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1. Introduction 

This statistical analysis plan (SAP), which describes the planned analyses for Part 1A, the 

blinded phase of Study mRNA-1273-P203, is based on the approved clinical study 

protocol (CSP), Version Amendment 7, dated 19-Oct-2023. The most recent approved 

electronic case report form (eCRF) Version 19, dated 20-Dec-2023. A separate SAP (Part 

1B, Part 1C, Part 2 and Part 3) will be provided for the long-term analysis, the booster dose 

analysis, the Part 2 analysis, and the Part 3 analysis of Study mRNA-1273-P203. Unless 

specified otherwise, the study endpoints, statistical hypotheses, analysis methods, and 

other statistical considerations in this SAP pertains to Part 1A, blinded phase. 

In addition to the information presented in the statistical analysis plan section of the 

protocol (Section 8) which provides the principal features of analyses for this study, this 

SAP provides statistical analysis details/data derivations. It also documents modifications 

or 

information that was not available at the time of protocol finalization. 

Study mRNA-1273-P203 is a Phase 2/3, randomized, observer-blind, placebo-controlled

study to evaluate the safety, reactogenicity, and effectiveness of messenger ribonucleic 

acid (mRNA)-1273 SARS-CoV-2 vaccine in healthy adolescents 12 to <18 years of age.

PPD Biostatistics and programming team, designee of Moderna Biostatistics and 

Programming department, will perform the statistical analysis of the safety, reactogenicity, 

and effectiveness data; Statistical Analysis System (SAS) Version 9.4 or higher will be 

used to generate all statistical outputs (tables, figures, listings, and datasets). The SAP will 

be finalized and approved prior to the primary analysis clinical database lock and treatment 

unblinding for the study. If the methods in this SAP differ from the methods described in 

the protocol, the SAP will prevail. 

In this document, subject and participant are used interchangeably; injection of IP, 

injection, and dose are used interchangeably; vaccination group and treatment group are 

used interchangeably.  

2. Study Objectives 

2.1. Primary Objective 

The primary objectives are the following: 
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 To evaluate the safety and reactogenicity of 100 µg of mRNA-1273 vaccine 

administered in 2 doses 28 days apart. 

 To infer efficacy of mRNA-

responses obtained 28 days after the second injection of mRNA-1273 (Day 57) will 

be either: 

o Evaluated against an accepted Ab threshold of protection against COVID-

19 (if established in Study P301) 

o Compared in primary vaccine response as measured by geometric mean 

(GM) values of serum Ab and seroresponse rate in P203 with those 

obtained from young adult recipients (18-25 years of age) of mRNA-1273 

in the clinical endpoint efficacy trial (Study P301) 

2.2. Secondary Objectives 

The secondary objectives are the following:  

 To evaluate the persistence of the immune response of mRNA-1273 vaccine (100 

µg) administered in 2 doses 28 days apart, as assessed by the level of SARS-CoV-2

S2P-specific bAb through 1 year after dose 2. 

 To evaluate the persistence of the immune response of mRNA-1273 vaccine (100 

µg) administered in 2 doses 28 days apart, as assessed by the level of nAb through 

1 year after dose 2. 

 To evaluate the effect of mRNA-1273 on the incidence of SARS-CoV-2 infection 

compared with the incidence among placebo recipients. 

 To evaluate the incidence of asymptomatic SARS-CoV-2 infection after 

vaccination with mRNA-1273 or placebo. 

 To evaluate the incidence of COVID-19 after vaccination with mRNA-1273 or 

placebo. COVID-19 is defined as clinical symptoms consistent with SARS-CoV-2 

infection AND positive RT-PCR for SARS-CoV-2. 

2.3. Exploratory Objectives 

The exploratory objectives are the following:  

 To evaluate the genetic and/or phenotypic relationships of isolated SARS-CoV-2 

strains to the vaccine sequence. 
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 To describe the ratio or profile of specific bAb relative to nAb in serum. 

 To characterize the clinical profile and immune responses of participants with 

COVID-19 or with SARS-CoV-2 infection. 

 To evaluate the incidence of asymptomatic SARS-CoV-2 infection after 

vaccination with mRNA-1273 or placebo in participants with serologic evidence of 

infection at baseline. 

3. Study Endpoints 

3.1. Primary Endpoints 

The primary safety objective will be evaluated by the following safety endpoints: 

 Solicited local and systemic adverse reactions (ARs) through 7 days after each 

injection. 

 Unsolicited adverse events (AEs) through 28 days after each injection.  

 Medically-attended AEs (MAAEs) through the entire study period. 

 Serious AEs (SAEs) through the entire study period.  

 AE of special interest (AESI) of multisystem inflammatory syndrome in children

(MIS-C) through the entire study period. 

 Vital sign measurements. 

 Physical examination findings. 

The primary immunogenicity objective will be evaluated by either: 

 The proportion of participants with a serum Ab level at Day 57  an Ab threshold 

of protection. If an accepted serum Ab threshold of vaccine protection against 

COVID-19 is available, this analysis will form the basis to infer efficacy. 

 The primary vaccine response as measured by GM value of serum antibody level 

and seroresponse rate from Study P203 vaccine recipients at Day 57 compared with 

those obtained from young adult vaccine recipients (18-25 years of age) at Day 57 

in the clinical endpoint efficacy trial (Study P301). If a threshold of protection is 

not available, efficacy will be inferred based on establishing noninferiority of 

adolescent (12 to < 18 years; this clinical study) to adult GM values of serum 
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antibody level and seroresponse rate obtained in Study P301 (GM value 12 to < 18 

years / GM value 18-25 years). 

Seroresponse due to vaccination at a subject level may be defined as a change from 

below the LLOQ to equal to or above 4×LLOQ, or a 4-fold rise if baseline is equal 

to or above LLOQ.  

Among the two Pseudovirus tests, PsVNT50 and PsVNT80, PsVNT50 is 

considered the most appropriate measure of subject response because it falls in the 

middle of the dynamic range of the dilution response curve while PsVNT80 is close 

to the plateau and thus subject to restriction. 

The GM and seroresponse rate comparisons between adolescents in P203 and 

young adults (18-25 years of age) in P301 will be compared for the bAb and nAb 

measures, with pseudovirus nAb PsVNT50 (ID50) considered as the primary assay 

test for the immunobridging. 

3.2. Secondary Endpoints 

The secondary objective will be evaluated by the following endpoints: 

 The GM values of SARS-CoV-2 S2P-specific bAb on Day 1, Day 57 (1 month 

after dose 2), Day 209 (6 months after dose 2), and Day 394 (1 year after dose 2).  

 The GM values of SARS-CoV-2-specific nAb on Day 1, Day 57 (1 month after 

dose 2), Day 209 (6 months after dose 2), and Day 394 (1 year after dose 2). 

 The incidence of SARS-CoV-2 infection counted starting 14 days after the second

dose of IP. SARS-CoV-2 infection will be defined in participants with negative 

SARS-CoV-2 at baseline:  

o bAb levels against SARS-CoV-2 nucleocapsid protein negative  at Day 1 

that becomes positive (as measured by Roche Elecsys) starting at Day 57 or 

later. OR 

o Positive RT-PCR counted starting 14 days after the second dose of IP. 

 The incidence of asymptomatic SARS-CoV-2 infection measured by RT-PCR 

and/or bAb levels against SARS-CoV-2 nucleocapsid protein (by Roche Elecsys)

counted starting 14 days after the 2nd dose of IP in participants with negative 

SARS-CoV-2 at baseline.  
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 The incidence of the first occurrence of COVID-19 starting 14 days after the 

second dose of IP, where COVID-19 is defined as symptomatic disease based on 

the following criteria: 

o The participant must have experienced at least TWO of the following 

systemic symptoms: Fever (  38 C/  100.4 F), chills, myalgia, headache, 

sore throat, new olfactory and taste disorder(s), OR 

o The participant must have experienced at least ONE of the following 

respiratory signs/symptoms: cough, shortness of breath or difficulty 

breathing, OR clinical or radiographical evidence of pneumonia; AND 

o The participant must have at least 1 NP swab, nasal swab, or saliva sample 

(or respiratory sample, if hospitalized) positive for SARS-CoV-2 by RT-

PCR. 

 The incidence of the first occurrence of the secondary COVID-19 case starting 14 

days after the first dose of IP, and the secondary COVID-19 case starting 14 days 

after the second dose of IP. 

The secondary case definition (CDC case definition) of COVID-19 is defined by

the following criteria: 

o One of the following systemic or respiratory symptoms: fever (temperature 

>  100.4ºF), or chills, cough, shortness of breath or difficulty 

breathing, fatigue, muscle aches, or body aches, headache, new loss of taste 

or smell, sore throat, congestion or runny nose, nausea, or vomiting or 

diarrhea, AND 

o At least one positive RT-PCR test for SARS-CoV-2 

3.3. Exploratory Endpoints 

The exploratory endpoints are the following:  

 Alignment of genetic sequence of viral isolates with that of the vaccine sequence. 

 Relative amounts or profiles of S protein-specific bAb and specific nAb 

levels/titers in serum. 

 Description of clinical severity and immune responses of participants who are 

identified as infected by SARS-CoV-2 (COVID-19). 
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GM and GMFR of bAb levels against SARS-CoV-2 nucleocapsid protein 

(quantitative IgG) and % of participants with 2x, 3x and 4x rise of bAb relative to 

baseline

4. Study Design

This study is split into 3 parts and the overall design schematic can be seen in Figure 1.

Figure 1: Overall Design Schema

Abbreviation: BD = booster dose.
a. For participants who receive a single dose.
b. For participants who receive Dose 2.

4.1. Overall Study Design

4.1.1. Part 1 Study Design

This is a -part, Phase 2/3 study: Part 1A, Part 1B, and Part 1C. Participants in Part 1A, 

the Blinded Phase of the study, are blinded to their treatment assignment.

Part 1B, the Open-label Observational Phase of this study, is designed to offer participants 

who received placebo in Part 1A of this study and who meet the Emergency Use 

Authorization (EUA) eligibility criteria an option to receive mRNA-1273 in an open-label 
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fashion (Figure 3). Participants who received mRNA-1273 (100 µg) in Part 1A of this 

study will proceed to Part 1B after they are unblinded and will continue to follow the Part 

1A Schedule of Assessments (SoA). Part 1C-1, the Homologous Booster Dose Phase, is 

designed to offer participants in Part 1A and Part 1B, and who are at least 5 months from 

the last dose, the option to request a BD of 50 µg of mRNA-1273. Part 1C-2, the 

Heterologous Booster Phase, is designed to provide participants who completed non-

Moderna primary COVID-19 vaccination series under EUA (ie, Pfizer) a 50 µg BD of 

mRNA-1273 at least 3 months from the last dose. 

Participants who received mRNA-1273 in Part 1A will be in the study approximately 25 

months if a BD is received in Part 1C-1, which includes 1 month for S

Day 1), up to 12 months for dosing (on Day 1, Day 29, and Day 209 or BD-D1), and 12 

months for follow-up.  

Participants who received placebo in Part 1A will be in the study for approximately 25 

months total if a BD is received in Part 1C-1, which includes approximately 9 months in 

Part 1A and approximately 4 months of follow-up following their second dose of mRNA-

1273 in Part 1B before entering Part 1C-1 or before BD is received; or approximately 12 

months of follow-up.  

Participants that decline to unblinding or decline to receive a BD will be in the study 

approximately 14 months total, which includes 1 month for Screening (Day -28 to Day 1), 

1 month for dosing (on Day 1 and Day 29), and 12 months for follow-up. 

Participants in Part 1C-2 will be in the study for approximately 12 months total, which 

includes 7 days for Screening (Day -7 to Day 1), 1 day of dosing (BD-Day 1), and 12 

months of follow-up. 

4.1.1.1.  

The Blinded Phase of this study is a randomized, observer-blind, placebo-controlled study 

intended to infer the effectiveness of mRNA-1273 in an adolescent population aged 12 to < 

18 years. -1273, and (ii) placebo. 

Approximately, 3000 participants 12 to < 18 years of age will be randomly assigned in a 

2:1 ratio to receive mRNA-1273 (n=2000) or placebo (n=1000). 

The schematic of study arms and major study events for Part 1A is illustrated in Figure 2

and the Schedule of Assessments is provided in Appendix E. 
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The goal of the study is to seek an indication for use of mRNA- iven as 

2 injections, 28 days apart) in the 12 to < 18 years age group. Each participant will receive 

one injection of mRNA-1273 or placebo on Day 1 and Day 29 and then be followed up for 

a total of 12 months following the second injection. 

Figure 2 Study Design Schematic (Part 1A, Blinded Phase) 

Abbreviation: D = day; DSMB = Data Safety Monitoring Board, IA = interim analysis, immuno = immunogenicity, 

NP = nasopharyngeal or nasal swab, V = visit, yo = years old. 

4.1.1.2.  

Part 1B, the Open-label Observational Phase of the study, will be prompted by the 

authorization of a COVID-19 vaccine under an Emergency Use Authorization (EUA) for 

any persons under the age of 18 years. Participants will be transitioned to Part 1B of the 

study as their age group becomes EUA-eligible. This transition permits all ongoing study 

participants to eventually be informed of the availability and eligibility criteria of any 

COVID-19 vaccine made available under an EUA and the option to offer all ongoing study 

participants an opportunity to schedule a Participant Decision Visit to know their original 

treatment assignment (placebo vs. mRNA-1273 100 µg vaccine). 

Part 1B provides the opportunity for study participants to be informed regarding the EUA, 

to be unblinded to their original assignment (mRNA-1273 or placebo), and for those who 



 
 
ModernaTX, Inc.   Statistical Analysis Plan, Version 6.0 
Protocol mRNA-1273-P203   Date Issued: 19Jun2024 

 
  

16 

previously received placebo, to actively request to receive 2 doses of mRNA-1273 (100 

µg) vaccine.  

Figure 3 Study Schema (Part 1B, Open-label Observational Phase) 

 

 
Abbreviation: BD = booster dose; SoA = Schedule of Assessments. 

Participants that decline unblinding will remain in Part 1A and follow the Part 1A SoA

(Appendix E). 

After the Participant Decision Clinic Visit, all participants that consent to unblinding will 

follow the Part 1A SoA (Appendix E) or Part 1B SoA (Appendix F) as follows:  

 Participants received placebo in Part 1A and consent to receiving 2 doses of 

mRNA-1273 in Part 1B: These participants will proceed to Part 1B and follow the 

Part 1B SoA in Appendix F until BD is offered. 

 Participants received 2 doses of mRNA-1273 in Part 1A: Due to statistical 

considerations, these participants will be considered in the Open-label 

Observational Phase, but will continue to follow the Part 1A SoA in Appendix E

until BD is offered. 
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4.1.1.3.Part 1C-1, Homologous Booster Dose Phase 

Part 1C-1 Homologous Booster Dose Phase is designed to offer participants in Part 1A and 

Part 1B, who are at least 5 months from the last dose, the option to request a BD (50 µg) of 

mRNA-1273. 

Figure 4 Study Schema (Part 1C-1, Open-label Homologous Booster Dose 
Observational Phase) 

 

  

Abbreviations: BD = booster dose; D = day; SoA = Schedule of Assessments. 

At the BD-D1 visit, participants who request a BD and are eligible will have the study site 

visits and complete scheduled activities (subject to investigational vaccine availability) 

according to the Part 1C-1 Supplemental SoA in Appendix G. 

Participants that received mRNA-1273 in Part 1A and decline BD will continue with in 

Part 1A SoA (Appendix E). 

Participants that crossed over from placebo to mRNA-1273 and decline BD will continue 

with Part 1B SoA (Appendix F). 

As this Supplemental SoA is intended to occur in addition to the original SoAs being 

followed by all participants in Part 1A or Part 1B, there is a possibility for study visits to 

overlap (ie, Part 1C-1 BD-Day 1 and study visit in Part 1A or Part 1B that coincides with 

Part 1C-1 BD-Day 1). If visits overlap according to respective visit windows, a single visit 

may be done with the combined study procedures completed once. Any participant who 

consented to receive a BD will follow Part 1C-1 SoA. In case a study visit in Part 1A or 

Part 1B coincides with Part 1C-1 BD-Day1, subject should follow Part 1C-1 SoA. 
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4.1.1.4.Part 1C-2, Heterologous Booster Phase 

Part 1C-2  Heterologous Booster Phase is designed to provide a BD (50 µg) of mRNA-

1273 to eligible participants who completed primary COVID-19 vaccination series with a 

non-Moderna vaccine under EUA (ie, Pfizer, Table 1) and are at least 3 months from the 

last dose. The Supplemental SoA for Part 1C-2 is located in Appendix H. 

Table 1: Non-Moderna COVID-19 Vaccine Available Under EUA 

  

Pfizer-BioNTech 2 doses 
 

Note: Due to emergence of a more divergent variant of concern (ie, Omicron), Study Part 3 

was initiated to replace the investigative product RNA-1273 with a bivalent vaccine 

mRNA-1273.222. As a result of this amendment, Part 1C-2 enrollment was discontinued 

effective 16 August 2022. Booster dosing in the study was also discontinued and was 

reflected in Protocol Amendment 5. Participants enrolled in Part 1C-2 who have received 

the third (booster) dose in this study and would like to receive the bivalent COVID-19 

vaccine, can receive it outside of Study P203. Participants who receive the updated 

bivalent COVID-19 vaccine may remain in the P203 study after receipt of the nonstudy 

vaccine. However, sites must report this as concomitant medication. 

4.1.2. Part 2 Study Design 

Part 2 is an open-label design. The study will evaluate the safety, reactogenicity, and 

-1273 SARS-CoV-2 vaccine in healthy 

adolescents 12 to < 18 years of age.  

The study schema arms and major study events for Part 2 participants who receive the 

booster dose is illustrated in Figure 5 and the SoA is located in Appendix I. The study 

schema for Part 2 participants who do not receive the booster dose is illustrated in Figure 6 

and the SoA is located in Appendix J. 

Participants who receive the booster dose of mRNA-1273 in Part 2 will be in the study 

months for dosing (on Day 1, Day 29, and Day 149), and 12 months of follow-up after the 

booster dose. Participants who do not receive the booster dose of Participants who received 

mRNA-1273 in Part 2 will be in the study approximately 12 months, which includes 1 
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week for S 1 months for dosing (on Day 1, Day 29), and 12 

months of follow-up after Dose 2. 

Note: Due to emergence of a more divergent variant of concern (ie, Omicron), Study Part 3 

was initiated to replace the investigative product mRNA-1273 with a bivalent vaccine 

mRNA-1273.222. This amendment aimed to assess primary series of 50 µg bivalent 

mRNA-1273.222 in Part 3 of the study. As a result of this amendment, Part 2 enrollment 

was discontinued effective 16 August 2022. The booster administration (Protocol 

Amendment 4) was also removed and was reflected in the Protocol Amendment 5 SoA. 

Participants enrolled in Part 2 who have received the primary series or third (booster) dose 

in this study and would like to receive the bivalent COVID-19 vaccine, can receive it 

outside of Study P203. Participants who receive the updated bivalent COVID-19 vaccine 

may remain in the P203 study after receipt of the nonstudy vaccine. However, sites must 

report this as concomitant medication. 

Figure 1: Study Schema (Part 2 For Participants Who Receive The Booster Dose) 

 
Abbreviations: D = day; IA = interim analysis; immuno = immunogenicity; V = visit. 
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Figure 6: Study Schema (Part 2 For Participants Who Do Not Receive The Booster 
Dose) 

 

 
 

4.1.3. Part 3 Study Design 

Part 3 was initially designed as an open-label study to evaluate safety, reactogenicity, and 

effectiveness of a 2-dose 50 µg primary series of mRNA-1273.222 SARS-CoV-2 vaccine 

administered 6 months apart. An interim analysis was conducted which demonstrated 

robust immunogenicity of a single 50 µg mRNA-1273.222 dose. The pre-specified co-

primary endpoints were also achieved allowing inference of vaccine effectiveness of a 

single dose of mRNA-1273.222 from the pivotal P301 study. Based on these results, in 

protocol amendment 7 the study design was amended to primarily evaluate the safety, 

reactogenicity, and effectiveness of a single dose 50 -1273.222 

SARS-CoV-2 vaccine in at least 300 healthy adolescents 12 to <18 years of age. 

The study schema and major study events for Part 3 participants who receive Dose 2 is 

illustrated in Figure 7 and the SoA is described in Appendix K. The study schema and 

major study events for Part 3 participants who receive a single dose is illustrated in Figure 

8 and the SoA is described in Appendix L. 
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Participants who receive 2 doses of mRNA-1273.222 in Part 3 will be in the study for 

approximately 7 months including 1 week for Screening (Day -7 to Day -1), 6 months for 

dosing (Day 1 to Day 181), and 1 month of follow-up after Dose 2. 

Participants who receive a single dose of mRNA-1273.222 in Part 3 will be in the study for 

approximately 6 months including 1 week for Screening (Day -7 to Day -1), dosing (Day 

1), and 6 months of follow-up after dosing.

Figure 7: Study Schema (Part 3 For Participants Who Receive Dose 2)

Abbreviations: D = day; IA = interim analysis; immuno = immunogenicity; M = month; NP = nasopharyngeal; SC = 
safety call; SFU = safety follow-up; V = visit.
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Figure 8: Study Schema Part 3 (For Participants Who Receive a Single Dose) 

 

Abbreviations: D = day; IA = interim analysis; immuno = immunogenicity; M = month; 
NP = nasopharyngeal; SC = safety call; SFU = safety follow-up; V = visit. 

 

4.2. Statistical Hypothesis 
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The study would be considered as meeting the primary immunogenicity objective if 

noninferiority is demonstrated based on both coprimary endpoints. 

4.3. Sample Size and Power 
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4.4. Randomization 

 

4.5. Blinding and Unblinding 
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5. Analysis Populations 

 

5.1. Randomization Set  

The Randomization Set consists of all participants who are randomized in the study, 

Participants will be analyzed 

according to the treatment group to which they were randomized. 

5.2. Full Analysis Set 

The Full Analysis Set (FAS) consists of all randomized participants who received at least 

one dose of IP. Participants will be analyzed according to the treatment group to which 

they were randomized. 

5.3. Immunogenicity Subset 

A subset of participants in the FAS will be selected for immunogenicity testing. 

Immunogenicity Subset consists of  

a) a subset of participants in the FAS, and 

b) have baseline (Day 1) SARS-CoV-2 status available, and  

c) have baseline and at least one post-injection antibody assessment for the analysis 

endpoint. 

Participants will be analyzed according to the treatment group to which they were 

randomized. 

5.4. Per-protocol (PP) Immunogenicity Subset 

consists of all participants in Immunogenicity 

Subset who meet all the following criteria: 

a) Received planned doses of study vaccination per schedule  

b) Complied with the timing of second dose of injection 
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c) Had a negative RT-PCR test for SARS-CoV-2 and a negative serology test based on 

bAb specific to SARS-CoV-2 nucleocapsid (as measured by Roche Elecsys 

-2 assay) at baseline 

d) Had baseline (Day 1) and Day 57 Ab assessment for the analysis endpoint 

e) Had no major protocol deviations that impact key or critical data 

The PP Immunogenicity Subset will serve as the primary population for the analysis of 

immunogenicity data in this study. Participants will be analyzed according to the treatment 

group to which they were randomized. 

5.5. Modified Intent-to-Treat (mITT) Set  

The Modified Intent-to-Treat (mITT) Set consists of all participants in the FAS who had no 

serologic or virologic evidence of prior SARS-CoV-2 infection (both negative RT-PCR test 

for SARS-CoV-2 and negative serology test based on bAb specific to SARS-CoV-2 

nucleocapsid) before the first dose of IP, i.e., all FAS participants excluding those with 

positive or missing RT-PCR test or serology test at baseline. 

Participants will be analyzed according to the treatment group to which they were 

randomized. 

5.6. Modified Intent-to-Treat-1 (mITT1) Set  

The mITT1 Set consists of all participants in the mITT Set excluding those who received 

the wrong treatment (i.e., at least one dose received in Part 1A is not as randomized).  

Participants will be analyzed according to the treatment group to which they were 

randomized. 

5.7. Per-protocol (PP) Set for Efficacy 

The Per-protocol (PP) Set for Efficacy consists of all participants in the FAS who meet all 

the following criteria: 

a) Received planned doses of study vaccination 

b) Complied with the timing of second dose of injection 

c) Had a negative RT-PCR test for SARS-CoV-2 and a negative serology test 

 (as measured by Roche Elecsys 

-2 assay) at baseline 
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d) Had no major protocol deviations that impact key or critical efficacy data.  

Participants will be analyzed according to the treatment group to which they were 

randomized. 

5.8. Solicited Safety Set  

The Solicited Safety Set consists of all participants who are randomized and received any 

study injection, and contribute any solicited AR data, i.e., have at least one post-baseline 

solicited safety assessment. The Solicited Safety Set will be used for the analyses of 

solicited ARs and participants will be included in the vaccination group corresponding to 

the study injection they actually received. In addition, the following Solicited Safety Set is 

defined for each injection separately.  

The First (Second) Injection Solicited Safety Set consists of all subjects in the Solicited 

Safety Set who have received the first (second) study injection and have contributed any 

solicited AR data from the time of first (second) study injection through the following 6 

days.  

Participants will be analyzed according to the vaccination group a participant received, 

rather than the vaccination group to which the subject was randomized. A participant who 

was randomized to placebo but received any dose of mRNA-1273 at any injection will be 

included in the mRNA-1273 group in the Solicited Safety Set. 

5.9. Safety Set  

 

6. Statistical Analysis 

6.1. General Considerations  
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Continuous variables will be summarized using the following descriptive summary 

statistics: the number of subjects (n), mean, standard deviation (SD), median, minimum 

(min), and maximum (max). 

Categorical variables will be summarized using counts and percentages. 

Baseline value, unless specified otherwise, is defined as the most recent non-missing 

measurement (scheduled or unscheduled) collected before the first dose of IP. For 

immunogenicity tests, the baseline is defined as the most recent non-missing measurement 

(scheduled or unscheduled) collected before or on the date of first dose of IP   

 

 

Baseline SARS-CoV-2 status is determined by using virologic and serologic evidence of 

SARS-CoV-2 infection on or before Day 1. 

Positive SARS-CoV-2 status at Baseline is defined as a positive RT-PCR test for SARS-

CoV-2, and/or a positive serology test based on bAb specific to SARS-CoV-2 

nucleocapsid (as measured by Roche Elecsys -2 assay) on or before Day 

1.  

 

 

a) 

 

b) 
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a) 

 

b) 

 

c) 

 

 

 

 Up to 28 days after any vaccination: this stage starts at the day of each vaccination

and continue through the earliest date of (the day of each vaccination and 27 

subsequent days, next vaccination [if applicable]). This analysis period will be used 

as the primary analysis period for safety analyses including unsolicited AE, except 

for solicited AR, unless specified otherwise.  

 Follow-up analysis period:  

For unsolicited AE or assessments that will be collected throughout the study, this 

analysis period starts from 28 days after the last injection date (i.e. the day of last 

injection + 28 days, regardless of number of injections received) and continues 

until the earliest date of (unblinding, non-study COVID-19 vaccine use, first 
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injection in Part 1B, injection in Part 1C-1, study completion, discontinuation from 

the study, or death). 

For assessments that will be collected at study visits (e.g. vital sign), if a subject 

receives two injections, this stage starts from the day after Day 57 visit and 

continues until the earliest date of (unblinding, non-study COVID-19 vaccine use,

first injection in Part 1B, injection in Part 1C-1, study completion, discontinuation 

from the study, or death); if a subject receives first injection only, this stage starts 

from the day after Day 29 visit and continues until the earliest date of (unblinding, 

non-study COVID-19 vaccine use, first injection in Part 1B, injection in Part 1C-1, 

study completion, discontinuation from the study, or death). 

 Overall period: this analysis period starts at the first injection on Day 1 and 

continues through the earliest date of (unblinding, non-study COVID-19 vaccine 

use, first injection in Part 1B, injection in Part 1C-1, study completion, 

discontinuation from the study, or death). 

Unscheduled visits: Unscheduled visit measurements will be included in analysis as 

follows: 

 In scheduled visit windows per specified visit windowing rules. 

 In the derivation of baseline/last on-treatment measurements. 

 In the derivation of maximum/minimum on-treatment values and 

maximum/minimum change from baseline values for safety analyses. 

 In individual subject data listings as appropriate. 

Visit windowing rules: The analysis visit windows for protocol-defined visits are 

provided in Appendix B.  

 

 Imputation rules for missing prior/concomitant medications, non-study 

vaccinations and procedures are provided in Appendix C. 
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The following vaccination groups will be used for summary purposes:  

 Part 1A, Blinded Phase: 

o mRNA-1273 

o Placebo 

If a subject received any dose of mRNA-1273 at any injection, regardless of the treatment 

group the subject was randomized to, the subject will be included to mRNA-

group as the actual treatment group received for safety analyses.  

Analysis Periods 

The following analysis periods and treatment groups will be used for the Blinded Phase

Analysis. 

 Blinded Phase: 

Cohort Category 
Start Date of 

Blinded Phase 
End Date of Blinded Phase

mRNA-1273 Safety Date of First Dose Earlist date of unblinding (non-
inclusive), non-study COVID-19 
vaccination, first injection in Part 
1B, injection in Part 1C-1, study 
discontinuation, study completion, 
death, or data cutoff 

Placebo 

mRNA-1273 Efficacy/ 
Immunogenicity 

Randomization Date Earliest date of unblinding 
(inclusive), non-study COVID-19 
vaccination date, first injection in 
Part 1B, injection in Part 1C-1, 
study discontinuation, study 
completion, death, or data cutoff

Placebo 
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o 

 

All analyses and data summaries/displays will be provided by vaccination group using 

appropriate analysis population unless otherwise specified. 

All analyses will be conducted using SAS Version 9.4 or higher. 

6.2. Background Characteristics 

6.2.1. Subject Disposition 

The number and percentage of subjects in the following categories will be summarized by 

vaccination group as defined in Section 6.1 based on Randomization Set:  

 Randomization Set 

 Full Analysis Set 

 Immunogenicity Subset 

 Per-protocol (PP) Immunogenicity Subset 



 
 
ModernaTX, Inc.   Statistical Analysis Plan, Version 6.0 
Protocol mRNA-1273-P203   Date Issued: 19Jun2024 

 
  

34 

 mITT Set  

 mITT1 Set  

 Per-protocol (PP) Set for Efficacy 

 Solicited Safety Set  

 Safety Set 

The percentage will be based on subjects in that vaccination group within the 

Randomization Set (as randomized), except the Solicited Safety Set and Safety Set for 

which the percentages will be based on the vaccination group in the Safety Set (as treated). 

The number of subjects in the following categories will be summarized based on subjects 

screened: 

 Number of subjects screened  

 Number and percentage of screen failure subjects and the reason for screen failure  

The percentage of subjects who screen failed will be based on the number of subjects 

screened. The reason for screen failure will be based on the number of subjects who screen 

failed. 

The number and percentage of subjects in each of the following disposition categories will 

be summarized by vaccination group based on the Randomization Set: 

 Randomized by site 

 Received each dose of IP 

 Prematurely discontinued before receiving the second dose of IP and the reason for 

discontinuation  

 Completed study 

 Prematurely discontinued the study and the reason for discontinuation  
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A subject who completed 12 months of follow up after the last  received

 

6.2.2. Demographics 

Descriptive statistics will be calculated for the following continuous demographic and 

baseline characteristics: age (years), weight (kg, z-score), height (cm, z-score), and body 

mass index (BMI) (kg/m2, z-score). Number and percentage of subjects will be provided 

for categorical variables such as gender, race, ethnicity. The summaries will be presented 

by vaccination group as defined in Section 6.1 based on the FAS, Safety Set, 

Immunogenicity Subset, mITT Set, mITT1 Set, Per-protocol (PP) Immunogenicity Subset

and Per-protocol (PP) Efficacy Set. If the Safety Set differs from the Randomization Set 

(e.g., subjects randomized but not received any study injection; subjects received study 

vaccination other than the vaccination group they were randomized to), the analysis will 

also be conducted using the Randomization Set.  

For screened failure subjects, age (years), as well as gender, race, ethnicity will be 

presented in a listing. 

In addition, subjects with any inclusion and exclusion criteria violation will also be 

provided in a listing. 

6.2.3. Medical History 

 

 

 

6.2.4. Prior and Concomitant Medications 
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6.2.5. Study Exposure 

 

 

6.2.6. Major Protocol Deviations 

Major protocol deviations are a subset of protocol deviations that may significantly impact 

the completeness, accuracy, or reliability of the study data or that may significantly affect a 

-being. Major protocol deviations rules are  developed based 

on the protocol and ongoing data and will be finalized before database lock. 
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The number and percentage of the subjects with each major protocol deviation type will be 

provided by vaccination group as defined in Section 6.1 based on the Randomization Set.  

Major protocol deviations will be presented in a listing. 

6.2.7. COVID-19 Impact 

A listing will be provided for COVID-19 impact. 

6.3. Safety Analysis 

 

 

6.3.1. Adverse Events 

Note: worsening of a pre-existing condition after vaccination will be reported 

as a new AE.] 
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6.3.1.1.  

 

  

 Any serious TEAEs 

 Any fatal TEAEs 

 Any unsolicited medically-attended TEAEs  

  from s  

 

 Any unsolicited severe TEAEs  

  

 Any AESI other than MIS-C 

The table will also include number and percentage of subjects with unsolicited TEAEs that 

are treatment-related in each of the above categories. 

In addition, separate listings containing individual subject adverse event data for 

unsolicited AEs, unsolicited TEAEs leading to discontinuation from study vaccine, 

unsolicited TEAEs leading to discontinuation from participation in the study, serious AEs,

unsolicited medically-attended AEs, AESI of MIS-C, and AESI other than MIS-C 

(including myocarditis and/or pericarditis) will be provided separately. 

6.3.1.2.  

The following summary tables of TEAEs will be provided by SOC and PT using frequency 

counts and percentages (i.e., number and percentage of subjects with an event): 
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6.3.1.3.  

A summary table of all unsolicited TEAEs will be provided. PTs will be sorted in a 

descending order according to the frequency in mRNA-1273 group. 

6.3.1.4.  

The following summary tables of TEAEs will be provided by SOC, PT, and maximum

severity (mild < moderate < severe) using frequency counts and percentages: 

  

  

6.3.2. Solicited Adverse Reactions 
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The number and percentage of subjects who reported each individual solicited local AR 

(has a severity grade of Grade 1 or greater) and solicited systemic AR (has a severity grade 

of Grade 1 or greater) during the 7-day follow-up period after each injection will be 

tabulated by vaccination group, severity grade, and injection. The number and percentage 

of subjects who reported each individual solicited AR will also be summarized by 

vaccination group, severity grade, days of reporting and injection.  

The number and percentage of subjects experiencing fever (a temperature greater than or 

equal to 38.0°C/100.4°F by the oral, axillary, or tympanic route) by severity grade will be 

provided. 

A two-sided 95% exact confidence interval (CI) using the Clopper-Pearson method will be 

provided for the percentage of subjects who reported any solicited local AR, solicited 

systemic AR, or any solicited AR. 
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The onset of individual solicited AR is defined as the time point after each injection at 

which the respective solicited AR first occurred. The number and percentage of subjects 

with onset of individual solicited AR will be summarized by vaccination group, study day 

relative to the corresponding injection (Day 1 through Day 7), and injection.  

The duration will be calculated as the end date/day of the solicited AR event  the start 

date/day of the solicited AR event + 1 when the solicited AR is reported within the 7 days 

of injection. If the solicited AR continues beyond 7 days, the days a solicited AR is 

reported after 7 days will be included (e.g., an event that lasted 5 days in the first 7 days 

post injection and 3 days beyond 7 days post injection, the duration will be reported as 8 

(5+3) days.) 

6.3.3. Pregnancy Tests 

A point-of-care urine pregnancy test will be performed at the Screening Visit (Day 0) and 

before each vaccine dose. At any time, a pregnancy test either via blood or point-of-care 

urine can be performed, at the discretion of the investigator. A by-subject listing will be 

provided for pregnancy tests. 

6.3.4. Vital Sign Measurements 

Vital sign measurements, including systolic and diastolic blood pressures, heart rate, 

respiratory rate, and body temperature, will be presented in a data listing. The values 

meeting the toxicity grading criteria  will be flagged in the data listing. The 

abnormalities meeting the toxicity grading criteria (Grade 2 or higher) in any vital sign 

measurement will be listed separately. If a subject has a vital sign result with Grade 2 or 

higher abnormality at any post injection visit, then all results of vital sign measurement for 

that subject will be presented in the listing. 

Observed values and changes from baseline for all vital sign measurements will be 

summarized at each visit by Section 6.1  Shift from 

baseline in the toxicity grades at each visit and shift from baseline in the toxicity grades to 

will also be summarized by group. 

6.4. Immunogenicity Analysis 

The analyses of immunogenicity will be based on the PP Immunogenicity Subset and 

Immunogenicity Subset. The PP Immunogenicity Subset is the primary analysis population 

used in the immunogenicity analyses, unless otherwise specified. Subjects will be included 

in the treatment group to which they were randomized.   
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6.4.1. Sampling of the Immunogenicity Subset 
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6.4.2. Immunogenicity Assessments 

 

 

 

 

6.4.3. Primary Analysis of Antibody-Mediated Immunogenicity Endpoints 

 

 

 (18-25 years of age) receiving mRNA-

1273 The study is considered to meet the primary immunogenicity 

objective  if  the mRNA-1273 as measured by 

both GM and seroresponse rate at Day 57  is demonstrated

 (18-25 years of age)

. 

An ANCOVA model will be carried out with Ab at Day 57 as a dependent variable and a 

group variable (adolescents in P203 and young adults in P301) as the fixed variable. The 

GM values of the adolescents at Day 57 will be estimated by the geometric least square mean 

(GLSM) from the model. The GMR (ratio of GM values) will be estimated by the ratio of 

GLSM from the model. A corresponding 2-sided 95% CI will be provided to assess the 
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difference in immune response for the adolescents in P203 compared to the young adults of 

18-25 years of age in P301 at Day 57. The noninferiority of immune response to mRNA-

1273 as measured by GM will be considered demonstrated if the lower bound of the 95% CI 

of the GMR is > 0.67 based on the noninferiority margin of 1.5, and GMR point estimate > 

0.8 (minimum threshold). 

The number and percentage (rate) of participants achieving Ab seroresponse at Day 57 will 

be summarized. The difference of seroresponse rates between adolescents receiving mRNA-

1273 in P203 and young adults of 18-25 years of age receiving mRN-1273 in P301 will be 

calculated with 95% CI. The noninferiority in seroresponse rate of adolescents in P203 

compared to adults of 18-25 years of age in P301 will be considered demonstrated if the 

lower bound of the 95% of the seroresponse rate difference is > -10% based on the 

noninferiority margin of 10%, and the seroresponse rate difference point estimate > -5% 

(minimum threshold). 

6.4.4. Secondary Analysis of Antibody-Mediated Immunogenicity Endpoints 
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6.5. Efficacy Analysis 

 

Section 6.1

 

 

In this study, the serology test results based on Roche Elecsys assay and the RT-PCR test 

results will be summarized by visit.  
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6.5.1. Endpoint Definition/Derivation 

6.5.1.1.  

This is a secondary efficacy endpoint, which is a combination of COVID-19 and 

asymptomatic SARS-CoV-2 infection for participants with negative SARS-CoV-2 status at 

baseline: the incidence of SARS-CoV-2 infection counted starting 14 days after the second 

dose of IP will be summarized by treatment group. SARS-CoV-2 infection will be defined 

in participants with negative SARS-CoV-2 at baseline: 

 bAb level against SARS-CoV-2 nucleocapsid protein negative (as measured by 

Roche Elecsys) at Day 1 that becomes positive (as measured by Roche Elecsys) 

counted starting at Day 57 or later, OR 

 Positive RT-PCR counted starting 14 days after the second dose of IP. 

During the analysis, documented infection is counted starting 14 days after the second dose

of IP, which requires positive serology test result based on bAb specific to SARS-CoV-2 

nucleocapsid at Day 57 visit or later, or a positive RT-PCR result starting 14 days after the 

second dose of IP. Derivation of this secondary efficacy endpoint is summarized in Table 2 

below.  

Table 2. Derivation for SARS-CoV-2 Infection 

Baseline SARS-
CoV-2 Status 

Post-baseline assessments 

Endpoint: SARS-
CoV-2 infection PCR test post baseline 

bAb levels against 
SARS-CoV-2 
Nucleocapsid 

Negative at Baseline 

Positive (either at 
scheduled NP swab test, or 
at symptom-prompt NP 
swab test)  Case 

Negative at Baseline  

Positive (at scheduled 
Day 57 visit or later) 
as measured by Roche 
Elecsys Case 
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Time to the 1st SARS-CoV-2 infection = Date of the 1st documented infection  Date of 

randomization + 1.  

 

 

6.5.1.2. symptomatic SARS-CoV-2 Infection 

This is a secondary efficacy endpoint: the incidence of asymptomatic SARS-CoV-2 

infection measured by RT-PCR and/or serology tests obtained at post-baseline visits 

counted starting 14 days after the second injection in participants with negative SARS-

COV-2 status at baseline.  

Asymptomatic SARS-CoV-2 infection is identified by absence of symptoms and infections 

as detected by RT-PCR or serology tests. Specifically: 

 Absence of COVID-19 symptoms  

 AND at least one from below: 

o 

 

o  

The date of documented asymptomatic infection is the earlier date of positive serology test

result based on bAb specific to SARS-CoV-2 nucleocapsid due to infection, or positive 

RT-PCR at scheduled visits, with absence of symptoms. 

 

Time to the asymptomatic SARS-CoV-2 infection = Date of asymptomatic SARS-CoV-2 

infection test  Date of randomization + 1. 

Asymptomatic SARS-CoV-2 infection cases will also be summarized based on tests 

performed at least 14 days after first dose of IP. 
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6.5.1.3. COVID-19 

.

 

  

  
 

COVID-19 

Post-baseline PCR result  Positive, AND 

Systemic Symptoms at least TWO of the following systemic 

symptoms /  100.4 F), 

chills, myalgia, headache, sore throat, 

new olfactory and taste disorder(s); OR

Respiratory symptoms at least ONE of the following 

respiratory signs/symptoms: cough, 

shortness of breath or difficulty 

breathing, OR clinical or radiographical 

evidence of pneumonia. 
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o 

 

o 

 

 

 

 

6.5.1.4. COVID-19

 

 

o 

o  

 

o  

o 

 

and the two dates should be within 14 days of each other. 

Secondary case definition of COVID-19 cases will also be summarized based on tests 

performed after randomization, and based on tests performed at least 14 days after first 

dose of IP. 
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6.5.2. Analysis Method 

 

 

 

 

 

6.5.3. Sensitivity Analysis 

 

6.6. Long-term Analysis (including Part 1B) 
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6.7. Booster Dose Analysis  

 

6.8. Part 2 Analysis  

6.9. Part 3 Analysis  

6.10. Exploratory Analysis  

6.10.1. Exploratory Analysis of Immunogenicity 
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Assay Name Category 
Test Name/ 
Description 

Definition of Seroresponse

Pseudovirus 
(PsVNT) 

nAb 

PsVNT50 (ID 50) baseline <LLOQ: >=LLOQ 
baseline >=LLOQ: 3.3-foldrise

PsVNT80 (ID 80) baseline <LLOQ: >=LLOQ 
baseline >=LLOQ: 2.3-foldrise

Anti-Spike 
ELISA 

bAb 
Anti-Spike 
VAC65 Spike 
IgG Antibody 

baseline <LLOQ: >=LLOQ 
baseline >=LLOQ: 4.6-foldrise

MSD multiplex bAb Anti-Spike 

baseline <LLOQ:  >=LLOQ 
baseline >=LLOQ: 1.9-foldrise
established based on MSD 
multiplex anti-S by VRC 
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6.10.2. SARS-CoV-2 Exposure and Symptoms 

 

 

 

  

  

  

  

6.11. Interim Analysis  
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6.12. Final Analysis  

 

6.13. Data Safety Monitoring Board  
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7. Changes from Planned Analyses in Protocol 

In Section 4.2, for the noninferiority in Ab GM in adolescents in P203 compared with that 

in young adults (18-25 years of age in P301), an additional success criterion on point 

estimate has been added in this SAP: the GMR point estimate > 0.8 (minimum threshold). 

Similarly, for the noninferiority in seroresponse rate in adolescents compared with that in 

adults (18-25 years of age), an additional success criterion on point estimate has been 

added in this SAP: the seroresponse rate difference point estimate > -5% (minimum 

threshold). 

8. References 

 

 

 

 

 

 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

56

 9.
 

L
is

t 
of

 A
p

p
en

d
ic

es
 

9.
1.

 A
p

p
en

d
ix

 A
 S

ta
nd

ar
d

s 
fo

r 
S

af
et

y 
an

d
 I

m
m

u
n

og
en

ic
it

y 
V

ar
ia

b
le

 D
is

p
la

y 
in

 T
F

L
s 

C
on

ti
n

u
ou

s 
V

ar
ia

b
le

s:
 T

he
 p

re
ci

si
on

 f
or

 c
on

ti
nu

ou
s 

va
ri

ab
le

s 
w

il
l b

e 
ba

se
d 

on
 th

e 
pr

ec
is

io
n 

of
 th

e 
da

ta
 it

se
lf

. T
he

 m
ea

n 
an

d 

m
ed

ia
n 

w
il

l b
e 

pr
es

en
te

d 
to

 o
ne

 d
ec

im
al

 p
la

ce
 m

or
e 

th
an

 th
e 

or
ig

in
al

 r
es

ul
ts

; t
he

 S
D

 w
il

l b
e 

pr
es

en
te

d 
to

 tw
o 

de
ci

m
al

 p
la

ce
s 

m
or

e 
th

an
 th

e 
or

ig
in

al
 r

es
ul

ts
; t

he
 m

in
im

um
 a

nd
 m

ax
im

um
 w

il
l b

e 
pr

es
en

te
d 

to
 th

e 
sa

m
e 

pr
ec

is
io

n 
as

 th
e 

or
ig

in
al

 r
es

ul
ts

. 

C
at

eg
or

ic
al

 V
ar

ia
b

le
s:

 P
er

ce
nt

ag
es

 w
il

l b
e 

pr
es

en
te

d 
to

 1
 d

ec
im

al
 p

la
ce

. 

9.
2.

 A
p

p
en

d
ix

 B
 A

n
al

ys
is

 V
is

it
 W

in
d

ow
s 

fo
r 

S
af

et
y 

an
d

 I
m

m
u

n
og

en
ic

it
y 

A
n

al
ys

is
 

S
af

et
y 

an
d 

Im
m

un
og

en
ic

ity
 A

na
ly

si
s 

w
ill

 b
e 

su
m

m
ar

iz
ed

 u
si

ng
 th

e 
fo

ll
ow

in
g 

an
al

ys
is

 v
is

it
 w

in
do

w
 f

or
 p

os
t i

nj
ec

ti
on

 

as
se

ss
m

en
ts

: 

S
te

p 
1:

 I
f 

th
e 

sa
fe

ty
 a

nd
 im

m
un

og
en

ic
ity

 a
ss

es
sm

en
ts

 a
re

 c
ol

le
ct

ed
 a

t s
ch

ed
ul

ed
 v

is
it

, i
.e

. n
om

in
al

 s
ch

ed
ul

ed
 v

is
it

, t
he

 d
at

a 

co
ll

ec
te

d 
at

 s
ch

ed
ul

ed
 v

is
it

 w
ill

 b
e 

us
ed

.  

S
te

p 
2:

 I
f 

th
e 

sa
fe

ty
 a

nd
 im

m
un

og
en

ic
ity

 a
ss

es
sm

en
ts

 a
re

 n
ot

 c
ol

le
ct

ed
 a

t t
he

 s
ch

ed
ul

ed
 v

is
it

, a
ss

es
sm

en
ts

 c
ol

le
ct

ed
 a

t 

un
sc

he
du

le
d 

vi
si

t w
il

l b
e 

us
ed

 u
si

ng
 th

e 
an

al
ys

is
 v

is
it

 w
in

do
w

s 
de

sc
ri

be
d 

in
 T

ab
le

 6
 b

el
ow

.  

If
 a

 s
ub

je
ct

 h
as

 m
ul

ti
pl

e 
as

se
ss

m
en

ts
 w

it
hi

n 
th

e 
sa

m
e 

an
al

ys
is

 v
is

it
, t

he
 f

ol
lo

w
in

g 
ru

le
 w

il
l b

e 
us

ed
: 

 
If

 m
ul

ti
pl

e 
as

se
ss

m
en

ts
 o

cc
ur

 w
it

hi
n 

a 
gi

ve
n 

an
al

ys
is

 v
is

it
, t

he
 a

ss
es

sm
en

t c
lo

se
st

 to
 th

e 
ta

rg
et

 s
tu

dy
 d

ay
 w

il
l b

e 
us

ed
.

 
If

 th
er

e 
ar

e 
2 

or
 m

or
e 

as
se

ss
m

en
ts

 e
qu

al
 d

is
ta

nc
e 

to
 th

e 
ta

rg
et

 s
tu

dy
 d

ay
, t

he
 la

st
 a

ss
es

sm
en

t w
il

l b
e 

us
ed

.  

. 
 

V
is

it
 

T
ar

ge
t 

S
tu

d
y 

D
ay

 
V

is
it

 W
in

d
ow

 in
 S

tu
d

y 
D

ay
 

N
as

op
h

ar
yn

ge
al

or
 N

as
al

S
w

ab
s 

fo
r 

S
A

R
S

-C
oV

-2
D

ay
 1

1 
(D

at
e 

of
 F

ir
st

 I
nj

ec
ti

on
)

1,
 P

re
-f

ir
st

-d
os

e



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

57

D
ay

 2
9 

(M
on

th
 1

) 
29

 (
D

at
e 

of
 S

ec
on

d 
In

je
ct

io
n)

 
[2

, 4
3]

 
D

ay
 5

7 
(M

on
th

 2
) 

57
 

[4
4,

 1
33

] 

D
ay

 2
09

 
20

9 
13

4 
an

d 
be

fo
re

 e
ar

li
er

 d
at

e 
of

 
(u

nb
li

nd
in

g,
 f

ir
st

 in
je

ct
io

n 
in

 P
ar

t 1
B

, 
in

je
ct

io
n 

in
 P

ar
t 1

C
) 

 
 

 

V
it

al
 S

ig
n

s 
D

ay
 1

 
1 

(D
at

e 
of

 F
ir

st
 I

nj
ec

ti
on

) 
1,

 P
re

-f
ir

st
-d

os
e 

D
ay

 1
 

1 
(D

at
e 

of
 F

ir
st

 I
nj

ec
ti

on
) 

1,
 P

os
t-

fi
rs

t-
do

se
 

D
ay

 2
9 

(M
on

th
 1

) 
29

 (
D

at
e 

of
 S

ec
on

d 
In

je
ct

io
n)

 
[2

, 4
3]

 P
re

-s
ec

on
d-

do
se

 
D

ay
 2

9 
(M

on
th

 1
) 

29
 (

D
at

e 
of

 S
ec

on
d 

In
je

ct
io

n)
 

[2
, 4

3]
 P

os
t-

se
co

nd
-d

os
e 

D
ay

 5
7 

(M
on

th
 2

) 
57

  
[4

4,
 1

33
] 

D
ay

 2
09

 (
M

on
th

 7
) 

20
9 

[1
34

, 3
01

] 

D
ay

 3
94

 (
M

on
th

 1
3)

 
39

4 
30

2 
an

d 
be

fo
re

 e
ar

li
er

 d
at

e 
of

 
(u

nb
li

nd
in

g,
 f

ir
st

 in
je

ct
io

n 
in

 P
ar

t 1
B

, 
in

je
ct

io
n 

in
 P

ar
t 1

C
) 

 
 

 
Im

m
u

n
og

en
ic

it
y 

D
ay

 1
 

1 
(D

at
e 

of
 F

ir
st

 I
nj

ec
ti

on
) 

1,
 P

re
-f

ir
st

-d
os

e 
D

ay
 5

7 
(M

on
th

 2
) 

57
  

[4
4,

13
3]

  
D

ay
 2

09
 (

M
on

th
 7

) 
20

9 
[1

34
, 3

01
] 

D
ay

 3
94

 (
M

on
th

 1
3)

 
39

4 
30

2 
an

d 
be

fo
re

 e
ar

li
er

 d
at

e 
of

 
(u

nb
li

nd
in

g,
 f

ir
st

 in
je

ct
io

n 
in

 P
ar

t 1
B

, 
in

je
ct

io
n 

in
 P

ar
t 1

C
) 

 9.
3.

 A
p

p
en

d
ix

 C
 I

m
p

ut
at

io
n 

R
ul

es
 f

or
 M

is
si

n
g 

P
ri

or
/C

on
co

m
it

an
t 

M
ed

ic
at

io
n

s 
an

d
 N

on
-S

tu
d

y 
V

ac
ci

n
at

io
n

s

Im
pu

ta
ti

on
 r

ul
es

 f
or

 m
is

si
ng

 o
r 

pa
rt

ia
l m

ed
ic

at
io

n 
st

ar
t/

st
op

 d
at

es
 a

re
 d

ef
in

ed
 b

el
ow

: 

1.
 

M
is

si
ng

 o
r 

pa
rt

ia
l m

ed
ic

at
io

n 
st

ar
t d

at
e:

 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

58

o
 

 

 
 

o
 

 

 

 

2.
 

M
is

si
ng

 o
r 

pa
rt

ia
l m

ed
ic

at
io

n 
st

op
 d

at
e:

 

 

 

 

 

 

 

In
 s

um
m

ar
y,

 th
e 

pr
io

r,
 c

on
co

m
it

an
t o

r 
po

st
 c

at
eg

or
iz

at
io

n 
of

 a
 m

ed
ic

at
io

n 
is

 d
es

cr
ib

ed
 in

 T
ab

le
 7

 b
el

ow
. 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

59

 
 

M
ed

ic
at

io
n

 S
ta

rt
 D

at
e 

M
ed

ic
at

io
n

 S
to

p
 D

at
e 

<
 F

ir
st

 I
n

je
ct

io
n

 D
at

e 
of

 
IP

 
L

as
t 

In
je

ct
io

n
 

>
 2

8 
D

ay
s 

A
ft

er
 L

as
t 

In
je

ct
io

n
 [

2]
 

<
 F

ir
st

 in
je

ct
io

n 
da

te
 o

f 
IP

 [
1]

 
P

 
P

, C
 

P
, C

, A
 

af
te

r 
la

st
 in

je
ct

io
n 

- 
C

 
C

, A
 

>
 2

8 
da

ys
 a

ft
er

 la
st

 in
je

ct
io

n 
 

- 
- 

A
 

A
: P

os
t;

 C
: C

on
co

m
it

an
t; 

P:
 P

ri
or

 
[1

] 
in

cl
ud

es
 m

ed
ic

at
io

ns
 w

it
h 

co
m

pl
et

el
y 

m
is

si
ng

 s
ta

rt
 d

at
e 

[2
] 

in
cl

ud
es

 m
ed

ic
at

io
ns

 w
it

h 
co

m
pl

et
el

y 
m

is
si

ng
 e

nd
 d

at
e 

 9.
4.

 A
p

p
en

d
ix

 D
 I

m
p

ut
at

io
n 

R
ul

es
 f

or
 M

is
si

n
g 

A
E

 d
at

es
 

Im
pu

ta
ti

on
 r

ul
es

 f
or

 m
is

si
ng

 o
r 

pa
rt

ia
l A

E
 s

ta
rt

 d
at

es
 a

nd
 s

to
p 

da
te

s 
ar

e 
de

fi
ne

d 
be

lo
w

: 

1.
 

M
is

si
ng

 o
r 

pa
rt

ia
l A

E
 s

ta
rt

 d
at

e:
 

 
 

o
 

 

 
 

o
 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

60

 

 

2.
 

pa
rt

ia
l

 

9.
5.

 A
p

p
en

d
ix

 E
 S

ch
ed

u
le

 o
f 

A
ss

es
sm

en
ts

 (
P

ar
t 

1A
, t

h
e 

B
li

n
d

ed
 P

ha
se

; 
P

ar
t 

1B
 O

p
en

-l
ab

el
 O

b
se

rv
at

io
n

al
 P

h
as

e 
fo

r 
P

ar
ti

ci
p

an
ts

 w
h

o 
R

ec
ei

ve
d 

m
R

N
A

-1
27

3 
in

 P
ar

t 
1A

) 

 
 

 
 

 
 

 
 

 
 

 

T
yp

e 
of

 V
is

it
 

 
 

 
 

 
 

 
 

 

M
on

th
 T

im
ep

oi
n

t 
 

 
 

 
 

 
 

 
 

 
 

 

 

 

 

 

 

 

 

 
 

 
 

 

 

 

 

W
in

d
ow

 A
llo

w
an

ce
 (

D
ay

s)
 

- 
28

 
 

+
 3

 
+

 7
 

+
 3

 
+

 7
 

±
3 

±
 3

 
- 

56
/+

 5
6  

±
 3

 
±

 3
 

±
14

 

D
ay

s 
S

in
ce

 
M

os
t 

R
ec

en
t 

In
je

ct
io

n 
- 

0 
7 

28
/0

 
7 

28
 

- 
 

- 
18

0 
- 

-
36

5

In
fo

rm
ed

 
co

ns
en

t/a
ss

en
t 

fo
rm

, 
de

m
og

ra
ph

ic
s,

 
co

nc
om

ita
nt

 
m

ed
ic

at
io

ns
, 

m
ed

ic
al

 h
is

to
ry

  

X
 

 
 

 
 

 
 

 
 

 
 

R
ev

is
ed

 
in

fo
rm

ed
 

co
ns

en
t/

as
se

nt
 f

or
m

 
 

 
 

 
 

 
 

 
X

 
 

 

R
ev

ie
w

 
of

 
in

cl
us

io
n 

an
d 

ex
cl

us
io

n 
cr

it
er

ia
 

X
 

X
 

 
 

 
 

 
 

 
 

 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

61

 
 

 
 

 
 

 
 

 
 

 

T
yp

e 
of

 V
is

it
 

 
 

 
 

 
 

 
 

 

M
on

th
 T

im
ep

oi
n

t 
 

 
 

 
 

 
 

 
 

 
 

 

 

 

 

 

 

 

 

 
 

 
 

 

 

 

 

W
in

d
ow

 A
llo

w
an

ce
 (

D
ay

s)
 

- 
28

 
 

+
 3

 
+

 7
 

+
 3

 
+

 7
 

±
3 

±
 3

 
- 

56
/+

 5
6  

±
 3

 
±

 3
 

±
14

 

D
ay

s 
S

in
ce

 
M

os
t 

R
ec

en
t 

In
je

ct
io

n 
- 

0 
7 

28
/0

 
7 

28
 

- 
 

- 
18

0 
- 

-
36

5

P
hy

si
ca

l 
ex

am
in

at
io

n 
in

cl
ud

in
g 

vi
ta

l 
si

gn
s,

 h
ei

gh
t, 

w
ei

gh
t7 

X
 

X
 

 
X

 
 

X
 

 
 

X
 

 
X

 

P
re

gn
an

cy
 te

st
8 

X
 

X
 

 
X

 
 

 
 

 
 

 
 

R
an

do
m

iz
at

io
n 

 
X

 
 

 
 

 
 

 
 

 
 

S
tu

dy
 

in
je

ct
io

n 
(i

nc
lu

di
ng

 
30

-m
in

ut
e 

po
st

- d
os

e 
ob

se
rv

at
io

n 
pe

ri
od

) 
 

X
 

 
X

 
 

 
 

 
 

 
 

B
lo

od
 

sa
m

pl
e 

fo
r 

va
cc

in
e 

im
m

un
og

en
ic

it
y9 

 
X

 
 

 
 

X
 

 
 

X
 

 
X

 

N
as

op
ha

ry
ng

ea
l 

or
 

na
sa

l 
sw

ab
 

sa
m

pl
e 

fo
r 

S
A

R
S

-
C

oV
-2

10
 

 
X

 
 

X
 

 
X

 
 

 
X

 
 

 

S
ur

ve
il

la
nc

e 
fo

r 
C

O
V

ID
- 1

9/
 

Il
ln

es
s 

vi
si

t11
/ 

U
ns

ch
ed

ul
ed

 
vi

si
t 

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 

C
on

va
le

sc
en

t V
is

it
12

 
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

62

 
 

 
 

 
 

 
 

 
 

 

T
yp

e 
of

 V
is

it
 

 
 

 
 

 
 

 
 

 

M
on

th
 T

im
ep

oi
n

t 
 

 
 

 
 

 
 

 
 

 
 

 

 

 

 

 

 

 

 

 
 

 
 

 

 

 

 

W
in

d
ow

 A
llo

w
an

ce
 (

D
ay

s)
 

- 
28

 
 

+
 3

 
+

 7
 

+
 3

 
+

 7
 

±
3 

±
 3

 
- 

56
/+

 5
6  

±
 3

 
±

 3
 

±
14

 

D
ay

s 
S

in
ce

 
M

os
t 

R
ec

en
t 

In
je

ct
io

n 
- 

0 
7 

28
/0

 
7 

28
 

- 
 

- 
18

0 
- 

-
36

5

eD
ia

ry
 

ac
tiv

at
io

n 
fo

r 
re

co
rd

in
g 

so
lic

ite
d 

A
R

s 
(7

 d
ay

s)
13

 
 

X
 

 
X

 
 

 
 

 
 

 
 

R
ev

ie
w

 o
f 

eD
ia

ry
 d

at
a 

 
 

X
 

 
X

 
 

 
 

 
 

 

F
ol

lo
w

- u
p 

sa
fe

ty
 

te
le

ph
on

e 
ca

ll
s14

 
 

 
 

 
 

 
 

X
 

 
X

 
 

R
ec

or
di

ng
 

of
 

un
so

li
ci

te
d 

A
E

s 
 

X
 

X
 

X
 

X
 

X
 

 
 

 
 

 

R
ec

or
di

ng
 

of
 

M
A

A
E

s 
an

d 
co

nc
om

ita
nt

 
m

ed
ic

at
io

ns
 

re
le

va
nt

 
to

 
or

 
fo

r 
th

e 
tr

ea
tm

en
t o

f 
th

e 
M

A
A

E
15

 

 
X

 
X

 
X

 
X

 
X

 
X

 
 

X
 

X
 

X
 

R
ec

or
di

ng
 

of
 

SA
E

s 
an

d 
co

nc
om

ita
nt

 
m

ed
ic

at
io

ns
 

re
le

va
nt

 
to

 
or

 
fo

r 
th

e 
tr

ea
tm

en
t o

f 
th

e 
S

A
E

15
 

 
X

 
X

 
X

 
X

 
X

 
X

 
 

X
 

X
 

X
 

R
ec

or
di

ng
 o

f 
A

E
SI

  
 

X
 

X
 

X
 

X
 

X
 

X
 

 
X

 
X

 
X

 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

63

 
 

 
 

 
 

 
 

 
 

 

T
yp

e 
of

 V
is

it
 

 
 

 
 

 
 

 
 

 

M
on

th
 T

im
ep

oi
n

t 
 

 
 

 
 

 
 

 
 

 
 

 

 

 

 

 

 

 

 

 
 

 
 

 

 

 

 

W
in

d
ow

 A
llo

w
an

ce
 (

D
ay

s)
 

- 
28

 
 

+
 3

 
+

 7
 

+
 3

 
+

 7
 

±
3 

±
 3

 
- 

56
/+

 5
6  

±
 3

 
±

 3
 

±
14

 

D
ay

s 
S

in
ce

 
M

os
t 

R
ec

en
t 

In
je

ct
io

n 
- 

0 
7 

28
/0

 
7 

28
 

- 
 

- 
18

0 
- 

-
36

5

R
ec

or
di

ng
 

of
 

co
nc

om
ita

nt
 

m
ed

ic
at

io
ns

 
an

d 
no

ns
tu

dy
 

va
cc

in
at

io
ns

15
 

 
X

 
X

 
X

 
X

 
X

 
 

 
 

 
 

S
tu

dy
 c

om
pl

et
io

n 
 

 
 

 
 

 
 

 
 

 
X

 

A
bb

re
vi

at
io

ns
: A

E
 =

 a
dv

er
se

 e
ve

nt
; A

E
SI

 =
 a

dv
er

se
 e

ve
nt

 o
f 

sp
ec

ia
l i

nt
er

es
t; 

A
R

 =
 a

dv
er

se
 r

ea
ct

io
n;

 C
 =

 c
li

ni
c 

vi
si

t;
 C

O
V

ID
-1

9 
=

 c
or

on
av

ir
us

 d
is

ea
se

 2
01

9;
 D

 =
 d

ay
; 

eD
ia

ry
 =

 e
le

ct
ro

ni
c 

di
ar

y;
 F

D
A

 =
 U

S
 F

oo
d 

an
d 

D
ru

g 
A

dm
in

is
tr

at
io

n;
 I

R
B

 =
 in

st
itu

ti
on

al
 r

ev
ie

w
 b

oa
rd

; M
 =

 m
on

th
; M

A
A

E
 =

 m
ed

ic
al

ly
 a

tt
en

de
d 

A
E

; S
C

 =
 s

af
et

y 
(t

el
ep

ho
ne

) 
ca

ll
; S

F
U

 =
 s

af
et

y 
fo

llo
w

-u
p;

 R
T

-P
C

R
 =

 r
ev

er
se

 tr
an

sc
ri

pt
as

e 
po

ly
m

er
as

e 
ch

ai
n 

re
ac

ti
on

; S
A

E
 =

 s
er

io
us

 a
dv

er
se

 e
ve

nt
; S

A
R

S
-C

oV
-2

 =
 S

ev
er

e 
A

cu
te

 
R

es
pi

ra
to

ry
 S

yn
dr

om
e 

co
ro

na
vi

ru
s 

2.
 

N
ot

e:
 I

n 
ac

co
rd

an
ce

 w
ith

 F
D

A
 G

ui
da

nc
e 

on
 C

on
du

ct
 o

f 
C

lin
ic

al
 T

ri
al

s 
of

 M
ed

ic
al

 P
ro

du
ct

s 
du

ri
ng

 C
O

V
ID

-1
9 

Pu
bl

ic
 H

ea
lt

h 
E

m
er

ge
nc

y 
(D

H
H

S 
20

20
),

 i
nv

es
ti

ga
to

rs
 

m
ay

 c
on

ve
rt

 s
tu

dy
 s

ite
 v

is
it

s 
to

 h
om

e 
vi

si
ts

 o
r 

te
le

m
ed

ic
in

e 
vi

si
ts

 w
ith

 th
e 

ap
pr

ov
al

 o
f 

th
e 

Sp
on

so
r.

 
N

ot
e:

 I
f 

du
ri

ng
 t

he
 P

ar
ti

ci
pa

nt
 D

ec
is

io
n 

V
is

it
, 

th
e 

pa
rt

ic
ip

an
t 

is
 u

nb
lin

de
d 

an
d 

de
te

rm
in

ed
 t

o 
ha

ve
 r

ec
ei

ve
d 

2 
do

se
s 

of
 m

R
N

A
-1

27
3 

in
 P

ar
t 

1A
, 

du
e 

to
 s

ta
ti

st
ic

al
 

co
ns

id
er

at
io

ns
, t

he
y 

w
ill

 b
e 

co
ns

id
er

ed
 in

 th
e 

O
pe

n-
la

be
l O

bs
er

va
tio

na
l P

ha
se

 b
ut

 w
il

l c
on

tin
ue

 to
 f

ol
lo

w
 th

e 
P

ar
t 1

A
 S

oA
. 

1.
 

D
ay

 0
 a

nd
 D

ay
 1

 m
ay

 b
e 

co
m

bi
ne

d 
on

 th
e 

sa
m

e 
da

y.
 A

dd
it

io
na

ll
y,

 th
e 

D
ay

 0
 v

is
it

 m
ay

 b
e 

pe
rf

or
m

ed
 o

ve
r 

m
ul

ti
pl

e 
vi

si
ts

 if
 p

re
fo

rm
ed

 w
ith

in
 th

e 
28

-d
ay

 S
cr

ee
ni

ng
 

w
in

do
w

. 
2.
 

A
ll

 s
ch

ed
ul

ed
 s

tu
dy

 v
is

it
s 

sh
ou

ld
 b

e 
co

m
pl

et
ed

 w
ith

in
 th

e 
re

sp
ec

tiv
e 

vi
si

t w
in

do
w

s.
 If

 th
e 

pa
rt

ic
ip

an
t i

s 
no

t a
bl

e 
to

 a
tte

nd
 a

 s
tu

dy
 s

it
e 

vi
si

t a
s 

a 
re

su
lt

 o
f t

he
 C

O
V

ID
-1

9 
pa

nd
em

ic
 (

se
lf

-
nt

 s
ho

ul
d 

be
 m

ad
e 

in
 p

la
ce

 o
f 

th
e 

st
ud

y 
si

te
 v

is
it

. T
he

 s
af

et
y 

te
le

ph
on

e 
ca

ll
 s

ho
ul

d 
en

co
m

pa
ss

 a
ll

 s
ch

ed
ul

ed
 v

is
it 

as
se

ss
m

en
ts

 t
ha

t 
ca

n 
be

 c
om

pl
et

ed
 r

em
ot

el
y,

 s
uc

h 
as

 a
ss

es
sm

en
t 

fo
r 

A
E

s 
an

d 
co

nc
om

it
an

t m
ed

ic
at

io
ns

 (
eg

, a
s 

de
fi

ne
d 

in
 s

ch
ed

ul
ed

 s
af

et
y 

te
le

ph
on

e 
ca

ll
s)

. H
om

e 
vi

si
ts

 w
il

l b
e 

pe
rm

itt
ed

 f
or

 a
ll

 n
on

do
si

ng
 v

is
it

s,
 e

xc
ep

t f
or

 S
cr

ee
ni

ng
, i

f 
a 

pa
rt

ic
ip

an
t c

an
no

t v
is

it
 th

e 
st

ud
y 

si
te

 d
ue

 to
 th

e 
C

O
V

ID
-1

9 
pa

nd
em

ic
. H

om
e 

vi
si

ts
 m

us
t 

be
 p

er
m

it
te

d 
by

 th
e 

st
ud

y 
si

te
 I

R
B

 a
nd

 th
e 

pa
rt

ic
ip

an
t v

ia
 in

fo
rm

ed
 c

on
se

nt
/a

ss
en

t a
nd

 h
av

e 
pr

io
r 

ap
pr

ov
al

 f
ro

m
 th

e 
Sp

on
so

r 
(o

r 
its

 d
es

ig
ne

e)
.  

3.
If

 th
e 

vi
si

t f
or

 th
e 

se
co

nd
 d

os
e 

(D
ay

29
) 

is
 d

is
ru

pt
ed

 a
nd

 c
an

no
t b

e 
co

m
pl

et
ed

 a
t D

ay
 2

9 
+

7 
da

ys
 d

ue
 to

th
e 

C
O

V
ID

-1
9 

pa
nd

em
ic

 (
se

lf
-q

ua
ra

nt
in

e 
or

 d
is

ru
pt

io
n 

of
 

st
ud

y 
si

te
 a

ct
iv

iti
es

 f
ol

l
m

ay
 b

e 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

64

ex
te

nd
ed

 to
 D

ay
 2

9 
+

 2
1 

da
ys

. W
he

n 
th

e 
ex

te
nd

ed
 v

is
it

 w
in

do
w

 is
 u

se
d,

 th
e 

re
m

ai
ni

ng
 s

tu
dy

 v
is

its
 s

ho
ul

d 
be

 r
es

ch
ed

ul
ed

 to
 f

ol
lo

w
 th

e 
in

te
r-

vi
si

t i
nt

er
va

l f
ro

m
 th

e 
ac

tu
al

 d
at

e 
of

 th
e 

se
co

nd
 d

os
e.

 
4.
 

S
af

et
y 

fo
llo

w
-u

p 
vi

a 
an

 e
D

ia
ry

 q
ue

st
io

nn
ai

re
 w

il
l b

e 
pe

rf
or

m
ed

 e
ve

ry
 4

 w
ee

ks
 f

ro
m

 D
ay

 7
1 

to
 D

ay
 1

83
 a

nd
 a

ga
in

 f
ro

m
 D

ay
 2

23
 to

 D
ay

 3
63

. 
5.
 

S
af

et
y 

fo
llo

w
-u

p 
vi

a 
a 

sa
fe

ty
 te

le
ph

on
e 

ca
ll

 w
il

l b
e 

pe
rf

or
m

ed
 e

ve
ry

 4
 w

ee
ks

 f
ro

m
 D

ay
 8

5 
to

 D
ay

 1
97

 a
nd

 a
ga

in
 f

ro
m

 D
ay

 2
37

 to
 D

ay
 3

77
.  

6.
 

T
he

 P
ar

ti
ci

pa
nt

 D
ec

is
io

n 
V

is
it

 m
ay

 b
e 

pe
rf

or
m

ed
 o

ve
r 

m
ul

tip
le

 v
is

it
s.

 O
nc

e 
th

e 
P

ar
ti

ci
pa

nt
 D

ec
is

io
n 

V
is

it
 h

as
 b

ee
n 

in
it

ia
te

d,
 a

ll
 a

ss
es

sm
en

ts
 m

us
t 

be
 c

om
pl

et
ed

 
w

it
hi

n 
a 

7-
da

y 
pe

ri
od

. 
7.
 

P
hy

si
ca

l e
xa

m
in

at
io

n:
 A

 f
ul

l p
hy

si
ca

l e
xa

m
in

at
io

n,
 in

cl
ud

in
g 

he
ig

ht
 a

nd
 w

ei
gh

t, 
w

il
l b

e 
pe

rf
or

m
ed

 a
t D

ay
 1

, D
ay

 2
9,

 D
ay

 5
7,

 D
ay

 2
09

, a
nd

 D
ay

 3
94

. B
M

I 
w

ill
 b

e 
ca

lc
ul

at
ed

 o
nl

y 
at

 S
cr

ee
ni

ng
 V

is
it 

(D
ay

 0
).

 S
ym

pt
om

-d
ir

ec
te

d 
ph

ys
ic

al
 e

xa
m

in
at

io
ns

 m
ay

 b
e 

pe
rf

or
m

ed
 a

t o
th

er
 ti

m
ep

oi
nt

s 
at

 th
e 

di
sc

re
ti

on
 o

f 
th

e 
in

ve
st

ig
at

or
. O

n 
ea

ch
 i

nj
ec

ti
on

 d
ay

 b
ef

or
e 

in
je

ct
io

n 
an

d 
ag

ai
n 

7 
da

ys
 a

ft
er

 in
je

ct
io

n,
 t

he
 a

rm
 r

ec
ei

vi
ng

 th
e 

in
je

ct
io

n 
sh

ou
ld

 b
e 

ex
am

in
ed

 a
nd

 t
he

 a
ss

oc
ia

te
d 

ly
m

ph
 n

od
es

 s
ho

ul
d 

be
 

ev
al

ua
te

d.
 A

ny
 c

li
ni

ca
lly

 s
ig

ni
fi

ca
nt

 f
in

di
ng

 id
en

ti
fi

ed
 d

ur
in

g 
a 

st
ud

y 
vi

si
t s

ho
ul

d 
be

 r
ep

or
te

d 
as

 a
n 

M
A

A
E

. V
it

al
 s

ig
ns

 a
re

 to
 b

e 
m

ea
su

re
d 

pr
ed

os
e 

an
d 

po
st

do
se

 o
n 

da
ys

 o
f 

in
je

ct
io

n 
(D

ay
 1

 a
nd

 D
ay

 2
9)

. 
W

he
n 

ap
pl

ic
ab

le
, 

vi
ta

l 
si

gn
s 

sh
ou

ld
 b

e 
m

ea
su

re
d 

be
fo

re
 b

lo
od

 c
ol

le
ct

io
n

. 
P

ar
ti

ci
pa

nt
s 

w
ho

 a
re

 f
eb

ri
le

 (
bo

dy
 t

em
pe

ra
tu

re
 

 3
8.

0°
C

/1
00

.4
°F

) b
ef

or
e 

in
je

ct
io

n 
on

 D
ay

 1
 o

r D
ay

 2
9 

m
us

t h
av

e 
th

e 
vi

si
t r

es
ch

ed
ul

ed
 w

ith
in

 th
e 

re
le

va
nt

 v
is

it
 w

in
do

w
 to

 re
ce

iv
e 

th
e 

in
je

ct
io

n.
 A

fe
br

il
e 

pa
rt

ic
ip

an
ts

 
w

it
h 

m
in

or
 il

ln
es

se
s 

ca
n 

be
 e

nr
ol

le
d 

at
 th

e 
di

sc
re

ti
on

 o
f 

th
e 

in
ve

st
ig

at
or

. 
8.
 

P
re

gn
an

cy
 te

st
 a

t S
cr

ee
ni

ng
 a

nd
 D

ay
 1

 a
nd

 b
ef

or
e 

th
e 

se
co

nd
 s

tu
dy

 in
je

ct
io

n 
w

il
l b

e 
a 

po
in

t-
of

-c
ar

e 
ur

in
e 

te
st

. A
t t

he
 d

is
cr

et
io

n 
of

 th
e 

in
ve

st
ig

at
or

, a
 p

re
gn

an
cy

 te
st

 
ei

th
er

 v
ia

 b
lo

od
 o

r 
po

in
t-

of
-c

ar
e 

ur
in

e 
te

st
 c

an
 b

e 
pe

rf
or

m
ed

 a
t a

ny
 ti

m
e.

 
9.
 

S
am

pl
e 

m
us

t b
e 

co
lle

ct
ed

 p
ri

or
 to

 d
os

in
g 

of
 in

je
ct

io
n 

on
 D

ay
 1

. 
10

.  
T

he
 n

as
op

ha
ry

ng
ea

l o
r 

na
sa

l s
w

ab
 s

am
pl

e 
w

il
l b

e 
us

ed
 to

 a
sc

er
ta

in
 th

e 
pr

es
en

ce
 o

f 
S

A
R

S
-C

oV
-2

 v
ia

 R
T

-P
C

R
. 

11
.  

A
n 

un
sc

he
du

le
d 

vi
si

t m
ay

 b
e 

pr
om

pt
ed

 b
y 

re
ac

to
ge

ni
ci

ty
 is

su
es

, i
lln

es
s 

vi
si

t c
ri

te
ri

a 
fo

r 
C

O
V

ID
-1

9,
 o

r 
ne

w
 o

r 
on

go
in

g 
A

E
s.

 I
f 

a 
pa

rt
ic

ip
an

t m
ee

ts
 th

e 
pr

es
pe

ci
fi

ed
 

cr
it

er
ia

 o
f 

su
sp

ic
io

n 
fo

r 
C

O
V

ID
-1

9 
(S

ec
ti

on
 7

.1
.6

),
 th

e 
pa

rt
ic

ip
an

ts
 w

il
l b

e 
as

ke
d 

to
 r

et
ur

n 
w

ith
in

 7
2 

ho
ur

s 
or

 a
s 

so
on

 a
s 

po
ss

ib
le

 to
 th

e 
st

ud
y 

si
te

 f
or

 a
n 

un
sc

he
du

le
d 

il
ln

es
s 

vi
si

t, 
to

 i
nc

lu
de

 a
n 

N
P 

or
 n

as
al

 s
w

ab
 s

am
pl

e 
(f

or
 R

T
-P

C
R

 t
es

ti
ng

) 
an

d 
ot

he
r 

cl
in

ic
al

 e
va

lu
at

io
ns

. 
If

 a
 s

tu
dy

 s
it

e 
vi

si
t 

is
 n

ot
 p

os
si

bl
e,

 a
 h

om
e 

vi
si

t 
m

ay
 b

e 
ar

ra
ng

ed
 to

 c
ol

le
ct

 th
e 

N
P

 o
r 

na
sa

l s
am

pl
e 

an
d 

co
nd

uc
t c

li
ni

ca
l e

va
lu

at
io

ns
. I

f 
a 

ho
m

e 
vi

si
t i

s 
no

t p
os

si
bl

e,
 th

e 
pa

rt
ic

ip
an

t 
w

il
l b

e 
as

ke
d 

to
 s

ub
m

it 
a 

sa
li

va
 s

am
pl

e 
to

 
th

e 
st

ud
y 

si
te

 b
y 

a 
Sp

on
so

r-
ap

pr
ov

ed
 m

et
ho

d.
 A

t 
th

is
 i

ll
ne

ss
 v

is
it,

 t
he

 N
P

 o
r 

na
sa

l 
sw

ab
 s

am
pl

es
 w

il
l 

be
 c

ol
le

ct
ed

 t
o 

ev
al

ua
te

 f
or

 t
he

 p
re

se
nc

e 
of

 S
A

R
S

-C
oV

-2
 

in
fe

ct
io

n.
 N

P 
or

 n
as

al
 s

w
ab

 s
am

pl
es

 w
il

l 
al

so
 b

e 
te

st
ed

 f
or

 th
e 

pr
es

en
ce

 o
f 

ot
he

r 
re

sp
ir

at
or

y 
pa

th
og

en
s.

 I
f 

du
e 

to
 C

O
V

ID
-1

9 
re

la
te

d 
re

st
ri

ct
io

ns
 in

 t
he

 c
om

m
un

it
y,

 
 7

.1
.6

. I
n 

ad
di

tio
n,

 th
e 

st
ud

y 
si

te
 m

ay
 

co
ll

ec
t 

an
 a

dd
it

io
na

l 
N

P 
or

 n
as

al
 s

am
pl

e 
fo

r 
S

A
R

S
-C

oV
-2

 t
es

ti
ng

 t
o 

be
 a

bl
e 

to
 r

en
de

r 
ap

pr
op

ri
at

e 
m

ed
ic

al
 c

ar
e 

fo
r 

th
e 

st
ud

y 
pa

rt
ic

ip
an

t 
as

 d
et

er
m

in
ed

 b
y 

lo
ca

l 
st

an
da

rd
s 

of
 c

ar
e.

 A
dd

iti
on

al
ly

, c
lin

ic
al

 in
fo

rm
at

io
n 

w
ill

 b
e 

ca
re

fu
lly

 c
ol

le
ct

ed
 to

 e
va

lu
at

e 
th

e 
se

ve
ri

ty
 o

f 
th

e 
cl

in
ic

al
 c

as
e.

 
12

.  
A

 c
on

va
le

sc
en

t v
is

it
 w

ill
 b

e 
sc

he
du

le
d 

ap
pr

ox
im

at
el

y 
28

 d
ay

s 
(+

7 
da

ys
) a

ft
er

 d
ia

gn
os

is
. A

t t
hi

s 
vi

si
t, 

an
 N

P
 o

r n
as

al
 s

w
ab

 s
am

pl
in

g 
fo

r v
ir

al
 P

C
R

 a
nd

 a
 b

lo
od

 s
am

pl
e 

w
il

l b
e 

co
lle

ct
ed

 f
or

 p
ot

en
ti

al
 im

m
un

ol
og

ic
 a

ss
es

sm
en

t o
f 

S
A

R
S

-C
oV

-2
 in

fe
ct

io
n.

 
13

.  
D

ia
ry

 e
nt

ri
es

 w
ill

 b
e 

re
co

rd
ed

 b
y 

th
e 

pa
rt

ic
ip

an
t 

at
 a

pp
ro

xi
m

at
el

y 
30

 m
in

ut
es

 a
ft

er
 in

je
ct

io
n 

w
hi

le
 a

t t
he

 s
tu

dy
 s

it
e 

w
ith

 in
st

ru
ct

io
n 

pr
ov

id
ed

 b
y 

st
ud

y 
st

af
f.

 S
tu

dy
 

pa
rt

ic
ip

an
ts

 w
ill

 c
on

tin
ue

 t
o 

re
co

rd
 e

nt
ri

es
 i

n 
th

e 
eD

ia
ry

 e
ac

h 
da

y 
af

te
r 

th
ey

 l
ea

ve
 t

he
 s

tu
dy

 s
it

e,
 p

re
fe

ra
bl

y 
in

 t
he

 e
ve

ni
n

g,
 o

n 
th

e 
da

y 
of

 i
nj

ec
tio

n 
an

d 
fo

r 
6 

da
ys

 
fo

ll
ow

in
g 

in
je

ct
io

n.
 I

f 
a 

so
li

ci
te

d 
lo

ca
l o

r 
sy

st
em

ic
 A

R
 c

on
ti

nu
es

 b
ey

on
d 

D
ay

 7
 a

ft
er

 v
ac

ci
na

tio
n,

 th
e 

pa
rt

ic
ip

an
t w

il
l b

e 
pr

om
pt

ed
 to

 c
ap

tu
re

 d
et

ai
ls

 o
f 

th
e 

so
li

ci
te

d 
lo

ca
l o

r 
sy

st
em

ic
 A

R
 in

 th
e 

eD
ia

ry
 u

nt
il

 th
e 

A
R

 is
 r

es
ol

ve
s 

or
 th

e 
ne

xt
 I

P
 in

je
ct

io
n 

oc
cu

rs
, w

hi
ch

ev
er

 o
cc

ur
s 

fi
rs

t;
 c

ap
tu

re
 o

f 
de

ta
il

s 
of

 A
R

s 
in

 th
e 

eD
ia

ry
 s

ho
ul

d 
no

t 
ex

ce
ed

 2
8 

da
ys

 a
ft

er
 e

ac
h 

va
cc

in
at

io
n.

 A
R

s 
re

co
rd

ed
 in

 e
D

ia
ri

es
 b

ey
on

d 
D

ay
 7

 s
ho

ul
d 

be
 r

ev
ie

w
ed

 e
it

he
r 

vi
a 

te
le

ph
on

e 
ca

ll
 o

r 
at

 th
e 

fo
ll

ow
in

g 
st

ud
y 

vi
si

t.
14

.  
T

ra
in

ed
 s

tu
dy

 s
ite

 p
er

so
nn

el
 w

ill
 c

al
l 

al
l 

pa
rt

ic
ip

an
ts

 to
 c

ol
le

ct
 in

fo
rm

at
io

n 
re

la
ti

ng
 t

o 
an

y 
A

E
s,

 M
A

A
E

s,
 S

A
E

s,
 A

E
s 

le
ad

in
g 

to
 s

tu
dy

 w
it

hd
ra

w
al

, i
nf

or
m

at
io

n 
on

 
co

nc
om

it
an

t 
m

ed
ic

at
io

ns
 a

ss
oc

ia
te

d 
w

it
h 

th
os

e 
ev

en
ts

, a
nd

 a
ny

 n
on

st
ud

y 
va

cc
in

at
io

ns
. I

n 
ad

di
ti

on
, s

tu
dy

 p
er

so
nn

el
 w

il
l 

co
lle

ct
 i

nf
or

m
at

io
n 

on
 k

no
w

n 
pa

rt
ic

ip
an

t 
ex

po
su

re
 to

 s
om

eo
ne

 w
ith

 k
no

w
n 

C
O

V
ID

-1
9 

or
 S

A
R

S
-C

oV
-2

 in
fe

ct
io

n 
an

d 
on

 p
ar

ti
ci

pa
nt

 e
xp

er
ie

nc
e 

of
 C

O
V

ID
-1

9 
sy

m
pt

om
s.

 
15

.  
A

ll
 c

on
co

m
it

an
t 

m
ed

ic
at

io
ns

 a
nd

 n
on

st
ud

y 
va

cc
in

at
io

ns
 w

ill
 b

e 
re

co
rd

ed
 t

hr
ou

gh
 2

8 
da

ys
 a

ft
er

 e
ac

h 
in

je
ct

io
n;

 a
ll

 c
on

co
m

it
an

t 
m

ed
ic

at
io

ns
 r

el
ev

an
t 

to
 o

r 
fo

r 
th

e 
tr

ea
tm

en
t o

f 
an

 S
A

E
 o

r 
M

A
A

E
 w

il
l b

e 
re

co
rd

ed
 f

ro
m

 D
ay

1 
th

ro
ug

h 
th

e 
fi

na
l v

is
it

 (
D

ay
39

4)
.



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

65

9.
6.

 A
p

p
en

d
ix

 F
 S

ch
ed

u
le

 o
f 

A
ss

es
sm

en
ts

 (
P

ar
t 

1B
, O

p
en

-l
ab

el
 O

b
se

rv
at

io
n

al
 P

h
as

e 
fo

r 
S

u
b

je
ct

s 
W

ho
 P

re
vi

ou
sl

y 
R

ec
ei

ve
d

 P
la

ce
b

o)
 

 
 

 
 

 

 
 

 
 

 

 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 

 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 

 
 

 
 

 

 
 

 
 

 

 
 

 
 

 
 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

66

 
 

 
 

 

 
 

 
 

 

 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 

R
ec

or
di

ng
 o

f 
A

E
SI

  
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

A
bb

re
vi

at
io

ns
: A

E
 =

 a
dv

er
se

 e
ve

nt
; A

E
SI

 =
 a

dv
er

se
 e

ve
nt

 o
f 

sp
ec

ia
l i

nt
er

es
t;

 C
 =

 c
li

ni
c 

vi
si

t; 
C

O
V

ID
-1

9 
=

 c
or

on
av

ir
us

 d
is

ea
se

 2
01

9;
 D

 =
 D

ay
; M

 =
 m

on
th

; 
M

A
A

E
 =

 m
ed

ic
al

ly
 a

tt
en

de
d 

A
E

; N
P

 =
 n

as
op

ha
ry

ng
ea

l; 
O

L
 =

 o
pe

n-
la

be
l;

 P
C

R
 =

 p
ol

ym
er

as
e 

ch
ai

n 
re

ac
ti

on
; R

T
-P

C
R

 =
 r

ev
er

se
 tr

an
sc

ri
pt

as
e 

po
ly

m
er

as
e 

ch
ai

n 
re

ac
ti

on
; S

A
E

 =
 s

er
io

us
 a

dv
er

se
 e

ve
nt

s;
 S

A
R

S 
C

oV
 2

 =
 S

ev
er

e 
A

cu
te

 R
es

pi
ra

to
ry

 S
yn

dr
om

e 
co

ro
na

vi
ru

s 
2;

 S
C

 =
 s

af
et

y 
(t

el
ep

ho
ne

) 
ca

ll
.  

1.
 

T
he

 P
ar

ti
ci

pa
nt

 D
ec

is
io

n 
V

is
it

 m
ay

 b
e 

pe
rf

or
m

ed
 o

ve
r 

m
ul

ti
pl

e 
vi

si
ts

. 
O

nc
e 

th
e 

P
ar

ti
ci

pa
nt

 D
ec

is
io

n 
V

is
it 

ha
s 

be
en

 i
ni

ti
at

ed
, 

al
l 

as
se

ss
m

en
ts

 m
us

t 
be

 c
om

pl
et

ed
 

w
it

hi
n 

a 
7-

da
y 

pe
ri

od
. 

2.
 

A
ft

er
 th

e 
O

L
-D

57
 v

is
it,

 P
ar

t 1
B

 p
ar

ti
ci

pa
nt

s 
w

ho
 c

ho
os

e 
to

 r
ec

ei
ve

 B
D

 w
il

l h
av

e 
on

e 
ad

di
ti

on
al

 s
af

et
y 

ca
ll

 a
t O

L
-D

11
3 

pr
io

r 
to

 e
nt

er
in

g 
P

ar
t 1

C
-1

.. 
 

3.
 

T
he

 N
P

 o
r 

na
sa

l s
w

ab
 s

am
pl

e,
 c

ol
le

ct
ed

 p
ri

or
 to

 v
ac

ci
na

ti
on

 o
n 

da
ys

 o
f 

in
je

ct
io

n,
 w

ill
 b

e 
us

ed
 to

 a
sc

er
ta

in
 th

e 
pr

es
en

ce
 o

f 
S

A
R

S
-C

oV
-2

 v
ia

 P
C

R
. 

4.
 

P
hy

si
ca

l 
ex

am
in

at
io

n:
 A

 s
ym

pt
om

-d
ir

ec
te

d 
ph

ys
ic

al
 e

xa
m

in
at

io
n 

w
ill

 b
e 

pe
rf

or
m

ed
 a

t 
O

L
-D

1,
 O

L
-D

29
, 

O
L

-D
57

, 
an

d 
O

L
-D

17
8.

 S
ym

pt
om

-d
ir

ec
te

d 
ph

ys
ic

al
 

ex
am

in
at

io
ns

 m
ay

 b
e 

pe
rf

or
m

ed
 a

t o
th

er
 ti

m
ep

oi
nt

s 
at

 th
e 

di
sc

re
ti

on
 o

f 
th

e 
in

ve
st

ig
at

or
. A

ny
 c

li
ni

ca
ll

y 
si

gn
if

ic
an

t f
in

di
ng

 i
de

nt
if

ie
d 

du
ri

ng
 a

 s
tu

dy
 v

is
it

 s
ho

ul
d 

be
 

re
po

rt
ed

 a
s 

an
 M

A
A

E
. V

ita
l s

ig
ns

 a
re

 to
 b

e 
co

ll
ec

te
d 

pr
ed

os
in

g 
an

d 
po

st
do

si
ng

 o
n 

da
ys

 o
f i

nj
ec

ti
on

 (O
L

-D
1 

an
d 

O
L

-D
29

).
 W

he
n 

ap
pl

ic
ab

le
, v

it
al

 s
ig

n 
m

ea
su

re
m

en
ts

 
 3

8.
0°

C
/1

00
.4

°F
) 

be
fo

re
 i

nj
ec

tio
n 

on
 O

L
-D

1 
or

 O
L

-D
29

 m
us

t 
be

 
re

sc
he

du
le

d 
w

it
hi

n 
th

e 
re

le
va

nt
 w

in
do

w
 p

er
io

d 
to

 r
ec

ei
ve

 th
e 

in
je

ct
io

n.
 A

fe
br

ile
 p

ar
ti

ci
pa

nt
s 

w
ith

 m
in

or
 il

ln
es

se
s 

ca
n 

be
 a

dm
in

is
te

re
d 

in
ve

st
ig

at
io

na
l p

ro
du

ct
 a

t t
he

 
di

sc
re

ti
on

 o
f 

th
e 

in
ve

st
ig

at
or

. 
5.

 
A

ll
 c

on
co

m
it

an
t m

ed
ic

at
io

ns
 a

nd
 n

on
st

ud
y 

va
cc

in
at

io
ns

 w
il

l b
e 

re
co

rd
ed

 th
ro

ug
h 

28
 d

ay
s 

po
st

in
je

ct
io

n;
 a

ll
 c

on
co

m
it

an
t m

ed
ic

at
io

ns
 r

el
ev

an
t t

o 
or

 f
or

 th
e 

tr
ea

tm
en

t 
of

 a
n 

S
A

E
 o

r 
M

A
A

E
 w

ill
 b

e 
re

co
rd

ed
 f

ro
m

 D
ay

 1
 th

ro
ug

h 
O

L
 D

11
3 

be
fo

re
 e

nt
er

in
g 

P
ar

t 
1C

-1
. I

f 
a 

pa
rt

ic
ip

an
t d

ec
li

ne
s 

a 
B

D
, a

ll 
co

nc
om

it
an

t m
ed

ic
at

io
ns

 r
el

ev
an

t 
to

 o
r 

fo
r 

th
e 

tr
ea

tm
en

t o
f 

an
 S

A
E

 o
r 

M
A

A
E

 w
il

l b
e 

re
co

rd
ed

 f
ro

m
 D

ay
 1

 th
ro

ug
h 

O
L

-D
17

8.
 

6.
 

If
 a

 p
ar

ti
ci

pa
nt

 m
ee

ts
 t

he
 p

re
sp

ec
if

ie
d 

cr
it

er
ia

 o
f 

su
sp

ic
io

n 
fo

r 
C

O
V

ID
-1

9 
(S

ec
ti

on
 7

.1
.6

),
 t

he
 p

ar
tic

ip
an

ts
 w

il
l 

be
 a

sk
ed

 t
o 

re
tu

rn
 w

it
hi

n 
72

 h
ou

rs
 o

r 
as

 s
oo

n 
as

 
po

ss
ib

le
 to

 th
e 

st
ud

y 
si

te
 f

or
 a

n 
un

sc
he

du
le

d 
il

ln
es

s 
vi

si
t, 

to
 in

cl
ud

e 
an

 N
P

 o
r 

na
sa

l s
w

ab
 s

am
pl

e 
(f

or
 R

T
-P

C
R

 te
st

in
g)

 a
nd

 o
th

er
 c

li
ni

ca
l e

va
lu

at
io

ns
. I

f 
a 

st
ud

y 
si

te
 

vi
si

t i
s 

no
t p

os
si

bl
e,

 a
 h

om
e 

vi
si

t m
ay

 b
e 

ar
ra

ng
ed

 to
 c

ol
le

ct
 th

e 
N

P 
or

 n
as

al
 s

am
pl

e 
an

d 
co

nd
uc

t c
lin

ic
al

 e
va

lu
at

io
ns

. I
f 

a 
ho

m
e 

vi
si

t i
s 

no
t p

os
si

bl
e,

 th
e 

pa
rt

ic
ip

an
t 

w
il

l 
be

 a
sk

ed
 t

o 
su

bm
it

 a
 s

al
iv

a 
sa

m
pl

e 
to

 t
he

 s
tu

dy
 s

ite
 b

y 
a 

S
po

ns
or

-a
pp

ro
ve

d 
m

et
ho

d.
 A

t 
th

is
 i

lln
es

s 
vi

si
t, 

th
e 

N
P

 o
r 

na
sa

l 
sw

ab
 s

am
pl

es
 w

ill
 b

e 
co

ll
ec

te
d 

to
 

ev
al

ua
te

 f
or

 th
e 

pr
es

en
ce

 o
f 

S
A

R
S

-C
oV

-2
 in

fe
ct

io
n.

 N
P

 o
r 

na
sa

l s
w

ab
 s

am
pl

es
 w

ill
 a

ls
o 

be
 te

st
ed

 f
or

 th
e 

pr
es

en
ce

 o
f 

ot
he

r 
re

sp
ir

at
or

y 
pa

th
og

en
s.

 I
f 

du
e 

to
 C

O
V

ID
-

a 
te

st
 p

er
fo

rm
ed

 b
y 

a 
he

al
th

 c
ar

e 
pr

of
es

si
on

al
, 

se
e 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

67

S
ec

ti
on

 7
.1

.6
. I

n 
ad

di
ti

on
, t

he
 s

tu
dy

 s
it

e 
m

ay
 c

ol
le

ct
 a

n 
ad

di
tio

na
l N

P 
or

 n
as

al
 s

am
pl

e 
fo

r 
S

A
R

S
-C

oV
-2

 te
st

in
g 

to
 b

e 
ab

le
 to

 r
en

de
r 

ap
pr

op
ri

at
e 

m
ed

ic
al

 c
ar

e 
fo

r 
th

e 
st

ud
y 

pa
rt

ic
ip

an
t a

s 
de

te
rm

in
ed

 b
y 

lo
ca

l s
ta

nd
ar

ds
 o

f 
ca

re
. A

dd
it

io
na

ll
y,

 c
li

ni
ca

l i
nf

or
m

at
io

n 
w

ill
 b

e 
ca

re
fu

ll
y 

co
lle

ct
ed

 to
 e

va
lu

at
e 

th
e 

se
ve

ri
ty

 o
f 

th
e 

cl
in

ic
al

 c
as

e.
 

7.
 

D
ur

in
g 

O
L

-D
57

, a
ll

 p
ar

ti
ci

pa
nt

s 
w

ill
 b

e 
gi

ve
n 

th
e 

op
ti

on
 to

 r
ec

ei
ve

 a
 B

D
. P

ar
ti

ci
pa

nt
s 

w
il

l c
ho

os
e 

w
he

th
er

 to
 r

ec
ei

ve
 th

e 
B

D
 o

r n
ot

 a
nd

 s
ig

n 
th

e 
co

ns
en

t f
or

m
. T

ho
se

 
w

ho
 d

ec
li

ne
 B

D
 w

il
l c

on
tin

ue
 w

ith
 P

ar
t 1

B
. T

ho
se

 w
ho

 c
ho

os
e 

to
 r

ec
ei

ve
 a

 B
D

 w
il

l h
av

e 
on

e 
sa

fe
ty

 c
al

l p
ri

or
 to

 e
nt

er
in

g 
P

ar
t 

1C
-1

. 
8.

 
A

ll
 p

ar
ti

ci
pa

nt
s 

in
 P

ar
t 1

B
 w

ho
 c

ho
os

e 
to

 r
ec

ei
ve

 B
D

 w
il

l h
av

e 
on

e 
ad

di
tio

na
l s

af
et

y 
ca

ll
 a

t O
L

-D
11

3 
pr

io
r 

to
 e

nt
er

in
g 

P
ar

t 1
C

-1
. 

9.
 

O
L

-D
17

8 
is

 o
nl

y 
fo

r 
th

os
e 

w
ho

 d
ec

li
ne

 B
D

. P
ar

ti
ci

pa
nt

s 
w

ho
 c

ho
os

e 
to

 r
ec

ei
ve

 a
 B

D
 w

il
l 

fo
ll

ow
 P

ar
t 

1C
-1

 S
oA

 a
ft

er
 t

he
 O

L
 D

11
3 

sa
fe

ty
 c

al
l. 

T
he

 B
D

-D
1 

ha
s 

a 
w

in
do

w
 o

f 
 1

 m
on

th
, t

hu
s,

 c
an

 b
e 

sc
he

du
le

d 
at

 le
as

t 5
 m

on
th

s 
af

te
r 

th
e 

se
co

nd
 d

os
e,

 a
nd

 p
ar

ti
ci

pa
nt

s 
w

il
l n

ee
d 

to
 c

om
pl

et
e 

th
e 

O
L

-D
11

3 
sa

fe
ty

 c
al

l. 

 
 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

68

9.
7.

 A
p

p
en

d
ix

 G
 S

ch
ed

u
le

 o
f 

A
ss

es
sm

en
ts

 (
P

ar
t 

1C
-1

, H
om

ol
og

ou
s 

B
oo

st
er

 D
os

e 
P

h
as

e)
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 

 

 

 

 
 

 

 

 

  

  

 

 
28

 d
ay

s 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 

 
 

 
 

 
 

 

 
 

 
 

 
 

 

 
 

 
 

 
 

 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

69

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 

 

 

 

 
 

 

 

 

  

  

 

 
28

 d
ay

s 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

eD
ia

ry
 

ac
tiv

at
io

n 
fo

r 
re

co
rd

in
g 

so
li

ci
te

d 
A

R
s 

(7
 d

ay
s)

10
 

 
 

 
 

 
 

R
ev

ie
w

 o
f 

eD
ia

ry
 d

at
a10

 
 

 
 

 
 

 

R
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

70

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 

 

 

 

 
 

 

 

 

  

  

 

 
28

 d
ay

s 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
1.
 

A
 B

D
 m

ay
 b

e 
ad

m
in

is
te

re
d 

to
 a

ll
 p

ar
tic

ip
an

ts
 w

ho
 a

re
 c

ur
re

nt
ly

 e
nr

ol
le

d 
in

 P
ar

t 
1A

 o
r 

P
ar

t 1
B

 p
ro

vi
de

d 
th

er
e 

ar
e 

no
 c

ur
re

nt
 c

on
tr

ai
nd

ic
at

io
ns

 
fo

r 
fu

rt
he

r 
do

si
ng

 (
Se

ct
io

n 
6)

. A
 p

ar
ti

ci
pa

nt
 w

ho
 is

 c
ur

re
nt

ly
 in

 th
e 

C
on

va
le

sc
en

t P
er

io
d 

m
ay

 c
om

e 
in

 f
or

 a
 B

D
-1

 v
is

it 
an

d 
re

ce
iv

e 
a 

B
D

 a
s 

lo
ng

 
th

ey
 a

re
 n

o 
lo

ng
er

 s
ym

pt
om

at
ic

, a
nd

 th
is

 in
cl

ud
es

 th
e 

po
ss

ib
ili

ty
 f

or
 a

 C
on

va
le

sc
en

t V
is

it
 D

ay
 2

8 
to

 o
ve

rl
ap

 a
nd

 b
e 

co
m

bi
ne

d 
w

ith
 a

 B
D

-1
 v

is
it

. 
2.
 

 
 

3.
 

B
D

-1
 v

is
it

 
4.
 

 
5.



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

71

6.
 

 
7.
 

 
8.
 

 
9.
 

 
10

.  

 
11

.  
 

12
.  

 
 

 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

72

9.
8.

 A
p

p
en

d
ix

 H
 S

ch
ed

u
le

 o
f 

A
ss

es
sm

en
ts

 (
P

ar
t 

1C
-2

, H
et

er
ol

og
ou

s 
B

oo
st

er
 D

os
e 

P
h

as
e)

 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 

 

  

 
 

  
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

  
 

 
 

 
 

 

 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

73

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 

 

  

 
 

  
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

eD
ia

ry
 a

ct
iv

at
io

n 
fo

r 
re

co
rd

in
g 

so
li

ci
te

d 
A

R
s 

(7
 d

ay
s)

10
 

 
 

 
 

 
 

 

R
ev

ie
w

 o
f 

eD
ia

ry
 d

at
a10

 
 

 
 

 
 

 
 

R
 

 
 

 
 

 
 

 

 

 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

74

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 

 

  

 
 

  
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 

 
 

 
 

 
 

 

 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

75

 
 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 

 
 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

76

9.
9.

 A
p

p
en

d
ix

 I
 S

ch
ed

u
le

 o
f 

A
ss

es
sm

en
ts

 (
P

ar
t 

2 
F

or
 P

ar
ti

ci
p

an
ts

 W
ho

 R
ec

ei
ve

 T
h

e 
B

oo
st

er
 D

os
e)

 

 
0 

1 
2 

3 
4 

5 
6 

7 
8 

9 
10

 
- 

11
 

- 
12

T
yp

e 
of

 V
is

it
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 

M
on

th
 

T
im

e 
P

oi
n

t 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 
 

 
 

 

 

 

W
in

d
ow

 
A

ll
ow

an
ce

 
(D

ay
s)

 
- 

7 
 

+
 3

 
+

 7
 

-2
 

+
 3

 
+

 7
 

-2
8 

-2
 

+
3 

+
7 

±
3 

±
 3

 
+

7 
±

 3
 

±
 3

±
 1

4

D
ay

s 
S

in
ce

 
M

os
t 

R
ec

en
t 

In
je

ct
io

n 
- 

0 
7 

28
 

3 
7 

28
 

12
0 

3 
7 

28
 

- 
- 

18
0 

- 
- 

36
5 

In
fo

rm
ed

 
co

ns
en

t/
as

se
nt

 
fo

rm
, 

de
m

og
ra

ph
ic

s,
 

co
nc

om
ita

nt
 

m
ed

ic
at

io
ns

, 
m

ed
ic

al
 h

is
to

ry
  

X
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

R
ev

ie
w

 
of

 
in

cl
us

io
n 

an
d 

ex
cl

us
io

n 
cr

it
er

ia
 

X
 

X
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

77

 
0 

1 
2 

3 
4 

5 
6 

7 
8 

9 
10

 
- 

11
 

- 
12

T
yp

e 
of

 V
is

it
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 

M
on

th
 

T
im

e 
P

oi
n

t 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 
 

 
 

 

 

 

W
in

d
ow

 
A

ll
ow

an
ce

 
(D

ay
s)

 
- 

7 
 

+
 3

 
+

 7
 

-2
 

+
 3

 
+

 7
 

-2
8 

-2
 

+
3 

+
7 

±
3 

±
 3

 
+

7 
±

 3
 

±
 3

±
 1

4

D
ay

s 
S

in
ce

 
M

os
t 

R
ec

en
t 

In
je

ct
io

n 
- 

0 
7 

28
 

3 
7 

28
 

12
0 

3 
7 

28
 

- 
- 

18
0 

- 
- 

36
5 

P
hy

si
ca

l 
ex

am
in

at
io

n 
in

cl
ud

in
g 

vi
ta

l 
si

gn
s,

 
he

ig
ht

, 
w

ei
gh

t5 

X
 

X
 

 
X

 
 

 
X

 
X

 
 

 
 

 
 

X
 

 
 

X

P
re

gn
an

cy
 te

st
6 

X
 

X
 

 
X

 
 

 
 

X
 

 
 

 
 

 
 

 
 

S
tu

dy
 

in
je

ct
io

n 
(i

nc
lu

di
ng

 
30

-m
in

ut
e 

po
st

-
do

se
 o

bs
er

va
ti

on
 

pe
ri

od
) 

 
X

 
 

X
 

 
 

 
X

 
 

 
 

 
 

 
 

 

B
lo

od
 

sa
m

pl
e 

fo
r 

po
te

nt
ia

l 
bi

om
ar

ke
r 

an
al

ys
is

7

 
 

 
 

X
 

 
 

 
X

 
 

 
 

 
 

 
 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

78

 
0 

1 
2 

3 
4 

5 
6 

7 
8 

9 
10

 
- 

11
 

- 
12

T
yp

e 
of

 V
is

it
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 

M
on

th
 

T
im

e 
P

oi
n

t 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 
 

 
 

 

 

 

W
in

d
ow

 
A

ll
ow

an
ce

 
(D

ay
s)

 
- 

7 
 

+
 3

 
+

 7
 

-2
 

+
 3

 
+

 7
 

-2
8 

-2
 

+
3 

+
7 

±
3 

±
 3

 
+

7 
±

 3
 

±
 3

±
 1

4

D
ay

s 
S

in
ce

 
M

os
t 

R
ec

en
t 

In
je

ct
io

n 
- 

0 
7 

28
 

3 
7 

28
 

12
0 

3 
7 

28
 

- 
- 

18
0 

- 
- 

36
5 

B
lo

od
 

sa
m

pl
e 

fo
r 

va
cc

in
e 

im
m

un
og

en
ic

it
y

8 

 
X

 
 

X
 

 
 

X
 

X
 

 
 

X
 

 
 

X
 

 
 

X

N
as

al
 

sw
ab

 
sa

m
pl

e 
fo

r 
S

A
R

S
-C

oV
-2

9  
 

X
 

 
X

 
 

 
X

 
X

 
 

 
 

 
 

X
 

 
 

S
ur

ve
il

la
nc

e 
fo

r 
C

O
V

ID
-1

9/
 

Il
ln

es
s 

vi
si

t10
/ 

U
ns

ch
ed

ul
ed

 
vi

si
t 

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

C
on

va
le

sc
en

t 
V

is
it

11
 

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
 

X
 

X
 

X
 

X



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

79

 
0 

1 
2 

3 
4 

5 
6 

7 
8 

9 
10

 
- 

11
 

- 
12

T
yp

e 
of

 V
is

it
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 

M
on

th
 

T
im

e 
P

oi
n

t 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 
 

 
 

 

 

 

W
in

d
ow

 
A

ll
ow

an
ce

 
(D

ay
s)

 
- 

7 
 

+
 3

 
+

 7
 

-2
 

+
 3

 
+

 7
 

-2
8 

-2
 

+
3 

+
7 

±
3 

±
 3

 
+

7 
±

 3
 

±
 3

±
 1

4

D
ay

s 
S

in
ce

 
M

os
t 

R
ec

en
t 

In
je

ct
io

n 
- 

0 
7 

28
 

3 
7 

28
 

12
0 

3 
7 

28
 

- 
- 

18
0 

- 
- 

36
5 

eD
ia

ry
 

ac
ti

va
ti

on
 

fo
r 

re
co

rd
in

g 
so

li
ci

te
d 

A
R

s 
(7

 d
ay

s)
12

 

 
X

 
 

X
 

 
 

 
X

 
 

 

 
 

 
 

 
 

R
ev

ie
w

 
of

 
eD

ia
ry

 d
at

a 
 

 
X

 
 

 
X

 
 

 
 

X
 

 
 

 
 

 
 

F
ol

lo
w

- u
p 

sa
fe

ty
 

te
le

ph
on

e 
ca

lls
13

 
 

 
 

 
 

 
 

 
 

 
 

 
X

 
 

 
X

 

R
ec

or
di

ng
 

of
 

un
so

lic
ite

d 
A

E
s  

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
 

 
 

 
 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

80

 
0 

1 
2 

3 
4 

5 
6 

7 
8 

9 
10

 
- 

11
 

- 
12

T
yp

e 
of

 V
is

it
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 

M
on

th
 

T
im

e 
P

oi
n

t 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 
 

 
 

 

 

 

W
in

d
ow

 
A

ll
ow

an
ce

 
(D

ay
s)

 
- 

7 
 

+
 3

 
+

 7
 

-2
 

+
 3

 
+

 7
 

-2
8 

-2
 

+
3 

+
7 

±
3 

±
 3

 
+

7 
±

 3
 

±
 3

±
 1

4

D
ay

s 
S

in
ce

 
M

os
t 

R
ec

en
t 

In
je

ct
io

n 
- 

0 
7 

28
 

3 
7 

28
 

12
0 

3 
7 

28
 

- 
- 

18
0 

- 
- 

36
5 

R
ec

or
di

ng
 

of
 

M
A

A
E

s 
an

d 
co

nc
om

ita
nt

 
m

ed
ic

at
io

ns
 

re
le

va
nt

 to
 o

r 
fo

r 
th

e 
tr

ea
tm

en
t 

of
 

th
e 

M
A

A
E

14
 

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

R
ec

or
di

ng
 

of
 

S
A

E
s 

an
d 

co
nc

om
ita

nt
 

m
ed

ic
at

io
ns

 
re

le
va

nt
 to

 o
r 

fo
r 

th
e 

tr
ea

tm
en

t 
of

 
th

e 
S

A
E

14
 

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

R
ec

or
di

ng
 

of
 

A
E

S
I

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

81

 
0 

1 
2 

3 
4 

5 
6 

7 
8 

9 
10

 
- 

11
 

- 
12

T
yp

e 
of

 V
is

it
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 

M
on

th
 

T
im

e 
P

oi
n

t 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 
 

 
 

 

 

 

W
in

d
ow

 
A

ll
ow

an
ce

 
(D

ay
s)

 
- 

7 
 

+
 3

 
+

 7
 

-2
 

+
 3

 
+

 7
 

-2
8 

-2
 

+
3 

+
7 

±
3 

±
 3

 
+

7 
±

 3
 

±
 3

±
 1

4

D
ay

s 
S

in
ce

 
M

os
t 

R
ec

en
t 

In
je

ct
io

n 
- 

0 
7 

28
 

3 
7 

28
 

12
0 

3 
7 

28
 

- 
- 

18
0 

- 
- 

36
5 

R
ec

or
di

ng
 

of
 

A
E

s 
le

ad
in

g 
to

 
w

it
hd

ra
w

al
 

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

R
ec

or
di

ng
 

of
 

co
nc

om
ita

nt
 

m
ed

ic
at

io
ns

 a
nd

 
no

n-
st

ud
y 

va
cc

in
at

io
ns

14
 

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

S
tu

dy
 

co
m

pl
et

io
n 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

X

 
 

 
 

 
 

 
 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

82

 
 

 
 

 
 

 
1.
 

 
2.
 

3.
 

 

 
4.
 

 
5.
 

 
6.
 

 
 

7.
 

 
8.
 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

83

 
9.
 

 
10

.  

 
11

.  

 
12

.  
 

 

  
 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

84

9.
10

. 
A

p
p

en
d

ix
 J

 S
ch

ed
u

le
 o

f 
A

ss
es

sm
en

ts
 (

P
ar

t 
2 

F
or

 P
ar

ti
ci

p
an

ts
 W

h
o 

D
o 

N
ot

 R
ec

ei
ve

 T
h

e 
B

oo
st

er
 D

os
e)

 

 
0 

1 
2 

3 
4 

5 
6 

7 
8 

- 
9 

-
10

T
yp

e 
of

 V
is

it
 

 
 

 
 

 
 

 
 

 
 

 

M
on

th
 T

im
ep

oi
n

t 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 
 

209
 2

 

 

394
2
 

W
in

d
ow

 A
llo

w
an

ce
 

(D
ay

s)
 

- 
7 

 
+

 3
 

+
 7

 
-2

 
+

 3
 

+
 7

 
+

3 
+

7 
±

3 
±

 3
 

+
7 

±
 3

 
±

3
±

 1
4 

D
ay

s 
Si

n
ce

 M
os

t 
R

ec
en

t 
In

je
ct

io
n 

- 
0 

7 
28

 
3 

7 
28

 
35

 
65

 
- 

- 
18

0 
- 

-
36

5 

In
fo

rm
ed

 c
on

se
nt

/a
ss

en
t 

fo
rm

, d
em

og
ra

ph
ic

s,
 

co
nc

om
ita

nt
 m

ed
ic

at
io

ns
, 

m
ed

ic
al

 h
is

to
ry

  

X
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

R
ev

ie
w

 o
f 

in
cl

us
io

n 
an

d 
ex

cl
us

io
n 

cr
it

er
ia

5  
X

 
X

 
 

 
 

 
 

 
 

 
 

 
 

 
 

P
hy

si
ca

l e
xa

m
in

at
io

n 
in

cl
ud

in
g 

vi
ta

l s
ig

ns
, 

he
ig

ht
, w

ei
gh

t6 
X

 
X

 
 

X
 

 
 

X
 

 
 

 
 

X
 

 
 

X

P
re

gn
an

cy
 te

st
7 

X
 

X
 

 
X

 
 

 
 

 
 

 
 

 
 

 
 

S
tu

dy
 in

je
ct

io
n 

(i
nc

lu
di

ng
 3

0-
m

in
ut

e 
po

st
 

do
se

 o
bs

er
va

tio
n 

pe
ri

od
) 

 
X

 
 

X
 

 
 

 
 

 
 

 
 

 
 

 

B
lo

od
 s

am
pl

e 
fo

r 
po

te
nt

ia
l b

io
m

ar
ke

r 
an

al
ys

is
8

 
 

 
 

X
 

 
 

 
 

 
 

 
 

 
 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

85

 
0 

1 
2 

3 
4 

5 
6 

7 
8 

- 
9 

-
10

T
yp

e 
of

 V
is

it
 

 
 

 
 

 
 

 
 

 
 

 

M
on

th
 T

im
ep

oi
n

t 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 
 

209
 2

 

 

394
2
 

W
in

d
ow

 A
llo

w
an

ce
 

(D
ay

s)
 

- 
7 

 
+

 3
 

+
 7

 
-2

 
+

 3
 

+
 7

 
+

3 
+

7 
±

3 
±

 3
 

+
7 

±
 3

 
±

3
±

 1
4 

D
ay

s 
Si

n
ce

 M
os

t 
R

ec
en

t 
In

je
ct

io
n 

- 
0 

7 
28

 
3 

7 
28

 
35

 
65

 
- 

- 
18

0 
- 

-
36

5 

B
lo

od
 s

am
pl

e 
fo

r 
va

cc
in

e 
im

m
un

og
en

ic
it

y9 
 

X
 

 
X

 
 

 
X

 
 

X
 

 
 

X
 

 
 

X

N
as

al
 s

w
ab

 s
am

pl
e 

fo
r 

S
A

R
S

-C
oV

-2
10

 
 

X
 

 
X

 
 

 
X

 
 

 
 

 
X

 
 

 
 

S
ur

ve
il

la
nc

e 
fo

r 
C

O
V

ID
-1

9/
 I

lln
es

s 
vi

si
t11

/ U
ns

ch
ed

ul
ed

 v
is

it
 

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

X

eD
ia

ry
 a

ct
iv

at
io

n 
fo

r 
re

co
rd

in
g 

so
lic

ite
d 

A
R

s 
(7

 d
ay

s)
12

 
 

X
 

 
X

 
 

 
 

 
 

 
 

 
 

 
 

R
ev

ie
w

 o
f 

eD
ia

ry
 d

at
a13

 
 

 
X

 
 

 
X

 
 

 
 

 
 

 
 

 
 

F
ol

lo
w

-u
p 

sa
fe

ty
 

te
le

ph
on

e 
ca

ll
s14

 
 

 
 

 
 

 
 

 
 

 
X

 
 

 
X

 

R
ec

or
di

ng
 o

f 
un

so
lic

ite
d 

A
E

s 
 

X
 

X
 

X
 

X
 

X
 

X
 

 
 

 
 

 
 

 
 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

86

 
0 

1 
2 

3 
4 

5 
6 

7 
8 

- 
9 

-
10

T
yp

e 
of

 V
is

it
 

 
 

 
 

 
 

 
 

 
 

 

M
on

th
 T

im
ep

oi
n

t 
 

 
 

 
 

 
 

 
 

 
 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 
 

209
 2

 

 

394
2
 

W
in

d
ow

 A
llo

w
an

ce
 

(D
ay

s)
 

- 
7 

 
+

 3
 

+
 7

 
-2

 
+

 3
 

+
 7

 
+

3 
+

7 
±

3 
±

 3
 

+
7 

±
 3

 
±

3
±

 1
4 

D
ay

s 
Si

n
ce

 M
os

t 
R

ec
en

t 
In

je
ct

io
n 

- 
0 

7 
28

 
3 

7 
28

 
35

 
65

 
- 

- 
18

0 
- 

-
36

5 

R
ec

or
di

ng
 o

f 
M

A
A

E
s 

an
d 

co
nc

om
it

an
t 

m
ed

ic
at

io
ns

 r
el

ev
an

t t
o 

or
 f

or
 th

e 
tr

ea
tm

en
t o

f 
th

e 
M

A
A

E
15

 

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

X

R
ec

or
di

ng
 o

f 
SA

E
s 

an
d 

co
nc

om
ita

nt
 m

ed
ic

at
io

ns
 

re
le

va
nt

 to
 o

r 
fo

r 
th

e 
tr

ea
tm

en
t o

f 
th

e 
SA

E
15

 

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

X

R
ec

or
di

ng
 o

f 
A

E
SI

 
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
X

R
ec

or
di

ng
 o

f 
A

E
s 

le
ad

in
g 

to
 w

it
hd

ra
w

al
 

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

X

R
ec

or
di

ng
 o

f 
co

nc
om

ita
nt

 m
ed

ic
at

io
ns

 
an

d 
no

ns
tu

dy
 

va
cc

in
at

io
ns

15
 

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

X

S
tu

dy
 c

om
pl

et
io

n 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
X

A
bb

re
vi

at
io

ns
: A

E
 =

 a
dv

er
se

 e
ve

nt
; A

E
SI

 =
 a

dv
er

se
 e

ve
nt

 o
f 

sp
ec

ia
l i

nt
er

es
t; 

A
R

 =
 a

dv
er

se
 r

ea
ct

io
n;

 B
M

I 
=

 b
od

y 
m

as
s 

in
de

x;
 C

 =
 c

li
ni

c 
vi

si
t; 

C
O

V
ID

-1
9

=
co

ro
na

vi
ru

s 
di

se
as

e 
20

19
; D

=
da

y;
 e

D
ia

ry
 =

 e
le

ct
ro

ni
c 

di
ar

y;
 F

D
A

 =
 U

S
A

Fo
od

 a
nd

 D
ru

g 
A

dm
in

is
tr

at
io

n;
 I

R
B

 =
 in

st
itu

ti
on

al
 r

ev
ie

w
 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

87

bo
ar

d;
 M

 =
 m

on
th

; M
A

A
E

 =
 m

ed
ic

al
ly

 a
tte

nd
ed

 A
E

; N
P

 =
 n

as
op

ha
ry

ng
ea

l;
 S

C
 =

 s
af

et
y 

(t
el

ep
ho

ne
) 

ca
ll

; S
FU

 =
 s

af
et

y 
fo

ll
ow

-u
p;

 R
T

-P
C

R
 =

 
re

ve
rs

e 
tr

an
sc

ri
pt

as
e 

po
ly

m
er

as
e 

ch
ai

n 
re

ac
ti

on
; S

A
E

 =
 s

er
io

us
 a

dv
er

se
 e

ve
nt

; S
A

R
S

-C
oV

-2
 =

 S
ev

er
e 

A
cu

te
 R

es
pi

ra
to

ry
 S

yn
dr

om
e 

co
ro

na
vi

ru
s 

2.
 

N
ot

e:
 I

n 
ac

co
rd

an
ce

 w
ith

 F
D

A
 G

ui
da

nc
e 

on
 C

on
du

ct
 o

f 
C

lin
ic

al
 T

ri
al

s 
of

 M
ed

ic
al

 P
ro

du
ct

s 
du

ri
ng

 C
O

V
ID

-1
9 

P
ub

lic
 H

ea
lt

h 
E

m
er

ge
nc

y 
(D

H
H

S
 2

02
0)

, i
nv

es
tig

at
or

s 
m

ay
 c

on
ve

rt
 s

tu
dy

 s
it

e 
vi

si
ts

 to
 h

om
e 

vi
si

ts
 o

r 
te

le
m

ed
ic

in
e 

vi
si

ts
 w

it
h 

th
e 

ap
pr

ov
al

 o
f 

th
e 

Sp
on

so
r.

 
N

ot
e:

 A
ll

 s
ch

ed
ul

ed
 s

tu
dy

 v
is

it
s 

sh
ou

ld
 b

e 
co

m
pl

et
ed

 w
it

hi
n 

th
e 

re
sp

ec
tiv

e 
vi

si
t w

in
do

w
s.

 I
f 

th
e 

pa
rt

ic
ip

an
t i

s 
no

t a
bl

e 
to

 a
tt

en
d 

a 
st

ud
y 

si
te

 v
is

it
 d

ue
 to

 
th

e 
C

O
V

ID
-1

9 
pa

nd
em

ic
 (

se
lf

-q
ua

ra
nt

in
e 

or
 d

is
ru

pt
io

n 
of

 s
tu

dy
 s

it
e 

ac
ti

vi
ti

es
 f

ol
lo

w
in

g 
bu

si
ne

ss
 c

on
ti

nu
it

y 
pl

an
s 

an
d/

or
 lo

ca
l g

ov
er

nm
en

t m
an

da
te

s 
le

ph
on

e 
ca

ll 
to

 th
e 

pa
rt

ic
ip

an
t s

ho
ul

d 
be

 m
ad

e 
in

 p
la

ce
 o

f 
th

e 
st

ud
y 

si
te

 v
is

it
. T

he
 s

af
et

y 
te

le
ph

on
e 

ca
ll

 s
ho

ul
d 

en
co

m
pa

ss
 a

ll
 s

ch
ed

ul
ed

 v
is

it 
as

se
ss

m
en

ts
 th

at
 c

an
 b

e 
co

m
pl

et
ed

 r
em

ot
el

y,
 s

uc
h 

as
 a

ss
es

sm
en

t f
or

 A
E

s 
an

d 
co

nc
om

it
an

t m
ed

ic
at

io
ns

 (
eg

, 
as

 d
ef

in
ed

 in
 s

ch
ed

ul
ed

 s
af

et
y 

te
le

ph
on

e 
ca

ll
s)

. H
om

e 
vi

si
ts

 w
il

l b
e 

pe
rm

it
te

d 
fo

r 
al

l n
on

do
si

ng
 v

is
it

s,
 e

xc
ep

t f
or

 S
cr

ee
ni

ng
, i

f 
a 

p
ar

ti
ci

pa
nt

 c
an

no
t 

vi
si

t t
he

 s
tu

dy
 d

ue
 to

 th
e 

C
O

V
ID

-1
9 

pa
nd

em
ic

. H
om

e 
vi

si
ts

 m
us

t b
e 

pe
rm

it
te

d 
by

 th
e 

st
ud

y 
si

te
 I

R
B

 a
nd

 th
e 

pa
rt

ic
ip

an
t v

ia
 in

fo
rm

ed
 c

on
se

nt
/a

ss
en

t 
an

d 
ha

ve
 p

ri
or

 a
pp

ro
va

l f
ro

m
 th

e 
Sp

on
so

r 
(o

r 
it

s 
de

si
gn

ee
).

 
1.
 

D
ay

 0
 a

nd
 D

ay
 1

 m
ay

 b
e 

co
m

bi
ne

d 
on

 th
e 

sa
m

e 
da

y.
 A

dd
iti

on
al

ly
, t

he
 D

ay
 0

 V
is

it
 m

ay
 b

e 
pe

rf
or

m
ed

 o
ve

r 
m

ul
ti

pl
e 

vi
si

ts
 if

 th
ey

 o
cc

ur
 w

it
hi

n 
th

e 
7-

da
y 

Sc
re

en
in

g 
w

in
do

w
. I

f 
el

ig
ib

le
, p

ar
ti

ci
pa

nt
s 

w
ill

 r
ec

ei
ve

 5
0 

µ
g 

m
R

N
A

-1
27

3 
28

 d
ay

s 
ap

ar
t. 

2.
 

If
 th

e 
vi

si
t f

or
 th

e 
se

co
nd

 d
os

e 
(D

ay
 2

9)
 is

 d
is

ru
pt

ed
 a

nd
 c

an
no

t b
e 

co
m

pl
et

ed
 a

t D
ay

 2
9 

+7
 d

ue
 to

 th
e 

C
O

V
ID

-1
9 

pa
nd

em
ic

 (
se

lf
-q

ua
ra

nt
in

e 
or

 
di

sr
up

ti
on

 o
f 

st
ud

y 
si

te
 a

ct
iv

iti
es

 
th

e 
vi

si
t w

in
do

w
 m

ay
 b

e 
ex

te
nd

ed
 to

 D
ay

 2
9 

+
 2

1 
da

ys
. W

he
n 

th
e 

ex
te

nd
ed

 v
is

it 
w

in
do

w
 is

 u
se

d,
 th

e 
re

m
ai

ni
ng

 s
tu

dy
 v

is
its

 s
ho

u
ld

 b
e 

re
sc

he
du

le
d 

to
 f

ol
lo

w
 th

e 
in

te
r-

vi
si

t i
nt

er
va

l f
ro

m
 th

e 
ac

tu
al

 d
at

e 
of

 th
e 

se
co

nd
 d

os
e.

 
3.
 

Sa
fe

ty
 f

ol
lo

w
-u

p 
vi

a 
an

 e
D

ia
ry

 q
ue

st
io

nn
ai

re
 w

il
l b

e 
pe

rf
or

m
ed

 e
ve

ry
 4

 w
ee

ks
 f

ro
m

 D
ay

 9
9 

to
 D

ay
 1

83
 a

nd
 a

ga
in

 f
ro

m
 D

ay
 2

23
 to

 D
ay

 3
07

.
4.
 

Sa
fe

ty
 f

ol
lo

w
-u

p 
vi

a 
a 

sa
fe

ty
 te

le
ph

on
e 

ca
ll

 w
ill

 b
e 

pe
rf

or
m

ed
 e

ve
ry

 4
 w

ee
ks

 f
ro

m
 D

ay
 1

13
 to

 D
ay

 1
97

 a
nd

 a
ga

in
 f

ro
m

 D
ay

 2
37

 to
 D

ay
 3

21
.

5.
 

R
ev

ie
w

 o
f 

in
cl

us
io

n 
an

d 
ex

cl
us

io
n 

cr
ite

ri
a 

w
il

l b
e 

co
nd

uc
te

d 
du

ri
ng

 S
cr

ee
ni

ng
. H

ow
ev

er
, t

hi
s 

re
vi

ew
 m

ay
 b

e 
co

nd
uc

te
d 

on
 D

ay
 1

 if
 S

cr
ee

ni
ng

 
an

d 
B

as
el

in
e 

pr
oc

ed
ur

es
 a

re
 c

on
du

ct
ed

 o
n 

th
e 

sa
m

e 
da

y.
 

6.
 

Ph
ys

ic
al

 e
xa

m
in

at
io

n:
 A

 f
ul

l p
hy

si
ca

l e
xa

m
in

at
io

n,
 in

cl
ud

in
g 

he
ig

ht
, w

ei
gh

t, 
an

d 
vi

ta
l s

ig
ns

 w
il

l b
e 

pe
rf

or
m

ed
 a

t S
cr

ee
ni

ng
, 

D
ay

 1
, D

ay
 2

9,
 D

ay
 

57
, D

ay
 2

09
, a

nd
 D

ay
 3

94
. B

M
I 

w
il

l b
e 

ca
lc

ul
at

ed
 o

nl
y 

at
 S

cr
ee

ni
ng

 V
is

it
 (

D
ay

 0
).

 S
ym

pt
om

-d
ir

ec
te

d 
ph

ys
ic

al
 e

xa
m

in
at

io
ns

 m
ay

 b
e 

pe
rf

or
m

ed
 a

t 
ot

he
r 

tim
ep

oi
nt

s 
at

 th
e 

di
sc

re
ti

on
 o

f 
th

e 
in

ve
st

ig
at

or
. O

n 
ea

ch
 in

je
ct

io
n 

da
y 

be
fo

re
 in

je
ct

io
n 

an
d 

ag
ai

n 
7 

da
ys

 a
ft

er
 in

je
ct

io
n,

 th
e 

ar
m

 r
ec

ei
vi

ng
 th

e 
in

je
ct

io
n 

sh
ou

ld
 b

e 
ex

am
in

ed
 a

nd
 th

e 
as

so
ci

at
ed

 ly
m

ph
 n

od
es

 s
ho

ul
d 

be
 e

va
lu

at
ed

. A
ny

 c
lin

ic
al

ly
 s

ig
ni

fi
ca

nt
 f

in
di

ng
 id

en
tif

ie
d 

du
ri

ng
 a

 s
tu

dy
 v

is
it 

sh
ou

ld
 b

e 
re

po
rt

ed
 a

s 
a 

M
A

A
E

. V
it

al
 s

ig
ns

 a
re

 to
 b

e 
m

ea
su

re
d 

pr
ed

os
e 

an
d 

po
st

do
se

 o
n 

da
ys

 o
f 

in
je

ct
io

n 
(D

ay
 1

 a
nd

 D
ay

 2
9)

. W
h

en
 a

pp
li

ca
bl

e,
 

vi
ta

je
ct

io
n 

on
 D

ay
 

1 
an

d 
D

ay
 2

9 
m

us
t h

av
e 

th
e 

vi
si

t r
es

ch
ed

ul
ed

 w
ith

in
 th

e 
re

le
va

nt
 v

is
it

 w
in

do
w

 to
 r

ec
ei

ve
 th

e 
in

je
ct

io
n.

 A
fe

br
il

e 
pa

rt
ic

ip
an

ts
 w

it
h 

m
in

or
 il

ln
es

se
s 

ca
n 

be
 e

nr
ol

le
d 

at
 th

e 
di

sc
re

ti
on

 o
f 

th
e 

in
ve

st
ig

at
or

. 
7.
 

Pr
eg

na
nc

y 
te

st
 a

t S
cr

ee
ni

ng
 a

nd
 D

ay
 1

 a
nd

 b
ef

or
e 

th
e 

se
co

nd
 s

tu
dy

 in
je

ct
io

n 
w

il
l b

e 
a 

po
in

t-
of

-c
ar

e 
ur

in
e 

te
st

. A
t t

he
 d

is
cr

et
io

n 
of

 th
e 

in
ve

st
ig

at
or

, 
a 

pr
eg

na
nc

y 
te

st
 e

it
he

r 
vi

a 
bl

oo
d 

or
 p

oi
nt

-o
f-

ca
re

 u
ri

ne
 te

st
 c

an
 b

e 
pe

rf
or

m
ed

 a
t a

ny
 ti

m
e.

 
8.
 

Se
ru

m
 s

am
pl

e 
fr

om
 tw

o 
~4

 m
L

 b
lo

od
 d

ra
w

s.
 B

io
m

ar
ke

r 
pl

as
m

a 
an

d 
bi

om
ar

ke
r 

se
ru

m
 s

am
pl

es
 w

ill
 b

e 
st

or
ed

 f
or

 p
ot

en
tia

l f
ut

ur
e 

bi
o

m
ar

ke
r 

as
se

ss
m

en
t. 

9.
 

Sa
m

pl
e 

m
us

t b
e 

co
ll

ec
te

d 
pr

io
r 

to
 d

os
in

g 
of

 in
je

ct
io

n 
on

 D
ay

 1
 a

nd
 D

ay
 2

9.
 

10
.  

T
he

 n
as

al
 s

w
ab

 s
am

pl
e 

w
il

l b
e 

us
ed

 to
 a

sc
er

ta
in

 th
e 

pr
es

en
ce

 o
f 

SA
R

S
-C

oV
-2

 v
ia

 R
T

-P
C

R
. 

11
.  

A
n 

un
sc

he
du

le
d 

vi
si

t m
ay

 b
e 

pr
om

pt
ed

 b
y 

re
ac

to
ge

ni
ci

ty
 is

su
es

, i
lln

es
s 

vi
si

t c
ri

te
ri

a 
fo

r 
C

O
V

ID
-1

9,
 o

r 
ne

w
 o

r 
on

go
in

g 
A

E
s.

 I
f 

a 
pa

rt
ic

ip
an

t m
ee

ts
 

th
e 

pr
es

pe
ci

fi
ed

 c
ri

te
ri

a 
of

 s
us

pi
ci

on
 f

or
 C

O
V

ID
-1

9 
(S

ec
tio

n
E

rr
or

! 
R

ef
er

en
ce

 s
ou

rc
e 

n
ot

 f
ou

nd
.)

, t
he

 p
ar

ti
ci

pa
nt

s 
w

ill
 b

e 
as

ke
d 

to
 r

et
ur

n 
w

ith
in

 
72

 h
ou

rs
 o

r 
as

 s
oo

n 
as

 p
os

si
bl

e 
to

 th
e 

st
ud

y 
si

te
 f

or
 a

n 
un

sc
he

du
le

d 
il

ln
es

s 
vi

si
t, 

to
 in

cl
ud

e 
a 

na
sa

l s
w

ab
 s

am
pl

e 
(f

or
 R

T
-P

C
R

 te
st

in
g)

 a
nd

 o
th

er
 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

88

cl
in

ic
al

 e
va

lu
at

io
ns

. I
f 

a 
st

ud
y 

si
te

 v
is

it 
is

 n
ot

 p
os

si
bl

e,
 a

 h
om

e 
vi

si
t m

ay
 b

e 
ar

ra
ng

ed
 to

 c
ol

le
ct

 th
e 

N
P

 o
r 

na
sa

l s
am

pl
e 

an
d 

co
nd

uc
t c

lin
ic

al
 

ev
al

ua
ti

on
s.

 I
f 

a 
ho

m
e 

vi
si

t i
s 

no
t p

os
si

bl
e,

 th
e 

pa
rt

ic
ip

an
t w

ill
 b

e 
as

ke
d 

to
 s

ub
m

it 
a 

sa
liv

a 
sa

m
pl

e 
to

 th
e 

st
ud

y 
si

te
 b

y 
a 

Sp
on

so
r-

ap
pr

ov
ed

 m
et

ho
d.

 
A

t t
hi

s 
ill

ne
ss

 v
is

it
, t

he
 N

P
 o

r 
na

sa
l s

w
ab

 s
am

pl
es

 w
ill

 b
e 

co
ll

ec
te

d 
to

 e
va

lu
at

e 
fo

r 
th

e 
pr

es
en

ce
 o

f 
S

A
R

S
-C

oV
-2

 in
fe

ct
io

n.
 N

P 
or

 n
as

al
 s

w
ab

 
sa

m
pl

es
 w

il
l a

ls
o 

be
 te

st
ed

 f
or

 th
e 

pr
es

en
ce

 o
f 

ot
he

r 
re

sp
ir

at
or

y 
pa

th
og

en
s.

 I
n 

ad
di

tio
n,

 th
e 

st
ud

y 
si

te
 m

ay
 c

ol
le

ct
 a

n 
ad

di
ti

on
al

 N
P

 o
r 

na
sa

l s
am

pl
e 

fo
r 

SA
R

S
-C

oV
-2

 te
st

in
g 

to
 b

e 
ab

le
 to

 r
en

de
r 

ap
pr

op
ri

at
e 

m
ed

ic
al

 c
ar

e 
fo

r 
th

e 
st

ud
y 

pa
rt

ic
ip

an
t a

s 
de

te
rm

in
ed

 b
y 

lo
ca

l s
ta

nd
ar

ds
 o

f 
ca

re
. 

A
dd

iti
on

al
ly

, c
lin

ic
al

 in
fo

rm
at

io
n 

w
il

l b
e 

ca
re

fu
ll

y 
co

ll
ec

te
d 

to
 e

va
lu

at
e 

th
e 

se
ve

ri
ty

 o
f 

th
e 

cl
in

ic
al

 c
as

e.
 

12
.  

D
ia

ry
 e

nt
ri

es
 w

il
l b

e 
re

co
rd

ed
 b

y 
th

e 
pa

rt
ic

ip
an

t a
t a

pp
ro

xi
m

at
el

y 
30

 m
in

ut
es

 a
ft

er
 in

je
ct

io
n 

w
hi

le
 a

t t
he

 s
tu

dy
 s

it
e 

w
ith

 in
st

ru
ct

io
n 

pr
ov

id
ed

 b
y 

st
ud

y 
st

af
f.

 S
tu

dy
 p

ar
tic

ip
an

ts
 w

ill
 c

on
ti

nu
e 

to
 r

ec
or

d 
en

tr
ie

s 
in

 th
e 

eD
ia

ry
 e

ac
h 

da
y 

af
te

r 
th

ey
 l

ea
ve

 th
e 

st
ud

y 
si

te
, p

re
fe

ra
bl

y 
in

 th
e 

ev
en

in
g,

 o
n 

th
e 

da
y 

of
 in

je
ct

io
n 

an
d 

fo
r 

6 
da

ys
 f

ol
lo

w
in

g 
in

je
ct

io
n.

 I
f 

a 
so

lic
ite

d 
lo

ca
l o

r 
sy

st
em

ic
 A

R
 c

on
ti

nu
es

 b
ey

on
d 

D
ay

 7
 a

ft
er

 v
ac

ci
na

tio
n,

 th
e 

pa
rt

ic
ip

an
t w

ill
 b

e 
pr

om
pt

ed
 to

 c
ap

tu
re

 d
et

ai
ls

 o
f 

th
e 

so
lic

it
ed

 l
oc

al
 o

r 
sy

st
em

ic
 A

R
 in

 th
e 

eD
ia

ry
 u

nt
il 

th
e 

A
R

 r
es

ol
ve

s 
or

 th
e 

ne
xt

 I
P

 in
je

ct
io

n 
oc

cu
rs

, w
hi

ch
ev

er
 o

cc
ur

s 
fi

rs
t;

 c
ap

tu
re

 o
f 

de
ta

ils
 o

f 
A

R
s 

in
 th

e 
eD

ia
ry

 s
ho

ul
d 

no
t e

xc
ee

d 
28

 d
ay

s 
af

te
r 

ea
ch

 v
ac

ci
na

tio
n.

 
13

.  
A

R
s 

re
co

rd
ed

 in
 e

D
ia

ri
es

 b
ey

on
d 

D
ay

 7
 a

ft
er

 v
ac

ci
na

ti
on

 s
ho

ul
d 

be
 r

ev
ie

w
ed

 e
ith

er
 v

ia
 te

le
ph

on
e 

ca
ll

 o
r 

at
 th

e 
fo

ll
ow

in
g 

st
ud

y 
vi

si
t.

 
14

.  
T

ra
in

ed
 s

tu
dy

 s
it

e 
pe

rs
on

ne
l w

ill
 c

al
l a

ll
 p

ar
ti

ci
pa

nt
s 

to
 c

ol
le

ct
 in

fo
rm

at
io

n 
re

la
ti

ng
 to

 a
ny

 A
E

s,
 M

A
A

E
s,

 S
A

E
s,

 A
E

s 
le

ad
in

g 
to

 s
tu

dy
 w

ith
dr

aw
al

, 
in

fo
rm

at
io

n 
on

 c
on

co
m

it
an

t m
ed

ic
at

io
ns

 a
ss

oc
ia

te
d 

w
it

h 
th

os
e 

ev
en

ts
, a

nd
 a

ny
 n

on
st

ud
y 

va
cc

in
at

io
ns

. I
n 

ad
di

ti
on

, s
tu

dy
 p

er
so

nn
el

 w
il

l c
ol

le
ct

in
fo

rm
at

io
n 

on
 k

no
w

n 
pa

rt
ic

ip
an

t e
xp

os
ur

e 
to

 s
om

eo
ne

 w
it

h 
kn

ow
n 

C
O

V
ID

-1
9 

or
 S

A
R

S-
C

oV
-2

 in
fe

ct
io

n 
an

d 
on

 p
ar

tic
ip

an
t e

xp
er

ie
nc

e 
of

 
C

O
V

ID
-1

9 
sy

m
pt

om
s.

 
15

.  
A

ll
 c

on
co

m
it

an
t m

ed
ic

at
io

ns
 a

nd
 n

on
st

ud
y 

va
cc

in
at

io
ns

 w
il

l b
e 

re
co

rd
ed

 th
ro

ug
h

ou
t t

he
 s

tu
dy

; a
ll

 c
on

co
m

it
an

t m
ed

ic
at

io
ns

 r
el

ev
an

t t
o 

or
 f

or
 th

e 
tr

ea
tm

en
t o

f 
an

 S
A

E
 o

r 
M

A
A

E
 w

ill
 b

e 
re

co
rd

ed
 f

ro
m

 D
ay

 1
 th

ro
ug

h 
th

e 
fi

na
l v

is
it 

(D
ay

 3
94

).
 

  
 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

89

9.
11

. 
A

p
p

en
d

ix
 K

 S
ch

ed
u

le
 o

f 
A

ss
es

sm
en

ts
 (

P
ar

t 
3  

F
or

 P
ar

ti
ci

p
an

ts
 W

ho
 R

ec
ei

ve
 D

os
e 

2)
 

 
0 

1 
2 

3 
4 

5 
6 

- 
7 

8 
9 

10
 

T
yp

e 
of

 V
is

it
 

 
 

 
 

 
 

 
 

 
 

 
 

M
on

th
 T

im
ep

oi
n

t 
 

 
 

 
 

 
 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

W
in

d
ow

 A
llo

w
an

ce
 (

D
ay

s)
 

- 
7 

 
-2

 
+

 3
 

+
 7

 
+

3 
+

7 
±

3 
+

 7
 

-2
 

+
 3

 
+

 7
 

D
ay

s 
Si

n
ce

 M
os

t 
R

ec
en

t 
In

je
ct

io
n

 
- 

0 
3 

7 
28

 
56

 
84

 
- 

18
0/

0  
3 

7 
28

 

In
fo

rm
ed

 c
on

se
nt

/a
ss

en
t 

fo
rm

, 
de

m
og

ra
ph

ic
s,

 c
on

co
m

ita
nt

 
m

ed
ic

at
io

ns
, m

ed
ic

al
 h

is
to

ry
  

X
 

 
 

 
 

 
 

 
 

 
 

R
ev

ie
w

 o
f 

in
cl

us
io

n 
an

d 
ex

cl
us

io
n 

cr
it

er
ia

4  
X

 
X

 
 

 
 

 
 

 
 

 
 

P
hy

si
ca

l e
xa

m
in

at
io

n 
in

cl
ud

in
g 

vi
ta

l s
ig

ns
, h

ei
gh

t, 
w

ei
gh

t5 
X

 
X

 
 

 
X

 
 

 
 

X
 

 
X

 

P
re

gn
an

cy
 te

st
6 

X
 

X
 

 
 

 
 

 
 

X
 

 
 

S
tu

dy
 i

nj
ec

tio
n 

(i
nc

lu
di

ng
 3

0-
m

in
ut

e 
po

st
 d

os
e 

ob
se

rv
at

io
n 

pe
ri

od
) 

 
X

 
 

 
 

 
 

 
X

 
 

 

B
lo

od
 s

am
pl

e 
fo

r 
po

te
nt

ia
l b

io
m

ar
ke

r 
an

al
ys

is
7  

 
 

X
 

 
 

 
 

 
 

X
 

 

B
lo

od
 s

am
pl

e 
fo

r 
va

cc
in

e 
im

m
un

og
en

ic
it

y8 
 

X
 

 
 

X
 

 
X

 
 

X
 

 
X

 

N
as

al
 s

w
ab

 s
am

pl
e 

fo
r 

S
A

R
S

-C
oV

-2
9  

 
X

 
 

 
X

 
 

X
 

 
X

 
 

X
 

S
ur

ve
il

la
nc

e 
fo

r C
O

V
ID

-1
9/

 Il
ln

es
s 

vi
si

t10
/ U

ns
ch

ed
ul

ed
 v

is
it

 
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

eD
ia

ry
 a

ct
iv

at
io

n 
fo

r 
re

co
rd

in
g 

so
li

ci
te

d 
A

R
s 

(7
 d

ay
s)

11
 

 
X

 
 

 
 

 
 

 
X

 
 

 

R
ev

ie
w

 o
f 

eD
ia

ry
 d

at
a12

 
 

 
 

X
 

 
 

 
 

 
 

X
 

 

F
ol

lo
w

-u
p 

sa
fe

ty
 te

le
ph

on
e 

ca
lls

13
 

 
 

 
 

 
 

 
X

 
 

 
 

R
ec

or
di

ng
 o

f 
un

so
lic

ite
d 

A
E

s
X



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

90

 
0 

1 
2 

3 
4 

5 
6 

- 
7 

8 
9 

10
 

T
yp

e 
of

 V
is

it
 

 
 

 
 

 
 

 
 

 
 

 
 

M
on

th
 T

im
ep

oi
n

t 
 

 
 

 
 

 
 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

W
in

d
ow

 A
llo

w
an

ce
 (

D
ay

s)
 

- 
7 

 
-2

 
+

 3
 

+
 7

 
+

3 
+

7 
±

3 
+

 7
 

-2
 

+
 3

 
+

 7
 

D
ay

s 
Si

n
ce

 M
os

t 
R

ec
en

t 
In

je
ct

io
n

 
- 

0 
3 

7 
28

 
56

 
84

 
- 

18
0/

0  
3 

7 
28

 

R
ec

or
di

ng
 o

f 
M

A
A

E
s 

an
d 

co
nc

om
it

an
t m

ed
ic

at
io

ns
 r

el
ev

an
t 

to
 o

r 
fo

r 
th

e 
tr

ea
tm

en
t o

f 
th

e 
M

A
A

E
14

 
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

R
ec

or
di

ng
 o

f 
S

A
E

s 
an

d 
co

nc
om

it
an

t m
ed

ic
at

io
ns

 r
el

ev
an

t t
o 

or
 f

or
 th

e 
tr

ea
tm

en
t o

f 
th

e 
S

A
E

14
 

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 

R
ec

or
di

ng
 o

f 
A

E
SI

 
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

R
ec

or
di

ng
 o

f 
A

E
s 

le
ad

in
g 

to
 w

ith
dr

aw
al

 
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

R
ec

or
di

ng
 

of
 

co
nc

om
it

an
t 

m
ed

ic
at

io
ns

 
an

d 
no

ns
tu

dy
 

va
cc

in
at

io
ns

14
 

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 

S
tu

dy
 c

om
pl

et
io

n 
 

 
 

 
 

 
 

 
 

 
X

 

A
bb

re
vi

at
io

ns
: A

E
 =

 a
dv

er
se

 e
ve

nt
; A

E
SI

 =
 a

dv
er

se
 e

ve
nt

 o
f 

sp
ec

ia
l i

nt
er

es
t; 

A
R

 =
 a

dv
er

se
 r

ea
ct

io
n;

 B
M

I 
=

 b
od

y 
m

as
s 

in
de

x;
 C

 =
 c

li
ni

c 
vi

si
t; 

C
O

V
ID

-1
9 

=
 c

or
on

av
ir

us
 d

is
ea

se
 2

01
9;

 D
 =

 d
ay

; e
D

ia
ry

 =
 e

le
ct

ro
ni

c 
di

ar
y;

 F
D

A
 =

 U
S

A
 F

oo
d 

an
d 

D
ru

g 
A

dm
in

is
tr

at
io

n;
 I

P 
=

 in
ve

st
ig

at
io

na
l 

pr
od

uc
t;

 I
R

B
 =

 in
st

itu
ti

on
al

 r
ev

ie
w

 b
oa

rd
; M

 =
 m

on
th

; M
A

A
E

 =
 m

ed
ic

al
ly

 a
tt

en
de

d 
A

E
; N

P
 =

 n
as

op
ha

ry
ng

ea
l;

 S
C

 =
 s

af
et

y 
(t

el
ep

ho
ne

) 
ca

ll
; S

FU
 =

 
sa

fe
ty

 f
ol

lo
w

-u
p;

 R
T

-P
C

R
 =

 r
ev

er
se

 tr
an

sc
ri

pt
as

e 
po

ly
m

er
as

e 
ch

ai
n 

re
ac

tio
n;

 S
A

E
 =

 s
er

io
us

 a
dv

er
se

 e
ve

nt
; S

A
R

S
-C

oV
-2

 =
 S

ev
er

e 
A

cu
te

 
R

es
pi

ra
to

ry
 S

yn
dr

om
e 

co
ro

na
vi

ru
s 

2.
 

N
ot

e:
 I

n 
ac

co
rd

an
ce

 w
ith

 F
D

A
 G

ui
da

nc
e 

on
 C

on
du

ct
 o

f 
C

lin
ic

al
 T

ri
al

s 
of

 M
ed

ic
al

 P
ro

du
ct

s 
du

ri
ng

 C
O

V
ID

-1
9 

P
ub

lic
 H

ea
lt

h 
E

m
er

ge
nc

y 
(D

H
H

S
 2

02
0)

, i
nv

es
tig

at
or

s 
m

ay
 c

on
ve

rt
 s

tu
dy

 s
it

e 
vi

si
ts

 to
 h

om
e 

vi
si

ts
 o

r 
te

le
m

ed
ic

in
e 

vi
si

ts
 w

it
h 

th
e 

ap
pr

ov
al

 o
f 

th
e 

Sp
on

so
r.

 
N

ot
e:

 A
ll

 s
ch

ed
ul

ed
 s

tu
dy

 v
is

it
s 

sh
ou

ld
 b

e 
co

m
pl

et
ed

 w
it

hi
n 

th
e 

re
sp

ec
ti

ve
 v

is
it

 w
in

do
w

s.
 I

f 
th

e 
pa

rt
ic

ip
an

t i
s 

no
t a

bl
e 

to
 a

tte
nd

 a
 s

tu
dy

 s
it

e 
vi

si
t d

ue
 to

 
th

e 
C

O
V

ID
-1

9 
pa

nd
em

ic
 (

se
lf

-q
ua

ra
nt

in
e 

or
 d

is
ru

pt
io

n 
of

 s
tu

dy
 s

it
e 

ac
ti

vi
ti

es
 f

ol
lo

w
in

g 
bu

si
ne

ss
 c

on
ti

nu
it

y 
pl

an
s 

an
d/

or
 lo

ca
l g

ov
er

nm
en

t m
an

da
te

s 
fe

ty
 te

le
ph

on
e 

ca
ll

 s
ho

ul
d 

en
co

m
pa

ss
 a

ll
 s

ch
ed

ul
ed

 v
is

it 
as

se
ss

m
en

ts
 th

at
 c

an
 b

e 
co

m
pl

et
ed

 r
em

ot
el

y,
 s

uc
h 

as
 a

ss
es

sm
en

t f
or

 A
E

s 
an

d
co

nc
om

it
an

t m
ed

ic
at

io
ns

 (
eg

, 
as

 d
ef

in
ed

 in
 s

ch
ed

ul
ed

 s
af

et
y 

te
le

ph
on

e 
ca

ll
s)

. H
om

e 
vi

si
ts

 w
il

l b
e 

pe
rm

it
te

d 
fo

r 
al

l n
on

do
si

ng
 v

is
its

, e
xc

ep
t f

or
 S

cr
ee

ni
ng

, i
f 

a 
pa

rt
ic

ip
an

t c
an

no
t 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

91

vi
si

t t
he

 s
tu

dy
 s

it
e 

du
e 

to
 th

e 
C

O
V

ID
-1

9 
pa

nd
em

ic
. H

om
e 

vi
si

ts
 m

us
t b

e 
pe

rm
it

te
d 

by
 th

e 
st

ud
y 

si
te

 I
R

B
 a

nd
 th

e 
pa

rt
ic

ip
an

t v
ia

 in
fo

rm
ed

 
co

ns
en

t/
as

se
nt

 a
nd

 h
av

e 
pr

io
r 

ap
pr

ov
al

 f
ro

m
 th

e 
Sp

on
so

r 
(o

r 
it

s 
de

si
gn

ee
).

 
1.
 

D
ay

 0
 a

nd
 D

ay
 1

 m
ay

 b
e 

co
m

bi
ne

d 
on

 th
e 

sa
m

e 
da

y.
 A

dd
iti

on
al

ly
, t

he
 D

ay
 0

 V
is

it
 m

ay
 b

e 
pe

rf
or

m
ed

 o
ve

r 
m

ul
ti

pl
e 

vi
si

ts
 i

f 
th

ey
 o

cc
ur

 w
it

hi
n 

th
e 

7-
da

y 
Sc

re
en

in
g 

w
in

do
w

. 
2.

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 
 

 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

92

 
 

 
 

 
 

 
 

 
 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

93

9.
12

. 
A

p
p

en
d

ix
 L

 S
ch

ed
u

le
 o

f 
A

ss
es

sm
en

ts
 (

P
ar

t 
3  

F
or

 P
ar

ti
ci

p
an

ts
 W

ho
 R

ec
ei

ve
 a

 S
in

gl
e 

D
os

e)
 

 
0 

1 
2 

3 
4 

5 
6 

- 
7 

T
yp

e 
of

 V
is

it
 

 
 

 
 

 
 

 
 

M
on

th
 T

im
ep

oi
n

t 
 

 
 

 
 

 
 

 

 

 

 

 

 

 

 

 

 

 

W
in

d
ow

 A
llo

w
an

ce
 (

D
ay

s)
 

- 
7 

 
-2

 
+

 3
 

+
 7

 
+

3 
+

7 
±

3 
+

 7
 

D
ay

s 
Si

n
ce

 M
os

t 
R

ec
en

t 
In

je
ct

io
n

 
- 

0 
3 

7 
28

 
56

 
84

 
- 

18
0

In
fo

rm
ed

 
co

ns
en

t/a
ss

en
t 

fo
rm

, 
de

m
og

ra
ph

ic
s,

 
co

nc
om

ita
nt

 
m

ed
ic

at
io

ns
, m

ed
ic

al
 h

is
to

ry
  

X
 

 
 

 
 

 
 

 

R
ev

ie
w

 o
f 

in
cl

us
io

n 
an

d 
ex

cl
us

io
n 

cr
it

er
ia

3  
X

 
X

 
 

 
 

 
 

 

P
hy

si
ca

l e
xa

m
in

at
io

n 
in

cl
ud

in
g 

vi
ta

l s
ig

ns
, h

ei
gh

t, 
w

ei
gh

t4 
X

 
X

 
 

 
X

 
 

 
 

X
 

P
re

gn
an

cy
 te

st
5 

X
 

X
 

 
 

 
 

 
 

S
tu

dy
 in

je
ct

io
n 

(i
nc

lu
di

ng
 3

0-
m

in
ut

e 
po

st
 d

os
e 

ob
se

rv
at

io
n 

pe
ri

od
) 

 
X

 
 

 
 

 
 

 

B
lo

od
 s

am
pl

e 
fo

r 
po

te
nt

ia
l b

io
m

ar
ke

r 
an

al
ys

is
6  

 
 

X
 

 
 

 
 

 

B
lo

od
 s

am
pl

e 
fo

r 
va

cc
in

e 
im

m
un

og
en

ic
it

y7 
 

X
 

 
 

X
 

 
X

 
 

X
 

N
as

al
 s

w
ab

 s
am

pl
e 

fo
r 

SA
R

S
-C

oV
-2

8  
 

X
 

 
 

X
 

 
X

 
 

X
 

S
ur

ve
il

la
nc

e 
fo

r 
C

O
V

ID
-1

9/
 I

lln
es

s 
vi

si
t9 /

 U
ns

ch
ed

ul
ed

 v
is

it
 

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 

eD
ia

ry
 a

ct
iv

at
io

n 
fo

r 
re

co
rd

in
g 

so
li

ci
te

d 
A

R
s 

(7
 d

ay
s)

10
 

 
X

 
 

 
 

 
 

 

R
ev

ie
w

 o
f 

eD
ia

ry
 d

at
a11

 
 

 
 

X
 

 
 

 
 

F
ol

lo
w

-u
p 

sa
fe

ty
 te

le
ph

on
e 

ca
ll

s12
 

 
 

 
 

 
 

 
X

 

R
ec

or
di

ng
 o

f 
un

so
lic

ite
d 

A
E

s
X



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

94

 
0 

1 
2 

3 
4 

5 
6 

- 
7 

T
yp

e 
of

 V
is

it
 

 
 

 
 

 
 

 
 

M
on

th
 T

im
ep

oi
n

t 
 

 
 

 
 

 
 

 

 

 

 

 

 

 

 

 

 

 

W
in

d
ow

 A
llo

w
an

ce
 (

D
ay

s)
 

- 
7 

 
-2

 
+

 3
 

+
 7

 
+

3 
+

7 
±

3 
+

 7
 

D
ay

s 
Si

n
ce

 M
os

t 
R

ec
en

t 
In

je
ct

io
n

 
- 

0 
3 

7 
28

 
56

 
84

 
- 

18
0

R
ec

or
di

ng
 o

f 
M

A
A

E
s 

an
d 

co
nc

om
it

an
t m

ed
ic

at
io

ns
 r

el
ev

an
t t

o 
or

 f
or

 
th

e 
tr

ea
tm

en
t o

f 
th

e 
M

A
A

E
13

 
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

R
ec

or
di

ng
 o

f 
S

A
E

s 
an

d 
co

nc
om

ita
nt

 m
ed

ic
at

io
ns

 r
el

ev
an

t t
o 

or
 f

or
 th

e 
tr

ea
tm

en
t o

f 
th

e 
S

A
E

13
 

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 
X

 

R
ec

or
di

ng
 o

f 
A

E
SI

 
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

R
ec

or
di

ng
 o

f 
A

E
s 

le
ad

in
g 

to
 w

ith
dr

aw
al

 
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

R
ec

or
di

ng
 o

f 
co

nc
om

ita
nt

 m
ed

ic
at

io
ns

 a
nd

 n
on

st
ud

y 
va

cc
in

at
io

ns
13

 
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

X
 

S
tu

dy
 c

om
pl

et
io

n 
 

 
 

 
 

 
 

 
X

 

A
bb

re
vi

at
io

ns
: A

E
 =

 a
dv

er
se

 e
ve

nt
; A

E
SI

 =
 a

dv
er

se
 e

ve
nt

 o
f 

sp
ec

ia
l i

nt
er

es
t; 

A
R

 =
 a

dv
er

se
 r

ea
ct

io
n;

 B
M

I 
=

 b
od

y 
m

as
s 

in
de

x;
 C

 =
 c

li
ni

c 
vi

si
t; 

C
O

V
ID

-1
9 

=
 c

or
on

av
ir

us
 d

is
ea

se
 2

01
9;

 D
 =

 d
ay

; e
D

ia
ry

 =
 e

le
ct

ro
ni

c 
di

ar
y;

 F
D

A
 =

 U
S

A
 F

oo
d 

an
d 

D
ru

g 
A

dm
in

is
tr

at
io

n;
 I

P 
=

 in
ve

st
ig

at
io

na
l 

pr
od

uc
t;

 I
R

B
 =

 in
st

itu
ti

on
al

 r
ev

ie
w

 b
oa

rd
; M

 =
 m

on
th

; M
A

A
E

 =
 m

ed
ic

al
ly

 a
tt

en
de

d 
A

E
; N

P
 =

 n
as

op
ha

ry
ng

ea
l;

 S
C

 =
 s

af
et

y 
(t

el
ep

ho
ne

) 
ca

ll
; S

FU
 =

 
sa

fe
ty

 f
ol

lo
w

-u
p;

 R
T

-P
C

R
 =

 r
ev

er
se

 tr
an

sc
ri

pt
as

e 
po

ly
m

er
as

e 
ch

ai
n 

re
ac

ti
on

; S
A

E
 =

 s
er

io
us

 a
dv

er
se

 e
ve

nt
; S

A
R

S
-C

oV
-2

 =
 S

ev
er

e 
A

cu
te

 
R

es
pi

ra
to

ry
 S

yn
dr

om
e 

co
ro

na
vi

ru
s 

2.
 

N
ot

e:
 I

n 
ac

co
rd

an
ce

 w
ith

 F
D

A
 G

ui
da

nc
e 

on
 C

on
du

ct
 o

f 
C

lin
ic

al
 T

ri
al

s 
of

 M
ed

ic
al

 P
ro

du
ct

s 
du

ri
ng

 C
O

V
ID

-1
9 

P
ub

lic
 H

ea
lt

h 
E

m
er

ge
nc

y 
(D

H
H

S
 2

02
0)

, i
nv

es
tig

at
or

s 
m

ay
 c

on
ve

rt
 s

tu
dy

 s
it

e 
vi

si
ts

 to
 h

om
e 

vi
si

ts
 o

r 
te

le
m

ed
ic

in
e 

vi
si

ts
 w

it
h 

th
e 

ap
pr

ov
al

 o
f 

th
e 

Sp
on

so
r.

 
N

ot
e:

 A
ll

 s
ch

ed
ul

ed
 s

tu
dy

 v
is

it
s 

sh
ou

ld
 b

e 
co

m
pl

et
ed

 w
it

hi
n 

th
e 

re
sp

ec
tiv

e 
vi

si
t w

in
do

w
s.

 I
f 

th
e 

pa
rt

ic
ip

an
t i

s 
no

t a
bl

e 
to

 a
tt

en
d 

a 
st

ud
y 

si
te

 v
is

it 
du

e 
to

 
th

e 
C

O
V

ID
-1

9 
pa

nd
em

ic
 (

se
lf

-q
ua

ra
nt

in
e 

or
 d

is
ru

pt
io

n 
of

 s
tu

dy
 s

it
e 

ac
ti

vi
ti

es
 f

ol
lo

w
in

g 
bu

si
ne

ss
 c

on
ti

nu
it

y 
pl

an
s 

an
d/

or
 lo

ca
l g

ov
er

nm
en

t m
an

da
te

s 
ud

y 
si

te
 v

is
it.

 T
he

 s
af

et
y 

te
le

ph
on

e 
ca

ll
 s

ho
ul

d 
en

co
m

pa
ss

 a
ll

 s
ch

ed
ul

ed
 v

is
it 

as
se

ss
m

en
ts

 th
at

 c
an

 b
e 

co
m

pl
et

ed
 r

em
ot

el
y,

 s
uc

h 
as

 a
ss

es
sm

en
t f

or
 A

E
s 

an
d 

co
nc

om
it

an
t m

ed
ic

at
io

ns
 (

eg
, 

as
 d

ef
in

ed
 in

 s
ch

ed
ul

ed
 s

af
et

y 
te

le
ph

on
e 

ca
ll

s)
. H

om
e 

vi
si

ts
 w

il
l b

e 
pe

rm
itt

ed
 f

or
 a

ll
 n

on
do

si
ng

 v
is

its
, e

xc
ep

t f
or

 S
cr

ee
ni

ng
, i

f 
a 

pa
rt

ic
ip

an
t c

an
no

t 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

95

vi
si

t t
he

 s
tu

dy
 s

it
e 

du
e 

to
 th

e 
C

O
V

ID
-1

9 
pa

nd
em

ic
. H

om
e 

vi
si

ts
 m

us
t b

e 
pe

rm
itt

ed
 b

y 
th

e 
st

ud
y 

si
te

 I
R

B
 a

nd
 th

e 
pa

rt
ic

ip
an

t v
ia

 in
fo

rm
ed

 
co

ns
en

t/
as

se
nt

 a
nd

 h
av

e 
pr

io
r 

ap
pr

ov
al

 f
ro

m
 th

e 
S

po
ns

or
 (

or
 it

s 
de

si
gn

ee
).

 
1.
 

D
ay

 0
 a

nd
 D

ay
 1

 m
ay

 b
e 

co
m

bi
ne

d 
on

 th
e 

sa
m

e 
da

y.
 A

dd
iti

on
al

ly
, t

he
 D

ay
 0

 V
is

it
 m

ay
 b

e 
pe

rf
or

m
ed

 o
ve

r 
m

ul
ti

pl
e 

vi
si

ts
 if

 th
ey

 o
cc

ur
 w

it
hi

n 
th

e 
7-

da
y 

Sc
re

en
in

g 
w

in
do

w
. 

 
S

af
et

y 
fo

ll
ow

-u
p 

vi
a 

a 
sa

fe
ty

 te
le

ph
on

e 
ca

ll
 w

ill
 b

e 
pe

rf
or

m
ed

 e
ve

ry
 6

 w
ee

ks
 f

ro
m

 D
ay

 9
9 

to
 D

ay
 1

41
. 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 

 
 



M
od

er
na

T
X

, I
nc

. 
 

 
 S

ta
ti

st
ic

al
 A

na
ly

si
s 

Pl
an

, V
er

si
on

 6
.0

Pr
ot

oc
ol

 m
R

N
A

-1
27

3-
P2

03
 

 
 

 
   

 D
at

e 
Is

su
ed

: 1
9J

un
20

24
 

96

 

 
 

 
 

 



Confidential

ModernaTX, Inc.

Protocol mRNA-1273-P203

A Phase 2/3, Randomized, Observer-Blind, Placebo-Controlled Study to
Evaluate the Safety, Reactogenicity, and Effectiveness of mRNA-1273 SARS-

CoV-2 Vaccine in Healthy Adolescents 12 to < 18 Years of Age

Statistical Analysis Plan
(Part 1B, Part 1C, Part 2 and Part 3)

SAP Version 6.0
Version Date of SAP: 19 Jun 2024

Prepared by:

PPD
3575 Quakerbridge Road

Suite 201
Hamilton, NJ 08619



 
ModernaTX, Inc.                                                                                                                       Statistical Analysis Plan, Version 6.0 
Protocol mRNA-1273-P203   Date Issued: 19Jun2024 

   II

TABLE OF CONTENTS   

SUMMARY OF MAJOR CHANGES IN SAP VERSION .......................................................V

LIST OF ABBREVIATIONS .................................................................................................VIII

1. INTRODUCTION ............................................................................................................ 9

2. STUDY OBJECTIVES..................................................................................................... 9

2.1. PART 1B, OPEN LABEL ....................................................................................................... 9
2.1.1. Exploratory Objectives ............................................................................................... 9

2.2. PART 1C-1, HOMOLOGOUS BOOSTER DOSE ..................................................................... 10
2.2.1. Primary Safety Objective .......................................................................................... 10
2.2.2. Primary Immunogenicity Objective .......................................................................... 10
2.2.3. Key Secondary Objective .......................................................................................... 10
2.2.4. Exploratory Objectives ............................................................................................. 10

2.3. PART 1C-2, HETEROLOGOUS BOOSTER DOSE ................................................................... 11
2.3.1. Primary Safety Objective .......................................................................................... 11
2.3.2. Primary Immunogenicity Objective .......................................................................... 11
2.3.3. Key Secondary Objective .......................................................................................... 11
2.3.4. Exploratory Objectives ............................................................................................. 11

2.4. PART 2 .............................................................................................................................. 11
2.4.1. Primary Safety Objective .......................................................................................... 11
2.4.2. Primary Immunogenicity Objective .......................................................................... 12
2.4.3. Exploratory Objectives ............................................................................................. 12

2.5. PART 3 .............................................................................................................................. 12
2.5.1. Primary Safety Objective .......................................................................................... 12
2.5.2. Primary Immunogenicity Objective .......................................................................... 12
2.5.3. Secondary Objectives ................................................................................................ 12
2.5.4. Exploratory Objectives ............................................................................................. 13

3. STUDY ENDPOINTS ..................................................................................................... 13

3.1. PART 1B, OPEN LABEL ..................................................................................................... 13
3.1.1. Exploratory Endpoints .............................................................................................. 13

3.2. PART 1C-1, HOMOLOGOUS BOOSTER DOSE ..................................................................... 14
3.2.1. Primary Safety Endpoints ......................................................................................... 14
3.2.2. Primary Immunogenicity Endpoints ......................................................................... 14
3.2.3. Key Secondary Endpoints ......................................................................................... 15
3.2.4. Exploratory Endpoints .............................................................................................. 15

3.3. PART 1C-2, HETEROLOGOUS BOOSTER DOSE ................................................................... 15
3.3.1. Primary Safety Endpoints ......................................................................................... 15
3.3.2. Primary Immunogenicity Endpoints ......................................................................... 16
3.3.3. Key Secondary Endpoints ......................................................................................... 16
3.3.4. Exploratory Endpoints .............................................................................................. 16

3.4. PART 2 .............................................................................................................................. 16
3.4.1. Primary Safety Endpoints ......................................................................................... 16
3.4.2. Primary Immunogenicity Endpoints ......................................................................... 17
3.4.3. Exploratory Endpoints .............................................................................................. 17



 
ModernaTX, Inc.                                                                                                                       Statistical Analysis Plan, Version 6.0 
Protocol mRNA-1273-P203   Date Issued: 19Jun2024 

   III 

3.5. PART 3 .............................................................................................................................. 18
3.5.1. Primary Safety Endpoints ......................................................................................... 18
3.5.2. Primary Immunogenicity Endpoints ......................................................................... 18
3.5.3. Secondary Endpoints ................................................................................................ 19
3.5.4. Exploratory Endpoints .............................................................................................. 19

4. STUDY DESIGN ............................................................................................................. 20

4.1. OVERALL STUDY DESIGN ................................................................................................. 20
4.2. STATISTICAL HYPOTHESIS ................................................................................................ 20

4.2.1. Part 1C-1, Homologous Booster Dose ..................................................................... 20
  .................................................................... 20
  ........................................................ 21

4.2.2. Part 2 ........................................................................................................................ 22
4.2.3. Part 3 ........................................................................................................................ 22

4.3. SAMPLE SIZE AND POWER ................................................................................................ 23
4.3.1. Part 1C-1, Homologous Booster Dose ..................................................................... 23
4.3.2. Part 1C-2, Heterologous Booster Dose .................................................................... 25
4.3.3. Part 2 ........................................................................................................................ 25
4.3.4. Part 3 ........................................................................................................................ 25

4.4. MULTIPLICITY ADJUSTMENT ............................................................................................ 26
4.5. BLINDING AND UNBLINDING ............................................................................................ 27

5. ANALYSIS POPULATIONS ........................................................................................ 27

5.1. FULL ANALYSIS SET ......................................................................................................... 27
5.2. IMMUNOGENICITY SUBSET ............................................................................................... 27
5.3. PER-PROTOCOL (PP) IMMUNOGENICITY SUBSET .............................................................. 28
5.4. MODIFIED INTENT-TO-TREAT-1 (MITT1) SET .................................................................. 31
5.5. SOLICITED SAFETY SET .................................................................................................... 31
5.6. SAFETY SET ...................................................................................................................... 32

6. STATISTICAL ANALYSIS .......................................................................................... 32

6.1. GENERAL CONSIDERATIONS ............................................................................................. 32
6.2. BACKGROUND CHARACTERISTICS .................................................................................... 38

6.2.1. Subject Disposition ................................................................................................... 38
6.2.2. Demographics ........................................................................................................... 41
6.2.3. Medical History ........................................................................................................ 41
6.2.4. Prior and Concomitant Medications ........................................................................ 41
6.2.5. Study Exposure.......................................................................................................... 42
6.2.6. Major Protocol Deviations ....................................................................................... 42

6.3. SAFETY ANALYSIS ............................................................................................................ 43
6.3.1. Adverse Events .......................................................................................................... 43

  .............................................................................. 44
  .......................................... 45

6.3.2. Solicited Adverse Reactions ...................................................................................... 45
6.3.3. Pregnancy Tests ........................................................................................................ 47
6.3.4. Vital Sign Measurements .......................................................................................... 47

6.4. IMMUNOGENICITY ANALYSIS ........................................................................................... 47



 
ModernaTX, Inc.                                                                                                                       Statistical Analysis Plan, Version 6.0 
Protocol mRNA-1273-P203   Date Issued: 19Jun2024 

   IV 

6.4.1. Sampling of the Immunogenicity Subset ................................................................... 49
6.4.2. Immunogenicity Assessments .................................................................................... 50
6.4.3. Primary Analysis of Antibody-Mediated Immunogenicity Endpoints ....................... 50
6.4.4. Key Secondary Analysis of Antibody-Mediated Immunogenicity Endpoints ............ 53
6.4.5. Secondary Analysis of Antibody-Mediated Immunogenicity Endpoints ................... 53
6.4.6. Exploratory Analysis of Antibody-Mediated Immunogenicity Endpoints ................. 54

6.5. EFFICACY ANALYSIS ........................................................................................................ 57
6.5.1. Endpoint Definition/Derivation ................................................................................ 58

6.5.1.1.  ................................................................ 58
6.5.1.2. symptomatic SARS-CoV-2 Infection ....................................... 59
6.5.1.3. COVID-19 ................................................................................... 60
6.5.1.4. COVID-19 .............. 61

6.5.2. Analysis Method ........................................................................................................ 62
6.5.3. Sensitivity Analysis.................................................................................................... 62

6.6. EXPLORATORY ANALYSIS ................................................................................................ 62
6.6.1. SARS-CoV-2 Exposure and Symptoms...................................................................... 62
6.6.2. Exploratory Analysis of Efficacy Endpoints ............................................................. 62

6.7. INTERIM ANALYSIS ........................................................................................................... 63
6.8. FINAL ANALYSIS .............................................................................................................. 63

7. REFERENCES ................................................................................................................ 63

8. LIST OF APPENDICES ................................................................................................ 65

8.1. APPENDIX A STANDARDS FOR SAFETY AND IMMUNOGENICITY VARIABLE DISPLAY IN TFLS

 65 
8.2. APPENDIX B ANALYSIS VISIT WINDOWS FOR SAFETY AND IMMUNOGENICITY ANALYSIS 65
8.3. APPENDIX C IMPUTATION RULES FOR MISSING PRIOR/CONCOMITANT MEDICATIONS AND 

NON-STUDY VACCINATIONS ...................................................................................................... 70
8.4. APPENDIX D IMPUTATION RULES FOR MISSING AE DATES .............................................. 71



 
ModernaTX, Inc.                                                                                                                       Statistical Analysis Plan, Version 6.0 
Protocol mRNA-1273-P203   Date Issued: 19Jun2024 

   V 

Summary of Major Changes in SAP Version 

SAP Version Section # and Name Description of Change 
V3.0 Based on Protocol 
Amendment 3 

 Refer to SAP for Part A 

V4.0 Section 5.2 Add Clarification for Immune 
subset selection; 
Add Immunogenicity Subset 
(Long-term Analysis at Day 
1, Day 57, and Day 209) 

V4.0 Section 5.3 Add Per-protocol (PP) 
Immunogenicity Subset 
(Long-term Analysis at Day 
1, Day 57 and Day 209) 

V4.0 Section 6.2.1 Add Immune subset and PP 
immune subset for long-term 
analysis in disposition 

V4.0 Section 6.2.2 Add Immune subset and PP 
immune subset for long-term 
analysis in demographics 

V4.0 Section 6.4.5 1. added clarification for 
antibody against prototype or 
variants of interest; 
2. added paried comparison 
bwteen visits in P203; 
3. added ANCOVA moel; 
4. Added clarification of 
approach used for comparison 
of P203 with P301 at BD-Day 
29 

V4.0 Section 7 Add reference for Adjusted 
Wald confidence interval 

V5.0 Based on Protocol 
Amendment 4, 5 and 6 

Section 2.3, 2.4, 2.5, 3.3, 3.4, 
3.5, 4.2.2, 4.2.3, 4.3.3, 4.3.4  

Newly added for the new 
study part Part 1C-2, Part 2 
and Part 3 added in Protocol 
Amendment 4 and Protocol 
Amendment 5; 
Revised minorly per Protocol 
Amendment 6 

V5.0 Based on Protocol 
Amendment 5 and 6 

Section 4.4 Newly added based on 
multiplicity in section 4.2.1.3 
and add multiplicity 
adjustment of new study Part 
3 

V5.0 Based on Protocol 
Amendment 5 and 6 

Section 5 Updated to reflect the 
analysis population for new 



 
ModernaTX, Inc.                                                                                                                       Statistical Analysis Plan, Version 6.0 
Protocol mRNA-1273-P203   Date Issued: 19Jun2024 

   VI 

studay part Part 1C-2, Part 2 
and Part 3 added in Protocol 
Amendment 4 and Protocol 
Amendment 5; 
Revised minorly per Protocol 
Amendment 6 

V5.0 Section 5.3 and 5.4 Moved Per-protocol (PP) 
Immunogenicity Subset - Pre-
booster SARS-CoV-2 Negative 
(Part C, Booster Dose) from 
Section 5.4 in SAP v4.0 to 
Section 5.3 

V5.0 Based on Protocol 
Amendment 4, 5 and 6 

Section 6 Updated to reflect the 
analysis for new study part 
Part 1C-2, Part 2 and Part 3 
added in Protocol 
Amendment 4 and Protocol 
Amendment 5;  
Revised minorly per Protocol 
Amendment 6; 

V5.0 Based on Protocol 
Amendment 4, 5 and 6 

Section 8.2 Updated to add analysis visit 
window of new study part 
Part 1C-2, Part 2 and Part 3 
added in Protocol 
Amendment 4 and Protocol 
Amendment 5; 
No update in Protocol 
Amendment 6. 

V6.0 Based on Protocol 
Amendment 7 

Section 2.5, 3.5 Updated to remove objectives 
and endpoints after Dose2 in 
Part 3 

V6.0 Based on Protocol 
Amendment 7 

Section 5.2 Immunogenicity 

2. Change Immunogenicity 

Immunogenicity Subset 
 

V6.0 Based on Protocol 
Amendment 7 

Section 5.2 Per-protocol (PP) 
Immunogenicity Subset (Part 

 
2. Change Per-protocol (PP) 
Immunogenicity Subset (Part 

Per-
protocol (PP) 
Immunogenicity Subset (Part 

 



 
ModernaTX, Inc.                                                                                                                       Statistical Analysis Plan, Version 6.0 
Protocol mRNA-1273-P203   Date Issued: 19Jun2024 

   VII 

V6.0 Based on Protocol 
Amendment 7 

Section 6.4.5 Ab GM 
value against Omicron 
BA.4/BA.5 at Day 209
GM value against ancestral 

/ 
value against Omicron 
BA.4/BA.5 at Day 209
GM value against ancestral 

against Omicron BA.4/BA.5 
at Day 209

 
to reflect PA7 update; 

  



 
ModernaTX, Inc.                                                                                                                       Statistical Analysis Plan, Version 6.0 
Protocol mRNA-1273-P203   Date Issued: 19Jun2024 

   VIII 

List of Abbreviations 

  
AE adverse event 
AR adverse reaction 
BD booster dose 
BMI body mass index  
bAb binding antibody 
CDC Centers for Disease Control and Prevention 
CI confidence interval 
CRO contract research organization  
CSP clinical study protocol 
CSR clinical study report 
DHHS Department of Health and Human Services  
eCRF electronic case report form 
eDiary electronic diary 
ELISA enzyme-linked immunosorbent assay 
EUA Emergency Use Authorization 
FAS full analysis set 
GM geometric mean 
GMFR geometric mean fold rise 
GMT geometric mean titer 
GMR geometric mean ratio 
IgG immunoglobulin G 
IP investigational product 
IRT interactive response technology 
LLOQ lower limit of quantification 
MAAEs medically-attended adverse events  
MedDRA Medical Dictionary for Regulatory Activities 
mRNA messenger ribonucleic acid 
nAb neutralizing antibody 
OL open-label 
PP per-protocol 
PT preferred term 
SAE serious adverse event 
SAP statistical analysis plan  
SAS Statistical Analysis System 
SD standard deviation 
SOC system organ class 
SRR seroresponse rate 
TEAE treatment-emergent adverse event 
ULOQ upper limit of quantification 
VOC variant of concern 
WHO World Health Organization  
WHODD World Health Organization drug dictionary 



ModernaTX, Inc. Statistical Analysis Plan, Version 6.0
Protocol mRNA-1273-P203 Date Issued: 19Jun2024

   9 

1. Introduction 

This statistical analysis plan (SAP), which describes the planned analyses for Part 1B and 

Part 1C, Part 2 and Part 3 of Study mRNA-1273-P203, is based on the approved clinical 

study protocol (CSP), Version Amendment 7, dated 19-Oct-2023. The most recent 

approved electronic case report form (eCRF) Version 19, dated 20-Dec-2023. Unless 

specified otherwise, the language in this SAP pertains to Part 1B, Part 1C, Part 2 and Part 

3. SAP for Part 1A is in a separate document. 

In addition to the information presented in the statistical analysis plan section of the 

protocol (Section 8) which provides the principal features of analyses for this study, this 

SAP provides statistical analysis details/data derivations. It also documents modifications 

information that was not available at the time of protocol finalization. 

Study mRNA-1273-P203 is a Phase 2/3, randomized, observer-blind, placebo-controlled 

study to evaluate the safety, reactogenicity, and effectiveness of messenger ribonucleic 

acid (mRNA)-1273 SARS-CoV-2 vaccine in healthy adolescents 12 to <18 years of age.

PPD Biostatistics and programming team, designee of Moderna Biostatistics and 

Programming department, will perform the statistical analysis of the safety, reactogenicity, 

and effectiveness data; Statistical Analysis System (SAS) Version 9.4 or higher will be 

used to generate all statistical outputs (tables, figures, listings, and datasets). The SAP will 

be finalized and approved prior to the primary analysis clinical database lock and treatment 

unblinding for the study. If the methods in this SAP differ from the methods described in 

the protocol, the SAP will prevail. 

In this document, subject and participant are used interchangeably; injection of IP, 

injection, and dose are used interchangeably; vaccination group and treatment group are 

used interchangeably.  

2. Study Objectives  

2.1. Part 1B, Open Label 

2.1.1. Exploratory Objectives 

The exploratory objectives are the following: 
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 To evaluate the safety of 2 doses of mRNA-1273, including the long-term follow-

up safety for the mRNA-1273 cohort and the safety after cross-over for the 

placebo-mRNA-1273 cohort 

 To evaluate the incidence of SARS-CoV-2 infection or COVID-19 after 

vaccination with mRNA-1273, including the incidence for the long-term follow-up 

period in the mRNA-1273 cohort and the incidence after cross-over for the 

placebo-mRNA-1273 cohort 

2.2. Part 1C-1, Homologous Booster Dose  

2.2.1. Primary Safety Objective 

The primary safety objective is to booster dose (BD) of 

mRNA-1273. 

2.2.2. Primary Immunogenicity Objective 

The primary immunogenicity objective is to -1273 

booster by establishing noninferiority of Ab response after the BD compared to the 

primary series of mRNA-1273. GM values of serum Ab and SRR of postbooster in Study 

P203 compared with primary series from young adult (18 to 25 years of age) recipients of 

mRNA-1273 in the clinical endpoint efficacy trial (Study P301). 

2.2.3. Key Secondary Objective  

The key secondary objective is t

prototype booster of mRNA-1273 against variant(s) of interest. 

2.2.4. Exploratory Objectives  

The exploratory objectives are the following: 

 To evaluate the persistence of the immune response of the BD of mRNA-1273 

vaccine (50 µg) as assessed by the level of SARS-CoV-2 S2P specific bAb through 

1 year after BD 

 To evaluate the persistence of the immune response of the BD of mRNA-1273 

vaccine (50 µg) as assessed by the level of nAb through 1 year after BD 

 To evaluate the incidence of SARS-CoV-2 infection or COVID-19 after 

vaccination with mRNA-1273 
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2.3. Part 1C-2, Heterologous Booster Dose  

2.3.1. Primary Safety Objective 

The primary safety objective is to -1273 in 

participants who received non Moderna COVID-19 primary series vaccination. 

2.3.2. Primary Immunogenicity Objective 

The primary immunogenicity objective is to to evaluate immune response elicited by the 

ster of mRNA-1273 in participants who received non Moderna COVID-19 

primary series vaccination. 

2.3.3. Key Secondary Objective  

The key secondary objective t

mRNA-1273 against variant(s) of interest in participants who received non Moderna 

COVID-19 primary series vaccination. 

2.3.4. Exploratory Objectives  

The exploratory objectives are the following: 

 To evaluate the persistence of the immune response of the BD of mRNA-1273 

vaccine (50 µg) as assessed by the level of SARS-CoV-2 S2P specific bAb through 

1 year after BD in participants who received non Moderna COVID-19 primary 

series vaccination 

 To evaluate the persistence of the immune response of the BD of mRNA-1273 

vaccine (50 µg) as assessed by the level of nAb through 1 year after BD in 

participants who received non Moderna COVID-19 primary series vaccination

 To evaluate the incidence of SARS-CoV-2 infection or COVID-19 after booster 

vaccination with mRNA-1273 in participants who received non Moderna COVID-

19 primary series vaccination 

2.4. Part 2 

2.4.1. Primary Safety Objective 

The primary safety objective is to 

mRNA-1273 vaccine administered in 2 doses 28 days apart. 
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2.4.2. Primary Immunogenicity Objective 

The primary immunogenicity objective is to evaluate immune response elicited by the 

50 µg mRNA-1273 vaccine administered in 2 doses 28 days apart. 

2.4.3. Exploratory Objectives  

The exploratory objectives are the following: 

 To evaluate the persistence of the immu -1273 vaccine 

administered in 2 doses 28 days apart as assessed by the level of SARS-CoV-2 S2P 

specific bAb through 1 year after Dose 2 

  mRNA-1273 

vaccine as assessed by the level of nAb through 1 year after Dose 2 

 To evaluate the incidence of SARS-CoV-2 infection or COVID-19 after 

vaccination with mRNA-1273 

2.5. Part 3 

2.5.1. Primary Safety Objective 

The primary safety objective is to evaluate the safety and reactogenicity  

mRNA-1273.222 vaccine administered as 1 dose. 

2.5.2. Primary Immunogenicity Objective 

The primary immunogenicity objective is to -

1273.222 vaccine based on immune response against SARS-CoV-2 VOC (Omicron 

BA.4/BA.5) and ancestral strain obtained 28 days post Dose 1 in the baseline SARS-CoV-

2 positive population. 

2.5.3. Secondary Objectives 

The secondary objectives are the following: 

 -1273.222 vaccine 

administered as 1 dose based on immune responses against Omicron BA.4/BA.5 

and ancestral strain obtained 28 days post Dose 1. 
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 -1273.222 vaccine 

administered as 1 dose based on immune responses against other variant(s) of 

interest obtained 28 days post Dose 1. 

2.5.4. Exploratory Objectives 

The exploratory objectives are the following: 

 

 

 

 

 

3. Study Endpoints 

3.1. Part 1B, Open Label  

3.1.1. Exploratory Endpoints  

The exploratory endpoints are the following:  

 MAAEs through the last day of study participation or the booster dose if applicable 

 SAEs through the last day of study participation or the booster dose if applicable

 AESIs through the last day of study participation or the booster dose if applicable 

 AEs leading to discontinuation from study participation through the last day of 

study participation or the booster dose if applicable 

 The incidence of SARS-CoV-2 infection (symptomatic or asymptomatic infection) 

counted starting 14 days after the second dose and after the first dose of of mRNA-

1273, including Part 1A and Part 1B for mRNA-1273 cohort, and Part 1B for 

placebo-mRNA-1273 cross-over cohort 

 To evaluate the incidence of asymptomatic SARS-CoV-2 infection after 

vaccination with mRNA-1273 measured by RT-PCR and/or bAb levels against 

SARS-CoV-2 nucleocapsid protein (by Roche Elecsys) counted starting 14 days 

after the second dose and after the first dose of mRNA-1273 in participants with 
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negative SARS-CoV-2 at baseline, including Part 1A and Part 1B for mRNA-1273 

cohort, and Part 1B for placebo-mRNA-1273 cross-over cohort 

 The incidence of the first occurrence of symptomatic COVID-19 starting 14 days 

after the second dose and after the first dose of of mRNA-1273, including Part 1A 

and Part 1B for mRNA-1273 cohort, and Part 1B for placebo-mRNA-1273 cross-

over cohort 

3.2. Part 1C-1, Homologous Booster Dose 

3.2.1. Primary Safety Endpoints 

The primary safety objective will be evaluated by the following safety endpoints: 

 Solicited local and systemic ARs through 7 days after BD  

 Unsolicited AEs through 28 days after BD injection 

 MAAEs post BD through the last day of study participation 

 SAEs post BD through the last day of study participation 

 AESIs post BD through the last day of study participation AEs leading to 

discontinuation from study participation post BD through the last day of study 

participation 

3.2.2. Primary Immunogenicity Endpoints 

 Co-Primary endpoint(s): 

o GM value of postbooster (post Dose 3) Ab against ancestral strain in Study 

P203 as compared to post primary series (post Dose 2) against ancestral 

strain in the young adults in Study P301 

o Seroresponse rate of postbooster/Dose 3 from baseline (pre Dose 1) as 

compared to post Dose 2 from baseline (pre Dose 1) against ancestral strain 

in the young adults in Study P301, using 4-fold rise definition 

 Seroresponse is defined as Ab value change from baseline (pre-Dose 

1) below the LLOQ to  4 × LLOQ, or at least a 4 fold rise if 

baseline is  LLOQ 
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3.2.3. Key Secondary Endpoints 

The key secondary objective will be evaluated by the following endpoints: 

 GM value of postbooster (post Dose 3) Ab against circulating strain as compared to 

post primary series (post Dose 2) against circulating strain in the young adults in 

Study P301 

 SRR of postbooster/Dose 3 from baseline (pre Dose 1) as compared to post Dose 2 

from baseline (pre Dose 1) against circulating strain using 4-foldrise definition in 

the young adults in Study P301 

3.2.4. Exploratory Endpoints  

The exploratory endpoints are the following: 

 The GM values of SARS-CoV-2 S2P specific bAb on BD-Day 1, BD-Day 29 (1 

month after BD), BD-Day 181 (6 months after BD), and BD-Day 361 (1 year after 

BD) 

 The GM values of SARS-CoV-2-specific nAb on BD-Day 1, BD-Day 29 (1 month 

after BD), BD-Day 181 (6 months after BD), and BD Day 361 (1 year after BD) 

 The incidence of SARS-CoV-2 infection (symptomatic or asymptomatic infection) 

counted starting 14 days after BD of mRNA-1273 

 To evaluate the incidence of asymptomatic SARS-CoV-2 infection after 

vaccination with mRNA-1273 measured by RT-PCR and/or bAb levels against 

SARS-CoV-2 nucleocapsid protein (by Roche Elecsys) counted starting 14 days 

after BD in participants with negative SARS-CoV-2 at baseline or prebooster 

 The incidence of the first occurrence of symptomatic COVID-19 starting 14 days 

after BD of mRNA-1273 

3.3. Part 1C-2, Heterologous Booster Dose 

3.3.1. Primary Safety Endpoints 

The primary safety objective will be evaluated by the following safety endpoints: 

 Solicited local and systemic ARs through 7 days after BD  

 Unsolicited AEs through 28 days after BD injection 
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 MAAEs post BD through the last day of study participation 

 SAEs post BD through the last day of study participation 

 AESIs post BD through the last day of study participation AEs leading to 

discontinuation from study participation post BD through the last day of study 

participation 

3.3.2. Primary Immunogenicity Endpoints 

 GM value of postbooster Ab (BD-Day 29) against ancestral strain 

3.3.3. Key Secondary Endpoints 

 GM value of postbooster Ab (BD-Day 29) against circulating strain 

3.3.4. Exploratory Endpoints 

The exploratory endpoints are the following:  

 The GM values of SARS-CoV-2 S2P specific bAb on BD-Day 1, BD-Day 29 (1 

month after BD), BD-Day 181 (6 months after BD), and BD-Day 361 (1 year after 

BD) 

 The GM values of SARS-CoV-2-specific nAb on BD-Day 1, BD-Day 29 (1 month 

after BD), BD-Day 181 (6 months after BD), and BD Day 361 (1 year after BD) 

 The incidence of SARS-CoV-2 infection (symptomatic or asymptomatic infection) 

counted starting 14 days after BD of mRNA-1273  

 To evaluate the incidence of asymptomatic SARS-CoV-2 infection after 

vaccination with mRNA-1273 measured by RT-PCR and/or bAb levels against 

SARS-CoV-2 nucleocapsid protein (by Roche Elecsys) counted starting 14 days 

after BD in participants with negative SARS-CoV-2 at baseline or prebooster 

 The incidence of the first occurrence of symptomatic COVID-19 starting 14 days 

after BD of mRNA-1273 

3.4. Part 2 

3.4.1. Primary Safety Endpoints 

The primary safety objective will be evaluated by the following safety endpoints: 

 Solicited local and systemic ARs through 7 days after each injection 



ModernaTX, Inc. Statistical Analysis Plan, Version 6.0
Protocol mRNA-1273-P203 Date Issued: 19Jun2024

 
  

17 

 Unsolicited AEs through 28 days after each injection 

 MAAEs through the entire study period 

 SAEs through the entire study period 

 AESIs through the entire study period 

 AEs leading to discontinuation from study participation from Dose 1 through the 

last day of study participation 

3.4.2. Primary Immunogenicity Endpoints 

The primary immunogenicity objective will be evaluated by the following immunogenicity

endpoints: 

 GM values of both post Dose 1 (Day 29) and post Dose 2 (Day 57) Ab against 

ancestral strain in Part 2 of Study P203 

 SRR of both post Dose 1 and post Dose 2 from baseline (pre Dose 1) in Part 2 of

Study P203 against ancestral strain, using below definition 

o Seroresponse is defined as Ab value change from baseline (pre Dose 1) 

below the LLOQ to  4 × LLOQ, or at least a 4-fold rise if baseline is 

LLOQ 

o Seroresponse for sensitivity analysis is defined as Ab value change from 

4 × LLOQ, or at least a 4-fold 

rise if baseline is  LLOQ and < 4 × LLOQ, or at least 2-fold rise if 

baseline is  4 × LLOQ.  

3.4.3. Exploratory Endpoints 

The exploratory endpoints are the following:  

 The GM values of SARS-CoV-2 S2P specific bAb on Day 1, Day 57 (1 month 

after Dose 2), Day 209 (6 months from Dose 2), Day 394 (1 year from Dose 2)

 The GM values of SARS-CoV-2-specific nAb on Day 1, Day 57 (1 month after 

Dose 2), Day 209 (6 months from Dose 2), Day 394 (1 year from Dose 2) 

 The incidence of SARS-CoV-2 infection (symptomatic or asymptomatic infection) 

counted starting 14 days after Dose 2 of mRNA-1273 
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 To evaluate the incidence of asymptomatic SARS-CoV-2 infection after 

vaccination with mRNA-1273 measured by RT-PCR and/or bAb levels against 

SARS-CoV-2 nucleocapsid protein (by Roche Elecsys) counted starting 14 days 

after Dose 2 in participants with negative SARS-CoV-2 at baseline 

 The incidence of the first occurrence of symptomatic COVID-19 starting 14 days 

after Dose 2 of mRNA-1273 

3.5. Part 3 

3.5.1. Primary Safety Endpoints 

The primary safety objective will be evaluated by the following safety endpoints: 

 Solicited local and systemic ARs through 7 days after injection. 

 Unsolicited AEs through 28 days after injection.  

 MAAEs through the entire study period. 

 SAEs through the entire study period.  

 AESIs through the entire study period. 

 AEs leading to withdrawal from study participation from Dose 1 through the last 

day of study participation. 

3.5.2. Primary Immunogenicity Endpoints 

The primary immunogenicity objective will be evaluated by the following endpoints: 

 GM value of post Dose 1 (Day 29) of mRNA-1273.222 Ab against SARS-CoV-2 

VOC (Omicron BA.4/BA.5) in adolescents who are baseline SARS-CoV-2 positive 

in Part 3 of Study P203 compared to that of post primary series of mRNA-1273 

young adults 18 to 25 years of age who are 

baseline SARS-CoV-2 negative in Study P301 (superiority testing). 

 GM value of post Dose 1 (Day 29) of mRNA-1273.222 Ab against ancestral strain 

in adolescents who are baseline SARS-CoV-2 positive in Part 3 of Study P203 

compared to that of post primary series of mRNA-1273 (post Dose 2 [Day 57] of 

-CoV-2 

negative in Study P301 (noninferiority testing). 
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3.5.3. Secondary Endpoints 

The secondary objectives will be evaluated by the following endpoints: 

 SRR of post Dose 1 (Day 29) from baseline (pre Dose 1) against Omicron 

BA.4/BA.5 in adolescents who are baseline SARS-CoV-2 positive in Part 3 of 

Study P203 compared to that of post primary series of mRNA-1273 (post Dose 2 

to 25 years of age in Study P301.  

o Seroresponse at subject level is defined as an Ab value change from 

baseline (pre Dose 1) below the LLOQ to  4 × LLOQ, or at least a 4-fold 

rise if baseline is   LLOQ. 

 SRR of post Dose 1 (Day 29) from baseline (pre Dose 1) against ancestral strain in 

adolescents who are baseline SARS-CoV-2 positive in Part 3 of Study P203 

compared to that of post primary series of mRNA-1273 (post Dose 2 [Day 57] of 

 

o Seroresponse at subject level is defined as an Ab value change from 

 4 × LLOQ, or at least a 4-fold 

  LLOQ. 

 GM value of post Dose 1 (Day 29) of mRNA-1273.222 Ab against other variant(s) 

of interest in Part 3 of Study P203 as compared to that of post primary series of 

mRNA-

Study P301. 

3.5.4. Exploratory Endpoints 

The exploratory endpoints are the following:  

 The GM values of SARS-CoV-2 S2P specific bAb on Day 1, Day 29 (1 month 

after Dose 1), Day 85 (3 months after Dose 1), and Day 181 (6 months after Dose 

1). 

 The GM values of SARS-CoV-2-specific nAb on Day 1, Day 29 (1 month after 

Dose 1), Day 85 (3 months after Dose 1), and Day 181 (6 months after Dose 1).

 The incidence of the first occurrence of symptomatic COVID-19 starting 14 days 

after Dose 1 of mRNA-1273.222. 
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4. Study Design 

4.1. Overall Study Design 

 

4.2. Statistical Hypothesis 

4.2.1. Part 1C-1, Homologous Booster Dose 

4.2.1.1.  
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4.2.1.2.  
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4.2.2. Part 2 

 

4.2.3. Part 3 
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4.3. Sample Size and Power 

4.3.1. Part 1C-1, Homologous Booster Dose 
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4.3.2. Part 1C-2, Heterologous Booster Dose 

 

4.3.3. Part 2 

 

4.3.4. Part 3 
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4.4. Multiplicity Adjustment 
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4.5. Blinding and Unblinding 

 

5. Analysis Populations 

 

5.1. Full Analysis Set 

 

The FAS (Long-term Analysis) consists of FAS (Part 1B, Open-Label Phase) for Placebo-

mRNA-1273 cohort and FAS for mRNA-1273 cohort. FAS (Part 1B, Open-Label Phase) 

for Placebo-mRNA-1273 cohort consists of all participants from Part 1A placebo group 

who cross over and receive mRNA-1273 in Part 1B. FAS for mRNA-1273 cohort is same 

as the FAS in Part 1A. Participants will be analyzed in the mRNA-1273 group or placebo-

mRNA-1273 group if applicable. 

 

The FAS for Part 1C-1 and  consists of all participants who received at least one 

booster dose in each part. Participants will be analyzed according to the treatment group 

assigned. 

 

The FAS for  consists of all participants who received at least one dose of 

IP in each part. Participants will be analyzed according to the treatment group assigned.

5.2. Immunogenicity Subset 

 

Immunogenicity Subset for long-term analysis at Day 1, Day 57 and Day 209 consists of 

a) participants selected for immune testing (Section 6.4.1), and 
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b) have baseline (pre-dose 1) SARS-CoV-2 status available, and  

c) have baseline (pre-dose 1) and at least one post-injection antibody assessment for the 

analysis endpoint. 

 

Immunogenicity Subset for Part 1C-1 homologous booster dose consists of  

a) participants selected for immune testing (Section 6.4.1), and  

b) have baseline (pre-dose 1) SARS-CoV-2 status available, and  

c) have at least one post-booster antibody assessment for the analysis endpoint. 

 

Immunogenicity Subset for Part 1C-2 booster dose consists of all 

participants who have at least one post-booster antibody assessment for the analysis 

endpoint. 

 

Immunogenicity Subset for Part 2 consists of all participants who have baseline (pre-dose 

1) and at least one post-injection antibody assessment for the analysis endpoint. 

 

have baseline (pre-dose 

1) and at least one post-injection antibody assessment. 

5.3. Per-protocol (PP) Immunogenicity Subset 

 

 

a) Received planned doses of study vaccination per schedule  

b) Complied with the timing of second dose of injection 

c) Had a negative SARS-CoV-2 status at baseline (pre-dose 1) 

d) Had no major protocol deviations that impact key or critical data 
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(Part 1C-1) consists of all participants in 

Immunogenicity Subset for Part 1C-1 who meet all the following criteria: 

a) Received 2 doses of mRNA-1273 in Part 1A per schedule  

b) Received booster dose in Part 1C-1 

c) Had a negative SAS-CoV-2 status at baseline (pre-dose 1 of Part 1A) 

d) Had BD-Day 29 Ab assessment for the analysis endpoint 

e) Had no major protocol deviations that impact key or critical data 

f) Not receive off-study COVID-19 vaccination prior to BD-Day 29 visit 

Per-protocol (PP) Immunogenicity Subset - Pre-booster SARS-CoV-2 Negative (Part 1C-

1, Homologous Booster Dose)   

PP Immunogenicity Subset - Pre-booster SARS-CoV-2 Negative for Part 1C-1 consists of 

participants who are in PP Immunogenicity Subset (Part 1C-1, Homologous Booster 

Dose), and are pre-booster SARS-CoV-2 negative, defined as no virologic or serologic 

evidence of SARS-CoV-2 infection on or before BD-Day 1 (pre-booster), i.e. RT-PCR 

result is not positive if available at BD-Day 1 and a negative bAb specific to SARS-CoV-2 

-2 assay) on or before BD-

Day 1 . 

PP Immunogenicity Subset - Pre-booster SARS-CoV-2 Negative for Part 1C-1 will serve 

as the population for the primary and key secondary analysis of immunogenicity data in 

Part 1C-1. The PP Immunogenicity Subset for Part 1C-1 will serve as the population for 

the analysis of immunogenicity in Part 1C-1 by pre-booster SARS-CoV-2 status (negative 

vs. positive). 

 

(Part 1C-2) consists of all participants in 

Immunogenicity Subset for Part 1C-2 who meet all the following criteria: 

a) Received booster dose in Part 1C-2 

b) Had BD-Day 29 Ab assessment for the analysis endpoint 
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c) Had no major protocol deviations that impact key or critical data 

d) Not receive off-study COVID-19 vaccination prior to BD-Day 29 visit 

The PP Immunogenicity Subset for Part 1C-2 will serve as the population for the analysis 

of immunogenicity in Part 1C-2 by pre-booster SARS-CoV-2 status (negative vs. positive).

 

 

a) Received at least one dose of planned injection  

b) Had Day 29 Ab assessment for the analysis endpoint 

c) Had no major protocol deviations that impact key or critical data 

Per-protocol (PP) Immunogenicity Subset - Baseline SARS-CoV-2 Positive (Part 2) 

Part 2

Part 2

 

Part 2

 

Per-protocol (PP) Immunogenicity Subset (Part 3) 

Part 3

Part 3  

a) Received planned doses of study vaccination per schedule  

b) Had Day 29 Ab assessment for the analysis endpoint 

c) Had no major protocol deviations that impact key or critical data 

d) Not receive off-study COVID-19 vaccination prior to Day 29 visit 

PP Immunogenicity Subset - Baseline SARS-CoV-2 Postive (Part 3) 

Part 3
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serve as the population for the analysis of immunogenicity by baseline

SARS-CoV-2 status (negative vs. positive). 

5.4. Modified Intent-to-Treat-1 (mITT1) Set  

 

The mITT1 Set (Long-term Analysis) consists of mITT1 Set (Part 1B, Open-Label Phase) 

for Placebo-mRNA-1273 cohort and mITT1 Set for mRNA-1273 cohort. mITT1 Set (Part 

1B, Open-Label Phase) for placebo-mRNA-1273 cohort consists of all cross-over 

participants in the FAS (Part 1B, Open-Label Phase) who had no serologic or virologic 

evidence of prior SARS-CoV-2 infection (both negative RT-PCR test for SARS-CoV-2 

and negative serology test based on bAb specific to SARS-CoV-2 nucleocapsid) before the 

first dose of mRNA-1273 in Part 1B and received at least one dose of mRNA-1273 without 

wrong treatment, i.e., all FAS cross-over participants excluding those with positive or 

missing RT-PCR test or serology test prior to the first dose of mRNA-1273 and those who 

received the wrong treatment in Part 1B (i.e., at least one dose received in Part 1B is not as 

assigned). The mITT1 Set for mRNA-1273 cohort is same as the mITT1 Set in Part 1A. 

 

The mITT1 Set for Part 1C-1 consists of all participants in the FAS for Part 1C-1 who had 

no serologic or virologic evidence of prior SARS-CoV-2 infection (both negative RT-PCR 

test for SARS-CoV-2 and negative serology test based on bAb specific to SARS-CoV-2 

nucleocapsid) pre-booster dose and received one booster dose without wrong treatment, 

i.e., all FAS participants excluding those with pre-booster positive or missing RT-PCR test 

or serology test and those who received the wrong booster dose (i.e.,  dose received in Part 

1C-1 is not as assigned).  

Participants will be analyzed according to their treatment group (mRNA-1273-Booster, or 

Placebo-mRNA-1273-Booster). 

5.5. Solicited Safety Set 

Solicited Safety Set (Part 1C-1, Part 1C-2, Part 2 and Part 3) 

The Solicited Safety Set consists of all participants who received any injection of IP in 

each part, and contribute any solicited AR data post injection. The Solicited Safety Set will 

be used for the analyses of solicited ARs in each part. Participants will be analyzed 

according to the treatment groups received. In addition, the following Solicited Safety Set 
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is defined for each injection separately for Part 2 and Part 3. The First (Second) Injection 

Solicited Safety Set consists of all subjects in the Solicited Safety Set who have received 

the first (second) study injection and have contributed any solicited AR data from the time 

of first (second) study injection through the following 6 days. 

5.6. Safety Set  

 

 

 

 

6. Statistical Analysis 

6.1. General Considerations  

 

Continuous variables will be summarized using the following descriptive summary 

statistics: the number of subjects (n), mean, standard deviation (SD), median, minimum 

(min), and maximum (max). 

Categorical variables will be summarized using counts and percentages. 

Baseline Value for Each Part 
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 Value of pre-first dose of mRNA-1273 for Part 1B, unless specified otherwise, is 

defined as the most recent non-missing measurement (scheduled or unscheduled) 

collected before the first dose of mRNA-1273 in Part 1B.  

 Pre-booster value for Part 1C-1, and Part 1C-2, unless specified otherwise, is

defined as the most recent non-missing measurement (scheduled or unscheduled) 

collected before the booster dose. For immunogenicity tests, the pre-booster is 

defined as the most recent non-missing measurement (scheduled or unscheduled) 

collected before or on the date of booster dose.  

 Baseline value for Part 2 and Part 3 is defined using the same approch as Part 

1A. 

 

 

Baseline SARS-CoV-2 Status for Each Part 

 Pre-Dose 1 SARS-CoV-2 status for long-term analysis is determined by using 

virologic and serologic evidence of SARS-CoV-2 infection on or before the date of 

first dose of mRNA-1273 (the first dose of mRNA-1273 in Part 1A for subject who 

receive mRNA-1273 in Part 1A or the first dose of mRNA-1273 in Part 1B for 

subjects who receive Placebo in Part 1A). 
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 Pre-booster SARS-CoV-2 Status 

Pre-booster SARS-CoV-2 status for Part 1C-1 and Part 1C-2 is determined by 

using virologic and serologic evidence of SARS-CoV-2 infection on or before the 

date of booster dose (BD-Day 1). 

Pre-booster positive SARS-CoV-2 status is defined as a positive RT-PCR test for 

SARS-CoV-2, and/or a positive serology test based on bAb specific to SARS-CoV-

2 nucleocapsid (as measured by Roche Elecsys -2 assay) on or 

before BD-Day 1.  

 Baseline SARS-CoV-2 status for Part 2 and Part 3 is defined using the same 

approch as Part 1A. 

 

a) 

 

b) 

 

 

a) 

 

b) 
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a) 

 

b) 

 

c) 

 

 

 

 

 Up to 28 days after vaccination: this stage starts at the day of each vaccination and 

continue through the earliest date of (the day of each vaccination and 27 subsequent 

days, next vaccination [if applicable]). This analysis period will be used as the 

primary analysis period for safety analyses including unsolicited AE, except for 

solicited AR, unless specified otherwise.  

 Overall period or throughout the study: this analysis period starts at the first 

injection on Day 1 and continues through the earliest date of (study completion, 

discontinuation from the study, or death). 

 After First Injection and Before Second Injection (Part 3): this analysis period starts 

at the first injection on Day 1 and continues through the earliest date of (Second 

injection, study completion, discontinuation from the study, or death). 
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 After Second Injection (Part 3): this analysis period starts at the second injection on 

Day 181 and continues through the earliest date of (study completion, 

discontinuation from the study, or death). 

Unscheduled visits: Unscheduled visit measurements will be included in analysis as 

follows: 

 In scheduled visit windows per specified visit windowing rules. 

 In the derivation of baseline/last on-treatment measurements. 

 In the derivation of maximum/minimum on-treatment values and 

maximum/minimum change from baseline values for safety analyses. 

 In individual subject data listings as appropriate. 

Visit windowing rules: The analysis visit windows for protocol-defined visits are 

provided in Appendix B.  

 

 Imputation rules for missing prior/concomitant medications, non-study 

vaccinations and procedures are provided in Appendix C. 

  

 

 

  

 

The following vaccination groups will be used for summary purposes:  

 Long-term Analysis (Part 1A plus Part 1B): 

o mRNA-1273: Participants from Part 1A mRNA-1273 group 

o Placebo - mRNA-1273: Participants from Part 1A placebo group who cross 

over and receive mRNA-1273 in Part 1B 
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 Part 1C-1 Homologous Booster Dose Analysis: 

o mRNA-1273 - Booster: Participants from Part 1A mRNA-1273 group who 

received booster dose in Part 1C-1 

o Placebo - mRNA-1273 - Booster: Participants from Part 1A placebo group 

who crossed over to receive mRNA-1273 in Part 1B, and received booster 

dose in Part 1C-1. 

 Part 1C-2 Heterologous Booster Dose Analysis: Heterologous Booster 

 Part 2: mRNA-1273 50 µg 

 Part 3: mRNA-1273.222 50 µg 

Analysis periods 

The following analysis periods and treatment groups will be used for Long-term Analysis

(including Part 1B) and Part 1C-1 Homologous Booster Dose Analysis. 

 Long-term Analysis (Part 1A plus Part 1B) 

Cohort Category Start Date End Date 

mRNA-1273 
Safety 

Date of First Dose of 
mRNA-1273 

Earliest date of booster 
dose, study discontinuation, 
study completion, death, or 
data cutoff Placebo - mRNA-1273 

mRNA-1273 
Efficacy/ 
Immunogenicity 

Date of First Dose of 
mRNA-1273 

Earliest date of booster dose
(inclusive), study 
discontinuation, study 
completion, death, or data 
cutoff 

Placebo - mRNA-1273 

Long-term analysis of incidence rate will also be performed for the entire study period

after the first dose of mRNA-1273 regardlesss of booster dose.  

 Part 1C-1 Homologous Booster Dose Analysis 

Cohort Category Start End 

mRNA-1273 - Booster 

Safety 

Date of Booster Dose  Earliest date of 
study 
discontinuation, 
study completion, 
death, or data 
cutoff 

Placebo - mRNA-1273 - Booster 
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mRNA-1273 - Booster 

Efficacy/ 
Immunogenicity 

Date of Booster Dose 
(considered as pre-
booster data) 

Earliest date of 
study 
discontinuation, 
study completion, 
death, or data 
cutoff 

Placebo - mRNA-1273 - Booster 

 

 

 

  

  

  

  

  

  

  

Analyses Approach 

There are multiple parts in this study, all analyses and data summaries/displays will be 

provided by vaccination groups for each study part using appropriate analysis population 

unless otherwise specified. 

All analyses will be conducted using SAS Version 9.4 or higher. 

6.2. Background Characteristics 

6.2.1. Subject Disposition 

The number and percentage of subjects in the following categories will be summarized by 

vaccination group as defined in Section 6.1 based on specific analysis datasets for each 

part separately:  

 Full Analysis Set  

 Immunogenicity Subset  
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 Per-protocol (PP) Immunogenicity Subset 

 Per-protocol (PP) Immunogenicity Subset - Pre-booster SARS-CoV-2 Negative 

(Part 1C-1 only) 

 Per-protocol (PP) Immunogenicity Subset - Baseline SARS-CoV-2 Positive (Part 2 

and Part 3) 

 mITT1 Set (Long-term Analysis, Part 1C-1) 

 Solicited Safety Set (except long-term analysis)  

 Safety Set 

o When applicable, First Injection Safety Set and Second Injection Safety Set 

(Part 3 only) 

The percentage will be based on subjects in that vaccination group within the Full Analysis 

Set for each part separately, except the Solicited Safety Set and Safety Set for which the 

percentages will be based on the vaccination group in the Safety Set (as treated) for each 

part separately. 

For Part 1C-2, Part 2 and Part 3, the number of subjects in the following categories will be 

summarized based on subjects screened: 

 Number of subjects screened  

 Number and percentage of screen failure subjects and the reason for screen failure  

The percentage of subjects who screen failed will be based on the number of subjects 

screened. The reason for screen failure will be based on the number of subjects who screen 

failed. 

For long-term analysis, the number and percentage of subjects in each of the following 

disposition categories will be summarized by vaccination group based on the 

Randomization Set in Part 1A: 

 Received first injection in Part 1A 

 Received second injection in Part 1A 

 Continuing and unblinded in open-label Part 1B 

 Received cross-over first injection in Part 1B 
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 Received cross-over second injection in Part 1B 

 Prematurely discontinued study vaccine during Part 1B and the reason for 

discontinuation 

 Received booster dose in Part 1C-1 

 Completed study 

 Prematurely discontinued the study and the reason for discontinuation (for the 

entire study period, and for study parts in applicable subjects cohort) 

For Part 1C-1 and Part 1C-2 analyses, the number and percentage of subjects in each of the 

following disposition categories will be summarized by vaccination group based on the 

Full Analysis Set for Part 1C-1 or Part 1C-2, respectively: 

 Received booster dose 

 Completed study 

 Prematurely discontinued the study and the reason for discontinuation 

For Part 2 and Part 3 analysis, the number and percentage of subjects in each of the 

following disposition categories will be summarized by vaccination group based on the

Full Analysis Set for each part separately: 

 Received each dose of IP  

 Prematurely discontinued before receiving the second dose of IP and the reason for 

discontinuation  

 Completed study 

 Prematurely discontinued the study and the reason for discontinuation (for the 

entire study period, and for study parts in applicable subjects cohort) 
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A participant is considered to have completed the study if the participant has completed all 

periods of the study including the last visit or the last scheduled procedure, as shown in the 

SoA of each part.  

6.2.2. Demographics 

Descriptive statistics will be calculated for the following continuous demographic and 

baseline characteristics: age (years), weight (kg, z-score), height (cm, z-score), and body 

mass index (BMI) (kg/m2, z-score). Number and percentage of subjects will be provided 

for categorical variables such as gender, race, ethnicity. The summaries will be presented 

by vaccination group as defined in Section 6.1 if applicable, based on the Safety Set, FAS, 

mITT1 Set, Immunogenicity Subset, and Per-protocol (PP) Immunogenicity Subset (by 

pre-booster SARS-CoV-2 status and overall for Part 1C-1 and Part 1C-2, by baseline 

SARS-CoV-2 status and overall for Part 2 and Part 3). 

6.2.3. Medical History 

 

 

 

 

6.2.4. Prior and Concomitant Medications 
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6.2.5. Study Exposure 

for each Part separately  

6.2.6. Major Protocol Deviations 

Major protocol deviations are a subset of protocol deviations that may significantly impact 

the completeness, accuracy, or reliability of the study data or that may significantly affect a 

-being. Major protocol deviations rules will be developed 

and finalized before database lock. 

 Full Analysis Set 

(FAS).  
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Major protocol deviations will be presented in a listing. 

6.3. Safety Analysis 

 

 

6.3.1. Adverse Events 

Note: worsening of a pre-existing condition after vaccination will be reported 

as a new AE.] 
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6.3.1.1.  

 

  

 Any serious TEAEs 

 Any fatal TEAEs 

 Any unsolicited medically-attended TEAEs  

  from s  

 

  

  

  

The table will also include number and percentage of subjects with unsolicited TEAEs that 

are treatment-related in each of the above categories. Safety summary tables for Part 1C-1

will be provided separately from Part 1A and Part 1B. 

In addition, listings containing individual subject adverse event data for unsolicited AEs, 

unsolicited TEAEs leading to discontinuation from study vaccine, unsolicited TEAEs 

leading to discontinuation from participation in the study, serious AEs, unsolicited 

medically-attended AEs, AESI of MIS-C and AESI other than MIS-C (including 

myocarditis and/or pericarditis) will be provided separately for placebo-mRNA-1273 

group in Part 1B, and each group receiving the injection in Part 1C-1, Part 1C-2, Part 2 and 

Part 3. The safety data for the original mRNA-1273 group in open label will be included in 

Part 1A listings with a flag for open label phase. 
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6.3.1.2.  

The following summary tables of TEAEs will be provided by SOC and PT using frequency 

counts and percentages (i.e., number and percentage of subjects with an event): 

  

  

  

  

  

 

  

  

  

  

  

  

6.3.2. Solicited Adverse Reactions 
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The number and percentage of subjects who reported each individual solicited local AR 

(has a severity grade of Grade 1 or greater) and solicited systemic AR (has a severity grade 

of Grade 1 or greater) during the 7-day follow-up period after each injection will be 

tabulated by vaccination group, severity grade, and injection. The number and percentage 

of subjects who reported each individual solicited AR will also be summarized by 

vaccination group, severity grade, days of reporting and injection.  

The number and percentage of subjects experiencing fever (a temperature greater than or 

equal to 38.0°C/100.4°F by the oral, axillary, or tympanic route) by severity grade will be 

provided. 

A two-sided 95% exact confidence interval (CI) using the Clopper-Pearson method will be 

provided for the percentage of subjects who reported any solicited local AR, solicited 

systemic AR, or any solicited AR. 

The onset of individual solicited AR is defined as the time point after each injection at 

which the respective solicited AR first occurred. The number and percentage of subjects 

with onset of individual solicited AR will be summarized by vaccination group, study day 

relative to the corresponding injection (Day 1 through Day 7), and injection.  

The duration will be calculated as the end date/day of the solicited AR event  the start 

date/day of the solicited AR event + 1 when the solicited AR is reported within the 7 days 

of injection. If the solicited AR continues beyond 7 days, the days a solicited AR is 

reported after 7 days will be included (e.g., an event that lasted 5 days in the first 7 days 
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post injection and 3 days beyond 7 days post injection, the duration will be reported as 8 

(5+3) days.) 

6.3.3. Pregnancy Tests 

A point-of-care urine pregnancy test will be performed at the Screening Visit (Day 0) and 

before each vaccine dose. At any time, a pregnancy test either via blood or point-of-care 

urine can be performed, at the discretion of the investigator.  

A by-subject listing will be provided for pregnancy tests for each Part separately. 

6.3.4. Vital Sign Measurements 

Vital sign measurements, including systolic and diastolic blood pressures, heart rate, 

respiratory rate, and body temperature, will be presented in a data listing. The values 

meeting the toxicity grading criteria  will be flagged in the data listing. The 

abnormalities meeting the toxicity grading criteria (Grade 2 or higher) in any vital sign 

measurement will be listed separately. If a subject has a vital sign result with Grade 2 or 

higher abnormality at any post injection visit, then all results of vital sign measurement for 

that subject will be presented in the listing. 

Observed values and changes from baseline for all vital sign measurements will be 

summarized at each visit by Section 6.1  Shift from 

baseline in the toxicity grades at each visit and shift from baseline in the toxicity grades to 

will also be summarized by group. 

6.4. Immunogenicity Analysis 

Analysis Population for Long-term analysis 

The analyses of immunogenicity in long-term analysis at Day 1, Day 57, Day 209 and Day 

394 will be based on the PP Immunogenicity Subset (Long-term Analysis) and 

Immunogenicity Subset (Long-term Analysis). 

Analysis Population for Part 1C-1 

The analyses of immunogenicity in Part 1C-1 will be based on  
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The PP Immunogenicity Subset with pre-booster SARS-CoV-2 negative will be used in the 

primary and key secondary immunogenicity analyses in Part 1C-1, unless otherwise 

specified. The PP Immunogenicity Subset will be used in the immunogenicity analyses by 

pre-booster SARS-CoV-2 status (negative vs. positive). 

Analysis Population for Part 1C-2 

The analyses of immunogenicity in Part 1C-2 will be based on the PP Immunogenicity Set.

Analysis Population for Part 2 

The analyses of immunogenicity in Part 2 will be based on the PP Immunogenicity Set and 

PP Immunogenicity Set - baseline SARS-CoV-2 Positive. The PP Immunogenicity Subset

- baseline SARS-CoV-2 Positive is the primary analysis population used in the 

immunogenicity analyses in Part 2, unless otherwise specified. PP Immunogenicity Set

will be used in the immunogenicity analyses by baseline SARS-CoV-2 status (negative vs. 

positive). 

Analysis Population for Part 3 

The analyses of immunogenicity in Part 3 will be based on PP Immunogenicity Subset and 

PP Immunogenicity Subset - baseline SARS-CoV-2 Positive. The PP Immunogenicity 

Subset - baseline SARS-CoV-2 Positive is the primary analysis population used in the

immunogenicity analyses in Part 3, unless otherwise specified. PP Immunogenicity Set

will be used in the immunogenicity analyses by baseline SARS-CoV-2 status (negative vs. 

positive).  

Calculation of GM and GMFR 
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6.4.1. Sampling of the Immunogenicity Subset 
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6.4.2. Immunogenicity Assessments 

 

 

 

 

6.4.3. Primary Analysis of Antibody-Mediated Immunogenicity Endpoints  

Part 1C-1 

 

 (18-25 years of age) receiving mRNA-1273 in 

Study P301 The study is considered to meet the primary immunogenicity 

objective if the mRNA-1273 as measured by both 

GM and seroresponse rate at BD-Day 29 is demonstrated

 (18-25 years of age) . 

The GM with 95% CI will be summarized using t-distribution of the log transferred values 

and then back transformed to the original scale. The GMR with 95% CI to compare post-

booster GM at BD-Day 29 in adolescents in Study P203 with the primary series GM at 

Day 57 (28 days after Dose 2) in young adults (18-25 years of age) in Study P301 will be 

computed based on the t-distribution of mean difference in the log transferred values and 

then back transformed to the original scale. The noninferiority of immune response to 

mRNA-1273 as measured by GM will be considered demonstrated if the lower bound of 

the 95% CI of the GMR is > 0.667 based on the noninferiority margin of 1.5, and GMR 

point estimate  0.8 (minimum threshold). 

The number and percentage (rate) of participants achieving Ab seroresponse at BD-Day 29

will be summarized. The SRR difference with 95% CI (using Miettinen-Nurminen score 

method) to compare post-booster SRR at BD-Day 29 in adolescents in Study P203 with the 

primary series SRR at Day 57 (28 days after Dose 2) in young adults in Study P301 will be 

calculated. The noninferiority in seroresponse rate of adolescents in P203 compared to 



ModernaTX, Inc. Statistical Analysis Plan, Version 6.0
Protocol mRNA-1273-P203 Date Issued: 19Jun2024

 
  

51 

adults of 18-25 years of age in P301 will be considered demonstrated if the lower bound of 

the 95% of the seroresponse rate difference is > -10% based on the noninferiority margin 

of 10%. 

Part 1C-2 

 

Part 2 

 

 

 

 

Part 3 
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, where a covariate may be included in the model
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6.4.4. Key Secondary Analysis of Antibody-Mediated Immunogenicity Endpoints

Part 1C-1 

 

Part 1C-2 

 

6.4.5. Secondary Analysis of Antibody-Mediated Immunogenicity Endpoints 

Part 3  

 

 

The number and percentage (rate) of participants achieving Ab seroresponse at Day 29 with 

95% CI (using Clopper-Pearson method) will be summarized. The SRR difference with 95%

CI (using Miettinen-Nurminen score method) to compare SRR at Day 29 after Dose 1 of 

mRNA-1273.222 in adolescents in Study P203 with the SRR at Day 57 after Dose 2 of

mRNA-1273 in young adults in Study P301 will be calculated. Seroresponse at subject level 

is defined as an Ab value change from baseline (pre Dose 1) below the LLOQ to 4 ×

LLOQ, or at least a 4-fold rise if baseline is   LLOQ. 

As sensitivity analysis, SRR against Omicron BA.4/BA.5 at Day 29 defined using the second 

definition below will be analyzed using the same approach as above. 
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 Seroresponse at subject level is defined as an Ab value change from baseline (pre 

 4 × LLOQ, or at least a 4-   

LLOQ and < 4 × LLOQ, or at least a 2-  

 

 

6.4.6. Exploratory Analysis of Antibody-Mediated Immunogenicity Endpoints 
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6.5. Efficacy Analysis 

 

Section 6.1
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The serology test results based on Roche Elecsys assay and the RT-PCR test results will be 

summarized by visit.  

6.5.1. Endpoint Definition/Derivation 

6.5.1.1.  

This is an exploratory efficacy endpoint, which is a combination of COVID-19 and 

asymptomatic SARS-CoV-2 infection for participants with negative SARS-CoV-2 status at 

baseline (for mRNA-1273 group in long-term analysis), pre-dose 1 of mRNA-1273 (for 

Placebo-mRNA-1273 group in long-term analysis), or pre-booster dose (for Part 1C-1

booster dose analysis), the incidence of SARS-CoV-2 infection counted starting 14 days 

after the second dose of mRNA-1273 in long-term (including Part 1B), and cases counted 

starting 14 days after the booster dose of mRNA-1273 in Part 1C-1. SARS-CoV-2 

infection will be defined in participants with negative SARS-CoV-2 at baseline of each 

part (pre-dose 1 of mRNA-1273 or pre-booster dose): 

 bAb level against SARS-CoV-2 nucleocapsid protein negative (as measured by 

Roche Elecsys) at baseline of each part that becomes positive (as measured by Roche 

Elecsys) post-baseline, OR 

 Positive RT-PCR post-baseline. 

Derivation of this secondary efficacy endpoint is summarized in Table 1 below.  

Table 1. Derivation for SARS-CoV-2 Infection 

Baseline SARS-
CoV-2 Status  

Post-baseline assessments 

Endpoint: SARS-
CoV-2 infection PCR test post baseline 

bAb levels against 
SARS-CoV-2 
Nucleocapsid 

Negative at Baseline 
of each part 

Positive (either at 
scheduled NP swab test, or 
at exposure or symptom-
prompt NP swab test)   Case 
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Negative at Baseline 
of each part  

Positive (at scheduled 
post-baseline visits) as 
measured by Roche 
Elecsys Case 

 
 

  

 

 

 

 

6.5.1.2. symptomatic SARS-CoV-2 Infection 

This is an exploratory efficacy endpoint: the incidence of asymptomatic SARS-CoV-2 

infection measured by RT-PCR and/or serology tests obtained at post-baseline visits 

counted starting 14 days after the second injection of mRNA-1273 in long-term (including 

Part 1B), and cases counted starting 14 days after the booster dose of mRNA-1273 in Part 

1C-1, in participants with negative SARS-COV-2 status at baseline of each part.  

Asymptomatic SARS-CoV-2 infection is identified by absence of symptoms and infections 

as detected by RT-PCR or serology tests. Specifically: 

 Absent of COVID-19 symptoms  

 AND at least one from below: 

o 

 

o 
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The date of documented asymptomatic infection is the earlier date of positive serology test

result based on bAb specific to SARS-CoV-2 nucleocapsid due to infection, or positive 

RT-PCR at scheduled visits, with absence of symptoms. 

6.5.1.3. COVID-19 

 

.

 

  

  
 

COVID-19 

Post-baseline PCR result  Positive, AND 

Systemic Symptoms at least TWO of the following systemic 

symptoms /  100.4 F), 

chills, myalgia, headache, sore throat, 

new olfactory and taste disorder(s); OR

Respiratory symptoms at least ONE of the following 

respiratory signs/symptoms: cough, 

shortness of breath or difficulty 

breathing, OR clinical or radiographical 

evidence of pneumonia. 
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o 

 

o 

 

6.5.1.4. COVID-19 

 

 

o 

o  

 

o  

o 

 

and the two dates should be within 14 days of each other. 
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6.5.2. Analysis Method 

 

 

 

 

6.5.3. Sensitivity Analysis 

 

6.6. Exploratory Analysis  

6.6.1. SARS-CoV-2 Exposure and Symptoms 

 

 

6.6.2. Exploratory Analysis of Efficacy Endpoints 
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6.7. Interim Analysis  

 

 

 

 

 

 

 

 

 

 

 

  

6.8. Final Analysis  

 

7. References 
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