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Drug Class Drug Mechanism Suggested Management 

Antiarrhythmics Amiodarone Ritonavir may increase the serum concentration of 
Amiodarone 

Avoid: If benefit > risk, monitor closely for increased amiodarone 

serum concentrations and amiodarone toxicity 

Digoxin Ritonavir may increase the serum concentration of 
Digoxin 

Therapy changes: Reduce the digoxin dose by approximately 

30-50%, or reduce the dosing frequency.  
Monitor digoxin levels closely and adjust digoxin dose as needed. 

Boosters Cobicistat Cobicistat may enhance the therapeutic effect of 
Ritonavir 

Avoid: Not recommended due to the similar CYP3A-inhibiting 

impact of cobicistat and ritonavir.  
Patients on ritonavir- or cobicistat-containing HIV or HCV 
regimens should continue their treatment as indicated.  

Anti-inflammatories Colchicine Nirmatrelvir may increase the serum concentration of 
Colchicine 

Avoid: Not coadministration not recommended in patients with 

renal and/or hepatic impairment due to life-threatening reactions  

Steroids Fluticasone (nasal) CYP3A4 Inhibitors (Strong) may increase the serum 
concentration of Fluticasone (nasal) 

Avoid: Do not use Fluticasone. Beclomethasone may be less 

likely to have a clinically significant interaction.  

Betamethasone (nasal, 
systemic) 

CYP3A4 Inhibitors (Strong) may increase the serum 
concentration of Betamethasone (nasal, systemic) 

Monitor (systemic): Consider the benefit of coadministration vs 

the potential risk of systemic corticosteroid adverse effects. 
Monitor patients for systemic corticosteroid adverse effects. 
Monitor (nasal): Monitor closely for increased betamethasone 

systemic effects and toxicities.  

Dexamethasone 
(systemic) 

CYP3A4 Inhibitors (Strong) may increase the serum 
concentration of Dexamethasone (systemic) 

Monitor: Consider the potential benefits vs risks of increased 

systemic corticosteroid adverse effects. Monitor for increased 
dexamethasone adverse effects. 

Antibiotics Rifampin Rifampin may increase or decrease the serum 
concentration of Ritonavir 

Avoid: Due to concerns of possible reduced clinical effectiveness, 

alternatives to rifampin (eg, rifabutin) should be considered for use 
with ritonavir whenever possible.  

Clarithromycin Protease Inhibitors may decrease serum concentrations 
of Clarithromycin and the active metabolite(s) of 
Clarithromycin  

Therapy changes: Do not exceed clarithromycin doses greater 

than 1,000 mg/day in patients taking protease inhibitors.  
Patients with impaired renal function: CrCl 30-60 mL/min, reduce 
clarithromycin dose by 50%; CrCl <30 mL/min, reduce 
clarithromycin dose by 75%. 

Clindamycin Increases the serum concentration of Clindamycin Monitor: Monitor for increased clindamycin adverse reactions. 
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Statins Simvastatin, Lovastatin Increases serum concentrations of Simvastatin and the 
active metabolite(s) of Simvastatin.  
Increase serum concentrations of Lovastatin and the 
active metabolite(s) of Lovastatin. 

Avoid: For patients initiating treatment with nirmatrelvir/ritonavir, 

discontinue simvastatin or lovastatin at least 12 hours prior to 
treatment and hold for the duration of niratrelvir/ritonavir. 

Atorvastatin Increases the serum concentration of Atorvastatin Therapy changes: Use the lowest atorvastatin dose necessary. 

Monitor for signs and symptoms of rhabdomyolysis. 

Rosuvastatin Increase the serum concentration of Rosuvastatin Monitor: For signs and symptoms of rhabdomyolysis  

Men’s Health Tamsulosin Increases the serum concentration of Tamsulosin Avoid: Do not use Tamsulosin. 

Sildenafil Increases the serum concentration of Sildenafil Avoid: Do not use protease inhibitors with sildenafil for the 

treatment of pulmonary arterial hypertension (PAH). 
Therapy changes: If using sildenafil for the treatment of erectile 

dysfunction, limit the sildenafil dose to 25 mg and do not use more 
frequently than every 48 hours when combined with protease 
inhibitors. Monitor patients for sildenafil toxicities (eg, dyspepsia, 
headache, hypotension). 

Tadalafil  Increases the serum concentration of Tadalafil Avoid: Avoided concomitant use. 

Alfuzosin 
 

Increases serum concentrations of alfuzosin Avoid:  Co-administration contraindicated due to potential 

hypotension  

Sedatives/hypnotics Alprazolam Ritonavir may increase the serum concentration of 
Alprazolam. Specifically, this occurs with ritonavir 
initiation/short-term use. 

Therapy changes: Reduce the alprazolam dose by 50% when a 

patient is started on ritonavir and alprazolam together, or when 
ritonavir is initiated in a patient already treated with alprazolam. 
Increase the alprazolam dosage to the target dose after 10 to 14 
days of dosing ritonavir and alprazolam together. 

Eszopiclone Increases the serum concentration of Eszopiclone Therapy changes: Limit the eszopiclone dose to 2 mg daily and 

monitor for increased eszopiclone effects and toxicities (eg, 
somnolence, drowsiness, CNS depression). 

Zolpidem Increases the serum concentration of Zolpidem Monitor: Monitor for increased zolpidem effects and toxicities. 

Consider using lower zolpidem doses. 

Trazodone Increases the serum concentration of Trazodone Therapy changes: Consider the use of a lower trazodone dose 

and monitor for increased trazodone effects (eg, sedation, QTc 
prolongation) 
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Clonazepam Increases the serum concentration of Clonazepam Monitor: Monitor for increased clonazepam effects and toxicities. 

Diazepam May increase or decrease the serum concentration of 
Diazepam 

Monitor: Monitor patients for both increased and decreased 

diazepam effects. 

Narcotic analgesics 

 

Methadone Decreases serum concentrations of methadone Monitor: Monitor methadone-maintained patients closely for 

evidence of withdrawal effects and adjust the methadone dose 

accordingly. 

 

Hydrocodone, 
Oxycodone 

Increases the serum concentration of Hydrocodone. 
Enhance the adverse/toxic effect of Oxycodone. 
Increase the serum concentrations of Oxycodone and 
the active metabolite oxymorphone.  

Monitor: Monitor patients for increased hydrocodone or 

oxycodone toxicities, including fatal respiratory depression. 

Monitor patients at frequent intervals and consider dose 

reductions until stable drug effects are achieved.  

Tramadol May increase or decrease the serum concentration of 
Tramadol 

Monitor: Tramadol response could be increased or decreased as 

a result of this combination. Tramadol dose adjustment may be 

needed. 

Fentanyl Increases the serum concentration of Fentanyl Therapy changes: Closely monitor for increased fentanyl 

concentrations and increased/prolonged adverse effects, including 

potentially fatal respiratory depression several days following 

initiation of the combination. Reduce fentanyl dose as necessary. 

Antidepressants Buspirone Increases the serum concentration of Buspirone Therapy changes: Limit the buspirone dose to 2.5 mg daily and 

monitor patients for increased buspirone effects/toxicities. 

Bupropion Decreases the serum concentration of Bupropion Monitor: Monitor for decreased bupropion efficacy. Bupropion 

dose increases may be required, but the maximum recommended 
dose of bupropion should not be exceeded.  

Mirtazapine Increase the serum concentration of Mirtazapine Monitor: Monitor for increased mirtazapine effects/toxicities if 

combined with strong CYP3A4 inhibitors. Mirtazapine dose 
reductions may be needed. 

Anticoagulants Apixaban Increases the serum concentration of Apixaban Therapy changes: In patients receiving apixaban 5-10 mg twice 

daily, the dose of apixaban should be decreased by 50% when 
coadministered with strong inhibitors of CYP3A4 and P-gp. 
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Clopidogrel Ritonavir may diminish the antiplatelet effect of 
Clopidogrel and decrease serum concentrations of the 
active metabolite(s) of Clopidogrel 

Monitor: Monitor closely for evidence of diminished antiplatelet 

response to clopidogrel. Consider possible alternatives when 
possible. 

Rivaroxaban Increases serum concentrations of rivaroxaban Avoid: Increased bleeding risk with rivaroxaban. Avoid 

concomitant use. Consider short term switching to apixaban (see 
apixaban above). 

Warfarin May increase or decrease serum concentrations of 
warfarin  

Monitor: Closely monitor INR if co-administration with warfarin is 

necessary  

Antihypertensives Nifedipine Increases the serum concentration of Nifedipine Monitor: Consider a nifedipine dose decrease. If combined, 

monitor patients closely for increased nifedipine effects and 
toxicities (eg, hypotension, edema). 

Amlodipine Increases the serum concentration of Amlodipine Monitor: Monitor for increased amlodipine effects and toxicities 

(eg, hypotension, edema) and consider a 50% amlodipine dose 
reduction. 

Nicardipine Increases the serum concentration of Nicardipine Monitor: Consider a nicardipine dose decrease. Monitor closely 

for increased nicardipine serum concentrations  

Felodipine Increases the serum concentration of Felodipine Monitor: Consider a felodipine dose decrease. Monitor closely for 

increased felodipine serum concentrations 

Diltiazem, Verapamil Increases the serum concentration of Diltiazem or 
Verapamil 

Monitor: Monitor for increased diltiazem or verapamil effects and 

toxicities (eg, hypotension, bradycardia). 

Guanfacine Increases the serum concentration of Guanfacine Therapy changes: Reduce the guanfacine ER dose 50%. 

Monitor for increased guanfacine toxicities. 

Antidiabetics Saxagliptin Increases the serum concentration of Saxagliptin Therapy changes: Limit the saxagliptin dose to 2.5 mg daily 

Canagliflozin Decrease the serum concentration of Canagliflozin Therapy changes: Consider increasing canagliflozin dose to 200 

mg/day in patients tolerating 100 mg/day. A further increase to 
300 mg/day can be considered in patients with an eGFR of ≥60 
mL/min/1.73 m2. 

Antianginal Ranolazine Increases serum concentrations of ranolazine Avoid: Co-administration contraindicated due to potential for 

serious and/or life-threatening reactions 
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Anticancer Apalutamide Decreases serum concentrations of Paxlovid Avoid: Co-administration contraindicated due to potential loss of 

virologic response and possible resistance 

Abemaciclib, Ceritinib, 
Dasatinib 

Increases serum concentrations of Abemaciclib, 
Ceritinib or Dasatinib 

Monitor: Monitor for increased abemaciclib, ceritinib or dasatinib 

effects and toxicities  

Encorafenib Increases serum concentrations of Encorafenib Avoid: Co-administration of encorafenib due to potential risk of 

serious adverse events such as QT interval prolongation 

Ibrutinib, Neratinib, 
Venetoclax 

Increases serum concentrations of Ibrutinib, Neratinib or 
Venetoclax 

Avoid: Avoid use 

Ivosidenib Increases serum concentrations of Ivosidenib 
 

Avoid: Co-administration of Ivosidenib due to potential risk of 

serious adverse events such as QT interval prolongation 

Nilotinib Increases serum concentrations of Nilotinib Monitor: Monitor for increased Nilotinib effects and toxicities  

Vinblastine, Vincristine Increases serum concentrations of Vinblastine or 
Vincristine 

Monitor: Co-administration may lead to significant hematologic or 

gastrointestinal side effects 

Anticonvulsants Carbamazepine, 
Phenobarbital, 
Phenytoin 

Decreases serum concentrations of Paxlovid 
Increases serum concentrations of carbamazepine,  
phenobarbital or phenytoin 

Avoid: Co-administration contraindicated due to potential loss of 

virologic response and possible resistance  

Lamotrigine Decrease the serum concentration of Lamotrigine Monitor: Monitor for decreased effects of lamotrigine 

Antipsychotics Clozapine Increases serum concentrations of clozapine Avoid: Co-administration contraindicated due to serious and/or 

life-threatening reactions such as cardiac arrhythmias 

Haloperidol, Risperidone Increases the serum concentration of Haloperidol or 
Risperidone 

Monitor: Monitor for increased haloperidol effects of Haloperidol 

or Risperidone 

Quetiapine  Increase the serum concentration of Quetiapine Therapy changes: In quetiapine treated patients, reduce 

quetiapine to 1/6 of original dose after starting a strong CYP3A4 
inhibitor. In those on strong CYP3A4 inhibitors, start quetiapine at 
lowest dose and up-titrate as needed. 

Women’s Health Estrogen derivatives Decrease the serum concentration of Estrogen 
Derivatives 

Monitor: Monitor for decreased estrogen effects of estrogen 

Immunosuppressants Cyclosporine Increases cyclosporine serum concentrations Avoid: Use with Paxlovid when close monitoring of 
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immunosuppressant serum concentrations is not feasible 
 

Tacrolimus Increases tacrolimus serum concentrations Avoid: Use with Paxlovid when close monitoring of 

immunosuppressant serum concentrations is not feasible 

Sirolimus Increases sirolimus serum concentrations Avoid: Avoid concomitant use of sirolimus and Paxlovid 

Ergot Derivatives Dihydroergotamine, 

ergotamine, 

methylergonovine 

 

Increases serum concentrations of Ergot Derivatives Avoid: Co-administration contraindicated due to potential for 

acute ergot toxicity characterized by vasospasm and ischemia of 

the extremities and other tissues including the central nervous 

system  
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