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Abstract 
Background: Ensitrelvir, an oral severe acute respiratory syndrome coronavirus-2 (SARS-CoV-2) 3C-like protease inhibitor, is approved in Japan for mild-to-moderate coronavirus disease-2019 (COVID-19) treatment. No antivirals are approved for post-exposure prophylaxis in household contacts (HHCs) of index patients (IPs) with COVID-19.
Methods: This double-blind, placebo-controlled trial randomized 1:1 HHCs with negative local SARS-CoV-2 test, to ensitrelvir (day 1: 375 mg, days 2–5: 125 mg) or placebo within 72 hours of symptom onset in COVID-19–positive IPs. The primary endpoint was the proportion of HHCs in the modified intention-to-treat (mITT) population who developed COVID-19 (central laboratory–confirmed positive reverse transcriptase–polymerase chain reaction and ≥1 of 14 prespecified COVID-19 symptoms lasting for ≥48 hours) by day 10. 
[bookmark: _Hlk198558958][bookmark: _Hlk208169079][bookmark: _Hlk208168521]Results: In the mITT population (ensitrelvir: n=1,030; placebo: n=1,011), mean age was 42.4 years, 71.1% were randomized <48 hours of IP symptom onset, and 37.0% had ≥1 risk factor for severe COVID-19. The proportion of HHCs developing COVID-19 was lower with ensitrelvir (2.9%) than placebo (9.0%; risk ratio 0.33; 95% confidence interval [CI]: 0.22, 0.49). In those with risk factors, the proportion was lower with ensitrelvir (2.4%) than placebo (9.9%; risk ratio: 0.24; 95% CI: 0.12, 0.49). The proportions with treatment‑emergent adverse events (TEAEs; 15.1% vs 15.5%, respectively) and serious TEAEs (0.2% each) were similar; no COVID-19–related hospitalizations or fatalities were reported. 
Conclusions: Ensitrelvir administration to HHCs within 72 hours of symptom onset in IPs was effective in preventing COVID-19 and generally well tolerated,. including in those with risk factors for severe disease. 
Trial Registration Number: jRCT2031230124, NCT05897541
KEYWORDS: COVID-19, Ensitrelvir, Household contacts, Index patients, Post-exposure prophylaxis, SARS-CoV-2.

Introduction 
Despite improved outcomes from vaccination and acquired immunity, coronavirus disease 2019 (COVID‑19) continues to impose substantial global burdens, especially on high-risk (HR) populations,1-3 because of rapidly waning immunity4 and emergence of new variants. 
Households are key sites for severe acute respiratory syndrome coronavirus 2 (SARS‑CoV‑2) transmission, with secondary attack rates (SAR) up to 32%–48% in household contacts (HHCs) during the Omicron era5-8 Nonpharmaceutical interventions (e.g., masking, isolation, ventilation) may lower household transmission risk, but they are incompletely protective and variably utilized.9 Effective strategies to prevent transmission to exposed HHCs are needed, particularly for those at increased risk of complications.
For influenza, timely post-exposure prophylaxis (PEP) with antivirals such as oral oseltamivir or baloxavir is highly effective in protecting HHCs against illness.10-12 In contrast, previous PEP trials of nirmatrelvir/ritonavir13 and molnupiravir14 did not demonstrate significant protection against COVID-19 in exposed HHCs, leaving an unmet need for a well-tolerated, oral antiviral for PEP.
Ensitrelvir, an oral SARS-CoV-2 3C-like (3CL) protease inhibitor, has potent in vitro activity against SARS-CoV-2 variants including Omicron.15-17 Ensitrelvir is currently approved in Japan for treating mild-to-moderate COVID-19 in patients aged ≥12 years.18 In standard-risk patients with mild-to-moderate COVID-19 or asymptomatic infection, ensitrelvir was associated with significant antiviral efficacy and reductions in acute and respiratory symptoms.19,20 A phase 3 trial (SCORPIO-SR) found approximately 1-day reduction in five COVID-19 symptoms if treatment was initiated within 3 days of symptom onset.21 Adverse effects included mild-to-moderate, reversible, dose-related decreases in high-density lipoprotein (HDL) levels and increases in blood triglycerides.21 In another phase 3 trial (SCORPIO-HR) involving nonhospitalized adults with mild-to-moderate COVID-19, ensitrelvir demonstrated antiviral efficacy but did not significantly reduce  the time to symptom resolution.22
Because of the established safety and antiviral efficacy of ensitrelvir, the current randomized controlled trial (RCT) was conducted to determine whether ensitrelvir would be efficacious as PEP in those exposed to SARS-CoV-2 in a household setting.

Methods
Trial Design and Oversight
[bookmark: _Hlk187937172]SCORPIO-PEP, a phase-3, double-blind, randomized, placebo-controlled trial, evaluated the efficacy and safety of ensitrelvir as PEP in SARS-CoV-2–exposed HHCs. The trial was conducted from June 2023–September 2024 in the United States (US), Japan, Vietnam, Argentina, and South Africa (jRCT2031230124, NCT05897541). Details regarding the ethical trial conduct and responsibilities related to the trial drugs are provided in the Supplementary Appendix. The initial manuscript draft was written by the first author. All authors  reviewed the data, confirmed the accuracy of the results, had final responsibility for the decision to submit the manuscript for publication, and vouch for the accuracy and completeness of the data and for the fidelity of the trial to the protocol.

Study Populations
Adult and pediatric index patients (IPs), defined as the first documented COVID-19 case in a household, were required to have at least one of the 14 COVID-19 symptoms (Supplementary Appendix) and a positive SARS-CoV-2 test result (antigen test or reverse transcriptase–polymerase chain reaction [RT-PCR] assay) within 72 hours prior to randomization of the participating HHC. The IPs received antiviral treatment at the discretion of each investigator. 
[bookmark: _Hlk208215395][bookmark: _Hlk196656464]The enrolled HHCs were >12 years of age, had a negative local SARS-CoV-2 test as described above (intention-to-treat [ITT] population), and were enrolled within 72 hours of symptom onset in the IP. The modified ITT (mITT) population included all participants randomly assigned to the study intervention who had central laboratory–confirmed SARS-CoV-2 RT-PCR negativity and received at least one dose of study treatment. Multiple contacts from the same household could be enrolled; randomization was done at the individual participant level. Key exclusion criteria included fever or COVID-19 symptoms, documented SARS-CoV-2 infection or receipt of SARS-CoV-2 vaccine within the past six months, and pregnancy. Additional details regarding the inclusion/exclusion criteria, prohibited prior/concomitant therapies, and study assessments are provided in the Supplementary Appendix and protocol at nejm.org.

Treatment and Randomization
[bookmark: _Hlk208177863]Eligible HHCs were randomized (1:1) to receive ensitrelvir 375 mg (three tablets) on day 1 and 125 mg (one tablet) on days 2–5 or matching placebo tablets (Figure S1). Ingestion of the first dose was directly observed by the trial staff. Randomization was stratified by the time from symptom onset in the IP to the time of enrollment of HHCs (<48 hours, ≥48 hours) and geographic region. If HHCs developed COVID-19, approved COVID-19 antiviral treatments were permitted, but investigational treatments were prohibited. 
 
Efficacy Outcomes
Participants had nasopharyngeal swabs collected on days 1, 3, 6, 10, 15, 21, and 28 for RT-PCR detection of SARS-CoV-2. The primary efficacy endpoint was the proportion of HHCs who were RT-PCR negative at baseline (mITT population) that developed laboratory-confirmed COVID-19 within 10 days of study drug administration. COVID-19 development was defined by RT-PCR positivity and the presence of >1 of the 14 prespecified COVID-19 symptoms lasting for >48 hours (or worsening symptom score from baseline in the case of pre-existing symptoms). The key secondary analysis for the primary efficacy endpoint was the proportion of HHCs who developed COVID-19 through day 10 in the ITT population, and the secondary endpoint was the proportion of HHCs who developed SARS-CoV-2 infection regardless of symptoms. Other secondary endpoints, including the prespecified subgroup analyses, are detailed in the Supplementary Appendix. Safety endpoints included the frequency and severity of adverse clinical and laboratory events.

Statistical Analysis
[bookmark: _Hlk198294447]Based on a symptomatic infection rate of 7% in the placebo group, a risk ratio (RR) of 0.5, power of 90%, and a two-sided significance level of 0.05, the enrollment of 2,200 contacts was deemed sufficient to yield 92 events meeting the primary endpoint.
[bookmark: _Hlk210037633][bookmark: _Hlk208179889]The primary endpoint was analyzed in the mITT population using a generalized estimating equation approach based on a Poisson regression model to estimate the RR and 95% confidence interval (CI). A fixed-sequence testing procedure was applied for multiplicity adjustments of the primary and key secondary analysis for the primary endpoint. No multiplicity adjustments were made for other secondary endpoints, including prespecified subgroup analyses. All analyses were performed using SAS System Release 9.4 (SAS Institute, Inc, Cary, NC; Supplementary Appendix).


Results
Index Patients
Overall, 1,496 IPs with COVID-19 were screened; 1,319 were enrolled, of whom 83.8% were adults and 56.0% were female, with a majority residing in the US (55.0%) or Japan (39.3%) (Table S1). Antiviral therapy was initiated in 18.7% of IPs, most often with ensitrelvir (13.6%). Approximately 83% of the IPs were linked to multiple HHCs. 

Household Contacts
Overall, 2,524 HHCs of IPs were screened for eligibility; 2,387 HHCs (ITT population) were randomly assigned to ensitrelvir (n=1,194) or placebo (n=1,193; Figure 1). Of the ITT population, 85.5% (ensitrelvir: 1,030, placebo: 1,011) were SARS-CoV-2 negative by the central laboratory RT-PCR at baseline and constituted the mITT population (Figure 1). No significant differences were found in baseline characteristics of the two HHC groups (Tables 1 and S2); 59.3% were female, mean age was 42.4 years, and 9.3% were aged ≥65 years (Table 1). The baseline characteristics of the study population were largely representative of the expected population (Table S3). 
Most HHCs (71.1%) were enrolled <48 hours of symptom onset in the IP. Approximately 37% had high-riskHR factors for severe illness, most commonly obesity, smoking, and age ≥65 years. At the time of screening, 2.9% (ITT) of the HHCs had pre-existing symptoms due to underlying conditions. Over 98% of HHCs were positive for N and/or S antibodies.
In the mITT population and safety analysis set, 99.1% and 98.7% of HHCs in the ensitrelvir group, and 98.3% and 97.9% in the placebo group, respectively, reported completing all doses per protocol.

PEP Efficacy
The primary endpoint of RT-PCR–confirmed COVID-19 through day 10 occurred significantly less often with ensitrelvir (2.9%) than with placebo (9.0%; RR: 0.33; 95% CI: 0.22, 0.49; p<0.0001; Figure 2A, Table S4). In contrast to the rapid increase in illnesses in placebo recipients by day 2, fewer events occurred in ensitrelvir recipients through days 10–12 after which new events occurred at a similar proportion in both groups, so that the reduction in COVID-19 incidence was maintained (Figure S2, S3, and S4). In the ITT population, significantly fewer HHCs developed RT-PCR–confirmed COVID-19 with ensitrelvir (4.4%) than with placebo (10.2%; RR: 0.43; 95% CI: 0.32, 0.59; p<0.0001; Figures 2B, Table S4) through day 10.

Other Secondary Endpoints
[bookmark: _Hlk208178662]Prespecified subgroup analyses showed consistent reductions in the proportion of RT-PCR–confirmed COVID-19 among HHCs receiving ensitrelvir versus placebo, including high-riskHR participants, across age groups including older adults and irrespective of IP characteristics (Figure 3). The result indicated that PEP administration at <48 hours of illness onset in IPs was associated with higher protective efficacy compared to later, as was concurrent antiviral treatment of IPs. The frequency of COVID-19 in HHCs receiving placebo was lower in North America than Asia; however, the risk of COVID-19 development among HHCs receiving ensitrelvir was lower across both regions (Figure 3).
[bookmark: _Hlk208179796]In the mITT population, the proportion of HHCs developing RT-PCR–confirmed infection regardless of symptoms through day 10 was reduced with ensitrelvir (14.0%) compared with placebo (21.5%; RR: 0.66; 95% CI: 0.55, 0.79; Table S5). 
[bookmark: _Hlk22052827]Results of the pharmacokinetic analyses are provided in the Supplementary Appendix and Figure S5.

Post Hoc Analyses
Lower viral loads were found in ensitrelvir recipients than in placebo recipients for those already infected at baseline (ITT baseline RT-PCR positive [ITTBP] population; definition in Table S6) and in those developing infection and illness during PEP (Figure S6). Ensitrelvir recipients in both these subgroups had lower symptom scores early in illness (Figure S7). 

3CL Protease Substitutions 
[bookmark: _Hlk198735648]Among the mITT and ITTBP populations that received ensitrelvir, whole-genome sequencing identified variants with ensitrelvir treatment–emergent amino acid substitutions (TEAASs) in 20 (1.9%) and 17 (14.9%) HHCs by day 28, respectively (Table S7). Of the associated IPs, 20 did not receive any antiviral treatment, whereas 10 received ensitrelvir, 2 received molnupiravir, and 3 received nirmatrelvir/ritonavir. This distribution was proportionally similar to that observed among IPs associated with HHCs without TEAAS. No ensitrelvir TEAASs were detected in placebo recipients, including 101 who were exposed to ensitrelvir-treated IPs. Among those with ensitrelvir TEAAS detection, 25 experienced COVID-19 symptoms.

Safety and Adverse Events 
Treatment–emergent adverse events (TEAEs) were reported in 15.1% and 15.5% of HHCs receiving ensitrelvir and placebo, respectively (Table 2). The most common TEAEs (>1%) were headache, diarrhea, nasopharyngitis, cough, fatigue, and influenza. 
[bookmark: _Hlk208169128]Serious TEAEs unrelated to the study drug were reported in four HHCs. With ensitrelvir, one HHC experienced an umbilical hernia on day 5, whereas another developed a urinary tract infection on day 9 and pneumonia on day 25. With placebo, one HHC reported colitis on day 29, and another experienced elevated hepatic enzyme levels on day 6. All serious TEAEs resolved or fully recovered. No COVID-19–related hospitalizations or fatalities were reported.
Laboratory studies did not detect any differences between the groups, except for a decline in blood HDL concentration in HHCs receiving ensitrelvir. On day 6, the relative reductions from baseline in median HDL concentration were 27% (baseline: 1.32 mmol/L; day 6: 0.96 mmol/L) and 4% (baseline: 1.32 mmol/L; day 6: 1.27 mmol/L) with ensitrelvir and placebo, respectively. The concentrations approached pretreatment baseline levels by day 15. No significant changes in median triglyceride concentrations were observed.


[bookmark: _Hlk187322755][bookmark: _Hlk187322783]Discussion
[bookmark: _Hlk198848725][bookmark: _Hlk198544512]In this placebo-controlled RCT, a 5-day regimen of ensitrelvir PEP was effective in preventing COVID-19 among HHCs and demonstrated a significant relative risk reduction in COVID-19 through day 10 in the mITT population (67%) and the ITT population (57%) compared with placebo, including a numerically lower numberrisk reduction in high-risk participants (76%). Ensitrelvir PEP was also associated with a 34% relative risk reduction in SARS-CoV-2 transmission within households.
[bookmark: _Hlk187324611]The point estimate of protective efficacy for ensitrelvir PEP (67.0%) was numerically higher than those e nonsignificant reductions in symptomatic SARS-CoV-2 infections reported for nirmatrelvir-ritonavir (29.8%–35.5%)13 and molnupiravir (23.6%) RCTs.14 Several factors may explain the greater efficacy observed with ensitrelvir PEP compared with the results from previous studies,13,14 including differences in study designs, particularly the time to PEP initiation (<72 hours vs 96–120 hours of illness onset in IPs), a more precise definition of illness (minimum symptom durations of 48 vs 24 hours), and a shorter timeframe for primary endpoint assessment (through day 10 vs day 14). Additional contributing factors may include differences in household composition, use of nonpharmaceutical interventions, circulating variant types, and background immunity from prior infection or vaccinations. Even with a less stringent COVID-19 definition (occurrence of ≥1 symptom for >24 hours up to day 15) in the current trial, the frequency of illness remained lower with ensitrelvir (58% relative risk reduction). 
[bookmark: _Hlk198802628][bookmark: _Hlk198810103]We found that the frequency of COVID-19 among HHCs receiving placebo was considerably lower in the US than Japan. A lower proportion of placebo recipients developing COVID-19 (3.9%) was also reported in the nirmatrelvir-ritonavir PEP trial enrolled largely in the US.13 Multiple factors may have contributed to differences in transmission rates including use of nonpharmaceutical interventions, individual behavior of IPs and HHCs, household size (Table S1), circulating variants,23 immunity, and other factors. Additionally, nasopharyngeal viral loads in Japanese IPs averaged 1.68 log10 copies/mL higher than those in American ones (Table S1), which might contribute to higher risk of transmission. Nonetheless, the direction of the point estimate supports a clinical benefit in both Japan and US. 
The protective efficacy of ensitrelvir is consistent with results from prior studies showing that most SARS-CoV-2 transmissions to HHCs occur within 10 days of illness onset in IPs.9,24-26 While some cases occurring after day 10 may represent instances of household transmission, most cases are likely due to exposure in other settings. Of note, the mean plasma concentration of ensitrelvir on day 10 was above the target concentration (2.99–3.70 µg/mL) estimated in nonclinical studies.16,17 The results of this trial indicate that the prolonged plasma elimination half-life of ensitrelvir provides effective prophylactic activity well beyond the 5-day administration period.
No new safety signals were identified, and ensitrelvir was generally well tolerated, with patient-reported adverse event rates comparable with those for placebo. Alterations in plasma HDL levels were reversible and not associated with clinical events. 
As ensitrelvir was administered to a minority of IPs in Japan, and given the prior reports of TEAASs associated with reduced susceptibility to ensitrelvir,27 the theoretical risk of rapid emergence and transmission to HHCs was assessed by sequencing of breakthrough infections. Ensitrelvir treatment in the IPs was not associated with reduced PEP efficacy in the corresponding HHCs, suggesting that prophylaxis failures were not due to the transmission of TEAAS variants. No instances of transmission from ensitrelvir-treated IPs to placebo contacts were documented, which is consistent with the low rates of TEAAS variants (<0.5%) reported in the GISAID database,28 and the Japan Institute for Health Security29 has not reported TEAASs in clinical specimens even with the widespread use of the drug in Japan since November 2022. However, further studies are required to monitor this potential risk. 
The strengths of this trial include the inclusion of HHCs from diverse age groups and geographical locations, well-matched baseline characteristics, a robust study design including detailed virologic assessments and compliance monitoring through blood level measurements, and well-defined endpoints. The inclusion of a highly immune population and high-riskHR individuals strengthens the generalizability of the findings and is highly representative of the current immunologic status of SARS-CoV-2 globally. 
[bookmark: _Hlk187938814]Multiple aspects can influence household transmission rates, including physical household size, masking practices, social distancing and the use of other public health and social measures, however a limitation of this study was the failure to collect these data. The use of antivirals in IPs may have further reduced the risk of transmission, potentially affecting the efficacy of PEP, particularly in Japan, where antiviral treatment was administered to 38% of IPs compared to approximately 6% in the US. The IPs did not have sequence data from follow-up samples to detect the possible TEAASs conferring reduced susceptibility. Additionally, as ensitrelvir is a moderately strong cytochrome P450 3A inhibitor, its use requires careful consideration of potential drug–drug interactions. Accordingly, participants receiving contraindicated medications were excluded from participation.
In conclusion, the prompt initiation of oral ensitrelvir PEP was effective in preventing COVID‑19 in HHCs, including those with risk factors for severe disease, and was generally well tolerated without apparent safety concerns. These findings suggest its potential effectiveness in reducing the risk of illness from other unprotected settings, such as outbreaks in acute and long-term care facilities.
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Tables 
Table 1: Demographic and Baseline Characteristics of HHCs (mITT Population)	Comment by Baden, Lindsey, M.D.: This table needs to be shortened to under 30 lines total. Full table can be placed in the supplement.
	[bookmark: _Hlk187238737]Characteristics
	HHCs
Ensitrelvir
(n=1,030)
	HHCs
Placebo
(n=1,011)

	Age — yr, mean (SD)
	41.8 (16.9)
	43.0 (16.1)

	Age categories — yr, n (%)
<18
18–64
≥65
	
64 (6.2)
867 (84.2)
99 (9.6)
	
54 (5.3)
867 (85.8)
90 (8.9)

	Female — n (%)
	584 (56.7)
	627 (62.0)

	BMI — kg/m2, mean (SD)
	26.44 (5.7)
	26.56 (5.3)

	Hispanic or Latino — n (%)
	620 (60.2)
	623 (61.6)

	Race — n (%)
White
Black or African American
Asian
American Indian or Alaska Native
Other
	
632 (61.4)
51 (5.0)
325 (31.6)
2 (0.2)
20 (1.9)
	
615 (60.8)
56 (5.5)
321 (31.8)
4 (0.4)
15 (1.5)

	Hours from symptom onset in IPs to enrollment of study participants — n (%)
<48
≥48
	

732 (71.1)
298 (28.9)
	

720 (71.2)
291 (28.8)

	Geographic region, n (%)
North America
South America
Africa
Asia (except Japan)
Japan
	
692 (67.2)
7 (0.7)
6 (0.6)
59 (5.7)
266 (25.8)
	
683 (67.6)
4 (0.4)
5 (0.5)
49 (4.8)
270 (26.7)

	High-risk factors for severe illness, n (%)a
Yes
No
	
382 (37.1)
648 (62.9)
	
374 (37.0)
637 (63.0)

	Safety analysis set, (>1%)
Most common severe COVID-19 risk factors, n (%)
Obesity
Age ≥65 years
Smoking
Cardiovascular disease
Diabetes mellitus
IP antiviral treatment
Ensitrelvirb
Nirmatrelvir/ritonavir
Molnupiravir
Study drug (ensitrelvir or placebo)b
ITT population
	n=1,190
452 (38.0)
253 (21.3) 
114 (9.6) 
115 (9.7) 
67 (5.6) 
52 (4.4) 
140 (13.6)
101 (9.8)
25 (2.4)
12 (1.2)
2 (0.2)
n=1,194
	n=1,187
455 (38.3)
245 (20.6)
118 (9.9)
119 (10.0)
51 (4.3)
49 (4.1)
134 (13.3)
90 (8.9)
33 (3.3)
11 (1.1)
0
n=1,193

	Pre-existing COVID-19 symptoms at screening, n (%)
Asymptomatic
Fever
Shortness of breath
Cough
Sore throat
Nasal congestion/runny nose
Chills 
Fatigue
Body or muscle pain/ache
Headache
Nausea
Vomiting
Diarrhea
Change in the sense of taste
Change in the sense of smell
	
1,152 (96.5) 
0
0
6 (0.5) 
2 (0.2) 
16 (1.3) 
0
3 (0.3) 
4 (0.3) 
3 (0.3) 
0
0
0
1 (<0.1) 
0 
	
1,165 (97.7)
0
0
4 (0.3)
1 (<0.1)
11 (0.9)
0
0
1 (<0.1)
2 (0.2)
0
0
2 (0.2)
2 (0.2)
1 (<0.1)

	Positive baseline serology, n (%)c
N-antibody
S-antibody
	
1,002 (97.9)
1,018 (99.4)
	
985 (98.0)
1,004 (99.7)


BMI, body mass index; COVID-19, coronavirus disease 2019; HHC, household contact; IP, index patient; ITT, intention-to-treat; mITT, modified ITT; N/A, not applicable; SAS, safety analysis set; SD, standard deviation; yr, year.
aHigh-risk factors for severe illness: obesity, cardiovascular disease, chronic lung disease, chronic kidney disease, chronic liver disease, Down syndrome, sickle cell disease, immunocompromising conditions/treatments, dementia, diabetes mellitus, smoking, history of stroke or cerebrovascular disease, other.
[bookmark: _Hlk208217717]bJapan specific findings as ensitrelvir is currently approved only in Japan for the treatment of mild-to-moderate COVID-19 in patients aged ≥12 years.
cPercentages are based on the number of HHCs in the ITT analysis set who had definitive test results at screening day 1, within each treatment group and overall. The number of HHCs with no missing serological data was used as the denominator.


Table 2: Incidence of AEs (Safety Analysis Population)
	TEAEsa
	Ensitrelvir
(n=1,190)b
	Placebo
(n=1,187)b

	Any TEAEs, n (%) [95% CI]
TEAEs (≥1%) by SOC/Preferred Term, n (%) [E]c
Infections and infestations
Nasopharyngitis
Influenza
Gastrointestinal disorder
Diarrhea
Nervous system disorders
Headache
Respiratory, thoracic and mediastinal disorders
Cough
Oropharyngeal pain
General disorders
Fatigue
	180 (15.1) [13.1, 17.3]

51 (4.3) [63]
16 (1.3) [16]
13 (1.1) [19]
42 (3.5) [48]
21 (1.8) [23]
39 (3.3) [46]
35 (2.9) [40]
32 (2.7) [40]
14 (1.2) [14]
11 (0.9) [11]
20 (1.7) [26]
13 (1.1) [16]
	184 (15.5) [13.5, 17.7]

57 (4.8) [63]
15 (1.3) [15]
19 (1.6) [23]
31 (2.6) [38]
15 (1.3) [17]
39 (3.3) [43]
30 (2.5) [32]
27 (2.3) [40]
7 (0.6) [9]
17 (1.4) [19]
24 (2.0) [31]
12 (1.0) [14]

	Any serious TEAEs, n (%) [95% CI]
	2 (0.2) [0.0, 0.6]
	2 (0.2) [0.0, 0.6]

	Any study drug–related TEAEs, n (%) [95% CI]
	19 (1.6) [1.0, 2.5]
	21 (1.8) [1.1, 2.7]

	Any study drug–related serious TEAEs, % [95% CI]
	0 [0.0, 0.3]
	0 [0.0, 0.3]

	Any TEAEs leading to treatment discontinuation, n (%) [95% CI]
	1 (<0.1) [0.0, 0.5]
	1 (<0.1) [0.0, 0.5]

	Any TEAEs leading to study discontinuation, % [95% CI]
	0 [0.0, 0.3]
	1 (<0.1) [0.0, 0.5]

	Any AEs leading to death, % [95% CI]
	0 [0.0, 0.3]
	0 [0.0, 0.3]


AE, adverse event; CI, confidence interval; HHC, household contact; MedDRA, Medical Dictionary for Regulatory Activities; SOC, System Organ Class; TEAE, treatment-emergent AE.
aAEs were sorted in the descending order of frequency of SOC and Preferred Term based on the ensitrelvir group. AEs were coded using MedDRA, version 26.0.
bn represents the number of HHCs with each type of AE. Percentages were based on the number of HHCs in the safety analysis population within each treatment group. cE represents the number of events. The two-sided 95% CI is based on the Clopper-Pearson method.
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