
Safety and Tolerability of
Paxlovid (Nirmatrelvir/Ritonavir)
in High-risk Patients

TO THE EDITOR—We read with great in-
terest the analysis by Saliba and col-
leagues on the real-world experience
with nirmatrelvir/ritonavir (Paxlovid) in
reducing severe coronavirus disease
2019 (COVID-19) and mortality in high-
risk patients [1]. This is the largest
retrospective cohort study to date that
demonstrated Paxlovid treatment and
vaccination status were associated with
significant decrease in the rate of
severe COVID-19 or mortality with ad-
justed hazard ratio (HR) 0.54 (95% confi-
dence interval, 0.39–0.75) and 0.2 (95%
confidence interval, 0.17–0.22), respec-
tively. Timely real-world data are impor-
tant to evaluate the effectiveness of
Paxlovid in populations outside of the
clinical trial, but the authors were unable

to assess medication tolerability and
safety.
As of 14 May 2022, Assistant Secretary

for Preparedness and Response estimat-
ed 668 954 Paxlovid courses were given
in the United States [2]. In the random-
ized clinical trial, EPIC-HR (Evaluation
of Protease Inhibition for Covid-19 in
High-Risk Patient), Paxlovid appeared
to be well tolerated but real-world data
are lacking [3]. At the University of
Washington Medicine, we developed a
standardized process to prioritize high-
risk patients meeting National Institutes
of Health Tier 1 and 2 criteria and as-
sessed patient tolerability and safety
through telephonic postprescription out-
reach when supplies were initially limit-
ed. Patients who were prescribed
Paxlovid were interviewed over the
phone using a standardized question-
naire to assess adverse effects and adher-
ence within 1 week of starting therapy.

Between January 5 and 21, 2022, 50 pa-
tients were prescribed Paxlovid (Table 1).
The median age was 48 years, with 64%
of females and 20% of Latino/Hispanic
ethnicity. Themajority (82%) had immu-
nocompromising conditions with a me-
dian of 5 comorbid conditions and 8.5
concomitant medications. Sixteen (32%)
patients required chronic medication ad-
justment while taking Paxlovid. All pa-
tients were contacted within 1 week of
starting Paxlovid, 19 (38%) and 21
(42%) patients were interviewed during
therapy and after completion of therapy,
respectively, whereas 9 (18%) patients
were lost to follow-up and 1 (2%) patient
did not start Paxlovid. Among the 40 re-
spondents, 34 (85%) had experienced at
least 1 adverse effect. Twelve (30%) pa-
tients reported≥ 3 adverse effects and
all were≥ 5 concomitant chronic medi-
cations. The most frequently reported
adverse effect was dysgeusia (57.5%).

Table 1. Baseline Characteristics of Patients Who Were Prescribed Paxlovid and Reported Adverse Effects Associated With Paxlovid

EPIC-HR (2)

UW Medicine Paxlovid Placebo

Demographics (N=50)

Median age in years (range) 48.5 (24–92) 45 (18–86) 46.5 (18–88)

Females 32 (64%) 49.5% 48.3%

Ethnicity (% Hispanic/Latino) 10 (20%) 45% 45%

Median number of concomitant medications (IQR) 8.5 (5–12)

Median number of comorbidities (IQR) 5 (3–7)

Immunocompromised 41 (82%) <1% <1%

Chronic medication adjustment 16 (32%)

Events that emerged during treatment (N=40)

Reported at least 1 adverse effect 34 (85%) 22.6% 23.9%

Reported 3 or more adverse effects 12 (30%)

Serious adverse eventsa 4 (10%) 1.6% 6.6%

Discontinued therapy because of adverse effects 7 (17.5%) 2.1% 4.2%

Reported adverse effects (N = 40)

Dysgeusia 23 (57.5%) 5.6% 0.3%

Diarrhea 15 (37.5%) 3.1% 1.6%

Headache 13 (32.5%) 1.4% 1.3%

Abdominal pain 6 (15%)

Myalgia 6 (15%) 1% <1%

Nausea 5 (12.5%) 1.4% 1.7%

Vomiting 4 (10%) 1.1% 0.8%

Abbreviation: IQR, interquartile range.
aSerious adverse events and adverse events leading to discontinuation of Paxlovid or placebowere coded according to theMedical Dictionary for Regulatory Activities (MedDRA), version 24.0,
in the EPIC-HR trial.
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Most patients reported the onset of 1 to 2
hours after taking Paxlovid and usually
subsided within 24 hours after discontin-
uation of therapy.

We reported a high incidence of ad-
verse effects with 85% of patients report-
ing at least 1 side effect while taking
Paxlovid leading to 17.5% of patients dis-
continuing therapy prematurely com-
pared with 2% observed in the
EPIC-HR trial. Most notably, dysgeusia
was reported in 57.5% of patients com-
pared to 5.6% in clinical trial [3]. We
used this information to better prepare
our patients for anticipated side effects
and provided mitigation strategies based
on our evaluation. To the best of our
knowledge, this is the first report to
date evaluating the tolerability and safety
of Paxlovid through telephonic postpre-
scription outreach in the real-world set-
ting. This underscores the importance

of close monitoring and postmarketing
surveillance with medications that are
still under investigation.
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