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CONSORT Checklist

Section/topic No CONSORT 2025 checklist item description Reported
on page
no.
Title and abstract
Title and structured 1a Identification as a randomised trial 1
abstract 1b Structured summary of the trial design, methods, results, and conclusions 1-2
Open science
Trial registration 2 Name of trial registry, identifying number (with URL) and date of registration 2,n/a
Protocol and statistical 3 Where the trial protocol and statistical analysis plan can be accessed 4
analysis plan
Data sharing 4 Where and how the individual de-identified participant data (including data
dictionary), statistical code and any other materials can be accessed 19
Funding and conflicts of 5a Sources of funding and other support (eg, supply of drugs), and role of funders in the
interest design, conduct, analysis and reporting of the trial 19
5b Financial and other conflicts of interest of the manuscript authors 19
Introduction
Background and 6 Scientific background and rationale 3-4
rationale
Objectives 7 Specific objectives related to benefits and harms 4
Methods
Patient and public 8 Details of patient or public involvement in the design, conduct and reporting of the n/a
involvement trial
Trial design 9 Description of trial design including type of trial (eg, parallel group, crossover),
allocation ratio, and framework (eg, superiority, equivalence, non-inferiority, 4-5, S10-
exploratory) S12
Changes to trial protocol 10 Important changes to the trial after it commenced including any outcomes or 4
analyses that were not prespecified, with reason
Trial setting 11 Settings (eg, community, hospital) and locations (eg, countries, sites) where the trial 4, 9, S5-S9
was conducted
Eligibility criteria 12a  Eligibility criteria for participants 4,512
12b  If applicable, eligibility criteria for sites and for individuals delivering the interventions  n/a

(eg, surgeons, physiotherapists)
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Section/topic No CONSORT 2025 checklist item description Reported
on page
no.
Intervention and 13 Intervention and comparator with sufficient details to allow replication. If relevant,
comparator where additional materials describing the intervention and comparator (eg,
intervention manual) can be accessed 4,810-S12
Outcomes 14 Prespecified primary and secondary outcomes, including the specific measurement 5-6, Figure
variable (eg, systolic blood pressure), analysis metric (eg, change from baseline, S1
final value, time to event), method of aggregation (eg, median, proportion), and time
point for each outcome
Harms 15 How harms were defined and assessed (eg, systematically, non-systematically) n/a
Sample size 16a  How sample size was determined, including all assumptions supporting the sample S12
size calculation
16b  Explanation of any interim analyses and stopping guidelines n/a
Randomisation:
Sequence generation 17a  Who generated the random allocation sequence and the method used S10
17b  Type of randomisation and details of any restriction (eg, stratification, blocking and
block size) S10
Allocation concealment 18 Mechanism used to implement the random allocation sequence (eg, central
mechanism computer/telephone; sequentially numbered, opaque, sealed containers), describing
any steps to conceal the sequence until interventions were assigned S10
Implementation 19 Whether the personnel who enrolled and those who assigned participants to the
interventions had access to the random allocation sequence S10
Blinding 20a  Who was blinded after assignment to interventions (eg, participants, care providers, 4,510
outcome assessors, data analysts)
20b  If blinded, how blinding was achieved and description of the similarity of 4, S10-S11
interventions
Statistical methods 21a  Statistical methods used to compare groups for primary and secondary outcomes, 5-6, S12
including harms
21b  Definition of who is included in each analysis (eg, all randomised participants), and 5-6
in which group
21c  How missing data were handled in the analysis 5
21d  Methods for any additional analyses (eg, subgroup and sensitivity analyses), 5-6
distinguishing prespecified from post hoc
Results
Participant flow, including 22a  For each group, the numbers of participants who were randomly assigned, received 6, Figure 1
flow diagram intended intervention, and were analysed for the primary outcome
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Section/topic No CONSORT 2025 checklist item description Reported
on page
no.
22b  For each group, losses and exclusions after randomisation, together with reasons 6, Figure 1
Recruitment 23a  Dates defining the periods of recruitment and follow-up for outcomes of benefits and 6
harms
23b If relevant, why the trial ended or was stopped n/a
Intervention and 24a Intervention and comparator as they were actually administered (eg, where 6, Figure 1
comparator delivery appropriate, who delivered the intervention/comparator, how participants adhered,
whether they were delivered as intended (fidelity))
24b  Concomitant care received during the trial for each group n/a
Baseline data 25 A table showing baseline demographic and clinical characteristics for each group Table 1
Numbers analysed, 26 For each primary and secondary outcome, by group: 6-13,
outcomes and estimation e the number of participants included in the analysis Figures 2-7,
e the number of participants with available data at the outcome time point Figures S2-
e result for each group, and the estimated effect size and its precision (such as 95% S5
confidence interval)
e for binary outcomes, presentation of both absolute and relative effect size
Harms 27 All harms or unintended events in each group n/a
Ancillary analyses 28 Any other analyses performed, including subgroup and sensitivity analyses, n/a
distinguishing pre-specified from post hoc
Discussion
Interpretation 29 Interpretation consistent with results, balancing benefits and harms, and considering  13-19
other relevant evidence
Limitations 30 Trial limitations, addressing sources of potential bias, imprecision, generalisability, 18

and, if relevant, multiplicity of analyses

Citation: Hopewell S, Chan AW, Collins GS, Hrobjartsson A, Moher D, Schulz KF, et al. CONSORT 2025 Statement: updated guideline for
reporting randomised trials. BMJ. 2025; 388:€081123. https://dx.doi.org/10.1136/bmj-2024-081123
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EPIC-IC Investigators

Name Institute Location
Roger Paredes Hospital Germans Trias i Pujol gadglona,
pain
Joaquin Lopez-Contreras Hospital de la Santa Creu i Sant Pau Barqelona,
Gonzalez Spain
Nicolas Merchante Gutiérrez  Hospital Universitario Virgen de Valme Seville, Spain
Juan Montoro Gomez Hospital Universitari | Politenic La Fe \S/?)Iaei?]ma,
Maria Dolores Sousa CHUAC-Complejo Hospitalario Universitario A Coruia,
Regueiro A Corufia Spain
Juan Carlos Ramos-Ramos  Hospital Universitario La Paz g/l;:irr:d,
Oscar Len Abad Hospital Universitari Vall d"Hebron 22;’?0”3’
Jose Pinana Sanchez Hospital Clinico Universitario de Valencia \S/?)Iaeirr\]ma,
Jesus Fortun Abete Hospital Universitario Ramoén y Cajal gﬂs:irr:d’
Alexandre Perez Gonzalez CHUVI - Hospital Alvaro Cunqueiro Vigo, Spain
Carolina Garcia-Vidal Hospital Clinic de Barcelona 22;?0”3’
Canada lllana Hospital Universitario La Paz g/lad_rld,
pain
Humberto Fernandez-Miro Global Health Clinical Trials M;&nl’ FL,
Cindy Martinez Premium Medical Research Corp 'L\J/“Sa;\m’ FL,
. . - L Miami, FL,
Maria Curbelo Calleiro I.V.A.M. Clinical & Investigational Center USA
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Name Institute Location
Hialeah, FL,
Oscar Galvez Qway Research USA
. . . . Ann Arbor,
Kevin Gregg University of Michigan Health Systems MI, USA
Texas Centers for Infectious Disease Fort Worth,
Cheryl McDonald Associates TX, USA
Pompano
Naval Parikh NAPA Research Beach, FL,
USA
Princy Kumar Georgetown University Medical Center Washington
D.C., USA
Lubica Harvanova Univerzitna Nemocnica Bratislava, Bratislava,
Nemocnica sv. Cyrila a Metoda Slovakia
Michal Banik MEDIKOMP, s.r.0. Presov,
Slovakia
Spisska
Slavomir Hrebenar Plucna Ambulancia Hrebenar, s.r.o. Nova Ves,
Slovakia
Michaele Zarikova ARTROMAC n.o. Kosice,
Slovakia
Rimavska
Viola Husarova REUMEX s.r.o. Sobota,
Slovakia
Viliam Cibik MUDT. Viliam Cibik, PhD., s.r.0. Pruske,
Slovakia
Topolcany,
Igor Paluga ALERGIA s.r.o. Slovakia
Norma Rivera Martinez Oaxaca Site Management Organization Oaxgca,
S.C. Mexico
Ruben Buendia Magafia EME RED Hospitalaria me”.da’
exico



Name

Institute

Location

Bernardo Martinez-Guerra

Cristina Resendez
Velazquez

Alejandro Barrat Hernandez

Adrian Camacho-Ortiz

Mary Naciuk

Hugues Allard-Chamard

Jason Szabo

Zain Chagla

Michelle Yong

Monica Slavin

Kleber Luz

Veselin Kalfov

Instituto Nacional de Ciencias Médicas y
Nutricion Salvador Zubiran

Instituto de Investigaciones Clinicas para la
Salud

FAICIC Centro de Investigacion Clinica

Hospital Universitario Dr. José Eleuterio
Gonzalez

Winchester District Memorial Hospital

Diex Recherche Sherbrooke Inc.

Clinique Medicale L’Actuel

St. Joseph's Healthcare Hamilton

Peter MacCallum Cancer Centre

Royal Melbourne Hospital

Centro de Estudos e Pesquisa em Molestias

Infecciosas — CPCLIN/RN

Specialized Hospital for Active Treatment of
Pneumo-Phthisiatric Diseases

Mexico City,
Mexico

Durango,
Mexico

Veracruz,
Mexico

Monterrey,
Mexico

Winchester,
Canada

Sherbrooke,
Canada

Montreal,
Canada

Hamilton,
Canada

Melbourne,
Australia

Melbourne,
Australia

Natal, Brazil

Haskovo,
Bulgaria




EPIC-IC Institutional Review Boards and Ethics Committees

Name Location Country
The_ Royal Mglbourne Hospital Human Research Parkville, Victoria Australia
Ethics Committee
Comissao Nacional De Etica Em Pesquisa Brasilia, Distrito Brazil
Federal
Hospital Pré Cardiaco - Esho Empresa de Servigos Rio de Janeiro, Rio Brazi
. ) razil
Hospitalares De Janeiro
Faculdade de Medicina de Sao Jose do Rio Pret Sao JOS? Do Rio Brazil
Preto, Sao Paulo
Comité de Etica em Pesquisa da Fundacéo Hospital Jati, Sao Paulo Brazil
Amaral Carvalho
Instituto Nacional De Infectologia Evandro Chagas Rio de Janeiro, Rio .
. ) Brazil
Ini/Fiocruz De Janeiro
Hospital Universitario Onofre Lopes Da Universidade  Natal, Rio Grande Do Brazil
Federal Do Rio Grande Do Norte Norte
Ethics Committee for Clinical Trials Sofia, Sofia Bulgaria
Advarra Aurora, Ontario Canada
Hamilton Integrated Research Ethics Board (HIREB)  Hamilton, Ontario Canada
Egeszsegugyi Tudomanyos Tanacs Klinikai
Farmakologiai Etikai Bizottsaga Budapest, Budapest Hungary
Comite de Etica en Investigacion de Oaxaca Site :
L Oaxaca, Oaxaca Mexico
Management Organization S.C.
Comité de Bioseguridad, Hospital Universitario "Dr. Monterrey, Nuevo Mexi
. : o X exico
José Eleuterio Gonzalez Ledn
Comité de Bioseguridad del Instituto Nacional de Mexico City, Distrito Mexico
Ciencias Médicas y Nutricion Salvador Zubiran Federal
Eticka komisia Kosickeho samospravneho kraja Kosice Slovakia



Name Location Country
. . . Bratislava, .
Eticka komisia Narodny onkologicky ustav Bratislavsky Kraj Slovakia
CEIm Fundacio Parc Tauli Sabadell, Barcelona Spain
Advarra Columbia, Maryland USA
Baylor Scott & White Research Institute Dallas, Texas USA




Supplementary Methods

Clinical Trial Design

Participants were instructed to take one dose of their assigned study treatment, whether NMV/r
or placebo, every 12 hours throughout the 15-day treatment period. Each dose of NMV/r or
placebo was formulated as a set of tablets to be taken together orally. Placebo tablets were
identical in appearance to active tablets. Double-blinding was retained throughout the study

period. Further details on blinding are available in Weinstein et al., 2025 [1].

Randomization was stratified by whether participants were considered immunocompromised
solely based on the use of corticosteroids or a tumor necrosis factor (TNF) blocker (see full
definition of immunocompromise (IC) in Supplementary Methods, EPIC-IC participants). This
subpopulation was capped at about 25%. Information on randomization sequence generation,

allocation concealment, and randomization implementation is available in Weinstein et al., 2025

[1].

To confirm SARS-CoV-2 infection, a rapid antigen test was conducted at screening if the
participant did not have results of a positive SARS-CoV-2 test obtained within 5 days prior to
randomization. During the study, some individuals were enrolled based on positive rapid antigen
test results but did not have a detectable viral load on RT-PCR at Baseline. The study protocol
was therefore amended to clarify that nasopharyngeal swab collection for a RT-PCR test must

occur before any rapid antigen assessment.

COVID-19 signs and symptoms used to determine eligibility for EPIC-IC were based on
published FDA guidance and included cough, shortness of breath or difficulty breathing, feeling
feverish, chills or shivering, fatigue, muscle or body aches, diarrhea, nausea, vomiting,

headache, sore throat, stuffy or runny nose, loss of smell, and loss of taste [2].

Study visits were conducted at study sites, which were medical institutions, including hospitals
and clinical research centers. Home health visits or mobile visits could be conducted if an in-
person visit was not feasible. The study’s US diversity strategy aimed to support the recruitment
of diverse populations. US sites therefore included medical institutions with varying

characteristics, like urban and suburban locations.
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Study treatment: Randomized 1:1:1

NMV/r Placebo 5-day active treatment fm CrJ PBO PES PBO
NMV/r HEEbl  10-day active treatment
15-day active treatment Dose: 300 mg nirmatrelvir + 100 mg ritonavir Dose: 3 placebo tablets
Frequency: Once every 12 hours Frequency: Once every 12 hours
Treatment Follow-up Long-term follow-up

B(aDZi":‘)e Day10 | Day15 | Day21 | Day2s | Day35 | Day44 ‘e Week 12 e m

Global Impressions Questionnaire

Figure S1. Schedule of treatment and Global Impressions Questionnaire assessment in the EPIC-IC trial

Participants were randomized 1:1:1 to receive active treatment with NMV/r for the first 5, 10, or 15 days of the study. The patient-reported Global

Impressions Questionnaire was completed at each visit (indicated with pink shading). Abbreviations: NMV, nirmatrelvir; NMV/r, nirmatrelvir-

ritonavir; PBO, placebo; r, ritonauvir.
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EPIC-IC Participants

Participants needed to be immunocompromised, with 21 of the following: recipient of solid organ
transplant and receiving immunosuppressive therapy; receipt of chimeric antigen receptor
(CAR)-T-cell therapy or hematopoietic cell transplantation and either within 2 years of
transplantation or receiving immunosuppressive therapy; moderate or severe primary
immunodeficiency (e.g., DiGeorge syndrome); active or recent use of 21 immune-weakening
medications (e.g., corticosteroids, chemotherapy, TNF blockers, anti-CD20 biologics); active
immunosuppressive treatment for a solid tumor or hematological malignancy; or HIV infection

with CD4 cell count <200 mm? within 6 months before screening [1].

Subpopulations of participants with severe IC vs. non-severe IC were defined post hoc, with the
definition of severe IC provided by the US FDA based on investigator requests for extended

treatment [1].

Sample Size

The study aimed to randomize 150 participants in the main study population, partly due to
practical considerations regarding the difficulty of recruiting immunocompromised patients. A
power calculation was not conducted because EPIC-IC was an exploratory trial with a
descriptive statistical approach; no formal hypothesis testing was planned. In addition, the
authors determined that there was insufficient knowledge regarding the potential treatment
effect on virologic endpoints to adequately estimate the appropriate power for inference testing.
Primary analyses were conducted after the main study population was fully enrolled and all
participants completed their Day 44 visit. Follow-up analyses were conducted after all

participants in the main study population completed their Week 24 visit.
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Supplementary Results

Table S1. Completion rates for the Global Impressions Questionnaire*

Completion rate, Overall 5-day NMV/r 10-day NMV/r 15-day NMVIr
n (%) (N=150) (n=52) (n=48) (n=50)
Baseline 141 (94.0) 48 (92.3) 47 (97.9) 46 (92.0)
Day 5 135 (90.0) 45 (86.5) 45 (93.8) 45 (90.0)
Day 10 135 (90.0) 46 (88.5) 46 (95.8) 43 (86.0)
Day 15 135 (90.0) 47 (90.4) 44 (91.7) 44 (88.0)
Day 21 128 (85.3) 43 (82.7) 42 (87.5) 43 (86.0)
Day 28 124 (82.7) 42 (80.8) 42 (87.5) 40 (80.0)
Day 35 131 (87.3) 44 (84.6) 43 (89.6) 44 (88.0)
Day 44 131 (87.3) 43 (82.7) 44 (91.7) 44 (88.0)
Week 12 127 (84.7) 44 (84.6) 42 (87.5) 41 (82.0)
Week 24 125 (83.3) 39 (75.0) 44 (91.7) 42 (84.0)

*All returned questionnaires were completed (i.e., all questions were answered).

Abbreviation: NMV/r, nirmatrelvir-ritonavir.
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Figure S2. Estimated time to first alleviation of overall symptoms through Week 24

Kaplan-Meier estimates of the proportion of participants reporting the first alleviation of their overall symptoms by study day through Week 24.

Estimates were based on participants in the evaluable analysis set with non-missing data (n=149). Abbreviation: NMV/r, nirmatrelvir-ritonavir.
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Figure S3. Estimated time to first resolution of overall symptoms through Week 24

Kaplan-Meier estimates of the proportion of participants reporting the first resolution of their overall symptoms by study day through Week 24 in

the evaluable analysis set. Estimates were based on participants in the evaluable analysis set with non-missing data (n=149). Abbreviation: NMV/r,
nirmatrelvir-ritonauvir.
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Figure S4. Return to usual health through Week 24

Participants experiencing return to their usual health by study day through Week 24. (A) Kaplan-Meier
estimates were based on participants in the evaluable analysis set with non-missing data (n=149). (B)

Proportions were calculated for each visit day as the number of participants with an event (n) divided by

the number of participants with non-missing data (N). Abbreviation: NMV/r, nirmatrelvir-ritonavir.
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Figure S5. Return to usual activities through Week 24

Participants experiencing return to their usual activities by study day through Week 24. (A) Kaplan-Meier
estimates were based on participants in the evaluable analysis set with non-missing data (n=149). (B)
Proportions were calculated for each visit day as the number of participants with an event (n) divided by

the number of participants with non-missing data (N). Abbreviation: NMV/r, nirmatrelvir-ritonavir.
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