
• Considering the 6 core symptoms together (fatigue, brain fog, body aches, cardiovascular 
symptoms, shortness of breath, gastrointestinal symptoms), there was no statistically 
significant difference in the pooled symptom severity between NMV/r and PBO/r groups 
at 10 weeks

• A 15-day course of NMV/r was found to have a safety profile similar to the 5-day acute 
treatment course and was generally tolerated; however, when compared to placebo-
ritonavir, it did not improve select PASC symptoms or other health outcomes

• Both the intervention and control groups exhibited improvements in PASC symptoms 
over time (Figures 2 and 3), though notably many participants still had symptoms at 15 
weeks

• Postacute sequelae of SARS-CoV-2 (PASC), also 
known as long COVID, affects millions of people 
for long periods of time and can include many 
symptoms

• Antiviral agents against SARS-CoV-2 are a 
possible area for investigation since SARS-CoV-2 
virus or viral particle persistence is one of several 
proposed mechanisms for PASC

• Nirmatrelvir, with low-dose ritonavir was 
approved by the US FDA for the treatment of 
mild to moderate COVID-19

• The objectives of the Selective Trial of Paxlovid 
for PASC (STOP-PASC) were to assess the effect 
of a 15-day course of NMV/r vs PBO/r in 
improving PASC symptoms and other patient-
reported outcomes
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Figure 2: Distribution of Core Symptom Severity Scores
Over Time in Adults With Postacute Sequelae of SARS-
CoV-2 Infection

Table 2: Select Secondary Outcomes and Adverse Events in 
Nirmatrelvir-Ritonavir Use for Postacute Sequelae of SARS-CoV-2 
Infection
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• STOP-PASC was a double-blind 
randomized clinical trial to investigate 
nirmatrelvir-ritonavir (NMV/r) compared 
with placebo-ritonavir (PBO/r) in adult 
participants with PASC (Figure 1)

• 784 prescreened: 168 consented and 
screened

• The primary end point was core symptoms 
severity during the past week, pooled at 10 
weeks post-randomization in participants 
treated with NMV/r vs PBO/r

• The primary analysis followed the intent-
to-treat (ITT) principle

CONCLUSIONS

REFERENCES

• This trial demonstrated the overall safety of 
a 15-day course of NMV/r in patients with 
PASC, but did not find a significant benefit 
of this therapy for a subset of PASC 
symptoms among mostly vaccinated
cohort with prolonged PASC symptoms

• With the urgent need to find therapies for 
PASC, studies like STOP-PASC have pushed 
forward to assess efficacy and safety

• Antivirals may need to be administered 
earlier in the illness, before downstream 
and possibly less reversible adverse effects 
occur

• Longer treatment durations, dose 
variations, optimal timing, and different 
phenotypes of PASC should be investigated 
in future studies

• Multiple pathways may contribute to PASC 
pathogenesis, thus more combination 
therapies (eg, antivirals with 
immunomodulators) should be explored

• Evaluations of molecular and digital 
biomarkers from the STOP-PASC trial are 
forthcoming. Findings from this and other 
trials of NMV/r will collectively determine 
whether this antiviral can treat PASC
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Figure 3: Patient Global Impression Scores Over Time in Adults With Postacute Sequelae of SARS-CoV-2 Infection

Figure 1: Nirmatrelvir-Ritonavir and Symptoms in Adults With 
Postacute Sequelae of SARS-CoV-2 Infection


