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Benefits of nirmatrelvir–
ritonavir remain unproven for 
some populations

We thank Dr. Hiremath for his comments1 
on our recent article.2 We agree that not 
recommending the use of nirmatrelvir–
ritonavir among patients with severe kid-
ney disease does not equate to the treat-
ment being contraindicated. Dr. Hiremath 
points out an important language 
nuance. Nirmatrelvir–ritonavir should be 
used with caution in populations with 
seriously reduced renal function, and 
expert consultation with a nephrologist is 
advised to determine if the benefits out-
weigh the risks. We note, however, that 
many patients with reduced estimated 
glomerular filtration rates may be pre-
scribed medications that have important 
drug–drug interactions with nirmatrelvir–
ritonavir. Patients on hemodialysis are 
prescribed a median of 14 medications.3 
As such, a careful review of medications 
should be undertaken; the risk of toxic 
effects from a higher prevalence of drug–
drug interactions, compounded by 
reduced renal clearance, should be taken 
into consideration. 

The risks of nirmatrelvir–ritonavir 
should also be balanced with its as-yet-
unproven efficacy for all vaccinated 
people infected with the Omicron variant 
of SARS-CoV-2, not just patients with 
reduced renal function. Any safety con-
cerns may be more relevant when the 
drug is used in vaccinated patients, since 
the benefit on symptom duration or risk 
of hospital admission has not been 
studied in this population.
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