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Dear Editor,

Coronavirus Disease-2019 (COVID-19), as an outbreak, is 
associated with high morbidity and mortality.1 Since it affects 
the elderly more than other age groups, intensive care 
requirement and the risk of cardiovascular diseases and stroke 
become important due to the wide usage of antithrombotic 
medication. As a result of potential drug-drug interactions, 
these high-risk medications may cause gastrointestinal 
bleeding.2 We believe that identifiying drug-drug interactions 
between COVID-19 and antithrombotic medications, which are 
commonly used in patients in the intensive care unit who suffer 
from cardiovascular diseases or stroke, is beneficial to ensure 
appropriate and safe treatment.

Hydroxychloroquine, a first-line treatment option for COVID-19, 
has a few drug interactions with antithrombotics. Although 
hydroxychloroquine does not have any drug-drug interaction 
with other antithrombotics (such as heparin, enoxaparin, 
aspirin, clopidogrel, and warfarin), it can increase the blood 
levels of apixaban (low risk), dabigatran (moderate risk), 
edoxaban (moderate risk), and rivaroxaban (low risk).3

Lopinavir/ritonavir (LPV/r) combination and strong inhibitors 
of cytochrome P450-3A4 and P-glycoprotein may enhance 
the blood levels of apixaban (high risk), edoxaban (moderate 
risk), rivaroxaban (high risk), and ticagrelor (high risk). During 
concomitant use with LPV/r, it is recommended to adjust the dose 
of apixaban to 2.5 mg twice daily. Additionally, concurrent use 

of LPV/r may decrease the serum concentrations of clopidogrel 
(high risk), dabigatran (moderate risk), dipyridamole (moderate 
risk), and warfarin (moderate risk). If possible, switching to 
prasugrel is recommended for patients using clopidogrel with 
LPV/r.3

Concurrent use of oseltamivir and warfarin (low risk) can lead 
to increased serum concentration of warfarin; however, this 
interaction does not require any intervention except monitoring 
the international normalized ratio. Additionally, clopidogrel 
(moderate risk) may decrease the serum concentrations of 
active metabolites of oseltamivir.4

In some countires, the use of azithromycin in combination 
with hydroxychloroquine is the most common approach among 
treatment options of COVID-19. In case of concomitant use 
of azithromycin during venous thromboembolism treatment 
with edoxaban, the serum concentration of edoxaban may 
significantly increase, which leads to the risk of exceeding 
its maximum daily dose (30  mg). The use of azithromycin 
with apixaban (minor risk), rivaroxaban (low risk), dabigatran 
(moderate risk), or warfarin (moderate risk) may enhance the 
serum concentration of these antithrombotic drugs.5

In terms of interaction with antithrombotics, because of limited 
data available at the moment, favipiravir seems to be the safest 
option among other medications used in COVID-19 treatment. 
The interaction of favipiravir with antithrombotic drugs has not 
been reported.3
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During COVID-19 treatment, concomitant use of high-risk 
medications such as antithrombotics should be assessed 
carefully for drug-drug interactions to avoid any negative 
outcomes in the treatment process.
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