
 
 

   

   

  

   

   

    

     

 

    

    

 

 

           

    

       

            

 

  

 

      

  

 

 

    

   

    

 

        

       

       

       

   

   

      

   

 

 

 

 

Clinical Pharmacology EUA Summary Review 

EUA Number 105 

Sponsor Pfizer Inc. 

Submission Date July 21, 2022 

OCP Reviewer Cristina Miglis, PharmD, MS, BCPS 

OCP Team Leader Mario Sampson, PharmD 

OCP Division/Office Division of Infectious Disease Pharmacology/Office of Clinical 

Pharmacology 

OND Division/Office Division of Antivirals/Office of Infectious Disease 

Drug Name PAXLOVID (nirmatrelvir oral tablet co-packaged with ritonavir oral tablet) 

Dosage and 

Administration 

300 mg nirmatrelvir (two 150 mg tablets) with 100 mg ritonavir (one 

100 mg tablet), with all three tablets taken together twice daily for 5 days 

Dose reduction for moderate renal impairment (eGFR ≥30 to <60 mL/min): 

150 mg nirmatrelvir (one 150 mg tablet) with 100 mg ritonavir (one 100 

mg tablet), with both tablets taken together twice daily for 5 days 

Indication Treatment of mild-to-moderate COVID-19 in adults and pediatric patients 

(12 years of age and older weighing at least 40 kg) with positive results of 

direct SARS-CoV-2 viral testing, and who are at high risk for progression to 

severe COVID-19, including hospitalization or death 

Rationale for Revisions to EUA Fact Sheets 

The PAXLOVID EUA fact sheet was revised as follows: 

1. The following edits were made to : 

• The Applicant proposed 

. We recognize there is a clinically significant drug-drug interaction between 

(b) (4)

(b) (4)

disopyramide and PAXLOVID and agree with adding disopyramide to the fact sheet. However, 

we do not agree that the interaction . The review team has 

listed this interaction in Table 1 under the 

(b) (4)

(b) (4)

antiarrhythmics drug class with a statement that caution is warranted when co-administered 

with PAXLOVID, and antiarrhythmic therapeutic concentration monitoring is recommended. 

The language provided for this drug interaction in the fact sheet is consistent with NORVIR 

and the boosted protease inhibitors labels. 

. 

(b) (4)
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• 

• 

2. The following edits were made to Table 1 in Section 7.3: Established and Potentially Significant 

Drug Interactions 

• The following drugs were added based on their inclusion in the NIH guidelines for DDIs with 

PAXLOVID. Language in Table 1 was added consistent with the concomitant drug label and 

the NORVIR or boosted protease inhibitor USPIs: Disopyramide, apixaban, clonazepam, 

cilostazol, saxagliptin, tofacitinib, upadacitinib, darifenacin, brexpiprazole, cariprazine, 

iloperidone, lumateperone, pimavanserin, buspirone, clorazepate, diazepam, estazolam, 

flurazepam, zolpidem, riociguat, tadalafil. 

• Clozapine was reclassified (b) (4) to established and other potentially 

significant drug interactions. 

• Pethidine was reclassified under its US name, meperidine, with a change (b) (4)

to established and other potentially significant drug interaction. 

• The PDE 5 inhibitor drug class was changed to Pulmonary Hypertension Agents (PDE 5 

inhibitors) 

• The PDE 5 inhibitor drug class was changed to Erectile Dysfunction Agents (PDE 5 inhibitors) 

The review team also 

. Further 

review of the clozapine package insert prompted the review team to move this drug 

to a drug that should be avoided with PAXLOVID based on language in the 

(b) (4)

(b) (4)

clozapine USPI stating that patients taking concomitant CYP1A2, CYP2D6, or CYP3A4 inhibitors 

should be monitored for adverse reactions and a clozapine dose reduction should be 

considered if necessary. 

Like clozapine, the inclusion of pethidine 

. It should be noted that pethidine is 

marketed as meperidine in the U.S. 

. We recognize the meperidine label contains a boxed warning 

(b) (4)

(b) (4)

for concomitant use with CYP3A4 inhibitors a regarding potentially fatal overdose. This 

warning is similar to the boxed warning on other narcotic analgesics (fentanyl, hydrocodone 

or oxycodone) and is not included (b) (4) in each respective label. The 

PAXLOVID factsheet includes a clinical comment in Table 1 recommending careful monitoring 

of therapeutic and adverse effects (including potentially fatal respiratory depression when 

these agents are concomitantly administered with PAXLOVID). Thus, the review team 

recommended the 

addition of meperidine to the narcotic analgesics class in Table 1. 

(b) (4)

The edits outlined above were also applied to the prescriber checklist which is consistent with the most 

up to date version of the fact sheet. 
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Section 7: Table 1 in Section 7.3 
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