISB [IPUCKOPUTHU TEMIIU BiIHOBJIEHHS B YCiX LOCIIIKYBAaHNUX
nigrpynax. Temnu BifHOBJI€HHS /17151 IALiEHTIB OCHOBHOI IPyNU AEHHOTO iHCY/IbTY 6yau Ha 23,1% BUIIMMU 32 TaKi B
KOHTPOJIbHI Ipy1li, HEIPONPOTEKTOPHA Tepallisi NpU3BOAMUIIA O 3HMKEHHS PU3UKY Hee(eKTUBHOCTI JIiKyBaHHS Ha
70,1% (NNT = 10,4 nauientn). PisHu1S B TeMIIaxX BilHOBJIEHHS Mi’)K OCHOBHOIO Ta KOHTPOJIbHOIO IPyIaMHu 3
«BEeYipHiM» iHCY/IBTOM CK7ana juile 4,7%, IpOTe HaBiTh y IUX NaLlieHTIiB Ha TJIi Moaudikalii Teparnii pusnk
HeeEeKTUBHOTO JiKyBaHHS 3HU3UBCA Ha 50,7%, (NNT ctanoBuno 26,3). llIBUKiCTb BifHOBJIEHHS B 3-11 rpyIli Oys1a
Ha 23,4% BUILOIO 32 TOKA3HUK KOHTPOJIbHOI rpynu. [lanienTu 3-i rpynu NponeMOHCTPYBaJIN 3HKEHHS PU3KKY
HeedekTuBHOCTI Teparii Ha 58,9% (NNT = 5,6). OntumizoBaHi cxemu MpoQiNakTUKY IJ1s1 KOXKHOI IPYyIY NallieHTiB
II0Ka3aJy 3HauHy €(eKTUBHICTb TIOPIBHSHO i3 KOHTPOJIbHUMU IPYNIAMU Y BUIJISIZII 3MEHIIEHHS YaCTOTH IOBTOPHUX
imemiyHuX iHCYJIBTIB IpOTSIroM nepiony crnocrepesxenHs B 3,06 (1 rpyna), 2,4 (2 rpyna) ta 2,09 pasu (3 rpyna)
IIOPiBHSIHO 3 KOHTPOJIbHUMU I'PyIIaMHU.

2. Brain stroke is a set of various injuries, neurological disorders, which are the result of acute cerebrovascular
accident and are caused by various pathophysiological mechanisms. Significant role in the pathogenesis and
peculiarities of the course of a cerebral stroke is the time of day, which involves the initiation of pathological
symptoms of cerebral stroke. Despite the common pathophysiological mechanisms of the formation of damage to
the nervous tissue, cerebral strokes that have arisen at different times of the day, show the differentiated
character of the course of symptoms and have different predictors of the formation of the pathological focus. It is



the study of these features and the identification of the most informative predictors of ischemic risk and is
devoted to this work. The purpose of the work is to improve risk prediction and optimize treatment and secondary
prevention of acute ischemic stroke based on a comprehensive analysis of the interconnection of polymorphous
variants of genetic markers with features of the course and prognosis of ischemic stroke, depending on the time of
occurrence. To optimize the analysis of the data obtained, all patients were divided into 3 groups according to the
period of the day when an ischemic stroke occurred: 1 group, patients suffering from cerebral ischemia during the
day (8:00-14:59); Group 2, among patients whose stroke was observed in the evening (15:00-21:59); Group 3, where
patients had an ischemic stroke at night (22:00-7:59). All patients had a clinical neurological examination of
patients using structured scales, computed tomography, magnetic resonance imaging and diffusion-weighted MRI
of the brain, transcranial dopplerography, ultrasound dopplerography of the major vessels of the head in the
extracranial department, molecular genetic methods for the study of polymorphic variants glands of the folate and
thrombophilic systems of patients by polymerase chain reaction and polymorphism of the length of the restriction
fragment, laboratory and statistical methods. On the basis of the obtained data in the dissertation work the
theoretical substantiation of new ways of solving the actual scientific problem concerning the peculiarities of
occurrence, course and clinic of ischemic strokes is presented, depending on the time of origin and pathogenetic
factors, the role of genetic and exo- and endogenous shifts are revealed. Based on the obtained data, the criteria
for diagnosis of acute ischemic stroke were developed based on the time of occurrence, optimized algorithm of
treatment tactics and secondary prevention of stroke. For the first time, on the basis of the analysis of social risk
information informativeness and probabilistic statistical analysis methodology, a specialized prognostic scale for
assessing the risk of ischemic stroke in various periods of the day (Se = 97.9%; Sp = 77.2%) was developed and
proposed for use in the examination of patients. allowed to determine the risk of recurrence of stroke and to
introduce an individualized prophylaxis of the disease. The genetic analysis of the MTHFR C7661T gene
polymorphism among patients with a "day" stroke was found to have a significant concentration of mutated
homozygous TT form (20.5%), which makes it highly predisposed to thrombotic formation, whereas for patients
with evening and night periods of stroke the lower frequency of TT mutation (3.5% and 4.3% respectively) was
more characteristic, affecting homocysteine metabolism and posing a threat to the cardiovascular system (p <
0.05). The dependence of the features of the ischemic stroke clinic on the time of occurrence was first established.
The difference in the rate of recovery between the main and control groups with the "evening" stroke was only
4.7%, but even in these patients, the risk of ineffective treatment decreased by 50.7% (NNT was 26.3) in the case of
modification therapies. Recovery rate in the 3rd group was 23.4% higher than the control group. Patients in the
3rd group demonstrated a reduction in the risk of ineffectiveness of therapy by 58.9% (NNT = 5.6). The optimized
prophylactic regimens for each group of patients showed significant efficacy compared with control groups in
reducing the incidence of recurrent ischemic stroke during the monitoring period at 3.06 (group 1), 2.4 (group 2)
and 2.09 times (group 3) comparatively with control groups.
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