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INTRODUCTION
• PCC (Long COVID) is a multifaceted health concern observed in individuals with a history of SARS-CoV-2 infection [1]

 – PCC generally occurs late after the onset of COVID-19 and poses a negative impact on patients’ daily lives [1]
 – PCC may manifest in patients with mild COVID-19 and may persist for more than 2 years [2] 

• A correlation between SARS-CoV-2 viral persistence and the risk of PCC has been suggested [3]
 – Research is warranted to establish the efficacy of anti–SARS-CoV-2 antivirals in preventing PCC

• Ensitrelvir is an oral SARS-CoV-2 3C-like protease inhibitor approved in Japan and Singapore for the treatment of mild-to-moderate COVID-19 [4]
 – An exploratory analysis of the Phase 3 SCORPIO-SR study reported potential efficacy of ensitrelvir in reducing the risk of PCC among patients 
with mild-to-moderate COVID-19 [5]

• We assessed the efficacy of ensitrelvir in preventing PCC in patients with asymptomatic SARS-CoV-2 infection or mild COVID-19 symptoms only

METHODS
• This Phase 2b/3 trial was conducted as part of a seamless, multicenter, randomized, double-blind, placebo-controlled, Phase 2/3 study (Japan 

Registry of Clinical Trials identifier: jRCT2031210350) [6]
• This analysis included patients with asymptomatic SARS-CoV-2 infection or mild COVID-19 symptoms who were screened but not enrolled in the 

Phase 3 SCORPIO-SR study [5]
• PCC was defined based on the self-assessed general health level and severity of a prespecified set of symptoms
• Investigators and patients remained blinded on treatment assignment until Day 337

Figure 1. Study design
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a≤120 hours from the onset of COVID-19 symptoms.
bThe questionnaire was used for screening and administered at baseline and throughout the study period until Day 21. Only data for baseline are presented in this analysis.
c Patients self-assessed the symptoms and recorded the results in an electronic diary.
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RESULTS
Table 1. Baseline characteristics

• In total, 384 patients were included in the analysis (mild COVID-19 symptoms only, n=351; asymptomatic SARS-CoV-2 infection, n=33)
• Patient characteristics were generally balanced across treatment groups
• Approximately 90% of the patients had SARS-CoV-2 vaccination history

Ensitrelvir
125 mg
N=124

Ensitrelvir
250 mg
N=129

Placebo
N=131

Sex Male 70 (56.5%) 79 (61.2%) 67 (51.1%)

Age, years Mean (SD) 38.8 (11.9) 41.6 (13.4) 39.1 (13.3)

BMI Mean (SD) 22.80 (3.25) 23.31 (3.48) 22.96 (4.16)

Smoking habit Yes 22 (17.7%) 23 (17.8%) 23 (17.6%)

Randomization in <72 hours of onset Yes 47 (37.9%) 52 (40.3%) 57 (43.5%)

≥1 SARS-CoV-2 vaccine dose Yes 115 (92.7%) 116 (89.9%) 122 (93.1%)

Total score of 14 symptoms at baselinea Mean (SD) 4.1 (2.6) 4.2 (3.4) 3.9 (2.7)

Patients in the ITT population who responded to the PCC questionnaire at any of the three time points (Day 85, 169, or 337) are included.
aPatients self-rated their 14 symptoms on a 4-point (None=0, Mild=1, Moderate=2, or Severe=3) or 3-point (sense of smell and sense of taste only; Same as usual=0, Less than usual=1, or No sense of 
smell or taste=2) scale.
The scores for each symptom were added to calculate the total score for the 14 COVID-19 symptoms.

Table 2. Self-reported COVID-19 severity and physical health status

• On Day 337, 4.3%, 3.4%, and 8.8% of patients in the ensitrelvir 125 mg, ensitrelvir 250 mg, and placebo groups, respectively, reported that their 
health status had not returned to usual levels

Time Point Endpoint
Ensitrelvir

125 mg
N=124

Ensitrelvir
250 mg
N=129

Placebo
N=131

Day 85 Mild, moderate, or severe COVID-19 symptoms over the past 4 weeks 5.3% (6/114) 1.7% (2/120) 9.8% (12/122)

Poor general physical health over the past 4 weeks 1.8% (2/114) 0.8% (1/120) 3.3% (4/122)

Health status not returning to usual levels 7.0% (8/114) 3.3% (4/120) 13.1% (16/122)

Day 169 Mild, moderate, or severe COVID-19 symptoms over the past 4 weeks 4.3% (5/117) 4.8% (6/125) 6.2% (8/129)

Poor general physical health over the past 4 weeks 0.9% (1/117) 1.6% (2/125) 3.1% (4/129)

Health status not returning to usual levels 5.1% (6/117) 2.4% (3/125) 7.8% (10/129)

Day 337 Mild, moderate, or severe COVID-19 symptoms over the past 4 weeks 0.9% (1/115) 2.6% (3/117) 3.2% (4/125)

or general physical health over the past 4 weeks 1.7% (2/115) 2.6% (3/117) 4.8% (6/125)

Health status not returning to usual levels 4.3% (5/115) 3.4% (4/117) 8.8% (11/125)

Patients in the ITT population who responded to the PCC questionnaire at any of the three time points (Day 85, 169, or 337) are included.

• Please choose the response that best 
describes the severity of your COVID-19 
symptoms over the past 4 weeks (No 
symptoms, Mild, Moderate, or Severe)

• Please choose the response that best 
describes your general physical health 
over the past 4 weeks (Excellent, Very 
good, Good, Fair, or Poor)

• Have you returned to your usual (pre-
COVID) health? (Yes or No)

• Please rate the severity of each of the 
27 symptoms over the past 4 weeks 
(Absent, Mild, Moderate, or Severe)

• General health condition self-reported as “not returned to pre-COVID health level” AND
• ≥1 mild, moderate, or severe symptom among the symptoms listed below:

 – 27 symptoms: Stuffy nose, runny nose, sore throat, shortness of breath, cough, low energy or 
tiredness, muscle or body aches, headache, chills or shivering, feeling hot or feverish, nausea, 
vomiting, diarrhea, loss of smell, loss of taste, muscle weakness, hair loss, palpitations, joint 
pain, decreased appetite, dizziness, chest pain, skin rash, difficulty with concentration and 
thinking, difficulty in reasoning and solving problems, memory loss, or insomnia

 – 4 neurological symptoms: Difficulty with concentration and thinking, difficulty in reasoning 
and solving problems, memory loss, or insomnia

 – 14 symptoms: Stuffy or runny nose, sore throat, shortness of breath, cough, low energy 
or tiredness, muscle or body aches, headache, chills or shivering, feeling hot or feverish, 
nausea, vomiting, diarrhea, loss of smell, or loss of taste

 – 5 WHO symptoms (fatigue, shortness of breath, difficulty with concentration and thinking, 
difficulty in reasoning and solving problems, or memory loss [1]), loss of smell, or loss of taste

PCC questionnaire (excerpt) Definitions of PCC

BMI, body mass index; COVID-19, coronavirus disease 2019;  
ITT, intention-to-treat; PCC, post COVID-19 condition; SARS-CoV-2, severe 
acute respiratory syndrome coronavirus 2; SD, standard deviation;  
WHO, World Health Organization
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Figure 2. Proportion of patients with PCC and risk reduction versus placebo
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Data are summarized for patients who completed the PCC questionnaire for at least one timepoint in the ITT population. *p<0.05 (Fisher’s exact test)
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• Among the 33 asymptomatic patients (ensitrelvir 125 mg, n=9; ensitrelvir 250 mg, n=12; placebo, n=12), 1 participant in the ensitrelvir 125 mg 
group experienced PCC (any of the 27 symptoms) on Day 169 and Day 337. In the placebo group, 1 participant experienced PCC (any of the  
27 symptoms) on Day 85 and Day 169

• On Day 337, ensitrelvir 125 mg and 250 mg groups showed a trend towards risk reduction versus placebo for PCC (statistically non-significant)

Figure 3. Relative risk reduction versus placebo for the most common individual symptoms of PCC
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Data are summarized for patients who completed the PCC questionnaire for at least one timepoint in the ITT population.
PCC symptoms reported in at least one time point with an incidence ≥5% in the placebo group are presented. *p<0.05 (Fisher’s exact test)

• Ensitrelvir 125 mg and 250 mg groups also showed a trend towards risk reduction versus placebo for the most common individual symptoms of PCC

CONCLUSIONS
• PCC was observed even in patients with asymptomatic SARS-CoV-2 infection and those with mild COVID-19 symptoms only. It was also 

suggested that ensitrelvir treatment may reduce PCC in such patients with asymptomatic/mild disease


