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Metabolism

Potential for pharmacokinetic

and requires
gastric acidity
for absorption

Anticoagulant | Bioavailability and Half-life . . %9
q drug interactions
clearance*

Dabigatran = 3t0 7% = Over 80% « 12to 17 P-gp inhibitors can increase dabigatran
(Pradaxa) bioavailable renally hours effect

» Unaffected by cleared » Prolonged in P-gp inducers can decrease dabigatran

TS5 1Y food = P-gp renal effect
« Capsule must substrate* impairment Avoidance of some combinations or
be taken intact and older dose adjustment may be needed
adults

Uptodate&kWSIAHLZFL =,




Metabolism

Potential for pharmacokinetic

Anticoagulant | Bioavailabilit and Half-life : -
9 y q drug interactions* 1
clearance*
Rivaroxaban = 10 mg dose: = 36% renally 7 to 11 » Strong CYP3A4 inhibitors and/or strong
(Xarelto) . 80 to 100% cleared hours P-gp inhibitors can increase rivaroxaban
bioavailable = Metabolized, Prolonged in effect
« Unaffected primarily by renal « Strong CYP3A4 inducers and/or strong
by food cyp3aal impairment P-gp inducers can decrease rivaroxabhan
s P-gp and older effect
{5 HL )Lk = 20 mg dose: substrate* adults » Avoidance of some combinations or

« 60%
hioavailable
if taken
when
fasting;
increased if
taken with
food

dose adjustment may be needed




Metabolism

Potential for pharmacokinetic

Anticoagulant | Bioavailability and Half-life drug Interactions*3
clearance* 1
Apixaban « 50% s 27% renally | = 12 hours Strong CYP3A4 inhibitors and/or strong
(Eliquis) bioavailable cleared « Prolonged in P-gp inhibitors can increase apixaban
« Unaffected by = Metabolized, older adults effect
food primarily by Strong CYP3A4 inducers and/or strong
IXxa1—X CcYr3a41 P-gp inducers can decrease apixaban
= P-gp effect
substrate* Avoidance of some combinations or
dose adjustment may be needed
Edoxaban s 62% = 50%  renally | « 10to 14 P-gp inhibitors can increase edoxabhan
(Savaysa, Lixiana) bioavailable cleared hours effect
« Unaffected by = Reduced « Prolonged in P-gp inducers can decrease edoxaban
food efficacy in renal effect
patients with impairment Avoidance of some combinations or
NVAF and dose adjustment may be needed
CrCl >95

JOLTF

mL/minute 4
= Undergoes
minimal CYP
metabolism 1
= P-gp
substrate™




Inhibitors and inducers of P-glycoprotein (P-gp) drug efflux pump

Inhibitors of P-gp

Inducers of P-gp

J/Farerw uptodate com/. -inhibitors-dosing-and-adverse-effects print Tsource=search_result&search=noac® W& celactedTitle=1-150[2017/10/12 21:25

Amicdarone
Azithromycin (systemic)

Carvedilol

Clarithromycin

Cabicistat and cobicistat-
containing
coformulations®
Cyclosporine (systemic)
Daclataswvir

Dronedarone

Eliglustat
Erythromycin (systemic)
Flibanserin

Glecaprevir-pibrentasvir

Lopinawvir-ritonavir
Neratinib

Ombitasvir-paritaprevir-
ritonavir [Technivie) 1

Propafencne

Quinidine

Quinine
Ranolazine

Ritonavir and ritonavir -
containing coformulations |

Rolapitant
Simeprewvir

Tacrolimus (systemic)®

| Tamoxifen®

Fosphenytoin
Phenobarbital®
Phenytoin

Rifampin {rifampicin}

Tt. John's wort

‘t oral anticoagnlants and parentaral divect thrombin nbibitors: Desing and adverse effects - UpToDate

Itraconazole

Ivacaftor

Ketoconazole (systemic)
Lapatinib

Ledipasvir

| Telaprevir
Ticagrelor®
Velpatasvir

Vemurafenib

Verapamil




Cytochrome P450 3A4 (CYP3A4) inhibitors and inducers*

Strong inhibitors

Moderate inhibitors

Strong inducers

Moderate inducers

Atazanavir
Boceprevir
Ceritinib
Clarithromycin

Cobicistat and cobicistat
containing
coformulations

Darunavir
Idelalisib
Indinawvir
Itraconazole
Ketoconazole
Lopinawvir
Mifepristones
Mefazodone

Melfinawir

Ombitasvir-paritaprevir-

ritomawir

Ombitasvir-paritaprevir-

ritonavir plus dasabuvir
Posaconazole

Ritonavir and ritonavir
containing
coformulations

Saguinavir

Telaprevir

Amiodarone ¥
Aprepitant
Cimetidine 1
Conivaptan
Crizotinib
Cyclosporine 1
Diltizzem
Dronedarone
Erythromycin
Fluconazaole
Fosamprenavir
Fosaprepita nt 1l
Grapefruit juice
Imatinik

Isavuconazole
{isavuconazonium
sulfata)

Metupitant
Milotinik
Ribaciclib
Schizandra

Verapamil

Carbamazepine
Enzalutamide
Fosphenytoin
Lumacaftor
Mitotane
Phencbarbital
Phenytoin
Primidone
Rifabutin
Rifampin (rifampicin}
Rifapentine

Bexarotene
Bosentam
Dabrafenib
Dexamethasone
Efavirenz
Eslicarbazepine
Etravirine
Modafinil

Mafeillin

St. Johm's wort
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