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1. List of investigators

The analysis was conducted based on the results of the EPIC-HR study reported by Hammond et

al. (2022)*. The list of the EPIC-HR study investigators is reported by Hammond et al. (2022)*.
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Table does not include sites that did not screen any patients for inclusion.



2. Detection and quantification of SARS-CoV-2 viral load

As measured by the Abbott Real-Time (rt) Quantitative SARS-CoV-2 assay, a reverse
transcriptase polymerase chain reaction (PCR) test utilizing reagents and equivalent application
specifications of the Abbott rt SARS-CoV-2 Qualitative Emergency Use Authorization assay,
modified in collaboration with Abbott Molecular, to quantitate SARS-CoV-2 nucleic acid in

nasopharyngeal, oropharyngeal and nasal swab samples.



3. Tables

Table S1. EPIC-HR Swab collection site by treatment and visit. From ref.2.

+ Ritonavir 100 mg

TREATMENT AVISIT | NASOPHARYNX NOSTRIL MISSING
ARMS

PLACEBO Baseline | 1086 (N=1086; 100%) | 0 (N=1086; 100%) | 0 (N=1086; 0%)
Nirmatrelvir 300 mg | Baseline | 1078 (N=1080; 99.8%) | 2 (N=1080; 0.2%) 0 (N=1080; 0%)
+ Ritonavir 100 mg

PLACEBO Day 3 995 (N=1040; 95.7%) | 45 (N=1040; 4.3%) | 0 (N=1040; 0%)
Nirmatrelvir 300 mg | Day 3 983 (N=1038; 94.7%) | 54 (N=1038; 5.2%) | 1 (N=1038; 0.1%)
+ Ritonavir 100 mg

PLACEBO Day 5 997 (N=1001; 99.6%) | 4 (N=1001; 0.4%) 0 (N=1001; 0%)
Nirmatrelvir 300 mg | Day 5 995 (N=1002; 99.3%) | 5 (N=1002; 0.5%) 2 (N=1002; 0.2%)
+ Ritonavir 100 mg

PLACEBO Day 10 870 (N=962; 90.4%) 92 (N=962; 9.6%) 0 (N=962; 0%)
Nirmatrelvir 300 mg | Day 10 888 (N=989; 89.8%) 100 (N=989; 10.1%) | 1 (N=989; 0.1%)
+ Ritonavir 100 mg

PLACEBO Day 14 930 (N=1006; 92.4%) | 76 (N=1006; 7.6%) | 0 (N=1006; 0%)
Nirmatrelvir 300 mg | Day 14 928 (N=1009; 92%) 81 (N=1009; 8%) 0 (N=1009; 0%)




Table S2. Viral load logio transformed means (SD, n) and median (range). Total EPIC-HR mITT2 population: Nirmatrelvir-Ritonavir
N=1109, Placebo N=1115. VLR sub-study population: Nirmatrelvir-Ritonavir N=990, Placebo N=980. Population for VLR sub-
study utilized participants with matched Day 5, Day 10 and/or Day 14 samples.

Visit Day EPIC-HR mITT2 EPIC-HR mITT2 VLR Subset VLR Subset VLR Subset
total population total population
Mean (SD, n) Median (Range) Mean (SD, n) Median (Range) Proportion
Baseline

Nirmatrelvir-Ritonavir
Placebo

5.681 (2.100, 873)
5.522 (2.168, 888)

5.990 (1.700, 9.160)
5.910 (1.700, 9.150)

5.210 (2.555, 22)
4.801 (2.260, 17)

5.840 (0.000, 8.460)
5.190 (0.000, 7.860)

Day 3
Nirmatrelvir-Ritonavir
Placebo

3.891 (2.169, 821)
4.315 (2.390, 829)

4.030 (0.000, 8.570)
4.660 (0.000, 9.540)

4.117 (2.294, 22)
4.362 (2.458, 17)

3.880 (0.000, 8.550)
5.240 (0.000, 7.500)

Day 5
Nirmatrelvir-Ritonavir
Placebo

2.697 (1.835, 789)
3.314 (2.263, 792)

2.690 (0.000, 7.820)
3.125 (0.000, 8.700)

2.380 (1.783, 23)
2.439 (1.731, 17)

2.120 (0.000, 5.760)
2.420 (0.000, 5.030)

Day 10
Nirmatrelvir-Ritonavir
Placebo

1.419 (1.592, 782)
1.697 (1.740, 760)

1.700 (0.000, 7.340)
1.700 (0.000, 7.630)

2.173 (2.042, 22)
2.911 (2.223, 16)

1.700 (0.000, 6.610)
3.285 (0.000, 7.170)

Day 14
Nirmatrelvir-Ritonavir
Placebo

0.884 (1.258, 794)
0.970 (1.302, 800)

0.000 (0.000, 8.090)
0.000 (0.000, 6.540)

4.750 (1.496, 20)
4.626 (1.453, 14)

4.505 (2.950, 8.090)
4.685 (2.740, 7.020)

Proportion of Present and
Persistent VLR*

Nirmatrelvir-Ritonavir
Placebo

2.32% (23/990)
1.73% (17/980)

*Statistical VLR definition: If Day 14 viral load was not available, Day 10 viral load change from Day 5 >0.5 logio copies/mL and Day 10 viral load >2.7 logio
copies/mL, or If Day 14 viral load is available, Day 14 viral load change from Day 5 >0.5 logio copies/mL and Day 14 viral load >2.7 logio copies/mL.
Abbreviations: EPIC-HR, Evaluation of Protease Inhibition for COVID-19 in High-Risk Patients; mITT2, modified intention-to treat population; SD, standard
deviation; VLR, viral load rebound.
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4. Figures
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Figure S1. VLR is not associated with recurrence of severe disease. A) Participants on
nirmatrelvir-ritonavir who achieved 3-4 consecutive days of symptom relief showed lower relapse
during D8-D28 (0%) compared to placebo (1%). B) Individual moderate-severe symptoms in

present and/or persistent VLR over 28 days. From ref.2,
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