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Additional Eligibility Criteria

Fertile participants were also required to use a highly effective method of contraception. Participants were
excluded if they had >1 predefined, underlying condition associated with increased risk of developing severe
Covid-19,2% including age >65 years; body mass index (BMI) >30 kg/m?; active smoking; chronic lung,
cardiovascular, kidney, or sickle cell disease; hypertension; diabetes; cancer; neurodevelopmental disorders or
other medically complex condition; or medical-related technological dependence. Before implementation of
protocol amendment 5, a participant had a complete vaccination schedule, the exclusion criterion for
comorbidity was invalidated. Other key exclusion criteria included pregnancy or breastfeeding; history of
hospitalization for Covid-19; current or anticipated need for hospitalization <48 hours after randomization;
confirmed previous infection with SARS-CoV-2; active liver, renal, or HIV disease or concurrent systemic
infection; concurrent comorbidity requiring hospitalization/surgery within the previous 7 days or considered
life-threating within the previous 30 days; and known history of certain abnormalities in clinical laboratory
testing within 6 months before study screening.

Prohibited prior or concomitant therapies included medications that are highly dependent on CYP3A4 for
clearance and may be unsafe at elevated plasma concentrations (during and through 4 days after treatment);
strong inducers of CYP3A4 (<28 days before and during treatment); monoclonal antibodies, antivirals, or
convalescent Covid-19 plasma for Covid-19 treatment; and Covid-19 vaccines within 12 months of screening
(before the Day 34 visit) in all participants except those fully vaccinated at baseline with underlying risk factors
for severe Covid-19, as specified above.



Study Product and Blinding

Nirmatrelvir was provided as 150-mg tablets, while ritonavir was provided as 100-mg capsules; each had a
matching placebo. Participants were instructed to take 2 tablets and 1 capsule (ie, 300 mg nirmatrelvir and 100
mg ritonavir or matching placebo) every 12 hours for 5 days (ie, 10 doses total). At the end of treatment,
participants were followed up until Week 24.

Ethical Conduct

All participants provided written informed consent. The study was conducted in accordance with ethical
principles derived from international guidelines including the Declaration of Helsinki, Council for International
Organizations of Medical Sciences International Ethical Guidelines, International Council for Harmonization
Good Clinical Practice guidelines, and local laws and regulations. The protocol and other relevant documents
were approved by an institutional review board/ethics committee before study initiation.

Study Drug Responsibilities

Nirmatrelvir and matching placebo were manufactured by Pfizer, while ritonavir tablets were manufactured and
tested by Hetero Labs Limited (Hyderabad, India) and blinding was done by Pfizer via over-encapsulation.



Table S1. Signs and Symptoms Attributable to Covid-19

Targeted Daily Sign and Targeted
(Used for Symptom Symptoms for
Daily Sign and Symptom Collection Study Entry) Collection Analysis
Cough X X X
Shortness of breath or difficulty breathing X X X
Fever (documented temperature >38°C [100.4°F]) or X
feeling feverish
Feeling feverish X X
Chills or shivering X X X
Fatigue X X
Muscle or body aches X X X
Diarrhea X X X
Nausea X X X
Vomiting X X X
Headache X X X
Sore throat X X X
Stuffy or runny nose X X X
Loss of smell X
Loss of taste X

Results from local reverse transcriptase polymerase chain reaction or other molecular tests detecting viral RNA
or protein performed within 5 days of randomization or rapid antigen tests performed at screening were used to
confirm SARS-CoV-2 infection.

Severity ratings for each symptom over the previous 24 hours used a 4-point scale where: 0=absent, 1=mild,
2=moderate, and 3=severe; vomiting/diarrhea and loss of smell/taste used a 4-point frequency scale and 3-point
Likert scale, respectively.



Table S2. Demographic and Clinical Characteristics of Participants Included in the Full Analysis Set*

Nirmatrelvir/Ritonavir Placebo Total

Characteristic (n=658) (n=638) (N=1296)
Sex, n (%)

Male 312 (47.4) 284 (44.5) 596 (46.0)

Female 346 (52.6) 354 (55.5) 700 (54.0)
Age, median (range), y 41 (18-87) 42 (18-82) 42 (18-87)
Race, n (%)

White 515 (78.3) 502 (78.7) 1017 (78.5)

Black or African American 28 (4.3) 23 (3.6) 51 (3.9)

Asian 70 (10.6) 72 (11.3) 142 (11.0)

American Indian or Alaska Native 39 (5.9) 32 (5.0 71 (5.5)

Not reported 5(0.8) 7(1.1) 12 (0.9)

Unknown 1(0.2) 2(0.3) 3(0.2)
Ethnicity, n (%)

Hispanic or Latino 274 (41.6) 262 (41.1) 536 (41.4)

Not reported 4 (0.6) 6 (0.9) 10 (0.8)
Geographic region, n (%)

United States 216 (32.8) 206 (32.3) 422 (32.6)

Europe 222 (33.7) 215 (33.7) 437 (33.7)

Rest of world 220 (33.4) 217 (34.0) 437 (33.7)

24.91 24.92 24.91

BMI, kg/m?, median (range)

Baseline comorbidities, n (%)
Cardiovascular disorders
Chronic lung disease
Cigarette smoker
Diabetes mellitus
Hypertension

Vaccinated, n (%)

Serology status, n (%)
Positivef
Negative
Unknown

Viral load, logio copies/mL, n (%)8

0

<4
>4
>5
>6
<7

(17.45-58.82)

7(1.2)
9 (1.4)
86 (13.1)
34 (5.2)
83 (12.6)
374 (56.8)

482 (73.3)
161 (24.5)
15 (2.3)

99 (15.0)
171 (26.0)
474 (72.0)
424 (64.4)
340 (51.7)
433 (65.8)

(14.20-53.14)

8(1.3)

13 (2.0)
86 (13.5)

32 (5.0)
77 (12.1)
364 (57.1)

475 (74.5)
149 (23.4)
14 (2.2)

106 (16.6)
188 (29.5)
438 (68.7)
381 (59.7)
302 (47.3)
426 (66.8)

(14.20-58.82)

15 (1.2)
22 (1.7)
172 (13.3)
66 (5.1)
160 (12.3)
738 (56.9)

957 (73.8)
310 (23.9)
29 (2.2)

205 (15.8)
359 (27.7)
912 (70.4)
805 (62.1)
642 (49.5)
859 (66.3)
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>17 212 (32.2) 200 (31.3) 412 (31.8)
>8 81 (12.3) 71 (11.1) 152 (11.7)
>9 5(0.8) 4 (0.6) 9(0.7)
>10 0 0 0
Mean (SD) 5.3(2.8) 5.0 (2.8) 5.1(2.8)
Median (range) 6.2 (0.0, 9.5) 6.0 (0.0,9.4) 6.0 (0.0, 9.5)
Baseline severity, n (%)|
None 8(1.2) 11 (1.7) 19 (1.5)
Mild 205 (31.2) 178 (27.9) 383 (29.6)
Moderate 308 (46.8) 307 (48.1) 615 (47.5)
Severe 114 (17.3) 129 (20.2) 243 (18.8)
Duration since first symptom, n (%)
<3 days 476 (72.3) 464 (72.7) 940 (72.5)
>3 days 182 (27.7) 174 (27.3) 356 (27.5)
Median (range) 3(0-5) 3 (0-6) 3 (0-6)
Number of risk factors of interest, n
(%)
0 335 (50.9) 314 (49.2) 649 (50.1)
1 177 (26.9) 186 (29.2) 363 (28.0)
2 95 (14.4) 84 (13.2) 179 (13.8)
3 32 (4.9) 40 (6.3) 72 (5.6)
4 18 (2.7) 10 (1.6) 28 (2.2)
>4 1(0.2) 4(0.6) 5(0.4)
Risk status, n (%)
High risk 319 (48.5) 317 (49.7) 636 (49.1)
Standard risk (no risk factors) 335 (50.9) 314 (49.2) 649 (50.1)
Other 4 (0.6) 7(1.1) 11 (0.8)
Most common risk factorsf, n (%)
BMI >30 kg/m? 109 (16.6) 122 (19.1) 231 (17.8)
Smoker 86 (13.1) 86 (13.5) 172 (13.3)
Hypertension 83 (12.6) 77 (12.1) 160 (12.3)
Diabetes mellitus 34 (5.2) 32 (5.0) 66 (5.1)
>65 years of age 36 (5.5) 29 (4.5) 65 (5.0)

BMI=body mass index; SD=standard deviation.

*All participants who were randomly assigned to study intervention regardless of whether study intervention
was administered. Does not include participants excluded from the analysis (shown in Figure 1).

tPresented for comorbidities present in >1% of participants overall.

{Positive serostatus was defined as SARS-CoV-2 anti-N (nucleocapsid) or anti-S (spike) positive.

§Swabs for viral load were tested as previously described.®

|Severity for the worst targeted sign/symptom.

Y|Occurring in >5% of participants in any group.
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Table S3. Representativeness of Study Population

Disease Under Investigation

Covid-19

Special considerations related to

Sex and gender

Covid-19 affects both sexes with similar frequency, although males
appear to be at increased risk of progressing to severe disease, with
somewhat higher rates of hospitalization and death compared with
females. Currently, there is no known data regarding Covid-19 case
rates or poor outcomes associated with gender identity.

Age

Covid-19 affects people of all age groups. Compared with younger
populations, older adults are more likely to progress to severe illness
from COVID-19, including hospitalization and death. As of August 20,
2022, more than half of US Covid-19-associated hospitalizations were
in adults >65 years.

Race or ethnicity

Covi -19 affects people of all races and ethnicities. In the United States,
Black/African American, Hispanic/Latino, and American Indian/Alaska
Native individuals have experienced a disproportionate Covid-19
burden, including increased case rates and associated hospitalizations
and deaths.

Geography

COVID-19 case, hospitalization, and mortality rates vary globally. The
spread of SARS-CoV-2 and outcomes for Covid-19 are affected by the
prevalence of risk factors in the population, healthcare infrastructure,
treatment availability, vaccination rates, circulating SARS-CoV-2
variants, control strategies, and intervention measures, which vary
globally.

Other considerations

The secondary attack rate among household contacts of individuals
infected with the Omicron variant is estimated to be up to 81%.
Infection control guidance for household contacts includes isolation,
social distancing, hand washing, and mask wearing, with the
effectiveness of these measures dependent on several factors. Currently,
postexposure prophylactic treatment for house contacts of SARS-CoV-
2—infected individuals is not available, although such an approach is
recommended in other infectious disease settings.

Overall representativeness of this
trial

The participants in this trial demonstrated the expected ratio of men to
women, with slightly more women than men enrolled. Adult
participants >18 years of age were enrolled. The median (range) age for
study participants was 42 (18-87) years. The majority of participants
were White (78.5%); 3.9% of participants were Black/African
American. Hispanic/Latino individuals comprised 41.4% of randomized
participants in the study. Participants were enrolled at centers globally,
with 32.6% enrolled from the United States and 33.7% from Europe.
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Table S4. Analysis of Covid-19—Related Hospitalization or Death by Subgroup of Vaccination Status*

Overall

High Risk®

Standard Risk*

Nirmatrelvir/

Nirmatrelvir/

Nirmatrelvir/

Time to Sustained Alleviation Ritonavir Placebo Ritonavir Placebo Ritonavir Placebo
Number of participants evaluated 654 634 317 314 333 313
Participants with event, n (%)
Participants with Covid-19
hospitalization 5(0.8) 10 (1.6) 3(0.9) 7(2.2) 2(0.6) 3(1.0)
Participants with death 0 1(0.2) 0 1(0.3) 0 0
Estimated proportion (95% CI) 0.77 (0.32, 1.85) 1.59 (0.86, 2.93) 0.95 (0.31, 2.92) 2.25(1.08, 4.65) 0.61 (0.15, 2.41) 0.96 (0.31, 2.96)
Difference from placebo (95% -0.81 (-2.00,
cy 0.374) -1.29 (-3.26, 0.67) -0.36 (-1.73, 1.02)
Relative reduction vs placebo, % 51.2 57.6 36.9
Participants with Covid-
19-related medical visits®, n (%) 15 (2.3) 25(3.9) 6 (1.9) 17 (5.4) 9(2.7) 7(2.2)
Total number _of medical visits 24 36 6 2 18 9
across all participants
Number of medical visits per day
Mean (SD) 0.001 (0.011) 0.002 (0.016) 0.001 (0.004) 0.003 (0.022) 0.0019 (0.015) 0.0008 (0.006)
LS mean (95% Cl) 0.001 (0.001, 0.002) 0.002 (0.001, 0.004) 0.001 (0.000, 0.003) 0.003 (0.001, 0.013) 0 0
Versus placebo
LS mean ratio (95% CI) 0.50 (0.22, 1.13) 0.18 (0.06, 0.56) 1.49 (0.43,5.12)
Duration of hospitalization visits,
d
Mean (SD) 0.05 (0.59) 0.18 (1.79) 0.06 (0.65) 0.29 (2.40) 0.04 (0.54) 0.08 (0.83)
Median (range) 0(0,9) 0(0, 32) 0(0,9) 0(0, 32) 0(0,9) 0 (0, 10)
Difference from placebo! -0.13 -0.23 -0.04
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95% CI of difference** -0.22, -0.03 -0.39, -0.04 -0.11, 0.03

Duration of ICU visits, days 0 0.07 (1.00) 0 0.10 (1.31) 0 0.032 (0.57)

Mean (SD) 0 0 (0-21) 0 0 (0-21) 0 0 (0, 10)
Median (range) 0(0,9) 0(0, 32)

Duration of non-ICU visits, d
Mean (SD) 0.05 (0.59) 0.12 (1.48) 0.06 (0.65) 0.19 (2.20) 0.04 (0.54) 0.05 (0.61)
Median (range) 0(0,9) 0(0, 32) 0(0,9) 0(0, 32) 0(0,9) 0(0,9)

ICU, intensive care unit; LS, least squares.
*All participants who were randomly assigned to study intervention who took >1 dose of study intervention.

+High-risk participants were vaccinated with >1 risk factor for severe Covid-19.
1Standard risk participants were vaccinated or unvaccinated with no risk factors for severe Covid-19.

8Medical visits included emergency room, practitioner’s office, home healthcare services, urgent care, telephone consultation, outpatient infusion center, other.

|Based on bootstrap method with 100,000 replicates, each replicate is randomly selected (with replacement) from each subgroup of the analysis set.
**The probability that average days spent in hospital is greater in the nirmatrelvir/ritonavir 100 mg group. The two-sided p-value is 2 x the proportion.
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Table S5. Treatment-Emergent Grade 3, 4, and 5 Adverse Events by System Organ Class and Preferred Term (All Causalities; Safety Analysis Population*)

Nirmatrelvir/ritonavir Placebo
System Organ Class (N=654) (N=634)
Preferred Termi n (%) n (%)
Grade 3 Grade 4 Grade 5 Grade 3 Grade 4 Grade 5
Participants with event(s) 18 (2.8) 6 (0.9) 0 19 (3.0) 6 (0.9) 1(0.2)
Blood and lymphatic system disorders 1(0.2) 1(0.2) 0 0 0 0
Neutropenia 1(0.2) 0 0 0 0 0
Thrombocytopenia 0 1(0.2) 0 0 0 0
Gastrointestinal disorders 0 0 0 2(0.3) 0 0
Nausea 0 0 0 1(0.2) 0 0
Vomiting 0 0 0 1(0.2) 0 0
Infections and infestations 5(0.8) 0 0 7(1.1) 3(0.5) 1(0.2)
Bronchitis 1(0.2) 0 0 0 0 0
Covid-19 0 0 0 1(0.2) 0 0
Covid-19 pneumonia 3(0.5) 0 0 5(0.8) 1(0.2) 1(0.2)
Pharyngitis 0 0 0 1(0.2) 0 0
Pneumonia 1(0.2) 0 0 0 2(0.3) 0
Sepsis 0 0 0 0 1(0.2) 0
Investigations 8(1.2) 4 (0.6) 0 6 (0.9) 2 (0.3) 0
Alanine aminotransferase increased 2(0.3) 1(0.2) 0 0 0 0
Aspartate aminotransferase increased 2(0.3) 0 0 0 0 0
Blood creatine phosphokinase increased 0 1(0.2) 0 1(0.2) 0 0
Blood creatinine increased 0 0 0 1(0.2) 0 0
Blood fibrinogen decreased 1(0.2) 0 0 0 0 0
Blood glucose increased 2(0.3) 0 0 0 0 0
Blood potassium increased 1(0.2) 0 0 0 0 0



Blood pressure increased 1(0.2) 0 0 0 0
Creatinine renal clearance decreased 0 2 (0.3) 0 3(0.5) 2(0.3)
Glomerular filtration rate decreased 1(0.2) 0 0 0 0
Hemoglobin decreased 0 0 0 2(0.3) 0
Hepatic enzyme increased 1(0.2) 0 0 0 0
Metabolism and nutrition disorders 3(0.5) 1(0.2) 0 3(0.5) 1(0.2)
Electrolyte imbalance 0 1(0.2) 0 0 0
Hyperglycemia 1(0.2) 0 0 1(0.2) 0
Hyperkalemia 2(0.3) 0 0 1(0.2) 0
Hypocalcemia 0 0 0 0 1(0.2)
Hyponatremia 0 1(0.2) 0 0 0
Type 2 diabetes mellitus 1(0.2) 0 0 1(0.2) 0
Nervous system disorders 3(0.5) 0 0 0 0
Dysgeusia 1(0.2) 0 0 0 0
Osmotic demyelination syndrome 1(0.2) 0 0 0 0
Presyncope 1(0.2) 0 0 0 0
Respiratory, thoracic, and mediastinal disorders 1(0.2) 0 0 0 0
Respiratory distress 1(0.2) 0 0 0 0
Vascular disorders 0 0 0 2(0.3) 0
Hemodynamic instability 0 0 0 1(0.2) 0
Hypertension 0 0 0 1(0.2) 0

O O O O O O O O O O O O O O o o o o o o o

Covid-19=coronavirus disease 2019; Nirmatrelvir/ritonavir=nirmatrelvir 300 mg + ritonavir 100 mg.

*All patients randomly assigned to study intervention who received >1 dose of study intervention.

tParticipants are only counted once per treatment per event. Includes adverse events that started on or prior to Day 34 visit.
iMedDRA v25.0 coding dictionary applied.



Table S6. Treatment-Related Treatment-Emergent Grade 3, 4, and 5 Adverse Events by System Organ Class and Preferred Term (Safety Analysis Population*)+

Nirmatrelvir/ritonavir Placebo
System Organ Class (N=654) (N=634)
Preferred Termi n (%) n (%)
Grade 3 Grade 4 Grade 5 Grade 3 Grade 4 Grade 5

Participants with event(s) 2(0.3) 1(0.2) 0 2(0.3) 0 0
Gastrointestinal disorders 0 0 0 1(0.2) 0 0
Vomiting 0 0 0 1(0.2) 0 0
Investigations 0 1(0.2) 0 1(0.2) 0 0
Alanine aminotransferase increased 0 1(0.2) 0 0 0 0
Blood creatine phosphokinase increased 0 0 0 1(0.2) 0 0
Nervous system disorders 2 (0.3) 0 0 0 0 0
Dysgeusia 1(0.2) 0 0 0 0 0
Presyncope 1(0.2) 0 0 0 0 0

Nirmatrelvir/ritonavir=nirmatrelvir 300 mg + ritonavir 100 mg.

*All patients randomly assigned to study intervention who received >1 dose of study intervention.

tParticipants are only counted once per treatment per event. Includes adverse events that started on or prior to Day 34 visit.
iMedDRA v25.0 coding dictionary applied.
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Table S7. Treatment-Emergent Serious Adverse Events by System Organ Class and Preferred Term (All
Causalities; Safety Analysis Population*)+

Nirmatrelvir/ritonavir Placebo
System Organ Class Preferred Termi (N=654) (N=634)
n (%) n (%)
Participants with any serious adverse event 8(1.2) 12 (1.9)
Infections and infestations 5(0.8) 11 (1.7)
Covid-19 0 1(0.2)
Covid-19 pneumonia 3(0.5) 8(1.3)
Pneumonia 1(0.2) 2(0.3)
Pneumonia aspiration 1(0.2) 0
Sepsis 0 1(0.2)
Investigations 1(0.2) 1(0.2)
Creatinine renal clearance decreased 0 1(0.2)
Hepatic enzyme increased 1(0.2) 0
Metabolism and nutrition disorders 1(0.2) 0
Electrolyte imbalance 1(0.2) 0
Neopla_sms bgnign,_malignant, and 1(0.2) 0
unspecified (including cysts and polyps)
Colon cancer metastatic 1(0.2) 0
Nervous system disorders 1(0.2)
Osmotic demyelination syndrome 1(0.2)
siizp;:jr:rt;)ry, thoracic, and mediastinal 1(0.2) 0
Respiratory distress 1(0.2) 0

Covid-19=coronavirus disease 2019; Nirmatrelvir/ritonavir=nirmatrelvir 300 mg + ritonavir 100 mg.

*All patients randomly assigned to study intervention who received >1 dose of study intervention.
tParticipants are only counted once per treatment per event. Includes adverse events that started on or prior to
Day 34 visit.

tMedDRA v25.0 coding dictionary applied.
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