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1. Incepraris NpUCBsA4Y€HA IPOTHO3YBAHHIO O€3MIEYHOCTI Ta ONTUMI3allii aHTUKOATYJISIHTHOI Teparlii npu pi6puisiii
nepencepab (PIT) misaxom JOCTiIKeHHS KIiHIYHUX 0COOIMBOCTEN, TTIOKA3HYKIB [171a3MOBOT0, TPOMOOLIUTAPHOTO
remMocTasy Ta rnepcoHigikoBaHoro nindéopy no3u sapdapuny (BP) 3 ypaxysanusam nosimop@ismis reHis CYP2C9,
CYP4F2, VKORCL. Briepiue 3a pe3yjabTaTaMU OJHOMOMEHTHOTO [IONIEPEYHOTO AOCIIIIKEHHS BCTAaHOBJIEHO, L0 Y
3anopizbKOMy perioHi Hai6ibI po3MnOBCIOIXKeHNME € nosniMopdizmu reHiB CYP4F2 i VKORCI, Toai sk

nomupeHicTh nosimopdismis CYP2C9*2 i CYP2C9*3 3HaYHO MEHIIA; YTOUHEHO, 110 TaKWil PO3IIO/iJ TeHOTHUIIIB €



CIIIBCTaBHUM i3 €BPOIIEMCHKOIO TA 3arajibHOYPaiHChKOO MONYJISILiIMU. PO3IIMPEHO HAYKOBIi aHi 010 4aCTOTH
nosnimop@iamis renis CYP2C9, CYP4F2, VKORC1 y xBopux 3 OI1. YTouHeHO pi3HuLio B 1060Bil 103i B 3amexHo Bif,
reHoTuUIiB. BusiBsieHo, 110 Ipu eMIipuyHOMY MeTozi ninbdopy y xBopux 3 OI1 HasgBHiCTb anesns A rena VKORCI
BiporigHo 36inbu1ye iiMoBipHicTb 5063922531960238 7 nosu BO menme 5 mry 7,00 pasis (p<0,05). Pazom 3 TUM
myTaHTHUH anesnb T rena CYP4F2 36inbuiye iiMoBipHicTb 1031 BO 6inblie, HixX MeaiaHa, y 6,26 pasu (p<0,05). [Tpu
IIbOMY BHECKY ajiesibHUX nosiimopdizmis rena CYP2C9 y nosyBaHHs BO He BcTaHOBJIEHO. [JOTIOBHEHO HAyKOBi AaHi
0,0 B3a€MO3B'SI3KY KJIIHIYHUX Ta FeHETUYHUX YMHHUKIB 31 CTA0i/IbHICTIO aHTUKOATYJISLI Ta PO3BUTKOM
remMopariuHux yckiaaaHeHb y xopux 3 OI1 npu nigoopi no3u BO emnipuyHrm MeTOIOM. Briepie BCTaHOBJIEHO, 110
IIOCTOBIpHMM BIJIMB HA PO3BUTOK KYMYJISITUBHOI KiHII€BOI TOUKY, 110 BKJIIOYAJIA €I1i3041 HAAMIPHOI TinoKoaryssiii
Ta KpOBOTeUi, Ipu eMnipuiyHoMy nifodopi go3u BO unHute nosimopdism rena VKORCIL. ITinTBepKeHO BasliiHICTh
¢dapmakoreHeTruyHoro nig6opy no3u BO y nauienTis 3 GII, mpo 1m0 CBiAYNTD CIIBCTaBHICTb MeiaH Ta MPSIMUI
KOpEeJIALiHUH 3B'S130K Mi’K pO3pax0BaHOIO Ta TEParieBTUYHO0 103010 BO. ITpu nboMy TouHicTh anroputmy Gage Ta
CITiBaBT. 3HW)KY€ETbCS [1J151 N1alli€HTiB, 110 IOTPeOYIOTh BUCOKO] ofeHHoi o3y BO. [loBeneHo, 1110 y XBOPUX OCHOBHOI
rpyny TepaneBTU4Ha fo3a BO nocToBipHO MeHIIEe Binpi3HA€eThCA Bif iHillianbHOI 03U, Brieplie oLiHeHO CTaH
TPOMOOLIMTAPHOTO Ta KOAryJISILiIHOro remocTasy y xsopux 3 ®OI1 3asexxHo Bif cnocoby nindopy nosu BO ta
BCTaHOBJIEHO, 1110 B IPyIi (papMaKkoOreHeTUYHOr0 MeTOAY MiOOPy AOCTOBIPHO HIKYi CTYIIiHb, Yac, IBUIKICTb 3a 30
c Al®-innykoBaHOi arperailii TpPOMOOLUTIB Ta CIIOCTEPIra€ThCsl 3MEHIIEHHS YACTKU XBOPHX 3 MiABUILEHUM PiBHEM
D-puMepa NOPiBHSHO 3 IPYNO0 TPAAULiMHOrO Nifdopy no3u. Bnepie BusgsieHo, o y xsopux 3 OII Ta
(papMaKOreHeTUYHUM METOLOM Min6opy 1o3u BO nocToBipHO 3MeHIIyeThCS 4aCTOTA Ta PUBUK PO3BUTKY
KyMYJISITUBHOI KiHIIeBOI TOUKU y ITOPiBHSIHHI 3 eMIipUYHUM Nindopom nos3u BO. YTouneHo nepesaru
(apMaKOreHeTMYHOro MeTody Nnifoopy Ao3u BO mo0 sMeHIIEeHHs KiJIbKOCTi Ta pU3UKy BUHMKHEHHSI €Ili30/iB
HaAMIpHOI rinokoaryJsuyii. Biepme noseeHo HiBEIIOBAHHS BIUIMBY €HIO- Ta €K30T€HHUX YMHHUKIB IIpU
iHguBinyanizoBaHomy min6opi fo3u BO, npo mo cBiguuTs BigcyTHICTh B3aemo3B's13Ky TTR, enizonis HagmipHOi
rinokoaryJisuii Ta reMopariyHux yCKIafiHEeHb 3 KIiHIYHUMU Ta reHeTUYHUMU pakTopamu y xBopux 3 OIT Ha Txi
AHTUKOAryJsIHTHOI Teparii BO npu ¢papmakoreHeTUYHOMY MifOOpPi Ha BiIMiHY Bifi I[Py XBOPUX 3 €MIIIpUYHUM
niz6opom 1o3u. Briepiie BUSBIIEHO, O (PaKTOpaMU PU3UKY PO3BUTKY KYMYJISITUBHOI KiHIIEBOi TOUKY, sIKa BKJIOYAE
ernizony HagMipHOi rinokoaryssLii Ta reMopariyHi yckiaagHeHHs, y xBopux 3 @I ipu papmakoreHeTUYHOMY MeTO|
nipbopy no3u BO npoTarom poKy CIIOCTEPEKEHHS € KiHovYa CTaTh Ta OKMPIiHHS 32 BilICYTHOCTI BIIJIMBY MyTallii reHa
VKORCI1. PexomeHno0BaHo y xBopux 3 @I npu nin6opi 1o3u BO eMnipyyHUM METOIOM 111 TIPOTHO3YBaHHS
He3anoBibHOro KoHTpoJo MHB (TTR < 70%) npoBoguTu ouiHioBaHHS 3a mKajnow SAMe-TT2R2, Toxi sk npu
nin6opi fo3u BO papmakoreHeTHYHUM METOLOM 3acTOCyBaHHS mKanu SAMe-TT2R2 3 11ieo MeTO0 BBaXKaTh
HEIOLIJIbHUM. 3alIPOIIOHOBAHO [JIs1 BAKOPUCTAHHA Y KJIIHIYHIN ITPAKTULi 3 METOIO ITPOTHO3YBAHHA €Mi304iB
HaaMipHoi rinokoarysauii (MHB > 4) npu nig6opi no3u BO emnipuyHUM METOLOM BPaxOBYBAaTH CYIyTHil IPUOM
amioZlapoHy, SIKUM MifBuilye pyusuk y 1,83 pasu, Ta BusHavaTu rnosaimopdiam rena VKORC], sxkuii nigpuinye pusuk y
2,14 pasu. 3anponoHoBaHo y xBopux 3 OI1 npu nipgdopi fo3u BO emnipuuyHUM METOLOM 11711 IPOTHO3YBaHHSI PUBUKY
PO3BUTKY reMOpParivHux yCKJIagHEHb BU3HadaTy noaiMop@ism rena VKORCI, npy HasgBHOCTI MyTaHTOTO aylejIst
SIKOTO PUBUK 36isbInyeTcs y 2,14 pa3u. OBGrpyHTOBAaHO AOLIIBHICTD Ta BIPOBAIKEHO B KJIiHIYHY [IPAKTUKY CIIOCI6
(dapmMakoreHeTU4YHOro nig6opy 7o3u BO y xeopux 3 OI1 B ymoBax JMHAMIYHOTO JOBFOTPUBAJIOTO CIIOCTEPEKEHHS B
AQHTUKOATYJISIHTHOMY KabiHeTi 3 BU3HAUYE€HHSIM IIOKa3HUKIB TPOMOOLIUTAPHOTO Ta KOATYJISLiHOTO reMOCTasy 3

METOIO 3MEHIIEHHS ei30/1iB HaJIMipHOI TiMOKoaryJsllii Ta pu3uKy pO3BUTKY KDOBOTOTEY.

2. The dissertation is dedicated to the prediction of safety and optimization of anticoagulant therapy in atrial
fibrillation (AF) by studying clinical features, indicators of plasma and platelet hemostasis and personalized
warfarin (WF) dosing taking into account polymorphisms of the CYP2C9, CYP4F2, VKORCI genes. For the first time,
based on the results of a one-time cross-sectional study, it was established that in Zaporizhzhia region
polymorphisms of the CYP4F2 and VKORCI1 genes are the most common, while the prevalence of CYP2C9*2 and
CYP2C9*3 polymorphisms is much lower; it was specified that this distribution of genotypes is comparable to
European and all-Ukrainian populations. Scientific data regarding frequency of CYP2C9, CYP4F2, VKORCI1 gene
polymorphisms in patients with AF have been expanded. The difference in the daily dose of WF depending on the



genotypes has been clarified. It was found that with the empirical selection method in patients with AF, the
presence of the A allele of the VKORCI1 gene is likely to increase the probability of WF dose of less than 5 mg by
7.00 times, while the mutant T allele of the CYP4F2 gene increases the probability of WF dose greater than the
median by 6.26 times. At the same time, the contribution of allelic polymorphisms of the CYP2C9 gene to the
dosage of WF has not been established. Scientific data regarding the relationship of clinical and genetic factors
with the stability of anticoagulation and the development of hemorrhagic complications in patients with AF and
empirical WF dosing method have been added. For the first time, it was established that the polymorphism of the
VKORC1 gene exerts a reliable influence on the development of the cumulative end point, which included episodes
of excessive hypocoagulation and bleeding, in patients with AF and empirical WF dosing method. For the first time,
the state of platelet and coagulation hemostasis in patients with AF was assessed depending on the method of WF
dosing, and it was established that in the group of the pharmacogenetic dosing, the degree, time, and speed of
ADP-induced platelet aggregation were significantly lower in 30 seconds and a decrease in the proportion of
patients with an increased level of D-dimer was observed compared to the group of traditional dose adjustment.
For the first time, it was found that in patients with AF, the frequency and risk of development of the cumulative
endpoint significantly decreased with the pharmacogenetic method of WF dosing compared to the empirical WF
dosing. The advantages of the pharmacogenetic method of WF dosing in terms of reduction of the number and risk
of episodes of excessive hypocoagulation have been clarified. For the first time, the leveling of the influence of
endo- and exogenous factors during the individualized WF dosing has been proven, as evidenced by the absence of
a relationship between TTR, episodes of excessive hypocoagulation, and hemorrhagic complications with clinical
and genetic factors in patients with AF on the background of anticoagulant therapy with WF with pharmacogenetic
dosing, in contrast to groups of patients with empirical dosing. For the first time, it was found that the risk factors
for the development of the cumulative end point, which includes episodes of excessive hypocoagulation and
hemorrhagic complications in patients with AF using the pharmacogenetic method of WF dosing during a year of
observation, are female gender and obesity in the absence of the influence of the VKORC1 gene mutation. It is
recommended that patients with AF should be assessed using the SAMe-TT2R2 scale when selecting the dose of
WF using empirical method for prediction of the unsatisfactory INR control (TTR < 70%), however the SAMe-
TT2R2 scale for this purpose should be considered impractical in case of pharmacogenetic WF dosing method. It is
proposed in clinical practice to take into account the concomitant use of amiodarone, which increases the risk by
1.83 times and to determine the polymorphism of the VKORCI1 gene, which increases the risk by 2.14 times, for the
purpose of predicting episodes of excessive hypocoagulation (INR > 4) when selecting the dose of WF using an
empirical method. It is proposed to determine the polymorphism of the VKORCI gene in patients with AF when
selecting the dose of WF using the empirical method to predict the risk of developing hemorrhagic complications,
which increases by 2.14 times in the presence of a mutant allele. The expediency of the pharmacogenetic WF
dosing method in patients with AF under conditions of dynamic long-term observation in the anticoagulation
monitoring office with the determination of indicators of platelet and coagulation hemostasis in order to reduce
episodes of excessive hypocoagulation and the risk of bleeding was substantiated and introduced into clinical
practice.
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