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Potentially clinically significant drug interactions with  
nirmatrelvir-ritonavir (PAXLOVID®) 

1. Medications which should not be used in combination with nirmatrelvir-
ritonavir where other therapies may be preferred: 

Even if a patient’s medications are discontinued at the point of care, nirmatrelvir-ritonavir 
interactions may be particularly problematic and alternative therapies should be considered. 
Some of the reasons for this may include: long half-life of the interacting medication, making 
discontinuation of the medication an ineffective strategy in an appropriate timeframe; induction 
of enzymes which may diminish the effectiveness of nirmatrelvir-ritonavir; high risk for significant 
morbidity if combined with nirmatrelvir-ritonavir. 

Alfuzosin 
Amiodarone 
Apalutamide 
Bosentan 
Cabozantinib 
Carbamazepine 
Cisapride 
Clozapine 
Cobimetinib 
Colchicine 
Dabrafenib 
Disopyramide 
Domperidone 
Dronedarone 
Elbasvir-grazoprevir 
Enzalutamide 
Erdafitinib 
Ergot derivatives (e.g. dihydroergotamine, 
ergonovine) 
Fentanyl1 
Flecainide 
Garlic (supplement) 
Gefitinib 
Glecaprevir-pibrentasvir  
Infigratinib 
Isavuconazole (isavuconazonium sulfate) 
Ivabradine 
Lamotrigine 
Lorlatinib 
Lumacaftor 

                                                           
1 Applies to transdermal formulations (e.g. patches), 
as well as to illicit use; in-hospital use, or use closely 
monitored by a healthcare provider to be evaluated 
on a case-by-case basis 

Lurasidone 
Macitentan 
Mexiletine 
Mitotane 
Neratinib 
Pazopanib 
Phenobarbital 
Phenytoin 
Pimozide 
Pralsetinib 
Primidone 
Propafenone 
Quinidine 
Quinine 
Ranolazine 
Rifabutin 
Rifampin 
Rifapentine 
Sofosbuvir-velpatasvir-voxilaprevir 
Sildenafil2 
St. John’s Wort 
Tadalafil2 
Tepotinib 
Ticagrelor  
Tolvaptan  
Valproic acid and derivatives (including 
divalproex) 
Vardenafil2 
Venetoclax 
Vorapaxar 

 
2 When used for pulmonary hypertension or benign 
prostatic hyperplasia. 
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2. Medications which should not be used in combination with nirmatrelvir-
ritonavir but where temporarily withholding interacting medications may be a 
reasonable risk when the potential benefits of nirmatrelvir-ritonavir for the 
treatment of COVID-19 are considered:  

Holding a medication during the course of the nirmatrelvir-ritonavir treatment may be considered 
to reduce the drug interaction risk, however, the potential risks of withholding the medication 
must be considered. Adverse effects related to the drug-drug interaction can still occur and 
continued monitoring is advised after holding doses as time is required for medication to be 
eliminated (at least 4 half-lives).  

If the prescriber is not familiar with the drug interaction it is recommended that they consult a 
pharmacist for further information.  

 

Abemaciclib4 
Acalabrutinib 
Afatinib 
Alprazolam3 
Amphetamines and amphetamine 
derivatives (including methamphetamine) 
Apixaban 
Atorvastatin 
Axitinib 
Bosutinib 
Bromocriptine 
Buspirone 
Cladribine4 
Clarithromycin5 
Clopidogrel 
Cyclosporine4* 
Edoxaban 
Eletriptan 
Eplerenone 
Erythromycin 
Everolimus4 
Glasdegib4 

                                                           
3 Benzodiazepines, benzodiazepine receptor 
agonists, and opioids that interact with nirmatrelvir-
ritonavir may have an increased risk of toxicity or 
overdose, if co-prescribed. 
4 Prior to holding these medications, it is strongly 
suggested to contact the prescriber. See Appendix 
for further information. 
4* Alternative to nirmatrelvir-ritonavir preferred. If 
none available, contact original prescriber for dose 
adjustment/monitoring 

Ibrutinib4 
Ketoconazole 
Lemborexant 
Lomitapide 
Lovastatin 
Midazolam3 
Naloxegol 
Nifedipine 
Nilotinib4 
Nimodipine 
Palbociclib4 
Piroxicam 
Quetiapine6 
Red yeast rice 
Regorafenib 
Ribociclib4 
Rivaroxaban 
Romidepsin4 
Rupatadine 
Salmeterol 
Saxagliptin7 
Sildenafil8 

5 Contraindicated if doses exceed 1000 mg per 24-
hour period, or if creatinine clearance is less than 60, 
otherwise may be co-prescribed with closer 
monitoring. 
6 May be contraindicated at higher doses. 
7 Contraindicated if doses exceed 2.5 mg per 24-hour 
period, otherwise may be co-prescribed with closer 
monitoring. 
8 If used for management of erectile dysfunction. 
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Simvastatin 
Sirolimus4* 
Sonidegib4 
Tacrolimus 4* 

Tadalafil8 
Trazodone 

Triazolam3 
Kinase inhibitors4 
Vardenafil8 
Vismodegib4 
Voriconazole  
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3. Medications for which increased monitoring is recommended when 
administered concomitantly with nirmatrelvir-ritonavir: 

Patients receiving the following medications may receive nirmatrelvir-ritonavir concurrently, if 
clinical circumstances are appropriate. Withholding these medications may be an appropriate 
strategy, if safe to do so. If these medications are administered concurrently with nirmatrelvir-
ritonavir, patients and their caregivers should be advised to monitor for signs or symptoms 
related to changes in medication exposure (e.g. toxicity or loss of efficacy). 

Amitriptyline 
Amlodipine 
Aripiprazole9 
Atovaquone10 
Brexpiprazole9 
Brigatinib9 
Cariprazine9 
Clomipramine 
Codeine3 
Corticosteroids 
Buprenorphine3 
Ceritinib9 
Clonazepam3 
Crizotinib9 
Darifenacin 
Dasatinib9 
Deferasirox10 
Desipramine 
Dexamethasone11 
Diazepam3 
Digoxin9 
Diltiazem 
Doxazosin 
Doxepin 
Efavirenz11 
Elexacaftor 
Eluxadoline 
Encorafenib9 
Entrectinib9 
Erlotinib9 
Eslicarbazepine11 
Eszopiclone3 

                                                           
9 Significant dose-reduction may be required to 
ensure safety while co-prescribed with nirmatrelvir-
ritonavir; contact Pharmacy and/or prescriber for 
assistance. 
10 Co-prescription with nirmatrelvir-ritonavir may 
result in decreased drug levels 

Ethosuximide 
Etravirine11 
Fedratinib9 
Felodipine 
Fesoterodine 
Fluoxetine 
Flurazepam3 
Fluvastatin 
Fostamatinib 
Gilteritinib 
Hormonal contraceptives10 
Hydrocodone3 
Imatinib 
Imipramine 
Itraconazole 
Ivacaftor 
Lapatinib9 
Larotrectinib9 
Letermovir10 
Levomilnacipran 
Lidocaine (systemic)9 

Meperidine3,9 
Methadone3,10 

Metoprolol 
Modafinil11 
Nintedanib 
Nortriptyline 
Osimertinib 
Oxycodone3 
Paroxetine 
Pemigatinib9 
Perphenazine9 

11 Co-prescription with nirmatrelvir-ritonavir may 
result in decreased nirmatrelvir-ritonavir levels; if co-
prescription necessary, monitor for signs of 
treatment failure. 
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Ponatinib9 
Posaconazole 
Pravastatin 
Prazosin 
Raltegravir10 
Ripretinib 
Rosuvastatin 
Ruxolitinib9 
Selpercatinib9 
Sertraline 
Silodosin 
Solifenacin 
Sorafenib 
Sunitinib9 
Tamsulosin 
Tezacaftor 
Theophylline10 

Timolol 
Tofacitinib9 
Tolterodine 
Tramadol3 
Trimipramine 
Tucatinib 
Upadacitinib9 
Vemurafenib9 
Verapamil 
Vinblastine9 
Vincristine9 
Vortioxetine 
Warfarin 
Zanubrutinib 
Zidovudine10 
Zolpidem3 
Zopiclone3 

 
See Appendix A for General information on Oral Antiviral Drug Interaction screening 
The following drug interaction checker tool may also be consulted for guidance:  
 University of Liverpool COVID-19 Drug Interactions website 
 
 
 
 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

https://www.covid19-druginteractions.org/
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Appendix A - Oral Antiviral Drug Interaction Screening 
PAXLOVID contains two protease inhibitors – the novel drug nirmatrelvir, as well as the 
currently marketed drug ritonavir. Ritonavir does not have any anti-SARS-CoV-2 virus activity 
and is instead included because it inhibits the cytochrome P450 (CYP) enzyme CYP3A, which 
metabolizes nirmatrelvir. This inhibition of CYP3A increases (or “boosts”) patients’ levels of 
nirmatrelvir, thus contributing to its antiviral efficacy. 
 
Both ritonavir and nirmatrelvir are substrates of CYP3A. Drugs that act as CYP3A inducers 
could lead to increased metabolism of ritonavir and nirmatrelvir and significant reductions in 
their serum concentrations.  
 
Ritonavir is known to have significant effects on the CYP isoenzymes, potentially resulting in 
multiple drug-drug interactions. Of note is its strong inhibition of CYP3A4.  It also inhibits the 
activity of several drug transporters, and induces or increases the activity of several other 
CYP450 enzymes and drug transporters. Severe adverse reactions have been reported as a 
consequence of drug-drug interactions involving ritonavir. 
 
Generally, possible drug-drug interactions resulting from the addition of a new drug to a 
patient’s preexisting drug regimen may be managed in four ways:   

1.  Do not administer the new drug, severe adverse effects are possible with co-
administration;   

2.  Holding one or more drugs in a preexisting regimen for the duration of therapy with 
the new drug;  

3.  Modifying the dose of one or more drugs in a preexisting regimen for the duration of 
therapy with the new drug;   

4.  Co-administering the new drug and monitoring for potential adverse effects. 
 
The strategy chosen to manage a drug-drug interaction must be tailored to the individual patient 
and include assessment of the patient’s clinical status, co-morbidities, ability to adhere to dose 
modification instructions, and individual preference. 
 
Before prescribing PAXLOVID, all patients who are taking prescription medications; over-the-
counter (OTC) medications; herbal, natural, or alternative/complementary medicines; or drugs of 
abuse should be assessed for the presence of drug-drug interactions. The following drug 
interaction references may be consulted for guidance:   

• University of Liverpool COVID-19 Drug Interactions website 
• Canadian PAXLOVID Drug Monograph, Drug Interactions 

https://covid-vaccine.canada.ca/info/pdf/paxlovid-pm-en.pdf 

If the prescriber is not familiar with the drug interaction it is recommended that they 
consult a pharmacist for further information.  

https://www.covid19-druginteractions.org/
https://covid-vaccine.canada.ca/info/pdf/paxlovid-pm-en.pdf

