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FARMAKOKINETICKE LEKOVE INTERAKCE PRIMO PUSOBICICH PERORALNICH ANTIKOAGULANCIT

Farmakokinetické Iékové interakce primo
pusobicich peroralnich antikoagulancii

Josef Suchopar, Michal Prokes, Stépan Suchopar
DrugAgency, a.s., Praha

Pfimo plsobici perordlni antikoagulancia (DOAC) - dabigatran-etexilat, rivaroxaban,
apixaban a edoxaban - maji fadu klinicky vyznamnych farmakokinetickych lékovych
interakci, pficemz mezi jednotlivymi léky existuji mnohdy znac¢né rozdily zavaznosti
téchto interakci. Kli¢ovou roli hraji metabolické a transportni procesy, zejména me-
tabolizace cestou CYP3A4 a CYP2J2 a transport cestou P-glykoproteinu a mozna
i BCRP. Inhibitory a induktory téchto enzym a transportnich systémd mohou ménit
expozici DOAC, a tim i riziko krvaceni, respektive riziko snizeni ucinnosti az selhani
terapie. Znalost téchto Iékovych interakci je klicova pro optimalizaci terapie a prevenci
komplikaci. Podcenéni nebo naopak pfeceriovani dopadl téchto lékovych interakci
muze negativné ovlivnit bezpecnost a Ucinnost terapie.

Klicova slova: dabigatran-etexilat, dabigatran, apixaban, edoxaban, rivaroxaban,
Iékové interakce.

Pharmacokinetic drug-drug interactions of direct oral anticoagulants

Direct-acting oral anticoagulants (DOACs) — dabigatran etexilate, rivaroxaban, apixa-
ban and edoxaban - have a number of clinically significant pharmacokinetic drug
interactions, with significant differences in the severity of these interactions between
individual drugs. Metabolic and transport processes play a key role, especially me-
tabolism via CYP3A4 and CYP2J2 and the transport via P-glycoprotein and possibly
BCRP. Inhibitors and inducers of these enzymes and transport systems can change
DOAC exposure and thus the risk of bleeding, or the risk of reduced efficacy or failure
of therapy. Knowledge of these drug interactions is crucial for optimizing therapy and
preventing complications. Underestimation or, conversely, overestimation of the im-
pact of these drug interactions can negatively affect the safety and efficacy of therapy.

Key words: dabigatran etexilate, dabigatran, apixaban, edoxaban, rivaroxaban, drug
interactions.

Uvodni informace aktivitu, je ale velmi rychle $tépen karboxyes-

Pfimo pUlsobici perorélni antikoagulancia
(DOAC) pusobi budjako reverzibilni inhibitory
trombinu (koagula¢nifaktor Il) nebo jako rever-
zibilni inhibitory aktivovaného koagula¢niho
faktoru X, tj. Xa. Do prvni podskupiny DOAC
patii dabigatran, melagatran a ximelagatran,
do druhé skupiny patfi apixaban, betrixaban,
darexaban, edoxaban, otamixaban a rivaroxa-
ban. Z uvedenych Iéka jsou v CR registrovény
dabigatran, apixaban, edoxaban a rivaroxaban.

Dabigatran se podava ve formé dabi-
gatran-etexilatu, ktery nema antikoagula¢ni

terdzou na dabigatran, jehoz plazmatické kon-
centrace koreluji s intenzitou antikoagulac-
niho Ucinku. Apixaban, edoxaban a rivaroxa-
ban pulsobi ptimo bez nutnosti bioaktivace,
pficemz také jejich plazmatické koncentrace
koreluji s intenzitou antikoagula¢niho ucinku.

Lékovym interakcim DOAC je vénovana
znacnd pozornost v odborné literature, klinické
praxiiv praktickém privodci European Heart
Rhythm Association z roku 2021 (1). 1 kdyz jsou
doporuceni pomérné rozsahla (54 stran), pfesto
jevnich snadnd orientace. Samotna ¢ést tyka-
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