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AKTyanbHOCTB. /3BeCTHO, UTO MOJMMOP(U3MbI T€HOB, OTHOCSIILIMXCS K TPaHC-
MOPTY ¥ MeTaboam3My JieKapcTBeHHbIX cpeacTs (JIC), MmoryT BausTh Ha Ux (ap-
MakoKkuHeTnueckuini npoduib. I[Tomumopdusmbr rena ABCB1 Obumi cBSI3aHbI
¢ usmeHeHussMu B pacmnpenenennu JIC u pasBuTueM HeXKeIaTeJbHbIX PeakIni
pasmmnunbix cyoctpatoB JIC. Pesynbrarhl McciemoBaHUM, Kacalolyecs: BIS-
HusI reHeTndeckux Bapuauyii ABCB1 Ha ekapcTBeHHBIN OTBET puBapoKcabaHa,
MIPOTUBOPEUMBBI, YTO U CTAJIO IIPEIMETOM Halllero UCCaeI0BaHus.

Henb. syuntsb BausHme noaumopdusma rena ABCBI1 (rs1045642 1 rs4148738)
Ha (papMaKOKMHETMKY puBapoKcabaHa y mauyeHToB 80 jieT U crapiile ¢ HeKJa-
naHHou ¢ubpunsuyen npeacepaui (DIT).

Marepuanbi u Mmetogbl. Hamu o6cienoano 128 maumenTtos crapiie 80 et (Me-
nuaHa Bospacra 87,5 roma [83-90 siet]) ¢ HeknmananHoi @I1. Kaxknomy naryeHTy
OB MPOBEIEeHbI TeHOTUMpoBaHmue noaumopdusmos rs1045642 u rs4148738
rena ABCBI1, omnpenenenne MMHMMAJIbHOM PaBHOBECHOV KOHIIEHTPALMM DPU-
BapokcabaHa (Cmin,ss), mporpombuHoBoro BpemeHu (IIB) B miasme KpoBu
M aHAJIM3 MEOUIMHCKOM JOKYMEHTAIMM Ha Ha/JIMYMe MUHMMAJIbHbBIX KIMHUYE-
CKM 3HaUMMbIX KpoBoTeuenni (clinically relevant nonmajor (CRNM) bleeding).
IlomoTHUTETbHO MPOBOAM/IACH OIIEHKA Pe3y/bTaTOB C YYETOM Ayaria3oHa Tepa-
MeBTUYECKOTrO OKHA JJjis1 puBapokcabana Cmin,ss (6-87 Hr/mi1), a Takske ObLia
MIPOM3BeeHa CTaHAAPTU3AIMs MUHMMAJIbHOV PaBHOBECHONM KOHILIEHTpALUM PU-
BapoKcabaHa Ha cyTouHyto 03y (daily drug dose) (Cmin,ss /D).

PesynbraTrbl. Y Hocutenenn CC B cpaBHEHMM C TMAlMEHTaMM — HOCUTEJISIMU
CT u TT no rs1045642 v rs4148738 rena ABCB1 He Hab/100a/10Ch 3HAUMMBbIX
pasymunii B 3HaueHussx Cmin,ss puBapokcabana, Cmin,ss/D puBapokcabaHa
M KOJIMYECTBA MALMEHTOB, Y KOTOopbix Cmin,ss mpeBblliaja AuanasoH 87 HI/MI
(p > 0,05). Yposens 1B y Hocuresneit CC B cpaBHeHUM C MalieHTaMy — HOCHU-
tesissmu CT renotumna rs1045642 (ABCB1) 3HaurMo He pasjinyajcs, TOraa Kak
y Hocutesneii TT ypoBenb [1B 6b1a1 Bhilie B cpaBHeHMu ¢ Hocutessimu CC re-
Hotuna rs1045642 (ABCB1): Me 14,2 [13,0-16,1] cek mpotuB Me 13,3 [12,4-
14,5] cex (p = 0,049). Yposensb I1B y Hocuresneir CC B cpaBHEHUM C HOCUTEJISI-
vy CT u TT no rs4148738 rena ABCB1 sHaunmo He pasnuuancst. Y HOCUTeNIeN
TT CRNM bleeding BcTpeuanuch 3HaYMMO Yallle IO CPaBHEHMIO C HOCUTEJISIMU
CC no rs1045642 rena ABCBI1 (29,3% npotus 4,5%, p = 0,021). YV Hocuresneii
TT CRNM bleeding BcTpeuanuch 3HaYMMO Yaille TI0 CPaBHEHMIO C HOCUTEJISIMU



CC (39,3% mnpotus 8,1%, p = 0,008) u CT myrtuponasiiiero no rs4148738 rena
ABCBI1 (39,3% npotus 14,3%, p = 0,002).

BoiBogbl. [TonmyuyeHHble HaMM JaHHbIE He TOKa3aau BIMSHUS MOJMMOpU3Ma
rena ABCB1 (rs1045642 u rs4148738) na (apMakOKMHETUKY puBapokcaba-
Ha y naumueHToB 80 sieT u crapiie ¢ HeknanaHHou @Il B pyTMHHOM KIMHUYE-
ckon mpakTuke. OnHako y Hocutesein TT sHaummo uyarie BcTpedasmice CRNM
bleeding B cpaBuenuu ¢ CC mno rs1045642 rena ABCB1 u B cpaBuennu ¢ CT
u CC o rs4148738 rena ABCBI1, uto Tpebyet 60Jj1€€ rI1yOOKOro M3yueHusT BKJIa-
Ila TeHeTUKM B (hapMaKOJIOTMYeCKUii OTBET puBapoKcabaHa.
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Relevance. It is a widely recognized fact that variations in the genes responsible for
drug transportation and metabolism can impact their pharmacokinetic properties.
ABCBI1 gene polymorphisms, in particular, have been linked to alterations in drug
distribution and the onset of negative side effects. The results of studies regarding
the effect of ABCB1 genetic variations on the drug response to rivaroxaban are
contradictory, which was the subject of our study.

Aim. This study is aimed to evaluate the effect of ABCB1 gene polymorphism
(rs1045642 and rs4148738) on the pharmacokinetics of rivaroxaban in patients
80 years of age and older with non-valvular AF.

Materials and methods. We examined 128 patients over 80 (mean age 87.5 years
[83-90 years]) with non-valvular atrial fibrillation (AF). Every patient underwent
genotyping of the rs1045642 and rs4148738 polymorphisms of the ABCB1 gene,
determination of the minimum equilibrium concentration of rivaroxaban (Cmin,
ss), prothrombintime (PT) in blood plasma and analysis of medical documentation
for the presence of minimal clinically significant bleeding (clinically relevant
nonmajor (CRNM) bleeding). Additionally, the results were assessed taking
into account the range of the therapeutic window for rivaroxaban Cmin,ss



(6-87 ng/ml), and standardization of the minimum equilibrium concentration
of rivaroxaban per daily drug dose (Cmin,ss / D) was carried out.

Results. In SS carriers compared with patients carrying CT and TT for rs1045642
and rs4148738 of the ABCB1 gene, there were no significant differences in the
values of Cmin,ss of rivaroxaban, Cmin,ss/D of rivaroxaban and the number
of patients in whom Cmin,ss exceeded the range of 87 ng/ml (p > 0.05). The
PT level in CC carriers compared to patients carrying the CT genotype rs1045642
(ABCBI1) did not differ significantly, while in TT carriers the PT level was higher
compared to carriers of the CC genotype rs1045642 (ABCB1): Me 14.2 [13.0-
16.1] sec versus Me 13.3 [12.4-14.5] sec (p = 0.049). The level of PT in carriers
of CC compared with carriers of ST and TT for rs4148738 of the ABCB1 gene did
not differ significantly. In TT carriers, CRNM bleeding was significantly more
common compared to CC carriers for rs1045642 of the ABCB1 gene (29.3%
versus 4.5%, p = 0.021). In carriers of TT, CRNM bleeding was significantly
more common compared to carriers of CC (39.3% vs. 8.1%, p = 0.008) and CT of
the ABCB1 gene mutated at rs4148738 (39.3% vs. 14.3%, p = 0.002).
Conclusions. Our data did not show the effect of ABCB1 gene polymorphism
(rs1045642 and rs4148738) on the pharmacokinetics of rivarxaban in patients
80 years and over with non-valvular AF in routine clinical practice. However,
in TT carriers, CRNM bleeding was significantly more common in comparison
with CC at rs1045642 of the ABCBI1 gene and in comparison with CT and CC at
rs4148738 of the ABCB1 gene, which requires a more profound study of genetics
contribution to the pharmacological response of rivaroxaban.
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(rs1045642); ABCBI1 (rs4148738); rivaroxaban.
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