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Risk Management Plan (RMP) version to be assessed as part of this application:

RMP version number: 5.1

Data lock point for this RMP: 30 May 2025

Date of final sign off: 27 Feb 2026

Rationale for submitting an updated RMP:

To update Module Sl of the RMP based on the responses to CHMP/PRAC Request for
Supplementary Information (RSI) related to the Type Il variation (EMA/VR/0000312911) to
extend the indication for the prevention of LRTD caused by RSV in adults 18 years of age

and older.

Summary of significant changes in this RMP:

Compared to the previously submitted mMRESVIA European Union (EU) RMP version 5.0, this
RMP version 5.1 has been updated as summarised in the table below:

RMP Module: Significant Changes:

Part | No changes.

Product Overview

Part 11

Safety Specification

Module SI Updated the natural history text for adults 18 through 59 years

Epidemiology of the indication
and target population

of age.

Module SlI
Non-clinical part of the safety
specification

No changes.
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RMP Module:

Significant Changes:

Module Sl
Clinical trial exposure

No changes.

Module SIV
Populations not studied in cli
trials

No changes.
nical

Module SV

Post-authorisation experience

No changes.

Module SVI
Additional EU requirements
the safety specification

No changes.
for

Module SVII
Identified and potential risks

No changes.

Module SVIII

Summary of the safety concerns

No changes.

Part 111
Pharmacovigilance Plan

No changes.

Part IV
Plans for post-authorisation
efficacy studies

No changes.

PartV
Risk minimisation measures

No changes.

Part VI

Summary of risk management

plan

No changes.

Part VII
Annexes

Annex 8 — Updated to reflect the changes made to the RMP.

Other RMP versions under

evaluation:

RMP version number

Date submitted to EMA

Procedure number

6.0

18 Dec 2025

EMA/VR/0000320244

Details of the currently approved RMP:

Version number:

Approved with procedure:

Date of approval:

EU QPPV name:

4.0

26 Nov 2025

Marie-Pierre Caby-Tosi, EU QPPV

EMA/VR/0000310233

L EU QPPV name will not be redacted in case of an access to documents request; see HMA/EMA Guidance document on the
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LIST OF ABBREVIATIONS
Acronym Definition
ACE2 angiotensin-converting enzyme 2
ADEM acute disseminated encephalomyelitis
AE adverse event
AESI adverse event of special interest
AUC area under the concentration versus time curve
BMI body mass index
CAD coronary artery disease
CDC Centers for Disease Control and Prevention
CD4 cluster of differentiation 4
CD8 cluster of differentiation 8
CEAC Cardiac Event Adjudication Committee
CHF congestive heart failure
Cl confidence interval
COPD chronic obstructive pulmonary disease
COVID-19 disease caused by the 2019 coronavirus
CSR clinical study report
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DSPC 1,2-distearoyl-sn-glycero-3-phosphocholine
eCRF electronic case report form
EEA European Economic Area
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Acronym Definition

GVP Good Pharmacovigilance Practices
HD high dose

HIV human immunodeficiency virus
IgG immunoglobulin G

IM intramuscular

IP investigational product

v intravenous(ly)

LLOQ lower limit of quantitation

LNP lipid nanoparticle

LRTD lower respiratory tract disease
MAA Marketing Authorisation Application
MAH Marketing Authorisation Holder
Max maximum

MedDRA medical dictionary for regulatory activities
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PL

package leaflet
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PT preferred term
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RMP risk management plan

RNA ribonucleic acid

RSV respiratory syncytial virus
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Active substance
(INN or common name)

Single-stranded 5’ capped mRNA encoding the RSV-A glycoprotein F stabilised in the
prefusion confirmation

Pharmacotherapeutic
group (ATC Code)

Vaccine, other viral vaccines (JO7BX05)

Marketing Authorisation
Holder

MODERNA BIOTECH SPAIN, S.L.
C/ Julian Camarillo n° 31

28037 Madrid

Spain

Medicinal products to
which this RMP refers

1

Invented name in the
European Economic
Area (EEA)

mMRESVIA dispersion for injection in pre-filled syringe
Respiratory Syncytial Virus mRNA Vaccine

Marketing authorisation
procedure

Centralised

Brief description of the
product

Chemical class:

The messenger RNA (mMRNA) drug substance in mMRESVIA is chemically similar to naturally-
occurring mammalian mRNA with the exception that the uridine nucleoside normally present in
mammalian mRNA is fully replaced with N-methyl-pseudouridine, a naturally-occurring
pyrimidine base present in mammalian transfer RNAs (Rozenski et al 1999; Karikd et al 2005).
This nucleoside is included in mMRESVIA drug substance in place of the normal uridine base to
minimise the indiscriminate recognition of the mMRESVIA mRNA by pathogen-associated
molecular pattern receptors (eg, toll-like receptors) (Desmet and Ishii 2012). The cap structure
used in the mRNA is identical to the natural mammalian Cap 1 structure (Kozak 1991; Fechter
and Brownlee 2005).

Structure of mRNA

Cap 5'UTR Coding region 3’ UTR

PolyA tail
Start Stop

5 3

Abbreviations: mMRNA = messenger RNA; PolyA = polyadenylated; UTR = untranslated region.

Summary of mode of action:

MRESVIA is an mRNA-based vaccine encoding the membrane anchored RSV-A

F glycoprotein stabilised in the prefusion conformation through changes to the amino acid
sequence. The RSV-A prefusion glycoprotein is antigenically cross-reactive to the RSV-B
prefusion glycoprotein. The prefusion F glycoprotein is the target of neutralising antibodies that
mediate protection against RSV-associated respiratory tract disease. MRESVIA stimulates
production of RSV-A and RSV-B neutralising antibodies and induction of antigen-specific
cellular immune responses.

Important information about its composition:

MRESVIA is an mRNA-based vaccine encoding the membrane-anchored RSV-A

F glycoprotein stabilised in the prefusion conformation through changes to the amino acid
sequence. The RSV-A prefusion glycoprotein is antigenically cross-reactive to the RSV B
prefusion glycoprotein. The prefusion F glycoprotein is the target of neutralising antibodies that
mediate protection against RSV-associated respiratory tract disease. One dose (0.5 mL)
contains 50 micrograms of RSV mRNA vaccine (nucleoside modified) encapsulated in lipid
nanoparticles.

Hyperlink to the Product
Information

MRESVIA Product Information (Module 1.3.1)

EU RMP Version 5.1
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Indication in the EEA

Current:

mMRESVIA is indicated for active immunisation for the prevention of lower respiratory tract
disease (LRTD) caused by Respiratory Syncytial Virus (RSV) in:

e adults 60 years of age and older;
e adults 18 through 59 years of age who are at increased risk for LRTD caused by RSV.
The use of this vaccine should be in accordance with official recommendations.

Proposed:

mRESVIA is indicated for active immunisation for the prevention of lower respiratory tract
disease (LRTD) caused by Respiratory Syncytial Virus (RSV) in adults 18 years of age and
older.

The use of this vaccine should be in accordance with official recommendations.

Dosage in the EEA

Current:
The recommended dose of MRESVIA is one single dose of 0.5 mL.

Proposed:
Not applicable

Pharmaceutical forms
and strengths

Current:
Dispersion for injection
White to off-white dispersion (pH: 7.0 — 8.0)

One dose (0.5 mL) contains 50 micrograms of RSV mRNA vaccine (hucleoside modified)
encapsulated in lipid nanoparticles.

Proposed:
Not applicable

Vaccine Construct and
the formulation

One dose (0.5 mL) contains 50 micrograms of RSV mRNA vaccine (nucleoside modified)
encapsulated in lipid nanoparticles. The active substance is a single-stranded 5° capped mRNA
encoding the RSV-A glycoprotein F stabilised in the prefusion confirmation.

The excipients include SM-102 (heptadecan-9-yl 8-((2-hydroxyethyl) (6-0x0-6-(undecyloxy)
hexyl) amino) octanoate), cholesterol, 1,2-distearoyl-sn-glycero-3-phosphocholine (DSPC), 1,2-
dimyristoyl-rac-glycero-3-methoxypolyethylene glycol-2000 (PEG2000-DMG), trometamol,
trometamol hydrochloride, acetic acid, sodium acetate trihydrate, sucrose, and water for
injections.

Is the product subject to
additional monitoring in
the EU?

Yes

EU RMP Version 5.1
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Part II:  Safety Specification
PartIl: Module SI - Epidemiology of the Indication and Target Populations

Indication: mMRESVIA is indicated for active immunisation for the prevention of lower
respiratory tract disease (LRTD) caused by Respiratory Syncytial Virus (RSV) in adults
18 years of age and older.

o Adults 60 years of age and older

Incidence: RSV is increasingly recognised as an important cause of morbidity and mortality in
adults, particularly among older individuals (Casas et al 2025; Urchueguia-Fornes et al 2025;
Haeberer et al 2024; Havers et al 2024; Branche et al 2022a). Prospective cohort studies
conducted in the US and Europe estimate annual RSV infection rates of 3% to 7% among
otherwise healthy older adults (Falsey et al 2005; Korsten et al 2021). Studies in high income
countries attribute 2% to 10% of community-acquired pneumonia, 3% to 5% of hospital
admissions for acute cardiorespiratory diseases, and approximately 6000 excessive respiratory-
related deaths in the US during seasonal peaks in older adults to RSV (Mitratza et al 2024;
Haeberer et al 2024; Hansen et al 2022; Katsurada et al 2017; Murata and Falsey 2007). In 2019,
RSV was estimated to have caused 5.2 million acute respiratory infections, 466,000
hospitalisations, and 21,000 to 33,000 in-hospital deaths among adults >60 years in high income
countries (Zhang et al 2025; Savic et al 2023). Within Europe, this corresponds to 3.0 million
acute respiratory infections, 145,000 to 274,000 hospitalisations, and 20,000 in-hospital deaths
(Osei-Yeboah et al 2023; Savic et al 2023). In the US, RSV causes an estimated 63,000 to
153,000 hospitalisations and 4,170 to 7,690 in-hospital deaths annually in adults >60 years
(Havers et al 2024).

In low- or middle-income countries, data on the RSV disease burden in older adults remain
limited; however, available data suggest a significant burden. In India, a prospective cohort study
reported an RSV-associated lower respiratory tract infection incidence of 6.2 per 1000 person-
years in adults >60 years, and increasing to 10.1 per 1000 person-years in adults >75 years
(Kumar et al 2021). Another prospective cohort study conducted in Thailand estimated the
RSV-associated acute respiratory infection incidence to be 12.3 per 1000 person-years in adults
>65 years, increasing to 23.2 per 1000 person-years among older adults with underlying cardiac
or pulmonary conditions (Praphasiri et al 2021).

Despite the significant documented global burden of RSV, emerging data suggest that the true
burden may be underestimated by up to 6.4-fold in adults (Zhang et al 2025; Li et al 2023;
McLaughlin et al 2022). In low- or middle-income countries, limited access to care and restricted
care-seeking behaviours have been speculated to further underestimate the burden of RSV
disease in older adults (Shi et al 2020).

Demographics of the population in the proposed indication — age, gender, racial and/or
ethnic origin and risk factors for the disease: The incidence of RSV infection and its
associated severe outcomes, such as hospitalisation, increases with advancing age. A study that
extrapolated RSV hospitalisation data from 2006 to 2017 for Denmark, England, Finland,
Norway, Netherlands, and Scotland to 28 EU countries found that among adults, the average
annual RSV hospitalisation incidence increases from 0.04 to 0.66 to 2.24 to 2.99 per 1,000 adults
for those aged 18 to 64, 65 to 74, 75 to 84, and >85 years-old, respectively. The authors
concluded that the average annual number of RSV hospitalisations in adults (>18 years-old) was
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lower (158,229) but of a similar magnitude to the estimate in young children 0 to 4 year-old
(245,244); of note, 92% of adult hospitalisations occurred in those >65 years-old
(Osei-Yeboah et al 2023). Similar age-related trends in RSV-associated respiratory and
cardiovascular hospitalisations have been reported in the US and multiple European countries
(Casas et al 2025; Urchueguia-Fornes et al 2025; Haeberer et al 2024; Havers et al 2024;
Branche et al 2022a).

Although data on race or ethnicity remain limited, US hospital surveillance data suggest that
Black adults aged 60 to 74 years have higher rates of RSV hospitalisations than non-Hispanic
White or Asian/Pacific Islanders but lower rates when aged >75 years (CDC 2025b).
Additionally, risk factors for severe RSV outcomes are more prevalent in non-White adults
populations as well as those living in more socially vulnerable areas (Horn et al 2025). Residence
in a long-term care facility is another well-recognised risk factor, as congregate settings facilitate
RSV transmission among older, medically vulnerable adults (Osei-Yeboah et al 2024; Childs et
al 2019). Other risk factors are discussed in the section addressing important comorbidities.

The main existing treatment options: Currently, there are no approved drugs for treatment of
RSV in adults (CDC 2025c). Although antiviral treatments can be considered (ECDC 2025).
RSV management is primarily supportive. Patients with respiratory compromise/failure may
require ventilatory support including oxygen supplementation delivered via high-flow nasal
cannula, continuous positive airway pressure, or invasive mechanical ventilation (Jain et al
2023). Hospitalisation is recommended for patients experiencing or at risk of moderate to severe
disease, especially those with cardiopulmonary comorbidities, fluid or electrolyte imbalance, or
requiring respiratory support.

Table 2 details the three RSV vaccines currently approved in the EU and US to prevent
RSV-LRTD in adults aged >60 years including mRESVIA, Arexvy and Abrysvo (EMA 2025a;
EMA 2025b; EMA 2025c¢; FDA 2025a; FDA 2025b; FDA 2025c).

Table 2: Summary of RSV Vaccine Approvals and Indications
Vaccine Region Approved Age Group Indication(s) Regulatory
(Manufacturer) References
Arexvy (GSK) EU & US Adults >60 years Active immunisation to prevent EMA 2025a;
LRTD caused by RSV FDA 2025a
EU & US Adults 50 to 59 years at
increased risk for severe
RSV
Abrysvo (Pfizer) EU Adults >18 years Active immunisation to prevent EMA 2025b
LRTD caused by RSV
us Adults >60 years FDA 2025b
us Adults 18 to 59 years at FDA 2025b
increased risk for severe
RSV
EU & US Pregnant individuals Protection against LRTD in infants EMA 2025b;
(maternal immunisation) from birth to 6 months FDA 2025b
MRESVIA EU & US Adults >60 years Active immunisation to prevent EMA 2025c;
(Moderna) LRTD caused by RSV FDA 2025c
EU & US Adults 18 to 59 years at
increased risk for severe
RSV
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Natural history of the indicated condition in the population, including mortality and
morbidity: RSV is primarily transmitted through direct or close contact with virus-containing
secretions or contaminated fomites, although aerosol droplet transmission can occur

(Walsh and Hall 2015). The incubation period ranges from 2 to 8 days (mean: 4 to 6 days) and
varies by age and prior RSV infection status (Jain et al 2023). Shedding may persist for up to
four weeks in infants and immunocompromised individuals after symptom resolution

(CDC 2025a). Serologic studies demonstrate high RSV antibody levels throughout later
childhood and adulthood (Shoji et al 2025; Teodoro et al 2025; Poniedziatek et al 2025),
indicating ongoing exposure across the lifespan. While most adults demonstrate immunity to
RSV from prior infection, correlates of protection are continuing to be characterised.

In older adults, RSV illness ranges from a mild cold to severe respiratory distress (Falsey and
Walsh 2000). Common symptoms include cough, fever, sore throat, sputum production,
dyspnoea, myalgia, and wheezing (Falsey and Walsh 2000; Belongia et al 2018; Davis et al
2022). Lower respiratory tract involvement is common, with up to 40% of patients exhibiting
rales and wheezing on chest examination (Falsey and Walsh 2000). Shortness of breath is
associated with hospital admission, emergency department visit, or pneumonia (Belongia et al
2018; Panozzo et al 2025). Pneumonia can be observed in 30% to 66% of adults hospitalised
with RSV, which is among the most common pathogens detected in community-acquired
pneumonia (Boattini et al 2021; Jain et al 2015; Tseng et al 2020; Volling et al 2014).

Iliness severity does not appear to differ for RSV subgroups (A and B), which co-circulate
globally (Belongia et al 2018; Yoon et al 2020; Nuttens et al 2024). Severe outcomes in older
adults include cardiopulmonary complications, readmission, functional decline, and death. In a
prospective French study of influenza-like illness hospitalisations, 58% of adults with RSV
developed cardiopulmonary complications (Loubet et al 2017). In a multi-country study, 26.9%
of adults, predominantly aged >65 years, hospitalised with RSV were readmitted to the hospital
for any cause within 3 months of discharge (Falsey et al 2021). In the US, RSV hospitalisation
was associated with significant functional decline among older adults, with 14% of patients
requiring a higher level of care at discharge compared to preadmission status (Branche et al
2022b). A meta-analysis of high-income countries reported that many adults experience
persistent functional loss, cardiovascular events, and reduced lung function following RSV
hospitalisation (Ubamadu et al 2024).

A global meta-analysis found that case fatality ratios for older adults hospitalised with RSV vary
and can be substantial, depending on patient characteristics and geography (Nguyen-Van-Tam et
al 2022). Published mortality rates among older adults hospitalised with RSV in Europe range
from 7.9% to 12.1% (Heppe-Montero et al 2022; Boattini et al 2021; Loubet et al 2017).

Important comorbidities: Among older adults, the risk of RSV hospitalisation is higher among
individuals with underlying conditions compared to those without (Polkowska-Kramek et al
2024; Brosh-Nissimov 2024; Prasad et al 2021). This burden is increased further with multi-
morbidity (CDC 2025b). Certain chronic medical conditions have been linked to elevated RSV
hospitalisation rates in older adults and incorporated into RSV vaccination recommendations
(Britton et al 2024). CDC reported that the most common underlying conditions among adults
>60 years hospitalised with RSV were cardiovascular disease, diabetes, COPD or chronic
bronchitis, chronic kidney disease and neurologic disorders (CDC 2025b). Chronic conditions
that have been associated with higher rates of RSV hospitalisation among older adults include
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chronic kidney disease, immunocompromising conditions / immunosuppression, diabetes,
chronic lung disease, coronary artery disease, and severe obesity (CDC 2025b; Branche et al
2022a; Prasad et al 2021). Among older adults, the presence of one of these comorbidities can
increase the risk of RSV-associated hospitalisation by approximately two- to thirteen-fold
compared with those without underlying conditions.

e Adults 18 through 59 years of age

Incidence: Evidence suggests that the true RSV burden in younger adults is underestimated due
to low testing rates, shorter viral shedding duration, and incomplete diagnostic coding (Nguyen-
Van-Tam et al 2022; McLaughlin et al 2022; Urchueguia-Fornes et al 2025; Johannesen et al
2025).

RSV respiratory hospitalisation rates in younger adults increase by age with the lowest rates in
those aged 18 to 49 years (Casas et al 2025; Haeberer et al 2024; Havers et al 2024; Branche et al
2022a). In a Europe-wide modelling study extrapolating national data to 28 EU countries, this
corresponds to roughly 13,000 RSV respiratory hospitalisations annually among adults aged

18 to 64 years (Osei-Yeboah et al 2023). In a prospective US study of adults >18 years
hospitalised with acute respiratory infection, 31% of the laboratory-confirmed RSV
hospitalisations with mechanical ventilation and/or death were among those <60 years old (Surie
et al 2024). Despite lower incidence, the clinical severity of RSV hospitalisation in younger
adults appears comparable to that of influenza with similar lengths of stay as well as rates of
invasive mechanical ventilation, complications, readmission, and mortality (Martindn-Torres et
al 2024; Inoue et al 2025).

Although younger adults experience lower rates of RSV hospitalisation, their other related
healthcare utilisation remains substantial. In the UK, adults aged 18 to 49 years are estimated to
account for a large proportion of RSV-related care and costs including approximately 30% of
National Health Service (NHS) 111 calls, 30% of general practitioner consultations, 5% of
hospital admissions, 2% of deaths, 13% of direct healthcare costs, and 50% of productivity
losses (Herbert et al 2024). Recent European studies using health insurance data show that
younger adults contribute to the overall RSV burden through related work loss, healthcare
utilisation, and outpatient costs (Huebbe et al 2024; Marijic et al 2025). In Germany, an RSV
event cost approximately €5,315-€10,090 per hospitalisation and €59-€80 per outpatient visit
among adults aged 18 to 59 years, and in those aged >60 years, costs averaged €4,147-€7,253 for
a hospitalisation and €111-€488 for an outpatient visit (Huebbe et al 2024). In Spain, mean
hospitalisation costs for adults <60 years were comparable for RSV and influenza (€4,295-
€4,315 per episode) (Haeberer et al 2025). Indirect costs linked to absenteeism, reduced
productivity, and prescription use further increase the burden for younger adults. In Germany,
younger adults aged 18 to 59 years with RSV lost approximately 9.8 days of work for a
hospitalisation and 1 to 2 days with an outpatient RSV visit (Huebbe et al 2024, Marijic et al
2025). Moreover, younger adults with emergency department visits for RSV experience higher
rates of subsequent hospital admission compared to those with influenza or COVID-19 (Hedberg
et al 2024).

A global systematic review reported RSV-associated hospitalization incidence ranging from
0.9 to 4.1 per 100,000 person-years in adults 20 to 49 years in low- and middle-income settings,
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underscoring the scarcity of age-specific data outside high-income countries (Tin Tin Htar et al
2020).

Demographics of the population in the proposed indication — age, gender, racial and/or
ethnic origin and risk factors for the disease: In both the EU and the US, epidemiologic
studies consistently show that adult RSV respiratory hospitalisation rates increase with age
(Casas et al 2025; Urchueguia-Fornes et al 2025; Haeberer et al 2024; Havers et al 2024;
Branche et al 2022a).

A US review found that racial/ethnic minority groups and socio-economically disadvantaged
populations are more likely to have risk factors for, and experience worse outcomes of, RSV
infection in adulthood (Horn et al 2025). Similarly, in New Zealand, adults >18 years of age of
Indigenous Maori or Pacific descent had increased risk of RSV-associated hospitalisation
compared to adults of Asian or European/Other descents (Prasad et al 2020).

Workplace exposures, especially healthcare roles, have been identified as sources of RSV risk
for younger adults (Foulkes et al 2025; Azziz-Baumgartner et al 2024). Other risk factors are
discussed in the section addressing important comorbidities.

The main existing treatment options: The treatment options for adults aged 18 to 59 years are
the same as those for older adults. Table 2 includes the current approved RSV vaccines.

Natural history of the indicated condition in the population, including mortality and
morbidity: Among adults hospitalised for RSV, younger adults have similar symptom profiles
for RSV as older adults (Davis et al 2022) but overall experience substantially lower rates of
hospitalisation and in-hospital mortality than adults >60 years (Casas et al 2025; Urchueguia-
Fornes et al 2025; Haeberer et al 2024; Havers et al 2024; Branche et al 2022a). Severity among
younger adults is strongly modified by comorbidity status (CDC 2025b; Branche et al 20223;
Prasad et al 2020). In a US multi-centre analysis of adults hospitalised with RSV, ICU admission
rates were similar for those aged 18 to 59, 50 to 64, and 65 to 74 years (20.2% to 21.9%) (Havers
et al 2024).

Important comorbidities: Among younger adults, the risk of RSV hospitalisation increases
with age and is higher among individuals with underlying conditions compared to those without
(Weycker et al 2024; McLaughlin et al 2022; Casas et al 2025; Urchueguia-Fornes et al 2025;
Polkowska-Kramek et al 2024). The US CDC reported that the most common underlying
conditions among adults aged 50 to 59 years hospitalised with RSV were similar to those for
older adults (CDC 2025b). Specific chronic conditions that have been associated with higher
rates of RSV hospitalisation among younger adults include diabetes, chronic lung disease,
coronary artery disease, and congestive heart failure. The presence of one of these comorbidities
can increase the risk of RSV-associated hospitalisation by approximately two- to over thirty-fold
in the youngest age group and by roughly three- to over 18-fold for middle aged adults (Branche
et al 2022a; Prasad et al 2021).
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Module SII - Non-Clinical Part of the Safety Specification

Table 3 summarises the key nonclinical findings and their relevance to safety in humans. In
summary, the nonclinical package, which consisted of both studies performed with mMRNA-1345
and with mRNA vaccines formulated in the same SM-102 LNP vaccine matrix to support
MRNA-1345 use in human, identified no safety concerns.

Table 3:

Key Safety Findings from Non-Clinical Studies and Relevance to Human
Usage

Study Type

Important Nonclinical Findings

Relevance to Human Use

Safety pharmacology

observed in any study.

Consistent with the WHO regulatory guidelines on the nonclinical evaluation of
vaccines (WHO 2005), no safety pharmacology studies have been performed with
mRNA-1345 because primary effects of the vaccines were related to the immune
system/inflammatory response. Effects on vital organ function were assessed using
clinical observations and/or histopathological evaluations in the GLP and non-GLP
repeat-dose toxicity studies conducted with mRNA-1345 or other mRNA vaccines
formulated in SM-102-containing LNPs. No findings of concern on vital functions or
organs, such as the cardiovascular, respiratory, or central nervous system were

Nonclinical findings do not suggest a
specific risk to cardiovascular,
respiratory, or central nervous

systems.

Pharmacokinetics and drug metabolism

Single dose IM tissue
distribution study

To support characterisation of the distribution of
MRNA-1345, a biodistribution study was performed
with mMRNA-1647, a mRNA-based vaccine against
human cytomegalovirus also formulated in SM-102-
containing LNPs. As observed with other IM-delivered
vaccines, the highest MRNA concentrations were
observed at the injection site of the male rat followed by
the proximal (popliteal) and distal (axillary) lymph
nodes, consistent with distribution via the lymphatic
system. These tissues, as well as spleen and eye, had
tissue-to-plasma AUC ratios >1.0. Overall, only a
relatively small fraction of the mRNAs in mMRNA-1647
distributed to distant tissues (ie, lung, liver, heart,
kidney, axillary distal lymph nodes [bilateral pooled],
proximal popliteal and inguinal lymph nodes [bilateral
pooled], spleen, brain, stomach, testes, eye, bone
marrow femur [bilateral pooled], jejunum [middle
region], and injection site muscle), and the mMRNA
constructs did not persist past 1 to 3 days in tissues other
than the injection site, lymph nodes, and spleen where it
persisted in general 5 days.

The biodistribution of mMRNA-based
vaccines formulated in LNPs is
consistent with administration of IM
drug products and distribution via the
lymphatics. mRNA does not persist
past 1 to 3 days in tissues other than
the injection site, lymph nodes, and
spleen where it persisted in general 5
days.

Metabolite profile and
identification of SM-102
in rat plasma, urine, and
bile

Metabolism occurred primarily by hydrolysis of the ester
groups and subsequent B-oxidation of the resulting
aliphatic acidic linkers. In addition to SM-102, low
abundances of eight metabolites appeared in plasma

from 2 to 6 hours. SM-102 is extensively metabolised
through multiple high-capacity systems leading to

almost complete clearance of SM-102 within 24 hours.
Intact SM-102 was not detected in urine above the

LLOQ (0.2 ng/mL) at any time tested (2 to 24 hours post

dose). No human specific metabolites were detected.

SM-102 is unlikely to accumulate on
repeat IM dosing or be a risk for
elimination in patients with hepatic or
renal insufficiency.

Identification and
profiling of metabolites
of SM-102 in rat,
monkey, and human

SM-102 and 5 metabolites (M1, M3, M4, M6 and M7)
were detected in human and NHP hepatocytes.
Metabolites (M1, M4, M6 and M7) were detected in rat
hepatocytes. SM-102 metabolites were formed by ester

The similarities in formation of
SM-102 metabolites between animals
and humans suggest low risk for
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Study Type

Important Nonclinical Findings

Relevance to Human Use

hepatocytes

hydrolysis, ester hydrolysis with beta-oxidation chain
shortening or N-dealkylation followed by ester
hydrolysis.

human-specific metabolites.

Repeat-dose toxicity studies

Platform GLP toxicity
studies evaluating
MRNA vaccines
formulated in the same
SM-102 LNP vaccine
matrix as mMRNA-1345
in male and female
Sprague Dawley rats
(administered IM at
doses ranging from 9 to
150 pg/dose once every
2 weeks for up to 6
weeks with a 2-week
recovery period)

Clinical observations included generally dose-dependent
erythema and oedema at the injection site and transient
increases in body temperature at 6 hours post-
vaccination returning to baseline 24 hours post-
vaccination were observed at >9 pg/dose. These
observations resolved or were considered resolving
within 72 hrs.

There were clinical chemistry and haematology changes
consistent with inflammatory responses (ie, increases in
white blood cells, neutrophils, eosinophils, and
decreased lymphocytes); minimal coagulation changes
consisting of a slightly increased activated partial
thromboplastin time and an associated increase in
fibrinogen were observed.

Clinical chemistry results indicated a decrease in
albumin, increase in globulin, and a corresponding
decrease in albumin/globulin ratio.

Consistent with other indicators of systemic
inflammation in response to vaccine administration,
transient cytokine increases were observed at >9 pg/dose
at 6 hours post-vaccination including interferon gamma,
monocyte chemoattractant protein-1, and macrophage
inflammatory protein lalpha.

Macroscopic and microscopic changes were observed
and included skin thickening at the injection site and
enlarged lymph nodes. These observations were
correlated with microscopic changes that included mixed
cell inflammation at the injection site; increased
cellularity and mixed cell inflammation in the lymph
nodes. Additionally, decreased cellularity in the splenic
periarteriolar lymphoid sheath; increased myeloid
cellularity in the bone marrow; and hepatocyte
vacuolation and Kupffer cell hypertrophy was
occasionally observed in the liver.

All findings were fully or partially resolved by the end
of the 2-week recovery period. The NOAEL was always
the highest dose tested (ranging from 89 to 150
pg/dose).

Potential for treatment-related effects
at the injection site and systemic
inflammatory responses to
administration to the LNP and/or
induction of an immune response to
the expressed antigen(s). Data suggest
potential for other clinical findings
such as increased body temperature,
injection site pain, and other
inflammation related findings.

GLP toxicity study of
MRNA-1345 in male
and female Sprague
Dawley rats
(administered IM two
times at 98 pg/dose once
every 3 weeks)

Transient clinical observations including oedema and/or
erythema, limited use of hindlimb, skin discolouration or
swelling which were attributed to the IM injection.

Lower mean body weight gain and food consumption,
which resulted in a lower body weight in males only and
changes in clinical pathology parameters (such as
increased neutrophils, eosinophils, and globulin and
decreased albumin and subsequently albumin/globulin
ratio, as well as lymphocytes) that were consistent with a
local and/or systemic inflammatory/immune system
response.

MRNA-1345-related target organ effects were indicative
of an inflammatory response and were limited to the
injection site, iliac, inguinal lymph nodes, popliteal
lymph nodes, connective tissue surrounding the sciatic

Same as above.
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Study Type

Important Nonclinical Findings

Relevance to Human Use

nerve, and spleen.
NOAEL was identified as 98 pg/dose.

GLP perinatal/ postnatal
developmental and
reproductive toxicity
with 96 pg/dose
mRNA-1345
(administered via IM
twice prior to mating
and twice during
gestation)

No adverse effects on maternal mating and fertility,
ovarian/uterine examinations, natural delivery or litter
assessments. Further, there were no foetal and/or pup

external or visceral assessments, or skeletal
malformations. Transient and slight reductions in mean
maternal food consumption were correlated with the

to hindlimb discomfort following the IM injection.

effects on in-life parameters, gross pathology, foetal sex,

reductions in mean body weight gain and were attributed

The risk for adverse pregnancy
outcomes after exposure is unknown
in humans, but nonclinical findings do
not suggest a specific risk. Pregnancy
was an exclusion criterion in the
initial clinical trials but with the
indication extended to cover younger
adults >18 to <59 years of age, use in
pregnancy is missing information
(Module SVI1.3.2).

Study mRNA-1345-P201 is currently
ongoing to evaluate the
reactogenicity, safety, and
immunogenicity of mMRESVIA in
pregnant women, and the safety and
immunogenicity in infants born to
vaccinated mothers (Part I11).

Other nonclinical toxicology studies

Genotoxicity studies
with SM-102, the
ionizable lipid, and
PEG2000-DMG as
individual agents (in
vitro) or as formulated
LNPs containing mRNA
(in vivo)

In vitro GLP studies (bacterial reverse mutation [Ames]
tests in Salmonella typhimurium and Escherichia coli
and in vitro micronucleus tests in human peripheral
blood lymphocytes) were negative for both SM-102 and
PEG2000-DMG.

To support the use of SM-102 lipid and PEG2000-DMG
in formulated mMRNA-based drug products, 2 in vivo

route of administration to maximise systemic exposure
(1 GLP-compliant and another non-GLP-compliant)
using representative mRNA drug products formulated in
SM-102 LNPs. Results from 1 of the in vivo SM-102
micronucleus studies were negative, while results from
the other in vivo study were weakly positive, albeit with
no dose dependency or consistency across sexes. The
weakly positive results were at SM-102 doses that were

with negative results.

The totality of toxicological and genotoxicity data with
MRNA-1345 and other mRNA vaccines in SM-102
LNPs indicate that these equivocal results are likely

driven by micronuclei formation secondary to elevated
body temperature induced by LNP-induced systemic

inflammation and cytokines at high systemic (IV) doses.

micronucleus studies were completed in rats using an 1V

similar to or lower than the doses of SM-102 in the study

The genotoxic risk to humans is
considered to be low for SM-102-
containing mMRNA vaccines due to

minimal systemic exposure following
IM administration, limited duration of
exposure, negative in vitro, and
equivocal in vivo results, the latter of
which are considered the result of the
transient hyperthermia produced by
the systemic inflammatory response.

Other nonclinical pharm

acology studies

Nonclinical
pharmacology studies to
assess the ERD risk of
MRNA-1345 in female
BALB/c mice and
female cotton rats

In the mouse study the RSV antibody response induced
by mRNA-1345 was largely functional (neutralising). In
contrast, the antibody response induced by FI-RSV was
primarily nonfunctional (non-neutralising) and directed
to the postF conformation. mRNA-1345 induced a Thl
response, as indicated by type 1 cytokine-producing
CD4+ and CD8+ T-cell responses and a balanced
1gG2a:1gG1 antibody response. In contrast, FI-RSV and
recombinant preF adjuvanted with Alhydrogel induced
Th2 responses, as indicated by type 2 cytokine-

producing CD4+ T cells, no CD8+ T cells, and a 1gG1-

The mouse and cotton rat studies
assessing the potential ERD risk of
MRNA-1345 demonstrated the
vaccine inducing an immunologic
profile characteristic of protection that
was distinct from the disease-
enhancing phenotype induced by FI-
RSV. No ERD is expected in humans.
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Study Type

Important Nonclinical Findings

Relevance to Human Use

biased antibody response. These data demonstrate that
MRNA-1345 induced an immunologic profile
characteristic of protection that was distinct from the
disease-enhancing phenotype induced by FI-RSV.

In the cotton rat study, mRNA-1345 induced a dose-
dependent increase in RSV neutralising antibody that
correlated with protection from RSV challenge.
MRNA-1345 did not induce enhanced lung
inflammation or a Th2-biased response after RSV viral
challenge, both features historically associated with FI-
RSV-associated ERD, even at an mRNA dose level that
induced suboptimal immunity and breakthrough virus
replication.

There are no safety concerns for mMRNA-1345 based on nonclinical data.
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Part II: Module SIII - Clinical Trial Exposure

Two clinical trials supported the initial authorisation for adults >60 years of age: a completed
Phase 1, randomised, observer-blind, placebo-controlled, dose escalation study (mMRNA-1345-
P101; US) and an ongoing Phase 2/3, randomised, observer-blind, placebo-controlled case driven
pivotal efficacy trial (INRNA-1345-P301; 22 countries globally including sites located in
Belgium; Germany; Spain; Poland; Finland and UK).

To support the authorisation for adults >18 to <59 years of age who are at increased risk for
LRTD caused by RSV, Part A of Phase 3 study mRNA-1345-P303 evaluated tolerability, safety
and immunogenicity of mRNA-1345 in adults >18 to <59 years of age with increased risk for
RSV-LRTD due to comorbidities in the US, Canada, and the UK. Study mRNA-1345-P303
comprises 2 parts: Part A (in adults at increased risk for LTRD caused by RSV) and Part B (in
immunocompromised adult solid organ transplant recipients). Only data from Part A of the study
is included in the RMP.

To support extension of the indication to all adults >18 years of age, data from Studies
MRNA-1345-P101, mMRNA-1345-P301, mRNA-1345-P303 Part A, and mRNA-1345-P302

Part A and Part B were used to demonstrate that mRNA-1345 provides a consistent safety profile
and an efficacy and immunogenicity profile supportive of protection across the adult age
spectrum, supporting use of MRNA-1345 for the prevention of RSV-LRTD in all adults
regardless of comorbidity status.

Table 4: Summary of Vaccination Exposure by Dose (g) in Studies
MRNA-1345-P301, mMRNA-1345-P101, and mRNA-1345-P303 Part A
(Safety Set)

Study Placebo | mMRNA- |[mRNA- | mRNA- | mRNA- | mRNA- | mRNA- | Total

1345 1345 1345 1345 1345 1345 | mRNA-
125pg | 259 30 pg 50 pg 100 ug | 200 pg 1345

MRNA-1345-P301

Adults >60 years, single injection ‘ 18184 ‘ 0 ‘ 0 ‘ 0 ‘ 18245 ‘ 0 ‘ 0 ‘ 18245
mRNA-1345-P101

Adults 18 to 49 years, single 15 0 0 0 19 20 20 59

injection

Adults 18 to 49 years, three 5 0 0 0 0 20 0 20

injections

Adults 65 to 79 years, single 59(52) | 48(21) |48 (22) 0 47 (18) | 48(18) | 48(20) {239 (99)

injection and booster injection @

Adults of Japanese descent 4 0 0 0 0 21 0 21

>60 years single injection

WOCBP, single injection 30 50 49 0 49 0 0 148
mRNA-1345-P303 Part A

Adults >18 to <59 years, single 0 0 0 497 502 0 0 999

injection®

Total 18267 48 48 497 18813 109 68 19583

Abbreviations: WOCBP = women of child-bearing potential.
Numbers are participants included in the Safety Set for each study or study part.
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@ All participants received 1 injection on Day 1 and a booster injection (Dose 2) approximately 12 months later. For Dose 2,
participants who received mRNA-1345 for Dose 1 were randomised to receive either mRNA-1345 or placebo, and
participants who received placebo for Dose 1 received placebo. They were randomised based on the randomisation ratio
2:2:1 to the following treatment sequences (Day 1/Month 12): mRNA-1345/ mRNA-1345: mRNA-1345/placebo:
placebo/placebo. Numbers in brackets do not represent additional participants exposed and only participants for whom the
booster was the same as the first injection are presented.

b Part A of MRNA-1345-P303.

Source: mMRNA-1345-P301CSR Table 14.1.2.1 (30 Apr 2023).

MRNA-1345-P101 CSR Table 14.1.2.1 (27 Sep 2021); Table 14.1.2.2.1 (03 Oct 2022); Table 14.1.2.2.2 (03 Oct 2022);
Table 14.1.2.5 (06 Feb 2023).

mMRNA-1345-P101 CSR Addendum 2 Table 14.1.1.3 (24 Feb 2022).

MRNA-1345-P303 Part A CSR Table 14.1.8.1.1 (18 Sep 2024).

To support co-administration of MRNA-1345 with standard dose influenza vaccine (Afluria
Quadrivalent®), high dose influenza vaccine (Fluzone® HD Quadrivalent), and COVID-19
vaccine, 2 Phase 3 studies were conducted with participants who received mMRNA-1345
co-administered with seasonal influenza vaccines or an mMRNA COVID-19 vaccine; Study
MRNA-1345-P302 (Part A and Part B) in participants >50 years and Study mRNA-1345-P304 in
participants >65 years.

Clinical trial exposure data are presented for the studies below.
Study mRNA-1345-P301

Study mRNA-1345-P301 is an ongoing Phase 2/3, randomised, observer-blind, placebo-
controlled, case-driven, pivotal efficacy trial to evaluate the safety, tolerability, and efficacy of
MRNA-1345 compared with placebo in adults >60 years of age. The primary objectives are to
evaluate the safety and tolerability of the mMRNA-1345 vaccine, and to evaluate the efficacy of a
single dose of 50 ug MRNA-1345 in the prevention of a first episode of RSV-LRTD with

>2 symptoms and >3 symptoms as compared with placebo within the period of 14 days post-
injection up to 12 months post-injection. Furthermore, the immunogenicity of mMRNA-1345
vaccine will be characterised and an investigation for correlates of risk undertaken. Overall, the
Phase 2/3 study planned to enrol approximately 37,000 participants to receive a single injection
of 50 ug MRNA-1345 or placebo in a 1:1 randomisation ratio with assignment stratified by age
(60 to 74 years versus >75 years) and risk factors for LRTD (presence or absence of CHF and/or
COPD).

A total of 36,557 participants were 1:1 randomly assigned to study treatment and at the time of
the data cutoff (30 Apr 2023), a total of 36,429 participants had received 1 dose of either
MRNA-1345 (N=18245) or placebo (N=18184) (Table 14.1.2.1).

In the MRNA-1345 group, 17,152 (94.0%) participants had at least 6 months follow-up

(Table 5). Older adults were well represented with 38% of participants administered
MRNA-1345 over the age of 70 years (Table 6), and there was high racial diversity including
12% of participants of Black or African American descent, 11% of Asian descent, and 14.7%
were from other racial groups including American Indian or Alaska Native, Native Hawaiian or
other Pacific Islander, Other, or Multiple (Table 7; Table 14.1.3.6).
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Table 5: Summary of Study Duration in Study mRNA-1345-P301 (Safety Set)
Duration of exposure Placebo MRNA-1345 Total
(N=18184) 50 pg (N=36429)
(N=18245)

Number of participants, n (%)
>7 days since injection 18157 (99.9) 18225 (99.9) 36382 (99.9)
>14 days since injection 18127 (99.7) 18192 (99.7) 36319 (99.7)
>28 days since injection 18059 (99.3) 18140 (99.4) 36199 (99.4)
>6 months since injection 17050 (93.8) 17152 (94.0) 34202 (93.9)
>7 months since injection 14058 (77.3) 14102 (77.3) 28160 (77.3)
>8 months since injection 10487 (57.7) 10461 (57.3) 20948 (57.5)
>9 months since injection 7548 (41.5) 7578 (41.5) 15126 (41.5)
>10 months since injection 5007 (27.5) 5019 (27.5) 10026 (27.5)
>11 months since injection 3444 (18.9) 3440 (18.9) 6884 (18.9)
>12 months since injection 2335 (12.8) 2351 (12.9) 4686 (12.9)
>18 months since injection 0 0 0
>24 months since injection 0 0 0

Number of participants, n (%)
<7 days since injection 27 (0.1) 20 (0.2) 47 (0.1)
>7 days to <14 days since injection 30(0.2) 33(0.2) 63 (0.2)
>14 days to <28 days since injection 68 (0.4) 52 (0.3) 120 (0.3)
>28 days to <6 months since injection 1009 (5.5) 988 (5.4) 1997 (5.5)
>6 months to <12 months since injection 14715 (80.9) 14801 (81.1) 29516 (81.0)
>12 months to <18 months since injection 2335 (12.8) 2351 (12.9) 4686 (12.9)
>18 months to <24 months since injection 0 0 0

Study duration from injection (days)
n 18184 18245 36429
Mean (SD) 271.5 (82.84) 271.8 (82.15) 271.6 (82.49)
Median 257.0 257.0 257.0
Min, Max 1,530 1,530 1,530

Abbreviations: max = maximum; min = minimum; SD = standard deviation.

Percentages are based on the number of participants in the Safety Set.

1 month=30.4375 days.

If the participant has discontinued from or completed the study, study duration, in days, is derived as: date of study
discontinuation/completion — date of investigational product injection +1; otherwise, if the participant is ongoing at the
time of the data cutoff, study duration is derived as: Data cutoff date — date of investigational product injection +1.

Source: Study mRNA-1345-P301 Table 14.1.7.1

Data from ongoing trial as of 30 Apr 2023.
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Table 6: Participant Age and Sex in Study mRNA-1345-P301 (Safety Set)
Characteristic Placebo MRNA-1345 Total
(N=18184) 50 pg (N=36429)
(N=18245)

Age group 1, n (%) @

60 to 74 years

14879 (81.8)

14943 (81.9)

29822 (81.9)

>75 years

3305 (18.2)

3302 (18.1)

6607 (18.1)

Age group 2, n (%) @

60 to 69 years 11253 (61.9) 11314 (62.0) 22567 (61.9)
70 to 79 years 5482 (30.1) 5493 (30.1) 10975 (30.1)
>80 years 1449 (8.0) 1438 (7.9) 2887 (7.9)

Age at enrolment (years)

n 18184 18245 36429
Mean (SD) 68.5 (6.62) 68.5 (6.60) 68.5 (6.61)
Median 67.0 67.0 67.0
Min, Max 60, 105 60, 108 60, 108

Sex, n (%)

Male 9241 (50.8) 9352 (51.3) 18593 (51.0)
Female 8943 (49.2) 8893 (48.7) 17836 (49.0)

Abbreviations: eCRF = electronic case report form; max = maximum; min = minimum; SD = standard deviation
Percentages are based on the number of participants in the Safety Set.

@ Derived from age and risk collected on eCRFs.
Source: Study mRNA-1345-P301 Table 14.1.3.6
Data from ongoing trial as of 30 Apr 2023.

Table 7: Participant Race in Study mRNA-1345-P301 (Safety Set)
Characteristic Placebo MRNA-1345 Total
(N=18184) 50 pg (N=36429)
(N=18245)
Race, n (%)
White 11252 (61.9) 11273 (61.8) 22525 (61.8)
Black or African American 2160 (11.9) 2203 (12.1) 4363 (12.0)
Asian 1995 (11.0) 2013 (11.0) 4008 (11.0)
American Indian or Alaska Native 893 (4.9) 906 (5.0) 1799 (4.9)
Native Hawaiian or Other Pacific Islander 19 (0.1) 27 (0.2) 46 (0.1)
Other 1009 (5.5) 994 (5.4) 2003 (5.5)
Multiple 751 (4.1) 760 (4.2) 1511 (4.1)
Unknown 20 (0.1) 10 (<0.1) 30 (<0.1)
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Characteristic Placebo MRNA-1345 Total
(N=18184) 50 ug (N=36429)
(N=18245)
Not reported 85 (0.5) 59 (0.3) 144 (0.4)
Percentages are based on the number of participants in the Safety Set.
Source: Study mRNA-1345-P301 Table 14.1.3.6
Data from ongoing trial as of 30 Apr 2023.
Table 8: Participant Ethnicity in Study mRNA-1345-P301 (Safety Set)
Characteristic Placebo MRNA-1345 Total
(N=18184) 50 pg (N=36429)
(N=18245)
Ethnicity, n (%)
Hispanic or Latino 6148 (33.8) 6092 (33.4) 12240 (33.6)
Not Hispanic or Latino 11827 (65.0) 11968 (65.6) 23795 (65.3)
Unknown 22 (0.1) 27 (0.1) 49 (0.1)
Not reported 187 (1.0) 158 (0.9) 345 (0.9)

Percentages are based on the number of participants in the Safety Set.
Source: Study mRNA-1345-P301 Table 14.1.3.6
Data from ongoing trial as of 30 Apr 2023.

Study mRNA-1345-P101

Study mRNA-1345-P101 is a completed Phase 1, randomised, observer-blind, placebo-
controlled, dose-escalation study to assess the safety, reactogenicity, and immunogenicity of the
MRNA-1345 vaccine. The study comprised 5 parts (randomised participants): healthy young
adults (18 to 49 year old, N=100; Cohorts 1 to 4), healthy older adults (65 to 79 year old, N=300;
Cohorts 7 to 11), Japanese older adults (>60 years old, N=25; Cohort 15), WOCBP (18 to 40
year old, N=180; Cohorts 12 to 14) and RSV-seropositive children (12 to 59 months old,
N=38-46; Cohorts 5 and 6). The primary objective of the Phase 1 mMRNA-1345-P101 study was
to evaluate the safety and tolerability of mMRNA-1345. The secondary objectives of the study
were to evaluate the immune response to each vaccine dose level.

Adults Aged 18 to 49 years (Younger Adult Cohort Safety Set; Cohorts 1 to 4)

A total of 75 participants aged 18 to 49 years were randomised to receive a single injection of
50 pg, 100 pg, or 200 pg MRNA-1345 (20 participants per group) or placebo (15 participants).
One participant in the 50 pg MRNA-1345 group withdrew consent and did not receive the
injection.

A total of 25 participants aged 18 to 49 years were randomised to receive 3 injections of 100 pg
MRNA-1345 (20 participants) or placebo (5 participants). In the mRNA-1345 group, all
participants received the first injection, 16/20 participants (80.0%) received the second injection,
and 15/20 participants (75.0%) received the third injection. In the placebo group, 2 participants
discontinued the study.

Exposure for the Younger Adult Cohort Safety Set is presented in Table 9 to Table 12.
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Table 9: Summary of Study Duration in Adults Aged 18 to 49 Years in Study
MRNA-1345-P101 (Younger Adult Cohort Safety Set)
Duration of exposure 1-injection 3-injections Overall
Placebo Placebo | mRNA- | (N=99)
(N=15) MRNA-1345 (N=5) 1345
50pg | 100pg | 200pg | Total 100 ug
(N=19) | (N=20) | (N=20) | (N=59) (N=20)
Number of participants, n (%)
>7 days since first 15 19 20 20 59 5 (100.0) 20 99
injection (100.0) | (100.0) | (100.0) | (100.0) | (100.0) (100.0) | (100.0)
>14 days since first 15 19 20 20 59 5 (100.0) 20 99
injection (100.0) | (100.0) | (100.0) | (100.0) | (100.0) (100.0) | (100.0)
>28 days since first 15 19 20 20 59 5 (100.0) 20 99
injection (100.0) | (100.0) | (100.0) | (100.0) | (100.0) (100.0) | (100.0)
>6 months since first 1(6.7) 0 0 0 0 3(60.0) | 17(85.0) 21
injection (21.2)
>10 months since first 0 0 0 0 0 0 1(5.0) 1(1.0)
injection

Number of participants, n (%)

>7 days to <14 days 0 0 0 0 0 0 0 0
since first injection

>14 days to <28 days 0 0 0 0 0 0 0 0
since first injection

>28 days to <6 months 14 (93.3) 19 20 20 59 2 (40.0) 3(15.0) 78
since first injection (100.0) (100.0) (100.0) (100.0) (78.8)
>6 months to <10 1(6.7) 0 0 0 0 3(60.0) | 16 (80.0) 20
months since first (20.2)
injection

>10 months since first 0 0 0 0 0 0 1(5.0) 1(1.0)
injection

Study duration from injection (days)

n 15 19 20 20 59 5 20 99
Mean (SD) 165.8 166.9 163.2 170.0 166.7 191.8 242.4 183.1
(22.01) | (1296) | (27.36) | (13.29) | (19.06) | (124.11) | (83.69) | (56.57)
Median 169.0 169.0 169.0 1715 169.0 281.0 281.0 169.0
Min, Max 88,186 | 114,176 | 47,172 | 116,181 | 47,181 | 48,285 | 56,307 | 47,307

Abbreviations: max = maximum; min = minimum; SD = standard deviation

1 month=30.4375 days.

Percentages are based on the number of participants in the Safety Set.

If the participant has discontinued from or completed the study, study duration, in days, is derived as: date of study
discontinuation/completion — date of investigational product injection +1.

Source: Study mRNA-1345-P101 Table 14.1.7.1

Data from trial as of 02 Oct 2022.
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Table 10: Participant Age and Sex in Adults Aged 18 to 49 Years in Study
MRNA-1345-P101 (Younger Adult Cohort Safety Set)

Characteristic 1-injection 3-injections Overall
Placebo MRNA-1345 Placebo | mRNA-1345 | (N=99)
(N=15) | sopg | 100ug | 200pg | Total (N=5) 100 ug
(N=19) | (N=20) | (N=20) | (N=59) (N=20)
Age (years), n (%)
n 15 19 20 20 59 5 20 99
Mean (SD) 37.5(6.64) | 36.2 (7.70) | 33.4 (7.56) | 31.8 (4.81) [ 33.7 (6.93) | 24.8 (4.09) | 32.0 (9.55) |33.5(7.74)
Median 40.0 37.0 34.0 30.0 34.0 24.0 30.5 33.0
Min, Max 27,46 20, 45 20, 46 21,43 20, 46 20, 29 18, 49 18, 49
Sex, n (%)
Male 3(20.0) | 9(47.4) | 9(45.0) | 14(70.0) | 32 (54.2) | 2 (40.0) 4 (20.0) 41 (41.4)
Female 12 (80.0) | 10(52.6) | 11(55.0) | 6(30.0) | 27 (45.8) | 3 (60.0) 16 (80.0) | 58 (58.6)

Abbreviations: max = maximum; min = minimum; SD = standard deviation.

N = Number of participants in the Safety Set. n = Number of safety participants in the category with non-missing data
% =n/N * 100

Source: Study mRNA-1345-P101 Table 14.1.5.1.1.2

Data from trial as of 02 Oct 2022.

Table 11: Participant Race in Adults Aged 18 to 49 Years in Study mRNA-1345-P101
(Younger Adult Cohort Safety Set)

Characteristic 1-injection 3-injections Overall
Placebo MRNA-1345 Placebo | mRNA-1345 | (N=99)
(N=15) | 50pg | 100pg | 200pg | Total | (N=5) 100 ug
(N=19) | (N=20) | (N=20) | (N=59) (N=20)
Race, n (%)
White 11 (73.3) 14 16 (80.0) 18 48 (81.4) | 3(60.0) 16 (80.0) 78 (78.8)
(73.7) (90.0)
Black or African 4(26.7) | 5(26.3) | 4(20.0) 0 9(15.3) | 2(40.0) 4 (20.0) 19 (19.2)
American
Asian 0 0 0 0 0 0 0 0
American Indian or 0 0 0 0 0 0 0 0
Alaska Native
Native Hawaiian or Other 0 0 0 0 0 0 0 0
Pacific Islander
Multiple 0 0 0 2 (10.0) 2 (3.4) 0 0 2 (2.0
Other 0 0 0 0 0 0 0 0

N = Number of participants in the Safety Set. n = Number of safety participants in the category with non-missing data
% =n/N * 100

Source: Study mRNA-1345-P101 Table 14.1.5.1.1.2

Data from trial as of 02 Oct 2022.
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Table 12: Participant Ethnicity in Adults Aged 18 to 49 Years in Study
MRNA-1345-P101 (Younger Adult Cohort Safety Set)

Characteristic 1-injection 3-injections Overall
Placebo MRNA-1345 Placebo | mRNA-1345 | (N=99)
(N=15) 50 pg 100pg | 200pg Total (N=5) 100 ug
(N=19) | (N=20) | (N=20) | (N=59) (N=20)
Ethnicity, n (%)
Hispanic or 1(6.7) 0 1(5.0) 0 1(1.7) 0 0 2 (2.0)
Latino
Not Hispanic or | 14 (93.3) 19 19 (95.0) 20 58 (98.3) | 5 (100.0) 20 (100.0) 97 (98.0)
Latino (100.0) (100.0)

N = Number of participants in the Safety Set. n = Number of safety participants in the category with non-missing data
% =n/N * 100

Source: Study mRNA-1345-P101 Table 14.1.5.1.1.2

Data from trial as of 02 Oct 2022.

Adults Aged 65 to 79 years (Older Adult Cohort Safety Set; Cohorts 7 to 11)

A total of 300 participants aged 65 to 79 years were randomised to receive a first injection of
12.5 pug, 25 ug, 50 pg, 100 ug, or 200 ng mRNA-1345 (47-48 participants per group) or placebo
(60 participants). Two participants did not receive the first injection, 1 participant in the 50 pg
MRNA-1345 group and 1 participant in the placebo group.

Among the 298 participants who received a first injection of mMRNA-1345 or placebo,

247 participants received a booster injection; 52 participants in the placebo/placebo group,
96 participants in the mRNA-1345/placebo groups, and 99 participants in the mRNA-1345/
MRNA-1345 groups.

Exposure for the Older Adult Cohort Safety Set is presented in Table 13 to Table 16.

Table 13: Summary of Study Duration in Adults Aged 65 to 79 Years in Study
MRNA-1345-P101 (Older Adult Cohort Safety Set)

Duration of exposure Placebo MRNA-1345 Overall

(N=59) | 125 g 25 g 50pug | 100pg | 200pg | Total | (N=298)
(N=48) | (N=48) | (N=47) | (N=48) | (N=48) | (N=239)

Number of participants, n (%)

>7 days since injection 59 (100.0) | 48 (100.0) | 48 (100.0) | 47 (100.0) | 48 (100.0) | 47 (97.9) | 238 297
99.6) | (99.7)
>14 days since injection | 59 (100.0) | 48 (100.0) | 48 (100.0) | 47 (100.0) | 48 (100.0) | 47 (97.9) | 238 297
99.6) | (99.7)
>28 days since injection 59 (100.0) | 48 (100.0) | 48 (100.0) | 47 (100.0) | 48 (100.0) | 47 (97.9) 238 297
(99.6) (99.7)
>6 months since injection 55(93.2) | 45(93.8) | 48 (100.0) | 47 (100.0) | 44 (91.7) | 45 (93.8) 229 284

(95.8) | (95.3)
>12 months since injection | 4 (6.8) | 4(8.3) 3(63) | 6(12.8) | 10(20.8) | 13 (27.1) | 36 (15.1) | 40 (13.4)

Number of participants, n (%)
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Duration of exposure Placebo MRNA-1345 Overall
(N=59) | 1059 | 25pg 50pg | 100pg | 200ug | Total | (N=298)
(N=48) | (N=48) | (N=47) | (N=48) | (N=48) | (N=239)
>7 days to <14 days since 0 0 0 0 0 0 0 0
injection
>14 days to <28 days since 0 0 0 0 0 0 0 0
injection
>28 days to <6 months 4(6.8) 3(6.3) 0 0 4 (8.3) 2(4.2) 9(3.8) | 13(4.4)
since injection
>6 months to <10 months | 51 (86.4) | 41 (85.4) | 45(93.8) | 41(87.2) | 34 (70.8) | 32(66.7) | 193 244
since injection (80.8) (81.9)
>12 months since injection | 4 (6.8) 4(8.3) 3(6.3) 6(12.8) | 10(20.8) | 13 (27.1) |36 (15.1) | 40 (13.4)
Study duration from injection (days)
n 59 48 48 47 48 48 239 298
Mean (SD) 280.3 262.0 268.4 307.4 312.4 319.3 293.9 291.2
(76.15) (83.73) (59.05) (64.16) (95.95) | (100.79) | (85.22) | (83.56)
Median 272.0 250.0 251.0 284.0 279.0 284.0 272.0 272.0
Min, Max 166, 620 | 36, 607 244,564 | 241,540 | 139, 636 3,609 3, 636 3, 636

Abbreviations: max = maximum; min = minimum; SD = standard deviation.

1 month=30.4375 days.

Percentages are based on the number of participants in the Safety Set.

If the participant has discontinued from or completed the study, study duration, in days, is derived as: date of study
discontinuation/completion — date of investigational product injection +1.
Source: Study mRNA-1345-P101 Table 14.1.7.2.1
Data from trial as of 02 Oct 2022.

Table 14:

MRNA-1345-P101 (Older Adult Cohort Safety Set)

Participant Age and Sex in Adults Aged 65 to 79 Years in Study

Characteristic Placebo MRNA-1345 Overall
(N=59) | 125g 25 ug 50 pg 100pg | 200 pg Total (N=298)
(N=48) | (N=48) | (N=47) | (N=48) | (N=48) | (N=239)
Age (years), n (%)
n 59 48 48 47 48 48 239 298
Mean (SD) 69.9 69.9 70.7 70.1 70.2 69.9 702 70.1
(3.75) (3.23) (3.71) (3.85) (3.88) (3.94) (3.71) (3.71)
Median 69.0 69.0 71.0 69.0 69.0 69.0 69.0 69.0
Min, Max 65, 78 65, 78 65, 79 65, 78 65, 78 65, 79 65, 79 65, 79
Sex, n (%)
Male 27 (45.8) | 19(39.6) | 22(45.8) | 23(48.9) | 23(47.9) | 20 (41.7) | 107 (44.8) | 134 (45.0)
Female 32(54.2) | 29(60.4) | 26 (54.2) | 24 (51.1) | 25(52.1) | 28(58.3) | 132(55.2) | 164 (55.0)

Abbreviations: max = maximum; min = minimum; SD = standard deviation.

N = Number of participants in the Safety Set. n = Number of safety participants in the category with non-missing data

% =n/N *100

Source: Study mRNA-1345-P101 Table 14.1.5.1.2.1.2

Data from trial as of 02 Oct 2022.
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Participant Race in Adults Aged 65 to 79 Years in Study mRNA-1345-P101
(Older Adult Cohort Safety Set)

Characteristic | Placebo mRNA-1345 Overall
(N=59) 12.5 ug 25 ug 50 g 100 ug 200 ug Total (N=298)
(N=48) (N=48) (N=47) (N=48) (N=48) | (N=239)
Race, n (%)
White 49 (83.1) | 44 (91.7) | 43(89.6) | 44 (93.6) | 42 (87.5) | 46 (95.8) 219 268
(91.6) (89.9)
Black or 7(11.9) 4 (8.3) 2(4.2) 1(2.1) 6 (12.5) 1(2.1) 14 (5.9) 21 (7.0)
African
American
Asian 1(1.7) 0 2 (4.2) 1(2.1) 0 0 3(1.3) 4(1.3)
American 0 0 0 0 0 1(2.1) 1(0.4) 1(0.3)
Indian or
Alaska Native
Native 1(1.7) 0 0 0 0 0 0 1(0.3)
Hawaiian or
Other Pacific
Islander
Multiple 0 0 0 1(2.1) 0 0 1(0.4) 1(0.3)
Other 1(1.7) 0 1(2.1) 0 0 0 1(0.4) 2 (0.7)

Abbreviations: max = maximum; min = minimum; SD = standard deviation.
N = Number of participants in the Safety Set. n = Number of safety participants in the category with non-missing data

% =n/N *100

Source: Study mRNA-1345-P101 Table 14.1.5.1.2.1.2
Data from trial as of 02 Oct 2022.

Table 16:

Participant Ethnicity in Adults Aged 65 to 79 Years in Study
MRNA-1345-P101 (Older Adult Cohort Safety Set)

Characteristic Placebo MRNA-1345 Overall
(N=59) | 125g 25 g 50 ug 100 ug | 200 pg Total (N=298)
(N=48) | (N=48) | (N=47) | (N=48) | (N=48) | (N=239)

Ethnicity, n (%)
Hispanic or 4 (6.8) 2(4.2) 2(4.2) 3(6.4) 0 4(8.3) 11 (4.6) 15 (5.0)
Latino
Not Hispanic | 55 (93.2) | 44 (91.7) | 46 (95.8) | 44 (93.6) 48 44 (91.7) 226 281
or Latino (100.0) (94.6) (94.3)
Not reported 0 2(4.2) 0 0 0 0 2 (0.8) 2(0.7)

Abbreviations: max = maximum; min = minimum; SD = standard deviation.
N = Number of participants in the Safety Set. n = Number of safety participants in the category with non-missing data

% =n/N *100

Source: Study mRNA-1345-P101 Table 14.1.5.1.2.1.2

Data from trial as of

02 Oct 2022.
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Adults of Japanese Descent Aged >60 Years (Japanese Older Adult Cohort Safety Set;

Cohort 15)

A total of 25 adults of Japanese descent aged >60 years received 1 injection of 100 ug
MRNA-1345 (21 participants) or placebo (4 participants), and all participants completed the

study.

Exposure for the Japanese Older Adult Cohort Safety Set is presented in Table 17 to Table 20.

Table 17:

Summary of Study Duration in Adults of Japanese Descent Aged >60 Years

in Study mRNA-1345-P101 (Japanese Older Adult Cohort Safety Set)

Duration of exposure 1-injection Overall
Placebo MRNA-1345 (N=25)
(N=4) 100 pg
(N=21)
Number of participants, n (%)
>7 days since injection 4 (100.0) 21 (100.0) 25 (100.0)
>14 days since injection 4 (100.0) 21 (100.0) 25 (100.0)
>28 days since injection 4 (100.0) 21 (100.0) 25 (100.0)
>6 months since injection 0 0 0
Number of participants, n (%)
>7 days to <14 days since injection 0 0 0
>14 days to <28 days since injection 0 0 0
>28 days to <6 months since injection 4 (100.0) 21 (100.0) 25 (100.0)
>6 months since injection 0 0 0
Study duration from injection (days)
n 4 21 25
Mean (SD) 170.0 (2.00) 169.8 (4.10) 169.8 (3.81)
Median 169.0 169.0 169.0
Min, Max 169, 173 156, 176 156, 176

Abbreviations: max = maximum; min = minimum; SD = standard deviation.

1 month=30.4375 days.

Percentages are based on the number of participants in the Safety Set.
If the participant has discontinued from or completed the study, study duration, in days, is derived as: date of study
discontinuation/completion — date of investigational product injection +1.

Source: Study mRNA-1345-P101 Table 14.1.7.5
Data from trial as of 02 Oct 2022.

Table 18:

Participant Age and Sex in Adults of Japanese Descent Aged >60 Years in

Study mRNA-1345-P101 (Japanese Older Adult Cohort Safety Set)

Characteristic

1-injection
Placebo MRNA-1345
(N=4) 100 pg
(N=21)

Overall
(N=25)

Age (years), n (%)
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Characteristic 1-injection Overall
(N=25)
Placebo MRNA-1345
(N=4) 100 ug
(N=21)
n 4 21 25
Mean (SD) 64.5 (4.36) 68.6 (6.72) 67.9 (6.51)
Median 63.5 67.0 66.0
Min, Max 61, 70 60, 82 60, 82
Sex, n (%)
Male 2 (50.0) 11 (52.4) 13 (52.0)
Female 2 (50.0) 10 (47.6) 12 (48.0)

Abbreviations: max = maximum; min = minimum; SD = standard deviation.
N = Number of participants in the Safety Set. N = Number of safety participants in the category with non-missing data

% =n/N * 100

Source: Study mRNA-1345-P101 Table 14.1.5.1.5.2

Data from trial as of 02 Oct 2022.

Table 19: Participant Race in Adults of Japanese Descent Aged >60 Years in Study
MRNA-1345-P101 (Japanese Older Adult Cohort Safety Set)
Characteristic 1-injection Overall
Placebo MRNA-1345 (N=25)
(N=4) 100 g
(N=21)
Race, n (%)
White 0 0 0
Black or African American 0 0 0
Asian 4 (100.0) 21 (100.0) 25 (100.0)
American Indian or Alaska Native 0 0 0
Native Hawaiian or Other Pacific Islander 0 0 0
Multiple 0 0 0
Other 0 0 0

N = Number of participants in the Safety Set. n = Number of safety participants in the category with non-missing data

% =n/N *100

Source: Study mRNA-1345-P101 Table 14.1.5.1.5.2

Data from trial as of 02 Oct 2022.
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Table 20: Participant Ethnicity in Adults of Japanese Descent Aged >60 Years in Study
MRNA-1345-P101 (Japanese Older Adult Cohort Safety Set)
Characteristic 1-injection Overall
Placebo MRNA-1345 (N=25)
(N=4) 100 pg
(N=21)
Ethnicity, n (%)
Hispanic or Latino 0 0
Not Hispanic or Latino 4 (100.0) 21 (100.0) 25 (100.0)

N = Number of participants in the Safety Set. n = Number of safety participants in the category with non-missing data

% =n/N * 100

Source: Study mRNA-1345-P101 Table 14.1.5.1.5.2
Data from trial as of 02 Oct 2022.

WOCBP (WOCBP Cohort Safety Set; Cohorts 12 to 14)

A total of 180 participants aged 18 to 40 years were randomised in the WOCBP part of the study
and of these, 178 (98.9%) received study intervention (single injection of MRNA-1345 12.5 ug
[N=50], mMRNA-1345 25 pg [N=49], mMRNA-1345 50 pug [N=49], or placebo [N=30]) and 157
(87.2%) participants completed the study (MRNA-1345-P101 CSR Addendum 2, Section 5.1).

Exposure for the WOCBP Cohort Safety Set is presented in Table 21 to Table 24.

Table 21: Summary of Study Duration in WOCBP in Study mRNA-1345-P101
(WOCBP Cohort Safety Set)
Duration of 1-injection Overall
exposure Placebo | MRNA-1345 | mRNA-1345 | mRNA-1345 | mRNA-1345 | (N“178)
(N=30) 12.5 ug 25 ug 50 ug Total
(N=51) (N=49) (N=48) (N=148)
Number of participants, n (%)
>7 days 30 (100.0) 51 (100.0) 49 (100.0) 48 (100.0) 148 (100.0) 178 (100.0)
since first
injection
>14 days 29 (96.7) 51 (100.0) 49 (100.0) 47 (97.9) 147 (99.3) 176 (98.9)
since first
injection
>28 days 29 (96.7) 51 (100.0) 47 (95.9) 47 (97.9) 145 (98.0) 174 (97.8)
since first
injection
>6 months 3(10.0) 1(2.0) 6 (12.2) 4(8.3) 11 (7.4) 14 (7.9)
since first
injection
Number of participants, n (%)
>7 days to 1(3.3) 0 0 1(2.1) 1(0.7) 2(1.1)
<14 days

EU RMP Version 5.1



ModernaTX, Inc. Page 35 of 115
EU Risk Management Plan (RMP) for mMRESVIA

Duration of 1-injection Overall
exposure Placebo | MRNA-1345 | mRNA-1345 | mRNA-1345 | mRNA-1345 |  (N7178)
(N=30) 12.5 ug 25 ug 50 g Total
(N=51) (N=49) (N=48) (N=148)
since first
injection
>14 days to 0 0 2(4.1) 0 2 (1.4) 2(1.1)
<28 days
since first
injection
>28 days to 26 (86.7) 50 (98.0) 41 (83.7) 43 (89.6) 134 (90.5) 160 (89.9)
<6 months
since first
injection
>6 months 3(10.0) 1(2.0) 6 (12.2) 4 (8.3) 11 (7.4) 14 (7.9)
since first
injection
Study duration from injection (days)
n 30 51 49 48 148 178
Mean (SD) 166.5 165.5 165.2 161.6 164.1 164.5
(31.41) (28.29) (31.77) (36.01) (31.93) (31.77)
Median 170.0 172.0 170.0 169.0 170.0 170.0
Min, Max 8,197 29, 183 16, 194 9,211 9,211 8,211

Abbreviations: max = maximum; min = minimum; SD = standard deviation; WOCBP = women of child-bearing potential.
1 month=30.4375 days.
Percentages are based on the number of participants in the Safety Set.

If the participant has discontinued from or completed the study, study duration, in days, is derived as: date of study
discontinuation/completion — date of investigational product injection +1.
Source: mMRNA-1345-P101 CSR Addendum 2, Table 14.1.7.3 (24 Feb 2022).

Table 22: Participant Age and Sex in WOCBP in Study mRNA-1345-P101 (WOCBP

Cohort Safety Set)
Characteristic 1-injection Overall
Placebo MRNA-1345 | mRNA-1345 | mMRNA-1345 | mRNA-1345 (N=178)
(N=30) 12.5 ug 25 ug 50 ug Total
(N=51) (N=49) (N=48) (N=148)
Age (years), n (%)
n 30 51 49 48 148 178
Mean (SD) 29.7(6.29) | 29.7(6.65) | 30.2(5.74) | 31.2(6.31) | 30.4(6.24) | 30.2(6.23)
Median 30.0 31.0 31.0 33.0 31.0 31.0
Min, Max 19, 40 18, 40 19, 38 19, 40 18, 40 18, 40
Sex, n (%)
Male 0 0 0 0 0 0
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Characteristic 1-injection Overall
Placebo MRNA-1345 | mRNA-1345 | mRNA-1345 | mRNA-1345 (N=178)
(N=30) 12.5 ug 25 ug 50 g Total
(N=51) (N=49) (N=48) (N=148)
Female 30 (100) 51 (100) 49 (100) 48 (100) 148 (100) 178 (100)

Abbreviations: max = maximum; min = minimum; SD = standard deviation; WOCBP = women of child-bearing potential.
N = Number of participants in the Safety Set. n = Number of safety participants in the category with non-missing data

% =n/N * 100

Source: mMRNA-1345-P101 CSR Addendum 2, Table 14.1.5.1.3.2 (24 Feb 2022).

Table 23: Participant Race in WOCBP in Study mRNA-1345-P101 (WOCBP Cohort

Safety Set)
Characteristic 1-injection Overall
Placebo MRNA-1345 | mMRNA-1345 | mRNA-1345 | mRNA-1345 (N=178)
(N=30) 12.5 ug 25 ug 50 ug Total
(N=51) (N=49) (N=48) (N=148)

Race, n (%)
White 27 (90.0) 45 (88.2) 36 (73.5) 42 (87.5) 123 (83.1) 150 (84.3)
Black or 1(3.3) 5(9.8) 8 (16.3) 3(6.3) 16 (10.8) 17 (9.6)
African
American
Asian 0 1(2.0) 2 (4.1) 3(6.3) 6 (4.1) 6 (3.4)
American 0 0 0 0 0 0
Indian or
Alaska
Native
Native 1(3.3) 0 0 0 0 1(0.6)
Hawaiian or
Other Pacific
Islander
Multiple 0 0 3(6.1) 0 3(2.0) 3.7
Other 0 0 0 0 0 0
Not reported 1(3.3) 0 0 0 0 1(0.6)

Abbreviations: WOCBP = women of child-bearing potential.

N = Number of participants in the Safety Set. n = Number of safety participants in the category with non-missing data
% =n/N * 100

Source: mMRNA-1345-P101 CSR Addendum 2, Table 14.1.5.1.3.2 (24 Feb 2022).
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Table 24: Participant Ethnicity in WOCBP in Study mRNA-1345-P101 (WOCBP

Cohort Safety Set)
Characteristic 1-injection Overall
Placebo MRNA-1345 | mRNA-1345 | mRNA-1345 | mRNA-1345 (N=178)
(N=30) 12.5 ug 25 ug 50 ug Total
(N=51) (N=49) (N=48) (N=148)
Ethnicity, n (%)
Hispanic or 4 (13.3) 6 (11.8) 1(2.0) 4 (8.3) 11 (7.4) 15 (8.4)
Latino
Not Hispanic 26 (86.7) 45 (88.2) 48 (98.0) 44 (91.7) 137 (92.6) 163 (91.6)
or Latino

Abbreviations: WOCBP = women of child-bearing potential.

N = Number of participants in the Safety Set. n = Number of safety participants in the category with non-missing data
% =n/N*100

Source: MRNA-1345-P101 CSR Addendum 2, Table 14.1.5.1.3.2 (24 Feb 2022).

Study mRNA-1345-P302

Study mRNA-1345-P302 is a Phase 3, randomised, observer-blind study that compared the
co-administration of mMRNA-1345 with a standard dose influenza (Part A) or an mRNA
COVID-19 (Part B) vaccine versus the respective vaccines alone in medically stable adults
>50 years. Part A and Part B are completed.

Part A evaluated the safety, tolerability, and immunogenicity of mRNA-1345 when
co-administered with Afluria Quadrivalent. Part A was conducted in the US in participants
>50 years who could have one or more chronic medical diagnoses but were medically stable.
A total of 1631 participants were randomised in Part A, of whom 1623 (99.5%) participants
received study intervention: 685, 249, and 689 participants in the co-administration
(mMRNA-1345+Afluria Quadrivalent), mMRNA-1345 alone, and Afluria Quadrivalent vaccine
alone groups, respectively (MRNA-1345-P302 CSR Table 14.1.1.1.1).

Part B evaluated the safety, tolerability, and immunogenicity of mMRNA-1345 when given alone
or co-administered with mMRNA-1273.214, a SARS-CoV-2 variant containing mRNA vaccine
(hereafter referred to as COVID-19 vaccine). Part B was conducted in the US in participants
>50 years who could have one or more chronic medical diagnoses but were medically stable.

A total of 1686 participants were randomised in Part B, of whom 1676 (99.4%) participants
received study intervention: 562, 556 and 558 participants in the co-administration
(mMRNA-1345+COVID-19 vaccine), mMRNA-1345 alone, and COVID-19 vaccine alone groups,
respectively (MRNA-1345-P302 CSR Table 14.1.1.1.2.1).

Part C is a single arm, open-label study that is evaluating the safety, tolerability, and
immunogenicity of revaccination with mRNA-1345 given at 1 year following a primary dose in
adults >50 years of age. Part C is ongoing.
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Table 25: Summary of Study Duration in Part A of Study mRNA-1345-P302
(Safety Set)
Duration of exposure MRNA-1345 MRNA-1345 Afluria Total
(50 pg) + (50 pg) + Quadrivalent (N=1623)
Placebo Afluria (60 pg) +
(N=249) Quadrivalent Placebo
(60 ng) (N=689)
(N=685)
Time on Study from Injection (Days)
n 249 685 689 1623
Mean (SD) 173.9 (26.28) 176.4 (21.39) 174.7 (28.82) 175.3 (25.53)
Median 176.0 180.0 180.0 180.0
Q1,Q3 169.0, 183.0 170.0, 183.0 170.0, 183.0 169.0, 183.0
Min, Max 9, 255 1, 240 1, 261 1, 261

Abbreviations: max = maximum; min = minimum; Q1 = quarter 1; Q3 = quarter 3; SD = standard deviation.
Time on study from randomisation = Date of study discontinuation/completion - date of randomisation + 1.
Time on study from injection = Date of study discontinuation/completion - date of the 1st injection + 1.

Source: MRNA-1345-P302 CSR Part A Final Analysis Table 14.1.8.1.1 (14 Jun 2024)

Table 26: Participant Age and Sex in Part A of Study mRNA-1345-P302 (Safety Set)
Characteristic MRNA-1345 MRNA-1345 Afluria Total
(50 pg) + (50 pg) + Quadrivalent (N=1623)
Placebo Afluria (60 pg) +
(N=249) Quadrivalent Placebo
(60 ng) (N=689)
(N=685)
Age group 1, n (%) @
50 to 59 years 110 (44.2) 156 (22.8) 155 (22.5) 421 (25.9)
60 to 74 years 125 (50.2) 466 (68.0) 474 (68.8) 1065 (65.6)
>75 years 14 (5.6) 63 (9.2) 60 (8.7) 137 (8.4)
Age group 2, n (%) @
50 to 59 years 110 (44.2) 156 (22.8) 155 (22.5) 421 (25.9)
>60 years 139 (55.8) 529 (77.2) 534 (77.5) 1202 (74.1)
Age (years)
n 249 685 689 1623
Mean (SD) 61.3 (7.40) 64.5 (7.49) 64.1 (7.10) 63.8 (7.39)
Median 61.0 64.0 64.0 63.0
Min, Max 50, 80 50, 89 50, 86 50, 89
Sex, n (%)
Male 108 (43.4) 322 (47.0) 316 (45.9) 746 (46.0)
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Characteristic MRNA-1345 MRNA-1345 Afluria Total
(50 pg) + (50 pg) + Quadrivalent (N=1623)
Placebo Afluria (60 ng) +
(N=249) Quadrivalent Placebo
(60 ng) (N=689)
(N=685)
Female 141 (56.6) 363 (53.0) 373 (54.1) 877 (54.0)

Abbreviations: CRF = case report form; max = maximum; min = minimum; SD = standard deviation.

Percentages are based on the number of participants in the Safety Set.

@ Age groups are derived based on the age provided by the investigators on CRF.

Source: mMRNA-1345-P302 CSR Part A Final Analysis Table 14.1.3.5.1 (14 Jun 2024)

Table 27: Participant Race in Part A of Study mRNA-1345-P302 (Safety Set)
Characteristic MRNA-1345 (50 pg) | mMRNA-1345 (50 pg) Afluria Total
+ + Quadrivalent (N=1623)
Placebo Afluria (60 pg) +
(N=249) Quadrivalent Placebo
(60 pg) (N=689)
(N=685)
Race, n (%)
White 189 (75.9) 520 (75.9) 511 (74.2) 1220 (75.2)
Black or African 59 (23.7) 156 (22.8) 166 (24.1) 381 (23.5)
American
Asian 0 4 (0.6) 3(0.4) 7(0.4)
Japanese 0 1(0.1) 1(0.1) 2(0.1)
Chinese 0 2(0.3) 0 2(0.1)
Korean 0 0 0 0
Asian (non-Japanese, 0 1(0.1) 2(0.3) 3(0.2)
non-Chinese, or
non-Korean)
American Indian or 1(0.4) 1(0.1) 4 (0.6) 6 (0.4)
Alaska Native
Native Hawaiian or Other 0 1(0.1) 3(0.4) 4(0.2)
Pacific Islander
Other 0 1(0.1) 1(0.1) 2(0.1)
Multiple 0 2(0.3) 0 2(0.1)
Not reported 0 0 1(0.1) 1(<0.1)
Unknown 0 0 0 0

Percentages are based on the number of participants in the Safety Set.
Source: MRNA-1345-P302 CSR Part A Final Analysis Table 14.1.3.5.1 (14 Jun 2024)
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Table 28: Participant Ethnicity in Part A of Study mRNA-1345-P302 (Safety Set)
Characteristic MRNA-1345 MRNA-1345 Afluria Total
(50 pg) + (50 pg) + Quadrivalent (N=1623)
Placebo Afluria (60 pg) +
(N=249) Quadrivalent Placebo
(60 ng) (N=689)
(N=685)
Ethnicity, n (%)
Hispanic or Latino 91 (36.5) 238 (34.7) 247 (35.8) 576 (35.5)
Not Hispanic or Latino 158 (63.5) 442 (64.5) 441 (64.0) 1041 (64.1)
Not reported 0 5(0.7) 0 5(0.3)
Unknown 0 0 1(0.1) 1(<0.1)
Percentages are based on the number of participants in the Safety Set.
Source: MRNA-1345-P302 CSR Part A Final Analysis Table 14.1.3.5.1 (14 Jun 2024)
Table 29: Summary of Study Duration in Part B of Study mRNA-1345-P302
(Safety Set)
Duration of exposure D1: mRNA-1345 | D1: mRNA-1345 D1: mRNA- Total
(50 pg) + (50 pg) + 1273.214 (N=1676)
Placebo and MRNA-1273.214 (50 pg) +
D29: MRNA- (50 pg) and Placebo and
1273.214 D29: Placebo D29: Placebo
(50 ng) (N=562) (N=560)
(N=554)
Time on Study from Day 1 Injection (Days)
n 554 562 560 1676
Mean (SD) 199.7 (36.11) 200.1 (36.67) 200.2 (34.29) 200.0 (35.68)
Median 208.0 208.0 207.5 208.0
Q1,Q3 200.0, 213.0 199.0, 213.0 199.0, 212.0 199.0, 213.0
Min, Max 8, 250 9, 262 8, 281 8, 281
Time on Study from Day 29 Injection (Days)
n 550 558 556 1664
Mean (SD) 174.1 (33.46) 174.4 (34.00) 174.9 (31.06) 174.4 (32.85)
Median 182.0 181.0 181.0 181.0
Q1,Q3 175.0, 186.0 175.0, 186.0 175.0, 186.0 175.0, 186.0
Min, Max 1,223 1,232 9, 254 1,254
Time on Study from Day 29 Injection in Participants who Received Day 29 Injection (Days)
n 528 535 538 1601
Mean (SD) 177.9 (23.26) 179.8 (16.77) 178.1 (22.06) 178.6 (20.88)
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Duration of exposure D1: mRNA-1345 | D1: mRNA-1345 D1: mRNA- Total
(50 pg) + (50 pg) + 1273.214 (N=1676)
Placebo and mRNA-1273.214 (50 pg) +
D29: MRNA- (50 pg) and Placebo and
(50 png) (N=562) (N=560)
(N=554)
Median 182.0 182.0 181.0 182.0
Q1,Q3 175.0, 186.0 176.0, 186.0 175.0, 186.0 175.0, 186.0
Min, Max 8, 223 13, 232 9, 254 8, 254

Abbreviations: max = maximum; min = minimum; Q1 = quarter 1; Q3 = quarter 3; SD = standard deviation.
Time on study from randomisation = Date of study discontinuation/completion - date of randomisation + 1.

Time on study from Day 1/Day 29 injection = Date of study discontinuation/completion — date of Day 1/Day 29 injection + 1.
For participants who did not receive Day 29 injection and continued after study Day 29, study duration from Day 29
injection = date of study discontinuation/completion — date of study Day 29 + 1.

Source: MRNA-1345-P302 CSR Part B Final Analysis Table 14.1.8.1.2 (04 Sep 2024)

Table 30: Participant Age and Sex in Part B of Study mRNA-1345-P302 (Safety Set)
Characteristic D1: mRNA-1345 D1: mRNA-1345 D1: mRNA- Total
(50 pg) + (50 pg) + 1273.214 (N=1676)
Placebo and MRNA-1273.214 (50 pg) +
D29: MRNA- (50 pg) and Placebo and
1273.214 D29: Placebo D29: Placebo
(50 pg) (N=562) (N=560)
(N=554)
Age group 1, n (%) @
50 to 59 years 206 (37.2) 206 (36.7) 210 (37.5) 622 (37.1)
60 to 74 years 308 (55.6) 315 (56.0) 310 (55.4) 933 (55.7)
>75 years 40 (7.2) 41 (7.3) 40 (7.1) 121 (7.2)
Age group 2, n (%) @
50 to 59 years 206 (37.2) 206 (36.7) 210 (37.5) 622 (37.1)
>60 years 348 (62.8) 356 (63.3) 350 (62.5) 1054 (62.9)
Age (years)
n 554 562 560 1676
Mean (SD) 62.6 (7.68) 62.5 (7.42) 62.6 (7.80) 62.6 (7.63)
Median 62.0 62.0 62.0 62.0
Min, Max 50, 89 50, 91 50, 88 50, 91
Sex, n (%)
Male 243 (43.9) 245 (43.6) 265 (47.3) 753 (44.9)
Female 311 (56.1) 317 (56.4) 295 (52.7) 923 (55.1)

Abbreviations: CRF = case report form; max = maximum; min = minimum; SD = standard deviation.

Percentages are based on the number of participants in the Safety Set.

& Age groups are derived based on the age provided by the investigators on CRF.

Source: MRNA-1345-P302 CSR Part B Final Analysis Table 14.1.3.5.2 (04 Sep 2024)
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Table 31: Participant Race in Part B of Study mRNA-1345-P302 (Safety Set)

Characteristic D1: mRNA-1345 D1: mRNA-1345 D1: mRNA-1273.214 Total

(50 pg) + (50 pg) + (50 pg) + (N=1676)

Placebo and mRNA-1273.214 Placebo and
D29: mRNA- (50 pg) and D29: Placebo

1273.214 D29: Placebo (N=560)

(50 ng) (N=562)

(N=554)

Race, n (%)

White 428 (77.3) 427 (76.0) 434 (77.5) 1289 (76.9)
Black or African American 109 (19.7) 113 (20.1) 113 (20.2) 335 (20.0)
Asian 6 (1.1) 7(1.2) 1(0.2) 14 (0.8)
Japanese 0 1(0.2) 0 1(<0.1)
Chinese 1(0.2) 0 0 1(<0.1)
Korean 0 0 0 0
Asian (non-Japanese, non- 5(0.9) 6 (1.1) 1(0.2) 12 (0.7)
Chinese, or non-Korean)
American Indian or Alaska 5 (0.9) 4(0.7) 2(0.4) 11 (0.7)
Native
Native Hawaiian or Other 1(0.2) 3(0.5) 0 4(0.2)
Pacific Islander
Other 1(0.2) 0 3(0.5) 4(0.2)
Multiple 1(0.2) 0 3(0.5) 4(0.2)
Not reported 3(0.5) 8 (1.4) 4(0.7) 15 (0.9)
Unknown 0 0 0 0

Percentages are based on the number of participants in the Safety Set.
Source: mMRNA-1345-P302 CSR Part B Final Analysis Table 14.1.3.5.2 (04 Sep 2024)

Table 32: Participant Ethnicity in Part B of Study mRNA-1345-P302 (Safety Set)
Characteristic D1: mRNA-1345 D1: mRNA-1345 D1: mRNA- Total
(50 pg) + (50 pg) + 1273.214 (N=1676)
Placebo and mMRNA-1273.214 (50 pg) +
D29: mRNA- (50 pg) and Placebo and
1273.214 D29: Placebo D29: Placebo
(50 pg) (N=562) (N=560)
(N=554)
Ethnicity, n (%)
Hispanic or Latino 210 (37.9) 214 (38.1) 222 (39.6) 646 (38.5)
Not Hispanic or Latino 339 (61.2) 347 (61.7) 333 (59.5) 1019 (60.8)
Not reported 5(0.9) 1(0.2) 5(0.9) 11 (0.7)
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Characteristic D1: mRNA-1345 D1: mRNA-1345 D1: mRNA- Total
(50 pg) + (50 pg) + 1273.214 (N=1676)
Placebo and MRNA-1273.214 (50 pg) +
D29: mRNA- (50 pg) and Placebo and
(50 pg) (N=562) (N=560)
(N=554)
Unknown 0 0 0 0

Percentages are based on the number of participants in the Safety Set.
Source: mMRNA-1345-P302 CSR Part B Final Analysis Table 14.1.3.5.2 (04 Sep 2024)

Study mRNA-1345-P303 (Part A)

Study mRNA-1345-P303 is an ongoing Phase 3, randomised, double-blind study to evaluate the
immunogenicity and safety of mMRNA-1345 in adults >18 to <59 years with increased risk for

LTRD. The study’s primary objectives include the evaluation of safety as well as

immunogenicity. Adults who had documented confirmation of at least one of the following
conditions were enrolled: CAD and/or CHF, chronic lung disease (including but not limited to
COPD or persistent asthma), or Type 1 or Type 2 diabetes mellitus controlled with at least

1 medication. Enrolment was structured to achieve an approximate distribution of 30% of
participants with CAD/CHF, 30% with chronic lung diseases, and 40% with diabetes mellitus as
the primary risk factor. Participants were randomised into each dose group according to their
primary risk factor, ensuring a similar representation of these high-risk conditions across both

groups.

Participants were randomised 1:1 to receive a single dose of 30 or 50 pug of mRNA-1345. A total

of 1003 participants were randomised, with 502 participants in the 30 pg group and

501 participants in the 50 pg group.
At the time of the data cutoff (18 Sep 2024), a total of 999 participants had received 1 dose of

either 30 pg mRNA-1345 (N=497) or 50 ug mRNA-1345 (N=502) (Table 33).

Table 33: Summary of Study Duration in Study mRNA-1345-P303 Part A (Safety Set)
Duration of exposure mRNA-1345 mRNA-1345 Total
30 ng 50 pg (N=999)
(N=497) (N=502)

Number of participants, n (%)
>28 days since injection 496 (99.8) 500 (99.6) 996 (99.7)
>180 days since injection 488 (98.2) 492 (98.0) 980 (98.1)
>360 days since injection 0 0 0
>540 days since injection 0 0 0
>720 days since injection 0 0 0

Number of participants, n (%)
<28 days since injection 1(0.2) 2 (0.4) 3(0.3)
>28 days to <180 days since injection 8 (1.6) 8 (1.6) 16 (1.6)
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Duration of exposure mRNA-1345 mRNA-1345 Total
30 pg S0 pg (N=999)
(N=497) (N=502)
>180 days to <360 days since injection 488 (98.2) 492 (98.0) 980 (98.1)
>360 days to <540 days since injection 0 0 0
>540 days to <720 days since injection 0 0 0
Time on study from injection (days)
n 497 502 999
Mean (SD) 251.8 (45.47) 251.7 (48.25) 251.8 (46.87)
Median 253.0 253.0 253.0
Q1, Q3 231.0, 282.0 231.0, 283.0 231.0, 282.0
Min, Max 28, 348 8, 349 8, 349

Abbreviations: max = maximum; min = minimum; Q1 = quartile 1; Q3 = quartile 3; SD = standard deviation.

Percentages are based on the number of participants in the Safety Set.
Time on study from injection = Date of study discontinuation/completion - Date of injection + 1.
If the study is ongoing, data cutoff date is used instead of date of study discontinuation/completion to calculate time on study.
Source: Study mRNA-1345-P303 Part A Table 14.1.8.1.1 (data cutoff date: 18 Sep 2024)

Table 34: Participant Age and Sex in Study mRNA-1345-P303 Part A (Safety Set)
Characteristic mRNA-1345 mRNA-1345 Total
30 pg 50 ug (N=999)
(N=497) (N=502)
Age group 1, n (%)
18 to 49 years 196 (39.4) 196 (39.0) 392 (39.2)
50 to 59 years 301 (60.6) 306 (61.0) 607 (60.8)
Age group 2, n (%)
18 to 29 years 19 (3.8) 26 (5.2) 45 (4.5)
30 to 39 years 62 (12.5) 47 (9.4) 109 (10.9)
40 to 49 years 115 (23.1) 123 (24.5) 238 (23.8)
50 to 59 years 301 (60.6) 306 (61.0) 607 (60.8)
Age (years)
n 497 502 999
Mean (SD) 49.1 (9.09) 49.6 (9.16) 49.3(9.12)
Median 52.0 53.0 52.0
Min, Max 19, 59 19, 59 19, 59
Sex, n (%)
Male 240 (48.3) 233 (46.4) 473 (47.3)
Female 257 (51.7) 269 (53.6) 526 (52.7)

Abbreviations: max = maximum; min = minimum; SD = standard deviation.

Percentages are based on the number of participants in the Safety Set.
Source: Study mRNA-1345-P303 Part A Table 14.1.3.4.1 (data cutoff date: 18 Sep 2024)
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Table 35: Participant Race in Study mRNA-1345-P303 Part A (Safety Set)
Characteristic mRNA-1345 mRNA-1345 Total
30 pug 50 ug (N=999)
(N=497) (N=502)
Race, n (%)
White 383 (77.1) 401 (79.9) 784 (78.5)
Black or African American 92 (18.5) 85 (16.9) 177 (17.7)
Asian 13 (2.6) 4(0.8) 17 (1.7)
American Indian or Alaska Native 3(0.6) 2 (0.4) 5(0.5)
Native Hawaiian or Other Pacific Islander 1(0.2) 3 (0.6) 4(0.4)
Other 1(0.2) 0 1(0.1)
Multiple 2(0.4) 4 (0.8) 6 (0.6)
Not reported 2(0.4) 3 (0.6) 5(0.5)
Unknown 0 0 0

Percentages are based on the number of participants in the Safety Set.

Source: Study mRNA-1345-P303 Part A Table 14.1.3.4.1 (data cutoff date: 18 Sep 2024)

Table 36: Participant Ethnicity in Study mRNA-1345-P303 Part A (Safety Set)
Characteristic mRNA-1345 mRNA-1345 Total
30 pg 50 pg (N=999)
(N=497) (N=502)
Ethnicity, n (%)
Hispanic or Latino 144 (29.0) 140 (27.9) 284 (28.4)
Not Hispanic or Latino 346 (69.6) 360 (71.7) 706 (70.7)
Not reported 5(1.0) 0 5(0.5)
Unknown 2(0.4) 2(0.4) 4(04)

Percentages are based on the number of participants in the Safety Set.

Source: Study mRNA-1345-P303 Part A Table 14.1.3.4.1 (data cutoff date: 18 Sep 2024)

Study mRNA-1345-P304

Study mRNA-1345-P304 is a completed Phase 3, randomised, observer-blind study that
evaluated the safety, tolerability, and immunogenicity of mRNA-1345 when co-administered
with or given sequentially 21 days after HD, quadrivalent, seasonal influenza vaccine (Fluzone
HD Quadrivalent) in adults >65 years. The study was conducted in the US in participants

>65 years who could have one or more stable, chronic medical diagnoses.

A total of 1900 participants were randomised into the study, with 950 participants randomised to
each study arm. In the co-administration arm, 946/950 (99.6%) participants received Fluzone HD
Quadrivalent vaccine+mRNA-1345 injections, and 919/950 (96.7%) participants received the
subsequent placebo injection at Day 22. In the sequential administration arm, 947/950 (99.7%)
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participants received the Fluzone HD Quadrivalent vaccine, and 911/950 (95.9%) participants
subsequently received mRNA-1345 at Day 22 (Study mRNA-1345-P304 CSR Table 14.1.1.1).

Table 37: Summary of Study Duration in the Completed Study mRNA-1345-P304

(Safety Set)
Duration of exposure D1: Fluzone HD + D1: Fluzone HD + Total
MRNA-1345 (50 pg) and placebo and (N=1893)
D22: placebo D22: mMRNA-1345 (50 pg)
(N=947) (N=946)

Time on Study from Day 1 Injection (Days)
n 947 946 1893
Mean (SD) 190.9 (27.92) 189.9 (31.28) 190.4 (29.64)
Median 193.0 193.0 193.0
Q1, Q3 190.0, 200.0 190.0, 199.0 190.0, 199.0
Min, Max 8, 236 1, 236 1, 236

Abbreviations: HD = high dose; max = maximum; min = minimum; Q1 = quarter 1; Q3 = quarter 3; SD = standard deviation.
Time on study from Day 1 injection = Date of study discontinuation/completion — date of Day 1 injection + 1.
Source: MRNA-1345-P304 CSR Final Analysis Table 14.1.8.1 (24 Jul 2024)

Table 38: Participant Age and Sex in the Completed Study mRNA-1345-P304 (Safety

Set)
Characteristic D1: Fluzone HD + D1: Fluzone HD + Total
MRNA-1345 (50 pg) and placebo and (N=1893)
D22: placebo D22: mRNA-1345
(N=947) (50 png)
(N=946)
Age group, n (%) @
65 to <75 years 759 (80.1) 759 (80.2) 1518 (80.2)
>75 years 188 (19.9) 187 (19.8) 375 (19.8)
Age (years)
n 947 946 1893
Mean (SD) 70.7 (4.80) 70.7 (4.80) 70.7 (4.80)
Median 70.0 70.0 70.0
Min, Max 65, 92 65, 92 65, 92
Sex, n (%)
Male 401 (42.3) 418 (44.2) 819 (43.3)
Female 546 (57.7) 528 (55.8) 1074 (56.7)

Abbreviations: CRF = case report form; HD = high dose; max = maximum; min = minimum; SD = standard deviation.
Percentages are based on the number of participants in the Safety Set.

& Age group is derived based on the age provided by the investigators on CRF.

Source: mMRNA-1345-P304 CSR Final Analysis Table 14.1.3.4 (24 Jul 2024)
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Table 39: Participant Race in the Completed Study mRNA-1345-P304 (Safety Set)
Characteristic D1: Fluzone HD + D1: Fluzone HD + Total
MRNA-1345 (50 pg) and placebo and (N=1893)
D22: placebo D22: mMRNA-1345 (50 pg)
(N=947) (N=946)
Race, n (%)
White 732 (77.3) 734 (77.6) 1466 (77.4)
Black or African 187 (19.7) 191 (20.2) 378 (20.0)
American
Asian 13 (1.4) 12 (1.3) 25 (1.3)
American Indian or 7(0.7) 2(0.2) 9 (0.5)
Alaska Native
Native Hawaiian or Other 0 1(0.2) 1(<0.1)
Pacific Islander
Other 0 1(0.2) 1(<0.1)
Multiple 7(0.7) 3(0.3) 10 (0.5)
Not reported 1(0.2) 2(0.2) 3(0.2)
Unknown 0 0 0

Abbreviations: HD = high dose

Percentages are based on the number of participants in the Safety Set.
Source: MRNA-1345-P304 CSR Final Analysis Table 14.1.3.4 (24 Jul 2024)

Table 40: Participant Ethnicity in the Completed Study mRNA-1345-P304 (Safety Set)
Characteristic D1: Fluzone HD + D1: Fluzone HD + Total
MRNA-1345 (50 pg) and placebo and (N=1893)
D22: placebo D22: mRNA-1345 (50 pg)
(N=947) (N=946)

Ethnicity, n (%)

Hispanic or Latino 209 (22.1) 221 (23.4) 430 (22.7)

Not Hispanic or Latino 724 (76.5) 720 (76.1) 1444 (76.3)

Not reported 14 (1.5) 5(0.5) 19 (1.0)

Unknown 0 0 0

Abbreviations: HD = high dose

Percentages are based on the number of participants in the Safety Set.
Source: mMRNA-1345-P304 CSR Final Analysis Table 14.1.3.4 (24 Jul 2024)
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Part I1:

Siv.l

Programme

The exclusion criteria from pivotal studies MRNA-1345-P301 and mRNA-1345-P303 Part A that
are common to other clinical trials are listed below and not discussed further:
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Module SIV - Populations Not Studied in Clinical Trials

Exclusion Criteria in Pivotal Clinical Studies Within the Development

e Participation in another clinical research study where participant has received an
investigational product (drug/biologic/device with the exception of investigational
RSV products) within 6 months before the planned date of the Day 1 study injection.
Current participation in another RSV investigational trial is exclusionary.

e History of a diagnosis or condition that, in the judgment of the investigator, is
clinically unstable or may affect participant safety, assessment of safety endpoints,
assessment of immune response, or adherence to study procedures. Clinically
unstable is defined as a diagnosis or condition requiring significant changes in
management or medication within the 2 months prior to Screening and includes
ongoing workup of an undiagnosed illness that could lead to a new diagnosis or

condition.

e Any medical, psychiatric, or occupational condition, including reported history of
drug or alcohol abuse, that, in the opinion of the investigator, might pose additional
risk due to participation in the study or could interfere with the interpretation of study

results.

e Member of study personnel or is an immediate family member or household member
of study personnel.

The important exclusion criteria from pivotal studies MRNA-1345-P301 and mRNA-1345-P303

Part A are presented below in Table 41 and may be grouped together.

Table 41:

Important Exclusion Criteria in the Pivotal Study

Criterion

Reason for Exclusion

Included as Missing
Information? (Yes/No)

Rationale (if not included as
missing information)

History of myocarditis,
pericarditis, or
myopericarditis.

could have impacted the
safety outcome of the study.

Reported history of Similar to the majority of No Individuals with a hypersensitivity
anaphylaxis or severe clinical trials, individuals with to the active substance or to any of
hypersensitivity reaction after |& known history of the excipients are contraindicated
receipt of the MRESVIA anaphylaxis or severe ) from receiving mRESVIA, as
vaccine or any components of hypersensitivity to the vaccine stated in the mMRESVIA SmPC.
the MRESVIA vaccine. or vaccine components were Furthermore, the SmPC advises
excluded to protect the safety healthcare professionals that
of the study participants. appropriate medical treatment and
supervision should always be
readily available in case of a severe
hypersensitivity reaction, including
anaphylaxis, following
administration of the vaccine.
Including this population No Myocarditis/ pericarditis is an

important potential risk
(Module SV11.3.1).
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Criterion

Reason for Exclusion

Included as Missing
Information? (Yes/No)

Rationale (if not included as
missing information)

Dermatologic conditions that
could affect local solicited
adverse reaction assessments
(eg, tattoos, psoriasis patches
affecting skin over the deltoid
areas).

Including this population
could have impacted the
assessment of safety outcomes
for the study.

No

Local solicited adverse reactions
were expected during the study.

Reported history of bleeding
disorder that is considered a
contraindication to IM
injection or phlebotomy.
Known uncontrolled disorder
of coagulation.

Study participants have a
potential risk of haematoma
due to the puncture of the
deep tissues. Including this
population could have
impacted the safety outcome
of the study.

No

It is common medical practice not
to administer a product by the
intramuscular route in individuals
with coagulopathy or bleeding
disorders, although the use of a
needle with proper gauge can
decrease the risk. The mMRESVIA
SmPC warns healthcare
professionals that as with other
intramuscular injections, the
vaccine should be given with
caution in individuals receiving
anticoagulant therapy or those with
thrombocytopenia or any
coagulation disorder (such as
haemophilia) because bleeding or
bruising may occur following an
intramuscular administration in
these individuals.

History of a serious reaction
to any prior vaccination, or
Guillain-Barré syndrome.

Including this population
could have impacted the
safety outcome of the study.

No

New onset of or worsening of
neurologic diseases, including
GBS, acute disseminated
encephalomyelitis, idiopathic
peripheral facial nerve palsy
(Bell’s palsy), seizures including
but not limited to febrile seizures
and/or generalised
seizures/convulsions, were AESI in
Study mRNA-1345-P301 as they
are recognised to occur with some
vaccines.

In Study mMRNA-1345-P303, new
onset or worsening of pre-specified
neurologic diseases (Bell’s
palsy/facial paralysis, GBS,
ADEM, and seizures) were
included as AESI (Module 2.7.4,
Section 1.16).

The AESI neurological conditions
will be further monitored as Safety
Topics of Interest using additional
and routine pharmacovigilance
activities (Part I11).

Received or plans to receive
any nonstudy vaccine
(including authorised or
approved vaccines for the
prevention of COVID-19
regardless of type of vaccine)
within 28 days before or after
the Day 1 study injection.

Including this population
could have impacted the
efficacy or safety outcome of
the study.

No

Co-administration with other
vaccines is not considered missing
information based on the data from
studies MRNA-1345-P302 (Parts A
and B) and mRNA-1345-P304.
Co-administration of mMRNA-1345
with standard dose influenza
vaccine, high dose influenza
vaccine, and an mRNA COVID-19
vaccine was well tolerated and led
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Criterion

Reason for Exclusion

Included as Missing
Information? (Yes/No)

Rationale (if not included as
missing information)

Nonstudy vaccination(s)
should not be delayed.

to robust humoral immune
responses and supports vaccine
effectiveness against these
respiratory diseases. The
MRESVIA SmPC informs
healthcare professionals that
mRESVIA can be administered
concomitantly with seasonal
influenza vaccines, either standard
dose or high dose
unadjuvanted and COVID-19
mRNA vaccine.

Reported history of congenital
or acquired
immunodeficiency,
immunosuppressive condition,
or immune-mediated disease 2
(HIV positive participants
with CD4 count

>350 cells/mm?3 and an
undetectable HIV viral load
within the past year [low level
variations from 50-500 viral
copies which do not lead to
changes in antiretroviral
therapy] and participants with
stable autoimmune diseases
that do not require systemic
immunosuppressants are
permitted.)

It is generally expected that
participants with
immunocompromised status
may not reach the protective
antibody level achieved in
healthy individuals with
vaccines. Including this
population could have
impacted the efficacy outcome
of the study.

Yes. Usein
immunocompromised
individuals is missing

information

(Module SVI1.3.2).

Chronic administration
(defined as more than 14
continuous days) of
immunosuppressants or other
immune-modifying drugs
within 6 months prior to the
administration of the study
injection. An
immunosuppressant dose of
glucocorticoid will be defined
as a systemic dose >10 mg of
prednisone per day or
equivalent. The use of topical,
inhaled, and nasal
glucocorticoids will be
permitted.

Including this population
could have impacted the
efficacy outcome of the study.

Yes. Use in
immunocompromised
individuals is missing

information

(Module SVI11.3.2).
Use in individuals with
autoimmune or
inflammatory disorders is
missing information
(Module SVI11.3.2).

Administration of
immunoglobulins and/or any
blood products within the 3
months preceding the
administration of the study
injection or during the study.

Including this population
could have impacted the
efficacy outcome of the study.

Yes. Use in
immunocompromised
individuals is missing

information

(Module SVI1.3.2).
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Criterion

Reason for Exclusion

Included as Missing
Information? (Yes/No)

Rationale (if not included as
missing information)

Donated >450 mL of blood
products <14 days prior to
Screening.

could have impacted the

safety outcome of the study.

Acute disease at the time of Including individuals with No It is good practice not to administer

enrolment (defined as the moderate or severe illness a vaccine to an individual who has

presence of moderate or with or without fever could a fever. To this effect, the

severe illness with or without | have impacted the efficacy MRESVIA SmPC advises

fever, or an oral temperature and safety outcome as these healthcare professionals that

>37.8°C (100.0°F) on the individuals may have vaccination should be postponed in

planned day of vaccine underlying RSV infection. individuals suffering from acute

administration). infection or febrile illness. The
presence of a minor infection, such
as a cold, should not delay
vaccination.

Known history of poorly Including this population No There is no suspected reason to

controlled hypertension (per | could have impacted the expect the safety or efficacy of

determination of the safety outcome of the study. MRESVIA in these individuals

investigator), or systolic blood would be d!fferent frqm the rest of

pressure >160 mmHg at the the population receiving

Screening or baseline (Day 1) MRESVIA.

visit.?

Diastolic blood pressure

>90 mmHg at the Screening

or baseline (Day 1) visit.”

Known history of Including this population No There is no suspected reason to

hypotension, or systolic blood | could have impacted the expect the safety or efficacy of

pressure <85 mmHg at the safety outcome of the study. MRESVIA in these individuals

Screening or baseline (Day 1) would be different from the rest of

visit.? the population receiving
mRESVIA.
It is recognised that individuals
with hypotension are at increased
risk of syncope. The mRESVIA
SmPC advises that anxiety-related
reactions including vasovagal
reactions (syncope),
hyperventilation or stress-related
reactions may occur in association
with vaccination as a psychogenic
response to the needle injection and
that it is important that precautions
are in place to avoid injury from
fainting.

Including this population No It is common practice to not allow

participants to give blood prior to
entering a clinical trial in which
phlebotomy is occurring as part of
the study procedures to avoid
undue risk to the participant. There
is no suspected reason to expect the
safety or efficacy of mMRESVIA in
these individuals would be
different from the rest of the
population receiving mMRESVIA.

2 Not an exclusion criterion for Study mRNA-1345-P303 Part A. Adults who were receiving chronic administration (defined as
more than 14 continuous days) of immunosuppressants or other immune-modifying drugs within 180 days prior to Day 1

were excluded.

b Not an exclusion criterion for Study mRNA-1345-P303 Part A.
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SIV.2 Limitations to Detect Adverse Reactions in Clinical Trial Development
Programmes

The current studies supporting the authorisation of mMRESVIA in the clinical development
programme are unlikely to detect certain types of adverse reactions such as very rare (<1/10,000)
adverse reactions or adverse reactions with a long latency.

The safety profile is based on the ongoing, global, randomised, observer-blind, placebo-
controlled Phase 2/3 study mMRNA-1345-P301, in which 18,245 adult participants aged >60 years
received one injection of 50 ug MRESVIA,; and 17,152 of these participants had at least

6 months of follow-up after injection at the time of the data cutoff (30 Apr 2023).

This is supported by supplementary safety data from completed observer-blind, placebo-
controlled Phase 1 dose-escalation study mRNA-1345-P101 in which 66 participants received
50 ug mRESVIA.

In addition, safety data are available from ongoing Phase 3, randomised, double-blind study
MRNA-1345-P303 Part A in which 999 adult participants aged >18 to <59 years with increased
risk for LTRD received 1 dose of either 30 ug mRESVIA (N=497) or 50 ug mRESVIA
(N=502); 492/502 (98%) participants in the 50 pg group reached >6 months of follow-up after
injection at the time of the data cutoff (18 Sep 2024).

Long-term safety is considered missing information although over 17,500 recipients of 50 pg
MRESVIA have at least 6 months of safety follow-up (Module SVI11.3.2).

SIV.3 Limitations in Respect to Populations Typically Under-Represented in
Clinical Trial Development Programmes

Table 42: Exposure of Special Populations Included or Not in Clinical Trial
Development Programmes

Type of Special Population Exposure

Paediatric participants Not included in the clinical development programme to support the indication in

adults >18 years.

Pregnant women Not included in the clinical development programme to support the indication in
adults >18 years.

In Study mRNA-1345-P303 Part A, 3 pregnancies were reported, including 1
participant in the mRESVIA 50 pg group (resulting in a healthy male infant delivered
via caesarean section at 34 weeks gestation without complications or congenital
abnormalities) and 2 participants in the mRESVIA 30 pg group (one resulting in
elective termination with no known congenital anomalies; the other ongoing without
reported acute illnesses or pregnancy complications as of the data cutoff [18 Sep
2024], with the estimated due date as Feb 2025) (Module 2.7.4, Section 6.4).

In Study mRNA-1345-P101 WOCBP, 2 pregnancies were reported, including

1 participant in the mRESVIA 25 g group (positive pregnancy test on Study Day 49)
that resulted in elective termination and 1 participant in the mRESVIA 50 ug group
(positive pregnancy test on Study Day 85) that resulted in a live birth and normal
vaginal delivery with no problems reported during pregnancy and delivery (mMRNA-
1345- P101 CSR Addendum 2, Section 7.3.3).

Use in pregnancy is missing information (Module SVI1.3.2).

Breastfeeding women Not included in the clinical development programme to support the indication in
adults >18 years.
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Type of Special Population

Exposure

Participants with relevant comorbidit

ies

Participants with hepatic impairment

Hepatic impairment at baseline was not evaluated in the clinical development
programme.

Participants with renal impairment

Renal impairment at baseline was not evaluated in the clinical development
programme.

Participants with cardiovascular
impairment

Individuals with CHF, including heart failure with preserved ejection fraction, were
permitted to participate in Study mMRNA-1345-P301 if they were assessed as medically
stable. At study entry, 1.5% (277 of 18245) participants in the mMRESVIA group and
1.5% (273 of 18184) participants in the placebo group had a targeted medical history
grouped term of CHF that included the PT cardiac failure congestive (Table 14.1.4.2).

In Study mMRNA-1345-P303, 26% (129 of 497) participants in the mMRNA-1345 30 pg
group had CAD/CHF (19.5% CAD and 10.7% CHF) and 25.7% (129 of 502)
participants in the mRNA-1345 50 pg group had CAD/CHF (20.7% CAD and 9.0%
CHF) (Table 14.1.3.4.1).

Immunocompromised participants

Not included in the clinical development programme (Module SIV.1).
Use in immunocompromised individuals is missing information (Module SV11.3.2).

Participants with a disease severity
different from inclusion criteria in
clinical trials

Not applicable.

Population with relevant different
ethnic origin

Participant exposure by race and ethnicity in Study mRNA-1345-P301 are presented
in Table 7 and Table 8 (Module SIII), respectively.

In this study, the majority of participants in the mMRESVIA and placebo groups were
White (61.8% and 61.9%), followed by Black or African American (12.1% and
11.9%), Asian (11.0% and 11.0%), other (5.4% and 5.5%), American Indian or Alaska
Native (5.0% and 4.9%), multiple (4.2% and 4.1%), Native Hawaiian or Other Pacific
Islander (0.1% and 0.1%); in <0.1% and 0.1% of participants the race was unknown
and in 0.3% and 0.5% of participants the race was not reported, respectively

(Table 14.1.3.6).

In terms of ethnicity, the majority of participants in the mMRESVIA and placebo groups
in MRNA-1345-P301 were Not Hispanic or Latino (65.6% and 65.0%), followed by
Hispanic or Latino (33.4% and 33.8%); in 0.1% and 0.1% of participants ethnicity was
unknown and in 0.9% and 1.0% of participants ethnicity was not reported, respectively
(Table 14.1.3.6).

Participant exposure by race and ethnicity in Study mMRNA-1345-P303 are presented
in Table 35 and Table 36, respectively.

The majority of participants in the mMRESVIA 30 pg and 50 g groups were White
(77.1% and 79.9%), followed by Black or African American (18.5% and 16.9%),
Asian (2.6% and 0.8%), American Indian or Alaska Native (0.6% and 0.4%), Native
Hawaiian or Other Pacific Islander (0.2% and 0.6%); multiple (0.4% and 0.8%), other
(0.2% and 0); in 0.4% and 0.6% of participants the race was not reported, respectively
(Table 14.1.3.4.1).

In this study, the majority of participants in the mRESVIA 30 pg and 50 pg groups
were Not Hispanic or Latino (69.6% and 71.7%), followed by Hispanic or Latino
(29.0% and 27.9%); in 1.0% and 0O of participants ethnicity was not reported and in
0.4% and 0.4% of participants ethnicity was unknown, respectively (Table 14.1.3.4.1).

Subpopulations carrying relevant
genetic polymorphisms

Not applicable.

Others
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Type of Special Population

Exposure

Participants > 75 years of age

Participant exposure by age in Study mMRNA-1345-P301 is presented in Table 6
(Module SlI1). In this study, 18.1% and 18.2% of participants were >75 years of age in
the mMRESVIA and placebo groups; 81.9% and 81.8% of participants were 60 to

74 years, respectively (Table 14.1.3.6).

Frail participants

In Study mMRNA-1345-301, frailty status of participants was assessed at baseline using
the EFS as presented in the table below.

Participant Frailty (Safety Set) in the Ongoing Study mRNA-1345-P301

Characteristic Placebo mMRESVIA Total

(N=18184) 50 pg (N=36429)
(N=18245)

Frailty Status, n (%)

0-3: Fit 13362 (73.5) 13515 (74.1) | 26877 (73.8)

4-5: Vulnerable 2907 (16.0) 2841 (15.6) 5748 (15.8)

6 or more: Mild frailty 1027 (5.6) 1009 (5.5) 2036 (5.6)

Missing 888 (4.9) 880 (4.8) 1768 (4.9)

Abbreviations: EFS = Edmonton Frail Scale; IP = investigational product;
max = maximum; min = minimum; SD = standard deviation.

Percentages are based on the number of participants in the Safety Set.

Baseline value for EFS total score is defined as the most recent non missing
measurement (scheduled or unscheduled) collected on or before the date of IP
injection.

Source: Study mRNA-1345-P301 Table 14.1.3.6

Data from ongoing trial as of 30 Apr 2023.

Diabetes (Type 1, Type 2)

In Study mRNA-1345-P301, 17.9% (3262 of 18245) participants in the mRESVIA
group and 17.4% (3172 of 18184) participants in the placebo group had a targeted
medical history grouped term of diabetes at study entry (Table 14.1.4.2). This included
PTs Type 2 diabetes mellitus (17.4% and 17.0%), Type 1 diabetes mellitus (0.4% and
0.4%), diabetes mellitus (<0.1% and <0.1%), diabetic neuropathy (<0.1% and <0.1%),
and Type 3 diabetes mellitus (0 and <0.1%) in the mMRESVIA and placebo groups,
respectively (Table 14.1.4.2).

In Study mRNA-1345-P303, 55.9% (278 of 497) participants in the mRESVIA 30 g
group had Type 1 or Type 2 diabetes mellitus and 59.6% (299 of 502) participants in
the mRESVIA 50 pg group had Type 1 or Type 2 diabetes mellitus (Table 14.1.3.4.1).

Chronic lung disease

Individuals with COPD were permitted to participate in Study mRNA-1345-P301 if
they were assessed as medically stable.

In this study, 6.0% (1097 of 18245) participants in the mRESVIA group and 6.1%
(1107 of 18184) participants in the placebo group had a targeted medical history
grouped term of COPD at study entry (Table 14.1.4.2). This included PTs COPD
(5.5% and 5.6%), emphysema (0.4% and 0.4%), bronchitis chronic (0.3% and 0.3%),
and asthma-chronic obstructive pulmonary disease overlap syndrome (0 and <0.1%),
in the mMRESVIA and placebo groups, respectively (Table 14.1.4.2). Furthermore,
0.8% (144 of 18245) participants in the mRESVIA group and 0.8% (152 of 18184)
participants in the placebo group had a targeted medical history grouped term of
chronic respiratory disease at study entry (Table 14.1.4.2).

In Study mMRNA-1345-P303, 47.5% (236 of 497) participants in the mRESVIA 30 g
group had chronic lung disease (10.3% COPD, 38.8% asthma, 3.6% chronic
respiratory disease, and 0.2% pulmonary fibrosis) and 44.8% (225 of 502) participants
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Type of Special Population Exposure

in the mMRESVIA 50 pg group had chronic lung disease (10.4% COPD, 38.8% asthma,
2.4% chronic respiratory disease, and 0.2% pulmonary fibrosis) (Table 14.1.3.4.1).

Severe obesity (BMI >40 kg/m?) Not included in the clinical development programme. A BMI from >18 kg/m? to <35
kg/m? was an inclusion criterion in Study mRNA-1345-P301.

In Study mMRNA-1345-P303, 17.1% (85 of 497) participants in the mRESVIA 30 ug

group and 17.7% (89 of 502) participants in the mRESVIA 50 ug group had a BMI
>40 kg/m? (Table 14.1.3.4.1).

HIV infection In Study mRNA-1345-P301, 0.7% (136 of 18245) participants in the mRESVIA group
and 0.8% (151 of 18184) participants in the placebo group had a targeted medical
history of HIV infection (PT) at study entry (Table 14.1.4.2). Other HIV related
targeted medical history PTs at study entry included HIV test positive (<0.1% and
<0.1%), HIV infection CDC category A (<0.1% and 0), and blood HIV RNA below
assay limit (0 and <0.1%), in the mRESVIA and placebo groups, respectively

(Table 14.1.4.2).

In Study mRNA-1345-P303, 1.6% (8 of 497) participants in the mMRESVIA 30 g
group and 1.6% (8 of 502) participants in the mMRESVIA 50 pg group had a medical
history of HIV infection (Table 14.1.4.1.1).

PartII: Module SV - Post-Authorisation Experience

SV.1 Post-Authorisation Experience

MRESVIA was first approved in the US on 31 May 2024 for active immunisation for the
prevention of LRTD caused by RSV in individuals 60 years of age and older. As of 30 May
2025, mRESVIA is currently authorised in 39 countries.

SVv.1.1 Method Used to Calculate Exposure

The worldwide administered doses of MRESVIA in the post-market setting were estimated based
on the cumulative global distributed doses as of 30 May 2025. This estimate was adjusted by
applying the lower and upper ranges of the proportion of commercial doses administered versus
doses commercially distributed in the US, using the following two data sources:

e Moderna’s internal supply chain data provides daily tracking of dose distribution by
product and receiving country.

e The lower-range cumulative commercial administrations of mMRESVIA doses in the
US were derived from IQVIA’s NPA data for retail pharmacies across the country,
and dose administrations were provisioned and documented in a US integrated
delivery healthcare network. IQVIA’s NPA data are refreshed weekly, and the
estimated proportions are subject to updates as uptake patterns in the US evolve and
NPA data are updated. The upper-range commercial administrations of MRESVIA
doses in the US were estimated by accounting for additional doses administered in
physicians’ offices, using CDC weekly data on RSV vaccinations administered in
retail pharmacies and physicians' offices for adults aged 60 years and older across
manufacturers.

The estimated lower- and upper-range proportions (doses administered divided by doses
distributed) in the US were then applied to global commercial dose distributions to estimate
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lower- and upper-range commercial dose administrations worldwide cumulatively through
30 May 2025.

SV.1.2 Exposure

Based on the assumptions described in Module SV.1.1, it is estimated that approximately 83,386
to 86,638 doses of MRESVIA had been administered worldwide in the post-market setting
through 30 May 2025 cumulatively.

Part II: Module SVI - Additional EU Requirements for the Safety Specification

SVI.1 Potential for Misuse for Illegal Purposes
Not applicable.
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PartII: Module SVII - Identified and Potential Risks

SVII.1 Identification of Safety Concerns in the Initial RMP Submission
Important identified risks None
Important potential risks Myocarditis/pericarditis

Co-administration with other vaccines

Use in immunocompromised individuals

Use in individuals with autoimmune or inflammatory disorders
Long-term safety

Missing information

SVII.1.1 Risks Not Considered Important for Inclusion in the List of Safety Concerns
in the RMP

Please refer to the initial RMP (version 0.4, 18 Jun 2024) (EMEA/H/C/6278).

SVII.1.2 Risks Considered Important for Inclusion in the List of Safety Concerns in
the RMP

Please refer to the initial RMP (version 0.4, 18 Jun 2024) (EMEA/H/C/6278).

SVIIL.2 New Safety Concerns and Reclassification With a Submission of an Updated
RMP

Not applicable.

SVIL3 Details of Important Identified Risks, Important Potential Risks, and
Missing Information

SVIL3.1 Presentation of Important Identified Risks and Important Potential Risks

Table 43: Presentation of Important Potential Risks
Important Potential Risk Myocarditis/pericarditis
Potential mechanism Myocarditis is an inflammatory condition of the myocardium triggered by various

factors including infectious agents, toxic substances, drugs or autoimmune
disorders rather than a distinct cardiovascular disease.

The most common aetiology of myocarditis are viral infections, accounting for
50-70% of all cases (Baral et al 2020). Although rare, RSV has been reported to
cause extrapulmonary complications such as arrhythmias and myocarditis (Huang
et al 1998; Miura et al 2018; O’Brien et al 2021).

Acute pericarditis is an inflammatory process involving the pericardium that
results in a clinical syndrome characterised by chest pain, pericardial friction rub,
changes in the electrocardiogram and occasionally, a pericardial effusion. The
most common form of acute pericarditis is idiopathic, which accounts for about
90% of cases and other common causes include infection, renal failure,
myocardial infarction, post-cardiac injury syndrome, malignancy, radiation, and
trauma. Acute pericarditis is more common in men than in women and it more
commonly affects adults aged 50 years and older than the younger population.
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Important Potential Risk

Myocarditis/pericarditis

Myocarditis has previously been reported following vaccines including smallpox
vaccine (Halsell et al 2003). The occurrence of myocarditis/pericarditis following
COVID-19 mRNA vaccines was very rare (Ling et al 2022), with higher incidence
rates in young male and within a short risk window (7 days) after the second dose
(YYasuhara et al 2023; Knudsen and Prasad 2022).

Mechanistic investigations into COVID-19 infection and mRNA COVID-19
vaccine-associated myocarditis have pointed to antigen-specific biological factors
rather than to the mRNA platform itself. Elevated expression of the SARS-CoV-2
spike receptor, ACE2, on cardiomyocytes and pericytes (Pannucci et al 2023), and
the detection of circulating spike or cleaved S1 protein fragments in affected
individuals (Yonker et al 2023; Borkotoky et al 2023) suggest that spike-mediated
interactions with ACE2 and downstream immune activation contribute to this
phenomenon. These mechanisms are unique to SARS-CoV-2 spike biology and
are not relevant to RSV infection or to the RSV pre-F antigen encoded by
MRNA-1345. Consistent with this antigen-specific distinction, no myocarditis or
pericarditis events were reported in any of the clinical studies evaluating
MRESVIA in participants who received mRNA-1345, including Study
MRNA-1345-P301 within 28 days postinjection.

Evidence source and strength
of evidence

Myocarditis/pericarditis can be caused by a variety of factors; the most common
aetiology is viral infection.

In Study mRNA-1345-P301, there were no CEAC adjudicated cases of acute
myocarditis up to the data cutoff (30 Apr 2023) and no CEAC adjudicated cases
of acute pericarditis up to 42 days after study injection in either the mMRESVIA or
placebo groups. While two participants in the mMRESVIA group had CEAC
adjudicated events of acute pericarditis with onset >42 days, they were assessed
by the investigator as unrelated to study vaccine as other confounding factors
provide an alternative causal association. No cases of acute pericarditis were
reported in the placebo group up to data cutoff.

In Study mRNA-1345-P303 Part A, no events of myocarditis or pericarditis were
reported in participants >18 to <59 years of age vaccinated with mRNA-1345

30 g or 50 ug up to the data cutoff (18 Sep 2024) (Study mRNA-1345-P303 CSR
Section 7.5.1.2).

Clinical trials can provide an estimation of the frequency and nature of an adverse
reaction that is expected to occur post-authorisation.

Characterisation of risk

In Study mRNA-1345-P301, no investigator assessed AESIs of myocarditis or
pericarditis were reported in either group up to 7 days after injection
(Table 14.3.2.8.2.1).

In Study mRNA-1345-P301, there were ho CEAC adjudicated cases of acute
myocarditis up to the data cutoff (30 Apr 2023) and no CEAC adjudicated cases
of acute pericarditis up to 42 days after study injection in either the mMRESVIA or
placebo groups.

Up to 28 days after injection, no AESIs of myocarditis or pericarditis were
reported after MRESVIA vaccination (N=18245); 1 AESI of pericarditis was
reported in a participant in the placebo group (1 of 18184; <0.1%)

(Table 14.3.2.2.1.1) with onset on Day 8 that was adjudicated by the CEAC as not
a charter-defined event (Study mRNA-1345-P301 CSR Section 7.6.1.2). This was
the only event that was reported within 42 days after injection.

Up to the data cutoff (30 Apr 2023), pericarditis was reported as an AESI for

2 participants (<0.1%) in the mRESVIA group (one participant had 2 events, on
Day 48 and Day 223) and myocarditis was reported as an AESI for one participant
(<0.1%) in the mRESVIA group (onset Day 62) (Table 14.3.2.6.1.2; Study
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Important Potential Risk

Myocarditis/pericarditis

MRNA-1345-P301 CSR Section 7.6.1.2), in addition to the one AESI of
pericarditis reported in the placebo group (onset on Day 8 as described above). All
events in the mMRESVIA group had onset >42 days after study injection and were
considered unrelated to study injection per investigator. The CEAC adjudicated
the AESI of myocarditis in the mRESVIA group as not a charter-defined event
(Study mRNA-1345-P301 CSR Section 7.6.1.2). While two participants in the
MRESVIA group had CEAC adjudicated events of acute pericarditis with onset
>42 days, they were assessed by the investigator as unrelated to study vaccine as
other confounding factors provide an alternative causal association. Other possible
confounding factors included a preceding viral upper respiratory tract infection,
administration of a second dose of monkeypox vaccine and a bivalent COVID-19
vaccine 3 days before the recurrent event of pericarditis, and an unlikely temporal
association with mRESVIA.

One event that was not reported as an AESI also underwent adjudication by the
CEAC as it was initially reported with verbatim term “nonsustained cardiac
arrhythmia potential myocarditis,” (PT myocarditis) in a participant who received
MRESVIA (Study mRNA-1345-P301 CSR Section 7.6.1.2). This was adjudicated
by the CEAC as not a charter-defined event and the investigator later updated the
event term to palpitations (verbatim: worsening of heart palpitations) as of the
data cutoff.

All of the myocarditis and pericarditis events described above that were reported
by the investigator as AESIs were also identified in the narrow noninfectious
myocarditis and pericarditis SMQ (Study mRNA-1345-P301 CSR

Section 7.6.2.14). The incidence of event PTs identified by the narrow/broad
noninfectious myocarditis and pericarditis SMQ was balanced between the groups
up to 28 days after injection (<0.1% in each group; Table 14.3.2.10.4.2) and up to
data cutoff (0.6% in each group; Table 14.3.2.10.4.3).

In summary, no CEAC-adjudicated cases of myocarditis or pericarditis occurred
within 42 days after injection. No CEAC-adjudicated cases of acute myocarditis
were reported up to data cutoff (30 Apr 2023) in either group. Two participants in
the mRESVIA group had CEAC-adjudicated cases of acute pericarditis that had
onset >42 days after study injection and were considered to be unrelated to study
injection per investigator. There were no CEAC-adjudicated cases of acute
pericarditis in the placebo group up to the data cutoff.

In Study mRNA-1345-P101, no unsolicited treatment-emergent AESIs including
pericarditis were reported in either of the mRESVIA or placebo groups in any of
the cohorts (Table 14.3.2.4.1.1; Table 14.3.2.4.1.2.1; Table 14.3.2.4.1.2.2;

Table 14.3.2.4.1.5).

In Study mRNA-1345-P303 Part A, no events of myocarditis or pericarditis were
reported in participants >18 to <59 years of age vaccinated with mRESVIA 30 g
or 50 ug up to the data cutoff (18 Sep 2024) (Study mRNA-1345-P303 CSR
Section 7.5.1.2).

Risk factors and risk groups

Acute myocarditis is overall more common in men than in women (Kyto et al
2013). The incidence rate occurs with two peaks: the highest in those under one
year old with both genders combined (Vasudeva et al 2021) and young males aged
16 to <40 years old (Vasudeva et al 2021; Kyto et al 2013). Similarly, acute
pericarditis is overall more common in men than in women. However, the gender
difference is reduced with advancing age and became nominal in persons aged
>65 years (Kyto et al 2014). In males, the incidence rate of acute pericarditis
declines between 16 to 45 years followed by an increase in older individuals aged
>50 years (Kyto et al 2014). In females, the incidence rate of acute pericarditis
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Important Potential Risk Myocarditis/pericarditis

gradually increases with age, with a peak in the population aged 65 to 74 years
(Kyto et al 2014; Kumar et al 2016).

Preventability Myocarditis presents with a spectrum of symptoms ranging from mild dyspnoea or
chest pain that spontaneously resolves without treatment to cardiogenic shock and
sudden death. The major long-term consequence is dilated cardiomyopathy with
chronic heart failure. Common viral infections are the most frequent cause of
myocarditis, but other pathogens, hypersensitivity reactions, and systemic and
autoimmune diseases have also been implicated (Blauwet and Cooper 2010).

Pericarditis may be caused by many disorders (eg, infection, myocardial
infarction, trauma, tumours, metabolic disorders) but is often idiopathic.
Symptoms include chest pain or tightness, often worsened by deep breathing.
Cardiac output may be greatly reduced if cardiac tamponade or constrictive
pericarditis develops. Diagnosis is based on symptoms, a friction rub,
electrocardiographic changes, and evidence of pericardial fluid accumulation on
x-ray or echocardiogram (Hoit 2022).

Pericarditis may result in one of two serious complications: cardiac tamponade
and chronic constrictive pericarditis. Cardiac tamponade is considered a medical
emergency and, if left untreated, can quickly become fatal.

Myocarditis and pericarditis have yet to be confirmed as causally associated with
MRESVIA but can be managed in clinical practice with supportive treatment
should they occur.

Impact on the benefit-risk Respiratory syncytial virus is a significant contributor of both upper and lower
balance of the product respiratory tract illness and hospitalisation worldwide. It results in substantial
associated morbidity and economic burden across the older adult population and
other groups at higher risk for severe disease, including infants, young children,
and persons with certain underlying conditions such as chronic heart or lung
disease, or immunocompromising conditions.

The potential clinical consequences of myocarditis/pericarditis are serious.
However, there is insufficient evidence that mMRESVIA causes myocarditis or
pericarditis. The very rare case of myocarditis/pericarditis that have occurred with
the mRNA vaccine Spikevax generally developed within just a few days after
vaccination, primarily within 14 days. Individuals tend to recover within a short
time following standard treatment and rest. The majority of these cases were
reported in young males, and shortly after the second dose of the vaccine.

The benefit of MRESVIA as a preventive vaccine for RSV is considered to
outweigh the risk of myocarditis/pericarditis, a risk for which a causal association
with mRESVIA has not been established.

Public health impact The potential impact on public health is expected to be low since myocarditis and
pericarditis are very rare reactions that have yet to be confirmed as causally
associated with mRESVIA.

Although the potential clinical consequences of myocarditis and pericarditis are
serious, these adverse effects, should they occur, can be managed with supportive
treatment.
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SVIL.3.2 Presentation of the Missing Information

Table 44: Presentation of Missing Information

Missing Information

Use in immunocompromised individuals

Evidence source

Individuals with a reported history of congenital or acquired immunodeficiency,
immunosuppressive condition, or immune-mediated disease were excluded from
participation in Study mRNA-1345-P301 as it is expected that participants with
immunocompromised status may not reach the protective antibody level achieved
in healthy individuals with vaccines (Module SIV.1). Individuals receiving
chronic administration (defined as more than 14 continuous days) of
immunosuppressants or other immune-modifying drugs within 6 months prior to
the administration of the study injection were excluded from participation in
studies MRNA-1345-P301 and mRNA-1345-P303 Part A.

HIV positive individuals with CD4 count >350 cells/mm? and an undetectable
HIV viral load within the past year (low level variations from 50-500 viral copies
which do not lead to changes in antiretroviral therapy) and individuals with stable
autoimmune diseases that do not require systemic immunosuppressants were
permitted in Study mRNA-1345-P301. A total of 136 participants (136 of 18245;
0.7%) in the mRESVIA group and 151 participants (151 of 18184; 0.8%) in the
placebo group had a targeted medical history of HIV infection at study entry
(Table 42; Module SIV.3).

In Study mRNA-1345-P303 Part A, 1.6% (8 of 497) participants in the mMRESVIA
30 pg group and 1.6% (8 of 502) participants in the mRESVIA 50 g group had a
medical history of HIV infection (Table 42, Module SIV.3).

Overall, use of MRESVIA in immunocompromised individuals is limited.
The mRESVIA SmPC advises healthcare professionals that safety and
immunogenicity data on mMRESVIA are not available for immunocompromised

individuals. Individuals receiving immunosuppressant therapy or patients with
immunodeficiency may have a diminished immune response to this vaccine.

Population in need of further
characterisation

Use in immunocompromised individuals will be further characterised through the
ongoing Studies MRNA-1345-P303 Part B, mRNA-1345-P902, and mMRNA-1345-
P903, in addition to routine pharmacovigilance activities (Part 111).

Missing Information

Use in individuals with autoimmune or inflammatory disorders

Evidence source

Individuals receiving chronic administration (defined as more than 14 continuous
days) of immunosuppressants or other immune-modifying drugs within 6 months
prior to the administration of the study injection were excluded from participation
in studies MRNA-1345-P301 and mRNA-1345-P303 Part A (Module SIV.1). This
would have excluded individuals with autoimmune or inflammatory disorders.
While individuals with stable autoimmune diseases that do not require systemic
immunosuppressants were permitted in Study mRNA-1345-P301, mRESVIA
exposure is limited in individuals with autoimmune or inflammatory disorders.

In Study mRNA-1345-P301, overall, 1.0% of mMRESVIA participants and 1.1% of
placebo participants had a targeted medical history within the “immune disease”
category, which included events autoimmune conditions such as psoriasis and
rheumatoid arthritis (Table 14.1.4.2). There were 16 participants with a targeted
medical history of autoimmune thyroiditis at study entry; 8 participants (8 of
18245; <0.1%) in the mMRESVIA group and 8 participants (8 of 18184; <0.1%) in
the placebo group (Table 14.1.4.2). A total of 18 participants had a targeted
medical history of rheumatoid arthritis; 7 participants (7 of 18245; <0.1%) in the
MRESVIA group and 11 participants (11 of 18184; <0.1%) in the placebo group
(Table 14.1.4.2). A targeted medical history of systemic lupus erythematosus (2 of
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18245; <0.1%) or chronic cutaneous lupus erythematosus (1 of 18245; <0.1%) at
study entry was limited in the mRESVIA group; no participants had either
condition in the placebo group (Table 14.1.4.2). There were also limited
participants with a targeted medical history of Sjogren’s syndrome and Basedow’s
disease in the mMRESVIA (4 of 18245 and 3 of 18245; both <0.1%) and placebo

(2 of 18184 and 2 of 18184; both <0.1%) groups, respectively (Table 14.1.4.2).

There were 5 participants with a medical history of inflammatory bowel disease
included in the study; 2 participants (2 of 18245; <0.1%) in the mRESVIA group
and 3 participants (3 of 18184; <0.1%) in the placebo group (Table 14.1.4.1).
Twelve participants had a medical history of pelvic inflammatory disease;

6 participants (6 of 18245; <0.1%) in the mRESVIA group and 6 participants (6 of
18184; <0.1%) in the placebo group (Table 14.1.4.1).

Population in need of further
characterisation

Use in individuals with autoimmune or inflammatory disorders will be further
characterised through the ongoing Studies MRNA-1345-P902 and mRNA-1345-
P903, in addition to routine pharmacovigilance activities (Part I11).

Missing Information

Long-term safety

Evidence source

The safety profile of MRESVIA is based on the ongoing, global randomised,
observer-blind, placebo-controlled Phase 2/3 clinical study mMRNA-1345-P301 in
which 18,245 adult participants aged >60 years received one injection of 50 pg
MRESVIA; and 17,152 of these participants had at least 6 months of follow-up
after injection. At the time of the data cutoff of 30 Apr 2023, the median study
duration from injection (days) in the mRESVIA group (N=18245) was 257 days
(1, 530 days) (Table 5, Module SIII).

This is supported by supplementary safety data from completed observer-blind,
placebo-controlled Phase 1 dose-escalation study mRNA-1345-P101 in which
66 participants received 50 pg mRESVIA. At the time of the analysis (02 Oct
2022) for mMRNA-1345-P101 the following groups were analysed:

e Younger adult cohort: Adults aged 18 to 49 years (Cohorts 1 to 4) from Day 1
through EOS (Month 6 for Cohort 1, Cohort 2, and Cohort 4; Month 10 for
Cohort 3) (Final analysis).

e Older adult cohort: Adults aged 65 to 79 years (Cohorts 7 to Cohort 11) from
Day 1 through Month 14, reflecting 12 months of follow-up after the first
injection, and 2 months follow-up after booster injection (Interim analysis).

e Older adult Japanese cohort: Adults of Japanese descent aged >60 years
(Cohort 15) from Day 1 through EOS (Month 6) (Final analysis).

¢ WOCBP cohort: WOCBP aged 18 to 40 years (Cohorts 12 to 14) from Day 1
through EOS (Month 6) (Final analysis).

In addition, safety data are available from ongoing Phase 3, randomised, double-
blind study mMRNA-1345-P303 Part A in which 999 adult participants aged >18 to
<59 years with increased risk for LTRD received 1 dose of either mRESVIA

30 ug (N=497) or mRESVIA 50 ug (N=502); 492/502 (98%) participants in the
50 pg group reached >6 months of follow-up after injection at the time of the data
cutoff (18 Sep 2024).

It is recognised that long-term safety data are limited.

Population in need of further
characterisation

Long-term safety will be further characterised through the ongoing Studies
MRNA-1345-P301, mRNA-1345-P302, mRNA-1345-P303, mRNA-1345-P902,
and mRNA-1345-P903, in addition to routine pharmacovigilance activities
(Part I11).
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Missing Information

Use in pregnancy

Evidence source

Pregnant individuals were not included in the clinical development programme to
support the indication in adults >18 years.

Pregnant individuals were not included in Study mRNA-1345-P303. The inclusion
criteria stipulated that female participants of childbearing potential could be
enrolled in Study mMRNA-1345-P303 if the participant had a negative pregnancy
test at the Screening visit and on the day of injection (Day 1), practiced adequate
contraception or abstained from all activities that could result in pregnancy for at
least 28 days prior to Day 1, and agreed to continue adequate contraception
through 90 days following injection.

MRESVIA exposure during pregnancy is limited. In Study mRNA-1345-P303
Part A, 3 pregnancies were reported, including 1 participant in the mRESVIA

50 pg group (resulting in a healthy male infant delivered via caesarean section at
34 weeks gestation without complications or congenital abnormalities) and

2 participants in the mRESVIA 30 pg group (one resulting in elective termination
with no known congenital anomalies; the other ongoing without reported acute
illnesses or pregnancy complications as of the data cutoff [18 Sep 2024], with the
estimated due date as Feb 2025) (Module 2.7.4, Section 6.4).

In Study mRNA-1345-P101 WOCBP, 2 pregnancies were reported, including

1 participant in the mRESVIA 25 ug group (positive pregnancy test on Study Day
49) that resulted in elective termination and 1 participant in the mMRESVIA 50 ug
group (positive pregnancy test on Study Day 85) that resulted in a live birth and
normal vaginal delivery with no problems reported during pregnancy and delivery
(MRNA-1345- P101 CSR Addendum 2, Section 7.3.3).

A nonclinical developmental toxicity study found no vaccine-related foetal
malformations or variations and no adverse effects on postnatal development
(Module SII).

Population in need of further
characterisation

Use in pregnancy will be further characterised through the ongoing Study
MRNA-1345-P201 and routine pharmacovigilance activities (Part 111).

PartII: Module SVIII -

Summary of the Safety Concerns

Table 45: Summary of Safety Concerns

Summary of Safety Concerns

Important identified risks

None

Important potential risks

Myocarditis/pericarditis

Missing information

Use in immunocompromised individuals

Use in individuals with autoimmune or inflammatory disorders
Long-term safety

Use in pregnancy
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Part III: Pharmacovigilance Plan (Including Post-Authorisation Safety Studies)

1.1 Routine Pharmacovigilance Activities

Moderna has an established signal management process including signal detection, validation
and evaluation of spontaneous reports from all sources, which follows the principle of the
Guideline on Good Pharmacovigilance Practices (GVP) Module IX for Signal Management
(GVP Module I1X — Signal Management (Rev.1)). During signal detection, data sources will be
screened for new safety information related to mMRESVIA. Following initial review of the
available data, a determination will be made on the basis of the nature and the quality of the new
information whether further investigation is warranted, at which point those topics referred for
further investigation are considered “validated signals”. Potential signals may be identified from
any data source including, but not limited to, safety data from Moderna-sponsored clinical trials
and noninterventional studies, spontaneous AE reports, published literature, regulatory safety
surveillance databases (eg, EudraVigilance, VAERS) and communications from external
sources, including regulatory agencies, and (if applicable) business partners. As part of
Moderna’s routine pharmacovigilance activities, Moderna performs periodic signal detection
analyses, in line with the product’s SSP. These analyses include but not limited to safety
concerns, AESIs, and missing information. The following data sources are routinely reviewed:
Moderna global PV database (Argus platform) using a defined signal detection methodology
(both qualitative and quantitative aggregated analyses), signals of disproportionate reporting
from regulatory databases (eg, EudraVigilance, VAERS), published literature that involves
targeted keyword searches in widely recognised databases (ie, MEDLINE, EMBASE), health
authority websites screening, review of publicly available competitors’ labels, as well as social
media.

Moderna employs routine pharmacovigilance consistent with that described in the ICH E2F
Pharmacovigilance Planning Guideline. Moderna’s standard processes and systems for collecting
and recording information about all events potentially related to drug/product safety, and for
expedited and periodic reporting are in compliance with current local regulations and defined in
globally applied Moderna Standard Operating Procedures.

Routine pharmacovigilance activities beyond adverse reactions reporting and signal
detection:

Specific adverse reaction follow-up guestionnaire for myocarditis/pericarditis:

A targeted follow-up questionnaire to collect structured clinical details of myocarditis or
pericarditis will be used for any cases of myocarditis or pericarditis that are reported during the
post-marketing period.

Other forms of routine pharmacovigilance activities:

None.
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1.2 Additional Pharmacovigilance Activities
Table 46: Additional Pharmacovigilance Activities
Study Study Title Rationale and Study Objectives | Study Design | Study Population(s) | Milestones
Number Study Status
Country(ies)
MRNA- A Phase 2/3, Primary Objectives (Part A): Phase 2/3, Adults >60 years of | Study
1345-P301 Randomized_, o To evaluate the safety and randomised_, age initiation:
Observer-Blind, tolerability of the mRNA-1345 | Observer-blind, 17 Nov
Global Placebo-Controlled vaccine. I0|a<3teb|0|-oI iy 2021
controlled stu
(22 gtl]idty to Ev;#ate the £l To evaluate the efficacy of a y
countries) afety an Icacy 0 single dose of MRNA-1345 Study
MRNA-1345, an .o . )
RNA Vace: vaccine in the prevention of a completion:
_Inj ) a;cme: first episode of RSV-LRTD as 28 Jul 2025
argetl_ng fesplratory compared with placebo within
Syncytlgl Virus the period of 14 days post-
(RSV), in Adults =60 injection up to 12 months post- Final study
Years of Age injection. report:
Primary Objectives (Part B): Jul 2026
Ongoing e To evaluate the safety and
tolerability of a BD of
MRNA-1345 administered
24 months after the primary
dose.
¢ To demonstrate noninferiority
of the serum RSV-A nAb
response of a BD of
mRNA-1345 compared with a
primary dose.
e To demonstrate noninferiority
of the serum RSV-B nAb
response of a BD of
MRNA-1345 compared with a
primary dose.
MRNA- A Phase 3 Primary Objectives (Part A): Phase 3 Adults >50 years of | Study
1345-P302 | Randomized, o To evaluate the safety and randomised, age initiation:
Observer-Blind, tolerability of mMRNA-1345 observer-blind Part A:
us Study to Evaluate coadministered with a seasonal | StUdY 01 Apr
Safety, Tolerability, influenza vaccine (Afluria® 2022
and Immunogenicity Quadrivalent). Part B-
of MRNA-1345, an ]
mRNA Vaccine e To evaluate the impact of 27 Jul 2022
Targeting Respiratory coadministered influenza Part C: 25
- hei
Soyialvins | e e e
(RSV), When Given o
Alone or e To evaluate the impact of Study
- . coadministered RSV vaccine ;
. completion:
Coadministered with on the immune response to P
a Seasonal Influenza . 08 Nov
- influenza.
Vaccine or . o 2024
SARS-CoV-2 Primary Objectives (Part B):
Vaccine in Adults e To evaluate the safety and ,
>50 Years of Age tolerability of MRNA-1345 Final study
coadministered with report:
mRNA-1273.214. Mar 2026

Ongoing

e To evaluate the effect of
coadministered
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Study
Number
Country(ies)

Study Title
Study Status

Rationale and Study Objectives

Study Design

Study Population(s)

Milestones

MRNA-1273.214 on the
immune response to RSV-A.

e To evaluate the effect of
coadministered RSV vaccine
on the immune response to
SARS-CoV-2.

Primary Objectives (Part C):

e To evaluate the safety and
tolerability of a BD of
mRNA-1345 administered at
1 Year following a primary
dose.

e To evaluate the immune
response to RSV-A of a BD of
MRNA-1345 administered at
1 Year following a primary
dose.

® To evaluate the immune
response to RSV-B of a BD of
MRNA-1345 administered at 1
Year following a primary dose.

MRNA-
1345-P303

us
(including
Puerto
Rico),
Canada, UK

A Phase 3 Study to
Evaluate the
Immunogenicity and
Safety of mMRNA-
1345, an mMRNA
Vaccine

Targeting Respiratory
Syncytial Virus, in
High-risk Adults

Ongoing

Primary Objectives (Part A):

¢ To evaluate the safety and
tolerability of mMRNA-1345.

e To evaluate the immune
response to RSV-A and
RSV-B nAbs after a single
dose of 50 pug mMRNA-1345
injection in high-risk adults
(>18 to <60 years) compared
with a single dose of 50 g
MRNA-1345 injection in the
pivotal Phase 2/3 efficacy trial
(MRNA-1345-P301).

Primary Objectives (Part B):

e To evaluate the safety and
tolerability of mMRNA-1345.

e To evaluate the RSV-A and
RSV-B nAb GMTs after
2 doses of 50 pg mRNA-1345
injection administered 56 days
apart in participants >18 years
of age who received SOT.

Phase 3
immunogenicity
and safety study

Part A:

High-risk adults (>18
to <60 years)

Part B:
Immunocompromised
participants >18 years
of age

Study
initiation:
06 Oct
2023

Study
completion:

31 Mar
2026

Final study
report:

Feb 2027

MRNA-
1345-P902

us

Post-Authorization
Active Surveillance
Safety Study Using
Secondary Data to
Monitor Real-World
Safety of the mRNA-
1345 Vaccine for
respiratory syncytial
virus (RSV) in the
United States

Primary Objectives:

1) Describe the utilization of the
mRNA-1345 vaccine and
mRNA-1345 vaccine
recipients’ characteristics, and
estimate incidence rates of
safety topics of interest
among mRNA-1345 vaccine
recipients using large-scale

Active
surveillance
real-world
safety study
using secondary
data

Vaccinated adults,

immunocompromised
patients,

patients with
autoimmune or
inflammatory
disorders

Protocol
completion:
Aug 2024

Final
report:

Dec 2027%
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Study
Number
Country(ies)

Study Title
Study Status

Rationale and Study Objectives | Study Design | Study Population(s) | Milestones

administrative claims data in
the US.

2) Assess the risk of safety
topics of interest using large-
scale administrative claims
data in the US, comparing the
risk among mRNA-1345
vaccine recipients with that
from persons who have not
received the mMRNA-1345
vaccine, using a comparative
cohort design.

Secondary Objectives:

1) Assess the risk of safety
topics of interest among the
following subgroups, when
deemed feasible based on
power and sample size
calculation:

e Age groups (eg, 60 to 64,
65 to 69, 70 to 74, and
>75 years, as feasible)

e Sex (Male, Female)

Ongoing

e Individuals who were co-
administered with other
non-RSV vaccines, such
as influenza, COVID-19,
herpes zoster,
pneumococcal

e Immunocompromised
patients

e Patients with
autoimmune/inflammatory
disorders

Assess the risk of safety
topics of interest using a self-
control risk interval design if
necessary analytic conditions
are met, or at the discretion of
the Sponsor or request of
regulatory agencies.

2)

MRNA-
1345-P903

Protocol
completion:
Nov 2024

Active
surveillance
real-world
safety study

Post-Authorization
Active Surveillance
Safety Study Using
Secondary Data to

Vaccinated adults,

immunocompromised
patients,

Primary Objectives:

1) Monitor when and where the
mRNA-1345 vaccine is

Europe

Monitor Real-World
Safety of the mRNA-
1345 Vaccine for
respiratory syncytial
virus (RSV) in
Europe

Ongoing

2)

distributed in Europe.

Describe utilization of the
MRNA-1345 vaccine and
vaccine recipients’
characteristics, and estimate
the incidence rates of safety
topics of interest among

using secondary
data

patients with
autoimmune or
inflammatory
disorders

Final
report:

Dec 20282
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Study
Number
Country(ies)

Study Title
Study Status

Rationale and Study Objectives

Study Design

Study Population(s)

Milestones

mRNA-1345 vaccine
recipients in Europe.

3) Assess the risk of safety
topics of interest in Europe,
comparing the risk among
mRNA-1345 vaccine
recipients with that from
persons who have not
received the mRNA-1345
vaccine, using a comparative
cohort design, when
thresholds for sample size
requirements are met or
deemed necessary by the
MAH or regulatory agencies.

Secondary Objectives:

1) Assess the risk of safety
topics of interest among the
following subgroups, when
deemed feasible based on
power and sample size
calculation:

e Age groups (eg, 60 to 64,
65 to 69, 70 to 74, and
>75 years, as feasible)

e Sex (Male, Female)

e Individuals who were
co-administered with
other non-RSV vaccines,
such as influenza,
COVID-19, herpes zoster,
pneumococcal

e Immunocompromised
patients

e Patients with
autoimmune/inflammatory
disorders

2) Assess the risk of safety
topics of interest using a self-
control risk interval design if
necessary analytic conditions
are met, or at the discretion of
the MAH or request of
regulatory agencies.

MRNA-
1345-P201

A Phase 2,
randomized,
observer-blind,
placebo-controlled,
dose-escalation study
to evaluate the
reactogenicity, safety,
and immunogenicity
of MRNA-1345, an
MRNA vaccine

Multiple
countries

Primary objectives:
Maternal participants:

¢ To evaluate the reactogenicity
and safety of mRNA-1345
administered during
pregnancy.

Infant participants:

e To evaluate the safety profile
in infants born to women

Phase 2,
randomised,
observer-blind,
placebo-
controlled,
dose-escalation
study

Vaccinated adults
>18 years to

<40 years who
become pregnant and
infants born to
women vaccinated
with mRNA-1345
during pregnancy

Study
initiation:
Nov 2023

End of
enrolment:
24 Feb
2025
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Study Study Title Rationale and Study Objectives | Study Design | Study Population(s) | Milestones
Number Study Status
Country(ies)

targeting respiratory vaccinated with mMRNA-1345

syncytial virus, in during pregnancy. Study
pregnant women, and | secondary objectives: completion:
safety, and Maternal participants: 31D
immunogenicity in aternal participants. 2026ec
infants born to e To evaluate the
vaccinated mothers immunogenicity of a single

injection of MRNA-1345 in Final study

regnant women. .
Ongoing preg It report:
Infant participants: Jun 2027

e To evaluate RSV antibody
levels in infants born to
women who receive a single
MRNA-1345 injection during
pregnancy.

@ The study period may be extended depending on vaccine uptake to allow for a reasonable sample size to monitor rare Safety

Topics of Interest.

1.3 Summary Table of Additional Pharmacovigilance Activities

Table 47: Ongoing and Planned Additional Pharmacovigilance Activities

Study Number, Title, | Summary of Objectives Safety Concerns Milestones Due Dates
and Categories Addressed

(Status)

Category 1 - Imposed mandatory additional pharmacovigilance activities which are conditions of the marketing authorisation

None

Category 2 - Imposed mandatory additional pharmacovigilance activities which are Specific Obligations in the context of a
conditional marketing authorisation or a marketing authorisation under exceptional circumstances

None

Category 3 - Required additional pharmacovigilance activities

MRNA-1345-P301 Primary Objectives (Part A): e Myocarditis/ Study 17 Nov 2021
o To evaluate the safety and tolerability | Pericarditis inftiation:
A Phase 2/3, of the mMRNA-1345 vaccine. * Long-term safety Study 28 Jul 2025
Randomized, e To evaluate the efficacy of a single completion:
Observer-Blind, dose of MRNA-1345 vaccine in the Final stud 10l 2026
Placebo-Controlled prevention of a first episode of RSV- r marts_ udy u
Study to Evaluate the LRTD as compared with placebo eport:
Safety and Efficacy of within the period of 14 days post-
mRNA-1345, an injection up to 12 months post-
mRNA Vaccine injection.
Targeting Respiratory | Primary Objectives (Part B):
Syncytial Virus o To evaluate the safety and tolerability
(RSV), in Adults of a BD of mRNA-1345 administered
>60 Years of Age 24 months after the primary dose.
¢ To demonstrate noninferiority of the
Ongoing serum RSV-A nAb response of a BD
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Study Number, Title, | Summary of Objectives Safety Concerns Milestones Due Dates
and Categories Addressed
(Status)
of MRNA-1345 compared with a
primary dose.
e To demonstrate noninferiority of the
serum RSV-B nAb response of a BD
of mMRNA-1345 compared with a
primary dose.
MRNA-1345-P302 Primary Objectives (Part A): . My_OCarQi_tis/ Study Part A:
e To evaluate the safety and tolerability | E?)rr:;atr(?rlrtlzssafety initiation: 01 Apr 2022
A Phase 3 of MRNA-1345 coadministered with a Part B:
Randomized, seasonal influenza vaccine
Observer-Blind, Study |  (Afluria® Quadrivalent). 27 ul 2022
to e To evaluate the impact of Part C:
Evaluate Safety coac_iministered influenza vaccine on 25 Aug 2023
Tolerability and the immune response to RSV-A. ot
’ ; udy 08 Nov 2024
Immunogenicity of ¢ To evaluate the impact of letion:
coadministered RSV vaccine on the completion:
mgmﬁ\lliﬁgmin immune response to influenza. Final study | Mar 2026
Targeting Respiratory Primary Objectives (Part B): report:
Syncytial Virus e To evaluate the safety and tolerability
(RSV), When Given of mMRNA-1345 coadministered with
Alone or mRNA-1273.214.
Coadministered witha | To eva_lu_a te the effect of
Seasonal Influenza coadministered mMRNA-1273.214 on
. the immune response to RSV-A.
Vaccine or
SARS-CoV-2 Vaccine | ® 1O evaluate the effect of
in Adults >50 Years of poadmlnlstered RSV vaccine on the
Age = immune response to
SARS-CoV-2.
) Primary Objectives (Part C):
Ongoing -
¢ To evaluate the safety and tolerability
of a BD of mMRNA-1345 administered
at 1 Year following a primary dose.
e To evaluate the immune response to
RSV-A of a BD of mMRNA-1345
administered at 1 Year following a
primary dose.
e To evaluate the immune response to
RSV-B of a BD of mMRNA-1345
administered at 1 Year following a
primary dose.
MRNA-1345-P303 Primary Objectives (Part A): e Myocarditis/ Study 06 Oct 2023
e To evaluate the safety and tolerability | Pericarditis inftiation:
A Phase 3 Study to of MRNA-1345. s Usein ieq | Study 31 Mar 2026
Evaluate the e To evaluate the immune response to Immunocompromise completion:
|mmunogenicity and RSV-A and RSV-B nAbs after a individuals -
Safety of single dose of 50 pg mMRNA-1345 e Long term safety Final study Feb 2027
mMRNA-1345, an injection in high-risk adults (>18 to report:
MRNA Vaccine <60 years) compared with a single
Targeting Respiratory dose of 50 pg mMRNA-1345 injection
Syncytial Virus, in in the pivotal Phase 2/3 efficacy trial
High-risk Adults (MRNA-1345-P301).
Primary Objectives (Part B):
Ongoing ¢ To evaluate the safety and tolerability
of MRNA-1345.
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Study Number, Title,
and Categories
(Status)

Summary of Objectives

Safety Concerns
Addressed

Milestones

Due Dates

e To evaluate the RSV-A and RSV-B
nAb GMTs after 2 doses of 50 ug
MRNA-1345 injection administered
56 days apart in participants >18 years
of age who received SOT.

MRNA-1345-P902

Post-Authorization
Active Surveillance
Safety Study Using
Secondary Data to
Monitor Real-World
Safety of the
MRNA-1345 Vaccine
for respiratory
syncytial virus (RSV)
in the United States

Ongoing

Primary Objectives:

1) Describe the utilization of the
mRNA-1345 vaccine and
MRNA-1345 vaccine recipients’
characteristics, and estimate
incidence rates of safety topics of
interest among mMRNA-1345 vaccine
recipients using large-scale
administrative claims data in the US.

2) Assess the risk of safety topics of
interest using large-scale
administrative claims data in the US,
comparing the risk among mRNA-
1345 vaccine recipients with that
from persons who have not received
the mMRNA-1345 vaccine, using a
comparative cohort design.

Secondary Objectives:

1) Assess the risk of safety topics of
interest among the following
subgroups, when deemed feasible
based on power and sample size
calculation:

e Age groups (eg, 60 to 64, 65 to
69, 70 to 74, and >75 years, as
feasible)

e Sex (Male, Female)

e Individuals who were
co-administered with other non-
RSV vaccines, such as influenza,
COVID-19, herpes zoster,
pneumococcal

e Immunocompromised patients

e Patients with
autoimmune/inflammatory
disorders

2) Assess the risk of safety topics of
interest using a self-control risk
interval design if necessary analytic
conditions are met, or at the
discretion of the Sponsor or request
of regulatory agencies.

e Myocarditis/
pericarditis

e Usein
immunocompromised
individuals

e Use in individuals with
autoimmune or
inflammatory disorders

e Long-term safety

Protocol
completion:

Aug 2024

Final report:

Dec 20272

MRNA-1345-P903

Post-Authorization
Active Surveillance
Safety Study Using
Secondary Data to
Monitor Real-World

Primary Objectives:
1) Monitor when and where the mRNA-

1345 vaccine is distributed in Europe.

2) Describe utilization of the mRNA-
1345 vaccine and vaccine recipients’
characteristics, and estimate the
incidence rates of safety topics of

e Myocarditis/
pericarditis

e Usein
immunocompromised
individuals

e Use in individuals with
autoimmune or

Protocol
completion:

Nov 2024

Final report:

Dec 20282
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Study Number, Title, | Summary of Objectives Safety Concerns Milestones Due Dates
and Categories Addressed
(Status)
Safety of the mRNA- interest among MRNA-1345 vaccine inflammatory disorders
1345 Vaccine for recipients in Europe. o Long-term safety
respiratory syncytial | 3y Assess the risk of safety topics of
virus (RSV) in Europe interest in Europe, comparing the risk
among mRNA-1345 vaccine
Ongoing recipients with that from persons who
have not received the mRNA-1345
vaccine, using a comparative cohort
design, when thresholds for sample
size requirements are met or deemed
necessary by the MAH or regulatory
agencies.
Secondary Objectives:
1) Assess the risk of safety topics of
interest among the following
subgroups, when deemed feasible
based on power and sample size
calculation:
e Age groups (eg, 60 to 64, 65 to
69, 70 to 74, and >75 years, as
feasible)
e Sex (Male, Female)
¢ Individuals who were
co-administered with other non-
RSV vaccines, such as influenza,
COVID-19, herpes zoster,
pneumococcal
e Immunocompromised patients
e Patients with
autoimmune/inflammatory
disorders
2) Assess the risk of safety topics of
interest using a self-control risk
interval design if necessary analytic
conditions are met, or at the
discretion of the MAH or request of
regulatory agencies.
MRNA-1345-P201 Primary objectives: e Use in pregnancy Study Nov 2023
Maternal participants: initiation:
A Phase 2, e To evaluate the reactogenicity and End of 24 Feb 2025
randomized, observer- safety of mMRNA-1345 administered enrolment:
blind, placebo- during pregnancy.
control_led, dose- Infant participants: Study ) 31 Dec 2026
escalation study to o completion:
evaluate the e To evaluate the safety profile in
reactogenicity, safety, in_fants born to women vaccinated Final study Jun 2027
and immunogenicity with mRNA-1345 during pregnancy. report:
of MRNA-1345, an Secondary objectives:
MRNA vaccine Maternal participants:
targeting respiratory . .
syncytial virus, in e To eva_lu_ate _the |mmunogen|C|ty_of a
pregnant women, and single injection of MRNA-1345 in
safety, and pregnant women.
immunogenicity in Infant participants:
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Study Number, Title, | Summary of Objectives Safety Concerns Milestones Due Dates

and Categories
(Status)

Addressed

infants born to
vaccinated mothers

Ongoing

e To evaluate RSV antibody levels in
infants born to women who receive a
single mMRNA-1345 injection during
pregnancy.

@ The study period may be extended depending on vaccine uptake to allow for a reasonable sample size to monitor rare Safety

Topics of Interest.

Part IV: Plans for Post-Authorisation Efficacy Studies

There are no planned or ongoing post-authorisation efficacy studies that are conditions of the
marketing authorisation or that are specific obligations.
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Part V: Risk Minimisation Measures (Including Evaluation of the Effectiveness of Risk
Minimisation Activities)

V.1 Routine Risk Minimisation Measures
Table 48: Description of Routine Risk Minimisation Measures by Safety Concern
Safety Concern Routine Risk Minimisation Activities

Myocarditis/pericarditis | Routine risk communication:

e None

Routine risk minimisation activities recommending specific clinical measures to
address the risk:

e None
Other routine risk minimisation measures beyond the Product Information:

e None
Use in Routine risk communication:
immunocompromised « Information that safety and immunogenicity data on mRESVIA are not available
individuals for immunocompromised individuals. Individuals receiving immunosuppressant

therapy or patients with immunodeficiency may have a diminished immune
response to this vaccine (SmPC Section 4.4 Special warnings and precautions for
use)

Routine risk minimisation activities recommending specific clinical measures to
address the risk:

e Warning for the individual to talk to their doctor, pharmacist or nurse before they
are given mRESVIA if they have a weakened immune system which may prevent
them from getting the full benefit from mRESVIA (PL Section 2 What you need to
know before you take mMRESVIA)

Other routine risk minimisation measures beyond the Product Information:
e None

Use in individuals with Routine risk communication:
autoimmune or
inflammatory disorders

e None

Routine risk minimisation activities recommending specific clinical measures to
address the risk:

e None
Other routine risk minimisation measures beyond the Product Information:

e None

Long-term safety Routine risk communication:

e None

Routine risk minimisation activities recommending specific clinical measures to
address the risk:

e None
Other routine risk minimisation measures beyond the Product Information:

e None

Use in pregnancy Routine risk communication:

e Information that there are no or limited amount of data from the use of mMRESVIA
in pregnant women and that animal studies do not indicate direct or indirect
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Safety Concern

Routine Risk Minimisation Activities

Routine risk minimisation activities recommending specific clinical measures to

harmful effects with respect to pregnancy (SmPC Section 4.6 Fertility, pregnancy
and lactation)

Information that there were no vaccine-related adverse effects on female fertility,
pregnancy, embryo-foetal or offspring development or postnatal development
found in a combined developmental and reproductive toxicity study (SmPC
Section 5.3 Preclinical safety data)

address the risk:

Other routine risk minimisation measures beyond the Product Information:

Guidance that as a precautionary measure, it is preferable to avoid the use of
mMRESVIA during pregnancy (SmPC Section 4.6 Fertility, pregnancy and lactation)
Guidance for the individual to ask their doctor or pharmacist for advice before they
are given this vaccine if they are pregnant, think they may be pregnant or are
planning to have a baby (PL Section 2 What you need to know before you take
MRESVIA)

Guidance that mMRESVIA should not be used in women who are pregnant

(PL Section 2 What you need to know before you take mMRESVIA)

None

V.2. Additional Risk Minimisation Measures

Routine risk minimisation activities as described in Part V.1 are sufficient to manage the safety

concerns of mMRESVIA.

V.3. Summary of Risk Minimisation Measures
Table 49: Summary Table of Pharmacovigilance Activities and Risk Minimisation
Activities by Safety Concern
Safety Concern Risk Minimisation Measures Pharmacovigilance Activities
Myocarditis/ Routine risk minimisation measures: Routine pharmacovigilance
pericarditis None activities beyond adverse
reactions reporting and signal
N ) S detection:
Additional risk minimisation measures: « Targeted follow-up
None questionnaire for
myocarditis/pericarditis
Additional pharmacovigilance
activities:
e mRNA-1345-P301
o mMRNA-1345-P302
¢ mRNA-1345-P303
o mMRNA-1345-P902
e mMRNA-1345-P903
Use in Routine risk minimisation measures: Routine pharmacovigilance
immunocompromised Information that safety and immunogenicity data on | &ctivities beyond adverse
reactions reporting and signal
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Safety Concern

Risk Minimisation Measures

Pharmacovigilance Activities

individuals

mRESVIA are not available for
immunocompromised individuals, and that
individuals receiving immunosuppressant therapy
or patients with immunodeficiency may have a
diminished immune response to this vaccine in
SmPC Section 4.4

e Warning for the individual to talk to their doctor,
pharmacist or nurse before they are given
mRESVIA if they have a weakened immune system
which may prevent them from getting the full benefit
from mRESVIA in PL Section 2

Additional risk minimisation measures:
e None

detection:
e None

Additional pharmacovigilance
activities:

e MRNA-1345-P303
e mMRNA-1345-P902
e MRNA-1345-P903

Use in individuals
with autoimmune or
inflammatory
disorders

Routine risk minimisation measures:
e None

Additional risk minimisation measures:
e None

Routine pharmacovigilance
activities beyond adverse
reactions reporting and signal
detection:

e None

Additional pharmacovigilance
activities:

e MRNA-1345-P902
e MRNA-1345-P903

Long-term safety

Routine risk minimisation measures:
e None

Additional risk minimisation measures:
e None

Routine pharmacovigilance
activities beyond adverse
reactions reporting and signal
detection:

e None

Additional pharmacovigilance
activities:

e MRNA-1345-P301
e MRNA-1345-P302
e MRNA-1345-P303
e MRNA-1345-P902
e MRNA-1345-P903

Use in pregnancy

Routine risk minimisation measures:

¢ Information that there are no or limited amount of
data in pregnant women and that animal studies do
not indicate direct or indirect harmful effects with
respect to pregnancy in SmPC Section 4.6 and
Section 5.3

o Guidance that as a precautionary measure, it is
preferable to avoid the use of MRESVIA during
pregnancy in SmPC Section 4.6

e Guidance that mMRESVIA should not be used in

Routine pharmacovigilance
activities beyond adverse
reactions reporting and signal
detection:

e None

Additional pharmacovigilance
activities:

e MRNA-1345-P201
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Safety Concern

Risk Minimisation Measures

Pharmacovigilance Activities

women who are pregnant in PL Section 2

e Guidance for the individual to ask their doctor or
pharmacist for advice before they are given this
vaccine if they are pregnant, think they may be
pregnant or are planning to have a baby in PL
Section 2

Additional risk minimisation measures:
e None
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Part VI: Summary of the Risk Management Plan

Summary of risk management plan for mRESVIA (single-stranded 5’ capped mRNA
encoding the RSV-A glycoprotein F stabilised in the prefusion conformation)

This is a summary of the risk management plan (RMP) for mMRESVIA. The RMP details
important risks of MRESVIA, how these risks can be minimised, and how more information will
be obtained about RESVIA’s risks and uncertainties (missing information).

mRESVIA’s summary of product characteristics (SmPC) and its package leaflet give essential
information to healthcare professionals and patients on how mRESVIA should be used.

This summary of the RMP for mMRESVIA should be read in the context of all this information
including the assessment report of the evaluation and its plain-language summary, all which is
part of the European Public Assessment Report (EPAR).

Important new concerns or changes to the current ones will be included in updates of
mRESVIA’s RMP.
. The Medicine and What it is Used for

MRESVIA is authorised for active immunisation for the prevention of lower respiratory tract
disease (LRTD) caused by Respiratory Syncytial Virus (RSV) in adults 18 years of age and older
(see SmPC for the full indication). The active substance in mMRESVIA is a single-stranded

5’ capped mRNA encoding the RSV-A glycoprotein F stabilised in the prefusion conformation
and it is given by intramuscular route.

Further information about the evaluation of mMRESVIA’s benefits can be found in mRESVIA’s
EPAR, including in its plain-language summary, available on the EMA website, under the
medicine’s webpage https://www.ema.europa.eu/en/medicines/human/EPAR/mresvia.

1. Risks Associated With the Medicine and Activities to Minimise or Further
Characterise These Risks

Important risks of MRESVIA, together with measures to minimise such risks and the proposed
studies for learning more about mRESVIA’s risks, are outlined below.

Measures to minimise the risks identified for medicinal products can be:

e Specific information, such as warnings, precautions, and advice on correct use, in the
package leaflet and SmPC addressed to patients and healthcare professionals;

e Important advice on the medicine’s packaging;

e The authorised pack size — the amount of medicine in a pack is chosen so to ensure
that the medicine is used correctly;

e The medicine’s legal status — the way a medicine is supplied to the patient (eg, with
or without prescription) can help to minimise its risks.

Together, these measures constitute routine risk minimisation measures.

In addition to these measures, information about adverse reactions is collected continuously and
regularly analysed, including Periodic Safety Update Report (PSUR) assessment - so that
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immediate action can be taken as necessary. These measures constitute routine
pharmacovigilance activities.

If important information that may affect the safe use of mMRESVIA is not yet available, it is listed
under ‘missing information’ below.

LA List of Important Risks and Missing Information

Important risks of MRESVIA are risks that need special risk management activities to further
investigate or minimise the risk, so that the medicinal product can be safely administered.
Important risks can be regarded as identified or potential. Identified risks are concerns for which
there is sufficient proof of a link with the use of mMRESVIA. Potential risks are concerns for
which an association with the use of this medicine is possible based on available data, but this
association has not been established yet and needs further evaluation. Missing information refers
to information on the safety of the medicinal product that is currently missing and needs to be
collected (eg, on the long-term use of the medicine).

Table 50: List of Important Risks and Missing Information

List of Important Risks and Missing Information

Important Identified Risks

None

Important Potential Risks

Myocarditis/pericarditis

Missing Information

Use in immunocompromised individuals
Use in individuals with autoimmune or inflammatory disorders

Long-term safety
Use in pregnancy

I11.B Summary of Important Risks

Table 51: Important Potential Risk: Myocarditis/pericarditis

Important Potential Risk: Myocarditis/pericarditis

Evidence for linking the risk to
the medicine

Myocarditis/pericarditis can be caused by a variety of factors; the most common aetiology
is viral infection.

In Study mRNA-1345-P301, there were no CEAC adjudicated cases of acute myocarditis
up to the data cutoff (30 Apr 2023) and no CEAC adjudicated cases of acute pericarditis
up to 42 days after study injection in either the mMRESVIA or placebo groups. While two
participants in the mRESVIA group had CEAC adjudicated events of acute pericarditis
with onset >42 days, they were assessed by the investigator as unrelated to study vaccine
as other confounding factors provide an alternative causal association. No cases of acute
pericarditis were reported in the placebo group up to data cutoff.

In Study mRNA-1345-P303 Part A, no events of myocarditis or pericarditis were reported
in participants >18 to <59 years of age vaccinated with mRNA-1345 30 pg or 50 pg up to
the data cutoff (18 Sep 2024) (Study mRNA-1345-P303 CSR Section 7.5.1.2).

Clinical trials can provide an estimation of the frequency and nature of an adverse
reaction that is expected to occur post-authorisation.

Risk factors and risk groups

Acute myocarditis is overall more common in men than in women overall (Kyto et al
2013). The incidence rate occurs with two peaks: the highest in those under one year old
with both genders combined (Vasudeva et al 2021) and young males aged 16 to <40 years
old (Vasudeva et al 2021; Kytd et al 2013). Similarly, acute pericarditis is more common
in men than in women overall. However, the gender difference is reduced with advancing
age and became nominal in persons aged >65 years (Kyto et al 2014). In males, the
incidence rate of acute pericarditis declines between 16 to 45 years followed by an
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Important Potential Risk: Myocarditis/pericarditis

increase in older individuals aged >50 years (Kyto et al 2014). In females, the incidence
rate of acute pericarditis gradually increases with age, with a peak in the population aged
65 to 74 years (Kyto et al 2014; Kumar et al 2016).

Risk minimisation measures Routine risk minimisation measures:
None
Additional risk minimisation measures:
None

Additional pharmacovigilance Additional pharmacovigilance activities:

activities MRNA-1345-P301

MRNA-1345-P302
MRNA-1345-P303
MRNA-1345-P902
MRNA-1345-P903

See Section 11.C of this summary for an overview of the post-authorisation development
plan.

Table 52: Missing Information: Use in Immunocompromised Individuals

Missing Information: Use in immunocompromised individuals

Information that safety and immunogenicity data on mRESVIA are not available
for immunocompromised individuals, and that individuals receiving
immunosuppressant therapy or patients with immunodeficiency may have a
diminished immune response to this vaccine in SmPC Section 4.4

Warning for the individual to talk to their doctor, pharmacist or nurse before they
are given mRESVIA if they have a weakened immune system which may prevent
them from getting the full benefit from mRESVIA in PL Section 2

Additional risk minimisation measures:

None

activities MRNA-1345-P303
MRNA-1345-P902
MRNA-1345-P903
See Section I1.C of this summary for an overview of the post-authorisation
development plan.

Table 53: Missing Information: Use in Individuals with Autoimmune or Inflammatory
Disorders

Missing Information: Use in individuals with autoimmune or inflammatory disorders

Risk minimisation measures | Routine risk minimisation measures:
None

Additional risk minimisation measures:
None

Additional Additional pharmacovigilance activities:
pharmacovigilance activities | mRNA-1345-P902

mRNA-1345-P903
See Section 11.C of this summary for an overview of the post-authorisation
development plan.
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Table 54: Missing Information: Long-Term Safety

Missing Information: Long-term safety

Risk minimisation measures

Routine risk minimisation measures:
None

Additional risk minimisation measures:
None

Additional pharmacovigilance
activities

Additional pharmacovigilance activities:

MRNA-1345-P301
MRNA-1345-P302
MRNA-1345-P303
MRNA-1345-P902

MRNA-1345-P903
See Section 11.C of this summary for an overview of the post-authorisation
development plan.

Table 55: Missing Information: Use in Pregnancy

Missing Information: Use in pregnancy

Risk minimisation measures

Routine risk minimisation measures:

Information that there are no or limited amount of data in pregnant women and
that animal studies do not indicate direct or indirect harmful effects with respect
to pregnancy in SmPC Section 4.6 and Section 5.3

Guidance that as a precautionary measure, it is preferable to avoid the use of
MRESVIA during pregnancy in SmPC Section 4.6

Guidance that mRESVIA should not be used in women who are pregnant in PL
Section 2

Guidance for the individual to ask their doctor or pharmacist for advice before
they are given this vaccine if they are pregnant, think they may be pregnant or are
planning to have a baby in PL Section 2

Additional risk minimisation measures:

None

Additional pharmacovigilance
activities

Additional pharmacovigilance activities:
MRNA-1345-P201

See Section I1.C of this summary for an overview of the post-authorisation
development plan.

I.C Post-Authorisation Development Plan

I.C.1 Studies Which are Conditions of the Marketing Authorisation

There are no studies which are conditions of the marketing authorisation or specific obligation of
Tradename.

11.C.2 Other Studies in Post-Authorisation Development Plan

The following studies are considered ongoing and/or planned additional pharmacovigilance

activities:
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Table 56:

Other Studies in the Post-Authorisation Development Plan

Study Title and Number

Purpose of the Study

A Phase 2/3, Randomized,
Observer-Blind, Placebo-
Controlled Study to Evaluate
the Safety and Efficacy of
MRNA-1345, an mRNA
Vaccine Targeting
Respiratory Syncytial Virus
(RSV), in Adults >60 Years
of Age

(mMRNA-1345-P301)

Primary Obijectives (Part A):

o To evaluate the safety and tolerability of the mRNA-1345 vaccine.

o To evaluate the efficacy of a single dose of MRNA-1345 vaccine in the
prevention of a first episode of RSV-LRTD as compared with placebo within
the period of 14 days post-injection up to 12 months post-injection.

Primary Objectives (Part B):

o To evaluate the safety and tolerability of a BD of mMRNA-1345 administered
24 months after the primary dose.

e To demonstrate noninferiority of the serum RSV-A nAb response of a BD of
MRNA-1345 compared with a primary dose.

e To demonstrate noninferiority of the serum RSV-B nAb response of a BD of
MRNA-1345 compared with a primary dose.

A Phase 3 Randomized,
Observer-Blind, Study to
Evaluate Safety, Tolerability,
and Immunogenicity of
MRNA-1345, an mMRNA
Vaccine Targeting
Respiratory Syncytial Virus
(RSV), When Given Alone
or Coadministered with a
Seasonal Influenza Vaccine
or SARS-CoV-2 Vaccine in
Adults >50 Years of Age
(mMRNA-1345-P302)

Primary Obijectives Part A:

e To evaluate the safety and tolerability of mMRNA-1345 coadministered with a
seasonal influenza vaccine (Afluria® Quadrivalent).

e To evaluate the impact of coadministered influenza vaccine on the immune
response to RSV-A.

e To evaluate the impact of coadministered RSV vaccine on the immune
response to influenza.

Primary Obijectives Part B:

o To evaluate the safety and tolerability of mMRNA-1345 coadministered with
mRNA-1273.214.

o To evaluate the effect of coadministered mMRNA-1273.214 on the immune
response to RSV-A.

e To evaluate the effect of coadministered RSV vaccine on the immune response
to SARS-CoV-2.

Primary Objectives Part C:

e To evaluate the safety and tolerability of a BD of mMRNA-1345 administered at
1 Year following a primary dose.

e To evaluate immune response to RSV-A of a BD of mMRNA-1345 administered
at 1 Year following a primary dose.

e To evaluate the immune response to RSV-B of a BD of mMRNA-1345
administered at 1 Year following a primary dose.

A Phase 3 Study to Evaluate
the Immunogenicity and
Safety of mMRNA-1345, an
MRNA Vaccine Targeting
Respiratory Syncytial Virus,
in High-risk Adults
(mMRNA-1345-P303)

Primary Objectives Part A:

e To evaluate the safety and tolerability of mMRNA-1345.

e To evaluate the immune response to RSV-A and RSV-B nAbs after a single
dose of 50 pg MRNA-1345 injection in high-risk adults (>18 to <60 years)
compared with a single dose of 50 ug MRNA-1345 injection in the pivotal
Phase 2/3 efficacy trial (MRNA-1345-P301).

Primary Objectives Part B:

¢ To evaluate the safety and tolerability of mMRNA-1345.

e To evaluate the RSV-A and RSV B nAb GMTSs after 2 doses of 50 pg
MRNA-1345 injection administered 56 days apart in participants >18 years of
age who received SOT.

Post-Authorization Active
Surveillance Safety Study
Using Secondary Data to
Monitor Real-World Safety
of the mMRNA-1345 Vaccine
for respiratory syncytial

Primary Obijectives:

1) Describe the utilization of the mMRNA-1345 vaccine and mRNA-1345 vaccine
recipients’ characteristics, and estimate incidence rates of safety topics of
interest among mMRNA-1345 vaccine recipients using large-scale
administrative claims data in the US.

EU RMP Version 5.1




ModernaTX, Inc.

Page 83 of 115

EU Risk Management Plan (RMP) for mMRESVIA

Study Title and Number

Purpose of the Study

virus (RSV) in the United
States
(mRNA-1345-P902)

2) Assess the risk of safety topics of interest using large-scale administrative
claims data in the US, comparing the risk among mRNA-1345 vaccine
recipients with that from persons who have not received the mMRNA-1345
vaccine, using a comparative cohort design.

Secondary Objectives:

1) Assess the risk of safety topics of interest among the following subgroups,
when deemed feasible based on power and sample size calculation:
e Age groups (eg, 60 to 64, 65 to 69, 70 to 74, and >75 years, as feasible)
e Sex (Male, Female)
¢ Individuals who were co-administered with other non-RSV vaccines, such

as influenza, COVID-19, herpes zoster, pneumococcal

e Immunocompromised patients
e Patients with autoimmune/inflammatory disorders

2) Assess the risk of safety topics of interest using a self-control risk interval
design if necessary analytic conditions are met, or at the discretion of the
Sponsor or request of regulatory agencies.

Post-Authorization Active
Surveillance Safety Study
Using Secondary Data to
Monitor Real-World Safety
of the mMRNA-1345 Vaccine
for respiratory syncytial
virus (RSV) in Europe
(MRNA-1345-P903)

Primary Objectives:

1) Monitor when and where the mRNA-1345 vaccine is distributed in Europe.

2) Describe utilization of the mMRNA-1345 vaccine and vaccine recipients’
characteristics, and estimate the incidence rates of safety topics of interest
among mMRNA-1345 vaccine recipients in Europe.

3) Assess the risk of safety topics of interest in Europe, comparing the risk
among mMRNA-1345 vaccine recipients with that from persons who have not
received the mRNA-1345 vaccine, using a comparative cohort design, when
thresholds for sample size requirements are met or deemed necessary by the
MAMH or regulatory agencies.

Secondary Objectives:

1) Assess the risk of safety topics of interest among the following subgroups,
when deemed feasible based on power and sample size calculation:

e Age groups (eg, 60 to 64, 65 to 69, 70 to 74, and >75 years, as feasible)

e Sex (Male, Female)

¢ Individuals who were coadministered with other non-RSV vaccines, such
as influenza, COVID-19, herpes zoster, pneumococcal

e Immunocompromised patients

e Patients with autoimmune/inflammatory disorders

2) Assess the risk of safety topics of interest using a self-control risk interval
design if necessary analytic conditions are met, or at the discretion of the
MAMH or request of regulatory agencies.

A Phase 2, randomized,
observer-blind, placebo-
controlled, dose-escalation
study to evaluate the
reactogenicity, safety, and
immunogenicity of
MRNA-1345, an mMRNA
vaccine targeting respiratory
syncytial virus, in pregnant
women, and safety, and
immunogenicity in infants
born to vaccinated mothers
(MRNA-1345-P201)

Primary objectives:

Maternal participants:

e To evaluate the reactogenicity and safety of mMRNA-1345 administered during
pregnancy.

Infant participants:

e To evaluate the safety profile in infants born to women vaccinated with
MRNA-1345 during pregnancy.

Secondary objectives:

Maternal participants:

e To evaluate the immunogenicity of a single injection of MRNA-1345 in
pregnant women.

Infant participants:

e To evaluate RSV antibody levels in infants born to women who receive a
single mMRNA-1345 injection during pregnancy.
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Part VII: Annexes
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Programme
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Annex 4: Specific Adverse Drug Reaction Follow-Up Forms

Annex 5: Protocols for Proposed and Ongoing Studies in RMP Part IV
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Annex 7: Other Supporting Data (Including Referenced Material)
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Annex 4: Specific Adverse Drug Reaction Follow-Up Forms
Follow-Up Forms
Myocarditis/pericarditis follow-up questionnaire
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moderna

______ MCN:
Follow-up Questionnaire for Reports of Potential/Confirmed Myocarditis/Pericarditis with the use of
Moderna’s Product (mRNA-XXXX)

Privacy notice: ModernaTX (325 Binney Street, Cambridge, MA 02142, USA) and its worldwide affiliates as co-controllers process your personal data
for the purposes of monitoring the safety of medicinal products, which includes detecting, assessing and preventing adverse events and reporting to
health authorities, and to manage your contact details as the person who reported the adverse health event or as the health professional who may be
contacted to obtain, in compliance with applicable laws, details of the reported adverse health event. To know more about our pharmacovigilance
processing, please consult our privacy statement https://report.moderna.convergehealthsafety.com/legal-notice. If you would like to receive further
information regarding our use of your Personal Data, or if you would like to exercise your rights such as your right to access, correct, or restrict
processing of your personal data, please contact the privacy office at privacy@modernatx.com. When processing of personal data occurs because of
an adverse event, this processing is based on a legal obligation, and the rights to object, to erase data, or data portability are not available.

Please only provide information that has not been previously reported. When providing date(s), please use the format
DD/MMM/YYYY and be as accurate as possible. You may attach additional pages as needed.

INFORMATION ABOUT PERSON COMPLETING THIS FORM INFORMATION ABOUT FACILITY WHERE PRODUCT WAS GIVEN
Form Completed By (Name): Type of Facility: [J Doctor’s office or urgent care [ Hospital
Country: U] Public health clinic [ Nursing home [ Senior living facility
Address: 1 Pharmacy [ Workplace clinic [ School or student health clinic
City: __ State/Province: ____PostalCode: | ] Military clinic OJ Unknown [ Other:

Phone: Email: Facility/Clinic Name:
. . . Country:
Relationship to Patient: Address:

L] Self U] Physician [ Nurse [J Pharmacist City: State/Province: ____ Postal Code:

[ Other: Phone: Fax:

If you consent to Moderna contacting the patient’s doctor/healthcare provider, please provide their contact information:

Name: Phone: Fax: Email:

PATIENT INFORMATION

Initials: Sex at Birth: [1 Male [ Female Height: Oin. Ocm. Weight: O Ib. [ ke.

If female, pregnant? [ Yes (Due Date: __/ /) [ No | Do not complete if prohibited by local laws (e.g. if you reside in Europe).
Race (check all that apply): (I White [ Black [ Aborigine [ Asian

[ Australian [ African American [J American Indian/Alaska Native

Age Group at Time of Vaccination (if age/DOB unknown): [J [ Native Hawaiian/Other Pac Islander [ Unknown [ Other:
Neonate (birth to 2 months) [ Infant (3 months to 2 years) | Do not complete if prohibited by local laws (e.qg. if you reside in Europe).

] Child (2 to 11 years) [ Adolescent (12 to 17 years) [ Ethnicity: [ Hispanic or Latino [ Not Hispanic or Latino
Adult (18 to 64 years) L] Elderly (= 65 years)

Age (in years) at Vaccination or Date of Birth:

Allergies to medications, food, and other products: [ Yes (please describe) [J None [ Unknown

MODERNA VACCINE / OTHER SUSPECT PRODUCT INFORMATION
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Product Name:

Date Administered: / / Lot/Batch #: Route/Site of Administration:

Product Name:
Date Administered: / / Lot/Batch #: Route/Site of Administration:

MYOCARDITIS / PERICARDITIS ADVERSE EVENT INFORMATION

Adverse Event: Start DateandTime: __/ /  and__ :__am/pm
Did the event cause the patient to seek medical care? [ Yes (if yes, please select below) ] No ] Unknown

[ Doctor’s office / urgent care / emergency department visit [ Hospital admission: / / to / /

Event outcome: [] Resolved (Date resolved: / / ) [ Ongoing/Not resolved ] Unknown

[] Resolved with residual effects (Date resolved: / / Residual effects: )

[J] Death (Date of death: / / Cause of death: Autopsy done: [J Yes [ No [ Unknown)

Were there any other factors that could have led to the adverse event? [ Yes (please describe) [1No [ Unknown

Has the patient experienced a similar event in the past? [] Yes (please describe) [1 No [J Unknown

Has the patient experienced any of the following symptoms associated with the myocarditis / pericarditis event?

1 New onset chest pain/pressure [ Cough [ Abnormal tiredness [ Abdominal pain [ Shortness of breath 1 Weakness
[ Swelling in feet/ankles [ Dizziness/fainting [1 Sudden excessive sweating [ Nausea [ Vomiting [ Diarrhea

LI Shoulder pain T Upper back pain [ Palpitations/irregular heartbeats

PATIENT MEDICAL HISTORY

Condition Start Date Stop Date
/ / / / ] Ongoing
/ / / / [J Ongoing
/ / / / [J Ongoing
/ / / / [ Ongoing

Has the patient specifically experienced any of the following conditions in the past 6 months?
[ Bacterial infection [ Viral infection [J Fungal infection [ Tick-borne disease [ Autoimmune disorder [1 HIV

[J Use of immunosuppressant medications [] Cancer [J Radiation [ Chemotherapy treatment

Treatment Details (medications, surgeries,
Condition Start Date Stop Date other procedures, etc., as applicable)
/ / / / ] Ongoing
/ / / / ] Ongoing
/ / / / ] Ongoing
/ / / / ] Ongoing

CARDIOVASCULAR HISTORY

Has the patient experienced any other heart or vascular conditions in the past (e.g., myocarditis, pericarditis, hypertension, thrombosis,
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cardiac arrythmia, myocardial infarction, coronary artery disease, etc.)? [ Yes (please provide details below) [JNo [J Unknown
Treatment Details (medications, surgeries,
Condition Start Date Stop Date other procedures, etc., as applicable)
/ / / / [J Ongoing
/ / / / (] Ongoing
/ / / / [J Ongoing
/ / / / [J Ongoing

OTHER VACCINES RECEIVED ON THE SAM

E DAY AS OR WITHIN ONE MONTH PRIOR TO ANY DOSE OF MODERNA VACCINE

Vaccine Type Manufacturer Lot Number | Route Body Site Date Received
/ /
/ /
/ /

CONCOMITANT MEDICATIONS

Please list any prescriptions, over-the-counter medications, dietary supplements, or herbal remedies being taken at the time the patient
received the Moderna product and/or at the time of the adverse event.

Indication for

Product Name Dosage/Frequency |Route Use Start Date Stop Date
/ / / / ] Ongoing
/ / / / ] Ongoing
/ / / / 1 Ongoing
/ / / / 1 Ongoing
/ / / / ] Ongoing

LABORATORY RESULTS

Please provide the results for the following laboratory tests, if available.

Test

Date

Result (with units)

Normal Range

Troponin T

Troponin |

CK-MB

C-reactive protein (CRP)

D-dimer

~N | N[>~~~

~N | N[~~~

Erythrocyte sedimentation rate (sed
rate, ESR, Westergren sed rate)

/

/

DIAGNOSTIC EXAMINATIONS

Please provide the results of the following diagnostic examinations, if available.

Exam

Date

Interpretation/Results
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Physical Exam / /
Chest x-ray / /
Electrocardiogram (EKG) / /
Echocardiogram / /
Magnetic Resonance / /
Imaging/Cardiac MR
Computed / /
Tomography/CT scan
Pericardial/ / /
Endomyocardial biopsy
TREATMENT
Please provide details of any treatment for the potential/confirmed myocarditis/pericarditis event.
Treatment Dose/Frequency Route Start Date Stop Date
/ / / / [J Ongoing
/ / / / 1 Ongoing
/ / / / ] Ongoing

Describe provide any additional relevant information (use additional pages or attach records, if necessary).

Signature of Person Completing Form:

Date: / /

[J Additional pages attached
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Annex 6: Details of Proposed Additional Risk Minimisation Activities (if Applicable)

Not applicable.
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