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Table 1 - RMP version to be assessed as part of this application

Rationale for submitting The EU-RMP v0.1, v0.2 and v0.3 were submitted in procedure EMEA/H/C/005754.

an updated RMP The purpose of the update of EU-RMP v1.0 is to update VidPrevtyn Beta indication
and posology and address EMA raised topics on EU-RMP v0.3.
C

Summary of significant * Partl: DLP updated to 08-Nov-2022, update of indication and dosa@ ions.
changes in this RMP e Part [l module SI: Update of the indication.
e Part VI: Update of the indication. ¢ %
e Part VII: Update of Annexes 4 (Update of Targeted Follow- Coversheet on
Myocarditis/Perimyocarditis) and 8. @
e .

DLP: Data Lock Point; EMA: European Medicines Agency; EU: European Union; RMP: Risk Man%

Table 2 - Other RMP versions under evalu:&

RMP Version number Submitted on @ mitted within

&

Table 3 - Details of the currer%)proved RMP

Version number ’Qt z;)plicable (initial submission)
Approved with procedure \U Not applicable (initial submission)

(\O

Ta%QPPV name and signature

Not applicable -
RMP: Risk Management Plan.

Date of approval (opinion date)
RMP: Risk Management Plan.

Not applicable (initial submission)

QPPV name R %anne-Sophie Depont-Seillerd, PharmD
QPPV signature Electronic signature on file
a Deputy QPPV by delegation e Schoepper, QPPV for Sanofi.

QPPV: Qualified Person Resw or Pharmacovigilance.
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HIV: Human Immunodeficiency Virus

HLT: High Level Term

ICMRA: International Coalition of Medicines Regulatory Authorities
ICS: Intracellular Cytokine Staining b
ICSR: Individual Case Safety Report

ICU: Intensive Care Unit @
IgG: Immunoglobulin G . %
IL: Interleukin {\
IM: Intramuscular

INN: International Nonproprietary Name

IRR: Incidence Rate Ratio \Q

JAK: Janus Kinase &/

LMP: Last Menstrual Period 0

LTCF: Long-Term Care Facility

M: Male @

MAAE: Medically Attended Adverse Event

MAH: Marketing Authorization Holder

MDV: Multidose Vial

MedDRA: Medical Dictionary for Regulator

MERS-CoV: Middle East Respiratory Syndr oronavirus

MRNA: Messenger Ribonucleic Aci %

NHP: Non-Human Primates

NPI: Non-Pharmaceutical Inter, tlon

NZW: New Zealand White

O/E: Observed-to-ExpectedQ

OR: Odds Ratio

PAS: Post-Authorizati&ﬂdy

PASS: Post Authoriz}& afety Study

PBRER: Periodic Béng isk Evaluation Report

PIP: Pediatric Iigation Plan

PL: Pack flet

PRAC: Pharr%owgilance Risk Assessment Committee

PSP: upport Program

PSR: Pe Safety Report

PSUR: iodic Safety Update Report

PSUSA: armacovigilance Risk Assessment Committee

PTC: Q Product Technical Complaint
QPPV \ Qualified Person Responsible for Pharmacovigilance
(J Quick Response

qRT 4 Quantitative Reverse Transcription Polymerase Chain Reaction
RIMP® Risk Management Plan
Risk Ratio
é& Serious Adverse Event
ARI: Severe Acute Respiratory Infection
SARS-CoV-2: Severe Acute Respiratory Syndrome Coronavirus 2
SCRI: Self-Controlled Risk Interval
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RISK MANAGEMENT PLAN - PART I: PRODUCT (S) OVERVIEW

Table 5: Part 1.1 - Product Overview b

Active substance(s)
(INN or common name)

Recombinant protein derived from the SARS- CoV WIOI’] Spike
delta TM (CoV2 preS dTM) (B.1.351 strain)

Pharmacotherapeutic group(s)
(ATC Code)

Vaccines, COVID-19 Vaccines (J07BX030

Marketing Authorization Applicant

Sanofi Pasteur Qv

Medicinal products to which this
RMP refers

| S

Invented name(s) in the EEA

VidPrevtyn Beta @

Marketing authorization procedure

Centralized procedure(

Brief description of the product

Chemical class:
CoV2 preS dT?\% B.1.351) is a recombinant adjuvanted

vaccine furt erred as COVID-19 Vaccine (Recombinant,
Adjuvante

!

Sum a“,D ode action:
The meshanism of action consists of the induction of immune

responses against the antigens contained in the vaccine.

m/ing administration, the spike glycoprotein of SARS-CoV-2
ociated with AS03 adjuvant is stimulating neutralizing and other

unctional S-specific antibodies, as well as cellular immune

responses directed against the S antigen, which may contribute to

protection against COVID-19.

X
\}Q

O

<
R

Important information about its composition:

Recombinant CoV-2 Spike Protein (B.1.351) antigen is produced in
a continuous insect cell line and by recombinant DNA technology.
AS03 adjuvant is an oil-in-water emulsion composed of squalene,
DL-a-tocopherol and polysorbate 80.

CoV2 preS dTM-AS03 (B.1.351) contains no egg proteins,
antibiotics, or preservatives.

CoV2 preS dTM-AS03 (B.1.351) may contain octylphenol ethoxylate,
a trace residual from the manufacturing process.

Hyperul o the product information

Refer to e-CTD, Module 1.3.1 English proposed Product Information.

InQic@s) in the EEA

o

Current:

VidPrevtyn Beta is indicated as a booster for active immunization to
prevent COVID-19 in adults who have previously received an mRNA
or adenoviral vector COVID-19 vaccine.

Proposed:
Not applicable
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Dosage in the EEA Current:

VidPrevtyn Beta is administered intramuscularly as a single dose of
0.5 mL at least 4 months after a previous COVID-19 vacgine.

It is recommended to administer VidPrevtyn Beta once a@oster

to adults who have received prior vaccination series
mRNA or adenoviral vector COVID-19 vaccines.

’
Proposed: 0
Not applicable (
Pharmaceutical form(s) and Current: O‘
strength(s) Solution and emulsion for emulsion%non - The volume after
mixing 1 vial of antigen solution ( ith 1 vial of adjuvant
emulsion (2.5 mL) allows for deli 0 doses of vaccine (0.5 mL
per dose).

VidPrevtyn Beta 5 microqra@oster vaccination:

One dose (0.5 mL) con icrograms of recombinant
CoV-2 Sp|ke Protein 351) antigen formulated with
AS03 adjuvant for ir vaccination.

Proposed Q

Not appllca%

Is/will the product (be) subject to Yes O

additional monitoring in the EU?

ATC: Anatomical Therapeutic Chemical; CoV2 preS dTM: CoV-2 p@usion Spike delta TM; COVID-19: Coronavirus Disease-2019;
DNA: Deoxyribonucleic Acid; e-CTD: Electronic Common jcal Document; EEA: European Economic Area; EU: European Union;
INN: International Nonproprietary Name; mRNA: Mes% onucleic Acid; RMP: Risk Management Plan; SARS-CoV-2: Severe

Acute Respiratory Syndrome Coronavirus 2.
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RISK MANAGEMENT PLAN - PART Il: SAFETY SPECIFICATION

RISK MANAGEMENT PLAN - PART Il MODULE SI: EPIDEMIOLOGY OF THE
INDICATION(S) AND TARGET POPULATION(S)

A novel coronavirus, SARS-CoV-2, first detected in Wuhan city, Hubei province @a in
December 2019 caused an initial outbreak of severe respiratory illness in the lpc pulation.
This outbreak rapidly escalated until on 20 January 2020 the World Health OyganjZation (WHO)
first declared the outbreak as a Public Health Emergency of International ﬁrn

until 11 March 2020, when the status was changed and a pandemic was ecﬁd. Globally, as of
30 September 2022, there have been 614 385 693 confirmed cases of -19,

including 6 522 600 deaths, reported to WHO.  Although all region reported substantive
numbers of cases, the greatest cumulative numbers of confirmed case$ito date (as of the

30 September 2022) have been in Europe (254 million cases), t ericas (178 million cases),
and the Western Pacific (89 million cases). ? Geographical \’:iiat s have been observed in the

burden of disease at the country level, mostly due to differenges in timing and stringency of
non-pharmaceutical interventions implemented. Differen practices in testing/reporting of
cases and healthcare management for severe cases ma had an impact on the number of
reported cases globally. 2

Clinical features and natural history of the i

Coronavirus disease-2019 symptoms may vaky from mild to severe, with approximately

33% to 55% 3 of known cases to be asympt ic (varies by variant). 4 The risk of transmission
from an asymptomatic appears to be Iesa@w that from an individual with symptoms.
Nevertheless, asymptomatic or pre-symptomatic individuals are less likely to isolate themselves
from other people, and the extent té&lh transmission from such individuals contributes to the
pandemic is uncertain. Centers f ase Control and Prevention (CDC) modelling study
estimated that 59% of transmjssignicould be attributed to individuals without symptoms:

35% from pre-symptomatic%lduals, and 24% from those who remained asymptomatic. ®

Symptoms appear on av @4 to 5 days after infection, though the usual range is between
2 to 14 days. Preliminamg data shows the incubation period for Omicron to be 2.9 to 3.2 days. 6
Most reported symp include fever, fatigue, muscle ache, cough, and shortness of breath,
which can progress to peumonia. 7 Mild acute disease tends to resolve within approximately
2 weeks, where Xere cases can last 36 weeks. Longer term sequalae in some cases, otherwise
known as “lo ID” or “post-acute COVID syndrome”, in which symptoms such as
headaches, fatigue, myocarditis, and dyspnea can last for weeks or even months after the acute
phase. 8@? adults and people who have severe underlying medical conditions (eg, Heart/Lung
dise se} etes, or conditions affecting the immune system, such as immunosuppression) have
been ved to be at higher risk for developing more serious complications from COVID-19. 10
trum of symptomatic infection ranges from mild to critical, though most infections are
ere. A report published by the Chinese Center for Disease Control and Prevention
%o\
I

cluded that out of approximately 44 500 confirmed infections, 81% of patients suffered from
ild symptoms (no/mild pneumonia). 14% of patients suffered from severe disease (including
dyspnea, hypoxia, or over 50% lung involvement on imaging within 24/48 hours).
Five percent (5%) of patients suffered from critical disease, defined as respiratory failure, shock
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or multiorgan dysfunction. 8 Overall, as of 30 September 2022, there is an estimated global
fatality rate of 1% (March 2020 to September 2022) with variations between countries and over
the time period. 7

Transmissibility and spectrum of severity have been reported to evolve according to trious
variants currently circulating.

Variants of Concern (VOC) 0\%

Identification as a VOC is based on the following criteria: an increase in tr ‘ussibility or
detrimental change in COVID-19 epidemiology; or an increase in virule cﬁ change in clinical
disease presentation; or a decrease in effectiveness of public health an(NsoCtal measures or
available diagnostics, vaccines, therapeutics. ¢

New and emerging variants are also playing an important role in and global epidemiology.
Starting from 18 December 2020, five VOCs have been identifi the WHO, namely Alpha,

Beta, Gamma, Delta, and Omicron. {D

The European Centre for Disease Prevention and Control@ C) also regularly assesses the
evidence on the variants and designated VOCs based o% ituation in EU/EEA region.

As of September 2022, the only VOC defined by W ECDC is Omicron, with ECDC
specifying four sub-lineages of Omicron; BA.1, BA.4 and BA.5. 910,11

There continues to be increased diversity withi icron and within its descendent lineages.

A number of these Omicron descendent lineages are under monitoring. Globally, and as of the
epidemiological week 36 (05 September 2 0 11 September 2022), BA.5 descendent lineages
continue to be dominant accounting for Q% of sequences, followed by BA.4 descendent
lineages (including BA.4.6) which aceount'for 8.1%, and BA.2 descendent lineages (including
BA.2.75) which account for 2.9% %quences. The Omicron variant has a substantial growth

advantage, due in part to a combi of immune escape and intrinsic high transmissibility, and
n&in worldwide. 72

rapidly became the predomi

The Omicron variant showeb\o 70 times faster multiplication in the bronchus than Delta and
the evidence from both th ited Kingdom (UK) and Denmark showed an increased secondary
attack rate compared toﬁﬁ a. 1374 In terms of severity, several studies suggested less severe

outcomes compared ta including hospitalization, intensive care unit (ICU) admission, and
mechanical ventilation & 76,77
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Worldwide variant distribution

Figure 1 - Variants over time worldwide
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EU/EEA variant distribution

In the EU/EEA region, Onni has been first reported in November 2021 and became
predominant strain rapi m the second half of December 2021 onwards.

Among the 13 countQ/lth an adequate volume of sequencing or genotyping for

weeks 36-37 (0 er to 18 September 2022), the estimated distribution of VOC or of
variants of inter Ol) was 98.8% (98.2-100.0% from 13 countries) for BA.4/BA.5,

0.9% (0.2 1.8% detections from 11 countries) for BA.2 and 0.8% (0.6-1.2%, 164 detections
from 6 countkies) for BA.2.75.

An angl@ the UK Health Security Agency estimates BA.2 to have 75% increased
t

tran ity when compared to BA.1, and BA.5 is reported to be 35% more transmissible than
BA. urrently available evidence does not suggest a difference in disease severity between
th ineages. 20

pite a characterized reduction in neutralizing activity of Omicron VOC as compared to
revious VOCs, and between Omicron sublineages eg, BA.5 compared to BA.1, 27,2223 yaccine
effectiveness (VE) against severe disease of the primary series showed some decline over
six months (10-20%) 20 suggesting protective effect of primo vaccination against Omicron VOC
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severe infections. The first booster dose vaccination improved VE against severe disease: >70% in
34 (94%) of 36 estimates evaluating VE between 14 days and three months of receipt of a booster
dose. 20

Demographics of the population indicated and risk factors for the disease

Epidemiological data collected since the beginning of the pandemic have shown

of any age can acquire infection of SARS-CoV-2, however there is an uneven’di

infections per defined age group. According to data published by the WHO, people aged

30 to 39 years have the highest amount of confirmed and probable cases, f ed

by 20 to 29, 40 to 49 and 50 to 59 years age groups respectively. This ed distribution

however does not correlate across gender-based distribution, with in% s occurring at similar

rates between males and females. Q
0

When it comes to severity of disease there is also an uneven dis;(al n, with a higher impact on
the elderly population. Results published by the ECDC show a sitaflar pattern of infection
distribution amongst age groups and sexes as the WHO. Theddistribution for mild cases also
correlates relatively closely to total number of cases. A defifition of a mild case in this instance is
one that does not require hospitalization or result in de oled data from EU/EEA countries
show positive correlation with age, showing that as ag ases, so does the risk of
hospitalization. Infection with SARS-CoV-2 leadinO\o a fatal outcome also very strongly
correlates with age, with adults over 60 years gf 4geYprimarily dying as a result of

SARS-CoV-2 infection compared to younger %&aroups.

Risk factors for severe disease and deatho

The estimated case fatality rate varies widely between countries, influenced by a variety of factors
including testing and screening appr®aches, demographics, healthcare availability and others.
Although the global case fatality ratio)(CFR) has changed overtime due to various waves of
infection, variants, non-pharma@mal intervention (NPIs) and vaccination strategies, the CFR
has remained highest among§ ear or older groups population.

Studies have observed thaq Isk of COVID-19 severity is higher with the increasing age, male
sex, and presence of co% ities, especially cardiovascular disease (CVD). .24 Smoking was
also found to be asso with increased risk of severity 2825 and mortality. 26 Residents of
long-term care faciliQLTCFs) have been regarded as a medically and socially vulnerable group
and 72% of all CO\/ID-19 related deaths in Europe were attributed to residents at LTCFs. 27

Important ¢ (hidities
L 4

The resu s\the systematic reviews, below in Table 6, showed the higher relative risks of both
i mortality amongst patients with certain comorbidities upon infection with
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Table 6 - Important comorbidities and the relative risk of both severity and mortality compared
against people without any comorbidities

Comorbidities

Risk of severity (Odds Ratio)

Risk of mortality (Odds Ratio)
1.25 3410 3.73 35 (Mostl 2.5)

Diabetes 2.04 280 3.27 24 (Mostly around 2.5)
29,30,31,32,33 24,36,37,38

Hypertension 1.82 3910 3.17 37 (Mostly around 2 to 3) 2.2t03.52436,38 3@
28,24,29,30,32,33,40 1 54 famong| O@kms

Obesity 1.72 3710 4.17 41 (Mostly around 2 to 3) 1144710 1@ (Mostly around 1.5)

29,31,42,43,44,45,46

24,42,

Chronic Kidney diseases

Around 3 24,29,31,32

4

0 2.39 (among ICU patients)

25497150

Cardiovascular diseases
(CVDs)

2.25 97 10 3.87 24 (Most around 3)
28,31,32,40

%

225513723649124
1.91 (among ICU patients) 40
2.72 (among hospitalized patients) 92

Cerebrovascular disease and
Stroke

e
2.05 9210 5,88 93 (Mostly arofin tod)
29,30,32,54

Around 3 9455

Malignancies 154410 2.6 28:29,32 ?\V Around 3 38,56
1.81 (among ICU patients) 40
Chronic Respiratory diseases | Around 5 24,568\\1 Around 3.5 24,35,36
Chronic Obstructive Pulmonary | Around 013236.42 59 3538
Disease Vs

People living with HIV

1.38 (among hospitalized patients) 67

Solid organ transplant patients

%/ (for ICU admission) 61

141015067

CVD: Cardiovascular Disease; H@ﬂn Immunodeficiency Virus; ICU: Intensive Care Unit; OR: Odds Ratio; RR: Risk Ratio.

Therapeutic Treatrrﬁeptions

e for COVID-19. Multiple antivirals and therapeutic treatments that
-19 have been authorized, however most therapeutic options are still in early
ver 670 drug development programs are in planning stages and over 470 trials
d by the Food and Drug Administration [FDA]).

There is currentl
target severe CQ
stages of resea
are being re

Anuvval@ment

no

for COVID-19 are indicated for the treatment of COVID-19 in adults and paediatric

(at least 4 weeks of age and weighing at least 3 kg) with pneumonia requiring

mental oxygen and in adults and paediatric patients (weighing at least 40 kg) who do not
ire supplemental oxygen and who are at increased risk of progressing to severe COVID-19.
he antiviral, remdesivir, has been approved by the FDA. 62 The European Commission (EC)

have authorized two antiviral treatments for the use in the EU: remdesivir and
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PF-07321332/ritonavir (Paxlovid). A third antiviral (molnupiravir) has been submitted for
marketing authorization in the EU. 63

Therapeutic treatment

Multiple therapeutic treatments for COVID-19 have been authorized. The FDA ha
14 treatments for emergency use. 62 The EC has authorized six treatments for th
with several monoclonal antibodies (regdanvimab, tocilizumab, casirivimabl/i
tixagevimab/cilgavimab and sotrovimab) and an anti-inflammatory moleculetanakinra). 63
A tyrosine kinase inhibitor currently approved for the treatment of ponartl@ rheumatoid
(Baricitinib) has been submitted for marketing authorization in the E

&the patient. The

The recommended use of each therapeutic is based on the medical sg

WHO’s guideline development group considered benefits of remdegiVi¥ to be modest and of
moderate certainty for key outcomes such as mortality and mec%
conditional recommendation.

Recently, WHO indicated that (sotrovimab) and (casirivir@(lkndevimab) initially recommended
in patients who do not require supplemental oxygen buti an increased risk of developing

ventilation, resulting in a

severe disease, have “meaningfully reduced neutraliza activity of the currently circulating
variants of SARS-CoV-2 and their subvariants”.

World Health Organization also said that other t les such as tocilizumab or sarilumab
interleukin (IL-6 receptor blockers) and bariciM he Janus Kinase [JAK] inhibitor) may now
be combined, in addition to corticosteroids, sapatients with severe or critical COVID-19 and
requiring supplemental oxygen or mech%ﬁentilaﬁon.

Prophylactic Treatment options
Following the introduction of the fé}ﬂb\RS-CoV-Z vaccines in December 2020, vaccination is

reducing burden of disease, but t 1 effect won’t be realized until adequate vaccine coverages
rates are achieved. Vaccine nd access remain far short of the global need, with additional

confounders such as wanin unity and emerging variants posing a challenge to establishing
and maintaining herd imn@y within vaccinated populations.

way to tackle curren emerging variants. Dozens of non-profits, government agencies and
vaccine makers ffaye matle a top research priority to propose in a near future booster vaccines
susceptible to ide protection among a large panel of variant of concern. 64 Meanwhile, health
agencies (F EMA) recently approved several mMRNA booster vaccine containing Omicron
(Comirna iginal/Omicron BA.1 and Comirnaty Original/Omicron BA.4-5 [BioNTech and
Pfizerl; ikgvax bivalent Original/Omicron BA.1 [Moderna]).

Wor Ith Organization issued emergency use listing (EUL) for 11 COVID-19 vaccines
de d by Pfizer/BioNTech, AstraZeneca/SK Bioscience, Janssen-Cilag, Moderna Biotech,
§ igg Institute of Biological Products, Sinovac Life Sciences, Bharat Biotech, Serum Institute of

This challenge is stil@w debate in the scientific and medical community to establish the best
m

a Pvt. Ltd, Novavax and, CanSino Biologics. 6263 In Europe, the EC has so far granted
marketing authorizations, following the positive assessment of the EMA regarding their safety
and their effectiveness: 6 two COVID-19 mRNA vaccines, one developed by BioNTech and
Pfizer, (BNT162b2) and another by Moderna, (MRNA 1273), two viral vector vaccines,
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one developed by Oxford University and AstraZeneca (ChAdOx1 nCOV 19) and one developed
by Janssen (Ad26 COV2.S), one recombinant protein vaccine developed by Novavax and
one inactivated, adjuvanted vaccine manufactured by Valneva. Several other vaccines are at
different stages of their evaluation by the EMA: Inactivated Vaccine (Vero Cell) by
Sinovac Life Sciences Co. Ltd, COVID-19 vaccine HIPRA (PHH-1V) by HIPRA Health
S.L.U., VidPrevtyn Beta by Sanofi Pasteur, Sputnik V (Gam-COVID-Vac) by R A Gamaleya
National Centre of Epidemiology and Microbiology and Skycovion (SK Chem'&S mbH). 66
The United States (US) FDA currently only recommend three COVID-19 an for general
use, BioNTech and Pfizer (BNT162b2), 67.66 Moderna (mMRNA 1273) 69,70@
Janssen vaccine (Ad26 COV2.S). 71 \9
t of v

With the introduction of vaccines starting in December 2020, the impgi accination programs
is continuing to play a role in local trends. As of 23 June 2022, a t@ 12.1 billion doses of
vaccines have been administered worldwide, and the highest co countries have achieved
over 95% of the population fully vaccinated with a primary serimith the UK at 73% and the
US at 67% coverage; however, most countries are still muchflower than this. Europe as a
continent has an average coverage rate of 66%, however ge within Europe extends from
86% (Portugal) to 30% (Bulgaria). Vaccine coverage i fCularly affected European countries
varies considerably, with high and upper middle-inc ntries at >75%, lower middle-income
countries at 55%, and many low-income countries % of the population receiving

two doses. 72 \O

Figure 2 - Vacc@on coverage by regions
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Waning of SARS-CoV-2 immunity

One of the remaining unknowns of COVID-19 is the durability of immunity including the time
taken to be susceptible to reinfection. Research is being conducted on this subject, and
preliminary data has been published, however due to the relatively short time since thinning
of the pandemic, longer-term data is not yet available. This is further confounded
emergence of new VOCs and VOlIs, especially with Omicron, with observed red@g in VE
either being attributed to waning immunity, or reduced effectiveness against VAN due to
immune escape, or both. CQ

Natural infection

Direct data remain limited for the durability of immunity after naturafNfection with
SARS-CoV-2, although a recent comparative evolutionary study examining durability of
immunity to SARS-CoV-2 and related viruses (SARS-CoV, mi
coronavirus [MERS-CoV], human coronavirus [HCoV]-229E, HE6V-OC43, HCoV-NL63)
concluded that there is a phylogenetic relationship between Ruman-infecting coronaviruses, and
that reinfection by SARS-CoV-2 specifically under ender@ nditions can occur between 3 and
63 months after peak antibody response, with a media of 16 months. 74 Another study
looked into immunological memory to SARS-CoV- months after infection and found that
each component of immune memory in convalescefpatients exhibited distinct kinetics, with
spike-specific memory B cells becoming morg,a ant at 6 months compared to 1 month.
Immunoglobulin G to spike protein was also %ko;vely stable over a 6-month period and cluster of
differentiation 4 (CD4)+ and CD8+ T cells@lined with a half-life of 3 to 5 months. 75

Vaccine induced protection Q

When directly comparing the magnthﬁof responses to either vaccination or natural infection,
currently licensed vaccines have béen shown to produce peak neutralizing antibody responses up
to four-times those seen in convalescent patients. 76 It has also been observed that the decay of a
neutralizing titre of antibodiesniTvaccinated subjects over the first 3 to 4 months after vaccination
was at least as rapid as thb observed in convalescent patients. 77

There is also a growing of evidence that indicates a reduction in VE over time. Several
studies, across a rang proved COVID-19 vaccines, have shown that although VE against
symptomatic disease s in the early weeks after the second dose, it gradually declines from as
little as 3 monthsNgFr the second dose. 76 This waning is also more pronounced in the over
65-year-olds, a as those in a clinically extremely vulnerable group, and 40 to 64-year-olds
with underlyi nditions compared to healthy adults. 79 This gradual declining of VE was also
observed \’NS espect to specific variants, including Beta, Delta, and Mu previously. 80
Emergeng? Omicron has made waning immunity more prominent with the improved ability to
esca N natural as well as vaccine induced protection. &

B r Dose

%\sidering the evidence on waning immunity, most EU countries are offering additional doses of

accine with priority for all adults (18+). The EMA has published guidance on the populations
requiring a booster, as well as the recommended time interval for each group. 8’ The minimal
interval after the primary vaccination schedule is between 1 to 8 months and is dependent on the

QSD-010763 - Risk Management Plan (RMP) Template V8.0



RISK MANAGEMENT PLAN - Part Il Module Sl FINAL DLP of this part: 08-NOV-2022
549-CoV2 preS dTM-AS03 Version 1.0

target population and by country. Both homologous (same vaccine) and heterologous (different

vaccines/platforms) booster doses are being provided. The heterologous booster vaccinations are
recommended by multiple health agencies globally, with some initial evidence of hig er
effectiveness of heterologous primary + booster series against severe and symptomati
82,83 Real world effectiveness studies have shown both homologous and heterologo
reinforce significant protection against severe disease and hospitalization followi
primo-vaccination. 82 .

It is important to note that waning immunity against the currently dominant &icron variant has
also been observed after administration of a parental booster dose. 77,8485

Figure 3 - Proportion of booster doses by$§

COVID-19 vaccine hoosters administered per 100 people @. Our World
Total number of vaccine booster doses administered, divided by the total population of the country. Booster are doses administered beyond
those prescribed by the original vaccination protocol.
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Indicatio

CoV2 réS M -AS03 (B.1.351) is indicated as a booster for active immunization to prevent
\& In adults who have previously received an mRNA or adenoviral vector COVID-19
vacc

@gﬂdemiology of the disease is summarized in the following table:
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Table 7 - Epidemiology of Coronavirus Disease-2019 (COVID-19)

Indication Active immunization to prevent COVID-19 (Booster dose)
Incidence As of 30-Sep-2022, there have been more than 614 million confirmed case
COVID-19 and over 6.5 million deaths reported. !

Daily new confirmed incident cases peaked at 2196 confirmed cases i
population in Europe (01/22), 2445/million in North America 01/22 m|I||on in
South America (01/22), 188/million in Asia (01/22), 44/million in /21) and
4074/million in Oceania (01/22). However, regional-level estlma@ceal the
substantive variation experienced by country, with daily inci tes reaching
>6000/million population per day in Denmark and France |ghest peaks.

Daily incidence rates have varied over time since th erice of SARS-CoV-2 in

Dec-2019, with most countries having experienced ur or five pandemic waves.

In Jun-2022, regional incidence rates ranged 0 to@p/million population, with
circulation of BA.4 and BA.5.

Prevalence Given the acute nature of COVID-19 disease a e rapidly changing pandemic
epidemiology, prevalence estimates havesot been the key measure for tracking
COVID-19. However, seroprevalence gtityeys have provided valuable insights into the

cumulative proportion of the populati cted. 86 Seroreversion has been
documented, so data are mostly rej e of infection within the previous 4-6 months.
Modeled estimates by regions 2 @'the available studies showed a range

of 17% in Europe in Jul-2024{0'%68% in Southeast Asia in May-2021. 87 Substantive
regional variation has @o mented within countries, for example in the UK
seroprevalence est|mate ried from 2.8% to 23.3% in regional household and
community regiona Nelllance between Sep-2020 to May-2021.

Demographics of the The proposed ’@J is broad, including:

incidence trends varying across regions due tcﬁ i
n

population in the
authorized/proposed
indication

o individuals T8years of age and older previously vaccinated against COVID-19.

Epidemin%:;ll data collected since the beginning of the pandemic have shown that
individugs of'any age can acquire infection of SARS-CoV-2, however there is an

unevep Wisifibution of infections per defined age group. This age-based distribution
o@does not correlate acrsoss gender-based distribution, with infections occurring
r rates between males and females.

Main existing treatment

options é here is currently no cure for COVID-19. The antiviral treatment, remdesivir, has been
approved by both the FDA and EC. The EC has also authorized other treatments:
Q anakinra, regdanvimab, tocilizumab, casirivimab/imdevimab, tixagevimab/cilgavimab,
sotrovimab and PF-07321332/ritonavir. Scientists are also studying a wide range of
®\ other potential treatments. Most therapeutic options however are still in early stages of
research.

o Q Prophylaxis options in addition to social distancing and masking:
\ The EC has so far granted 6 marketing authorizations, following the positive

. (J assessment of the EMA regarding their safety and their effectiveness:

\ e Two COVID-19 mRNA vaccines, one developed by BioNTech and Pfizer,

(BNT162b2) and another by Moderna, (mRNA-1273).

e Two viral vector vaccines: one developed by Oxford University and AstraZeneca

(ChAdOx1-nCOV19) and one developed by Janssen (Ad26.COV2.S).
¢ One recombinant protein vaccine developed by Novavax.
¢ One inactivated vaccine developed by Valneva.
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Indication

Active immunization to prevent COVID-19 (Booster dose)

Several other vaccines are at different stages of their evaluation by the EMA (Verocell
by Sinovac, COVID-19 Vaccine HIPRA (PHH-1V) by HIPRA, VidPrevtyn Beta by Sanofi
Pasteur, Sputnik VV by Gamaleya and Skycovion [SK Chemicals GmbH]).

Dozens of non-profits, government agencies and vaccine makers have op

research priority to propose in a near future booster vaccines suscepg Qﬁrovide

protection among a large panel of variant of concern. 64 Meanwhilg, h agencies
(FDA and EMA) recently approved several mRNA booster vaccings ®gntaining Omicron
(Comirnaty Original/Omicron BA.1 and Comirnaty Ongmal/O BA.4-5 [BioNTech

and Pfizer]; Spikevax bivalent Original/Omicron BA.1 [Mode D

Natural history of the

untreated population
including mortality and
morbidity

2

R

indicated condition in the

Q

N\

The spectrum of symptomatic infection ranges from m

infections are not severe. Symptoms may vary from

infections are known to be asymptomatic. Of those oratory confirmed

symptomatic disease, approximately 80% expe: Id to-moderate symptoms.
ﬁ

%@cal though most
%? evere, and many

Symptoms appear on average 4-5 days after i n, though the usual range is
between 2 to 14 days. Most reported symp; ude fever, fatigue, muscle ache,
cough, and shortness of breath, which ¢ rogress to pneumonia, ARDS,

cardiovascular sequalae and other se ymptoms 7 Mild acute disease tends to

resolve within approximately 2 we reas severe cases may last 3-6 weeks.
However, data are emergmg indic long-term sequalae in some cases, otherwise
t

known as “long-COVID” or p e<€OVID syndrome”, in which symptoms such as
dyspnea can last for weeks or even months after

headaches, fatigue, myoca

the acute phase. 897 med CFR varies widely between countries, ranging from

0.04% in Greenland and % in Iceland and Bhutan, to 6.93% and 6.5% in Peru and

Mexico respectwel)@dﬁferences influenced by demographics, testing/reporting and
8

health care availabl
When it comes%g sevVerity of disease there is also an uneven distribution, with the
elderly syffering mUch more than the younger population. Results published by the
ECDCs imilar pattern of infection distribution amongst age groups and sexes as
the W
|b|||ty and spectrum of severity have been reported to evolve according to the
m ariants currently circulating.
es have observed that the risk of COVID-19 severity is higher with the increasing
e, male sex, and presence of comorbidities, especially CVD. 1,24 Smoking was also
found to be associated with increased risk of severity %825 and mortality. 26

Residents of LTCFs have been regarded as a medically and socially vulnerable group
and 72% of all COVID-19 related deaths in Europe were attributed to residents at

LTCFs. 27

Race and ethnicity also affect COVID-19 mortality rates. Native American and African
American community members have higher mortality rates when compared to the

White community in the US. 89 Public Health England reported that the mortality rate in
BAME groups were higher than those in White ethnic groups. 90

&

sk factors for the

§~

I @ ant co-morbidities

Key risk factors for severe COVID-19 disease include but not limited to CVD, diabetes,
chronic respiratory disease, COPD, hypertension, malignancies, obesity, chronic
kidney disease, cerebrovascular disease and stroke, with higher risk of severity and
mortality ranging 1.14 to 7.1 times higher in these risk groups (Table 6). Older age
(particularly >65 years) is a recognized risk factor for more severe COVID-19 disease
and death, with populations aged 65-74 years at 5 times higher risk of hospitalization

and 90 times higher risk of death than population aged 18-29 years old in the US. 87
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Indication Active immunization to prevent COVID-19 (Booster dose)

This relative risk increases with age, peaking in the 85+ group at 15 times and
570 times the risk of hospitalization and death.

Frailty is theoretically defined as a clinically recognizable state of increasedb
vulnerability resulting from aging-associated decline in reserve and functi SS
multiple physiologic systems such that the ability to cope with everyda @
acute stressors. In the absence of a gold standard, frailty has begn

defined as meeting three out of five phenotypic criteria indicating
energetics: low grip strength, low energy, slowed waking speed
and/or unintentional weight loss. 2591

Alternatively, frailty has been operationalized as a risk4
deficits accumulated over time (termed “FI”) includin%
cognitive impairments, psychosocial risk factors, antg iatric syndromes (eg, falls,

finer graded risk scale, and its robustness in cli inferences with regard to the
number and actual composition of the ite@ the FI. 93
However, all ages and those without isting co-morbidities are still at risk of

severe COVID-19 disease and de

younger and older adults.

risk of severe disease,% is a clear medical need for vaccination of all age
groups and regardless of the existence of co-morbidities.

ies or

w physical activity,

counting the number of
ity, diseases, physical and

delirium, and urinary incontinence). 92|t was argued that, compared to Fried’s frailty
phenotype, the Fl is a more sensitive predictowverse health outcomes due to its
i

Additionally, “long-COVID” or “pos COVID syndrome” has been documented in

Therefore, it is possible thmc es may be prioritized to risk groups given the higher

ARDS: Acute Respiratory Distress Syndrome; BAME: Blan and Minority Ethnic; CFR: Case Fatality Rate; COPD: Chronic
Obstructive Pulmonary Disease; COVID-19: CoronavirysaDiSedse-2019; CVD: Cardiovascular Disease; EC: European Commission;
ECDC: European Centre for Disease Prevention and@ EMA: European Medicines Agency; FDA: Food and Drug
Administration; FI: Frailty Index; LTCF: Long-Term Care Facility; mMRNA: Messenger Ribonucleic Acid; SARS-CoV-2: Severe Acute
Respiratory Syndrome Coronavirus 2; UK: Unit&n;dom; US: United States; WHO: World Health Organization.

9
b\}
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RISK MANAGEMENT PLAN - PART Il MODULE SII: NON-CLINICAL PART OF THE
SAFETY SPECIFICATION

The SARS-CoV-2 vaccine consists of preS-dTM antigen adjuvanted with
ASO03 (GlaxoSmithKline’s Adjuvant System composed of alpha-tocopherol, squal
polysorbate 80 in an oil-in-water emulsion).

L 4
The majority of non-clinical data was generated using the monovalent, origir&n (D614),
CoV2 preS dTM AS03 (D614) vaccine.

The non-clinical assessment of CoV2 preS dTM-AS03 original strain was based on
immunogenicity, efficacy, and safety evaluation in laboratory anima%t

The variant vaccine (CoV2 preS dTM AS03 [B.1.351 or Beta stra@ manufactured using the
same technology and production process as parental vaccine (D@. The only change is the new
immunogen B.1.351 while the rest of the vaccine formulatiop remains unaltered. This new
component represents the same prefusion Spike protein antigeqn target as the parental (D614), with
a drift in the amino acid sequence to match the B.1.351 v t strain. Therefore, no new
toxicological findings are expected. Thus, a new toxic study was not deemed necessary to
support progression to registration. This approach is@hgfied with the conclusions from emergency
use authorization for vaccines to prevent COVID;49'&uidance for Industry (October 2020,
revised in 2022), the International Coalition ofN) editines Regulatory Authorities (ICMRA)
COVID-19 Virus variants workshop (February 2021) together with the Medicines and Healthcare
products Regulatory Agency Guidance on @1 changes in authorized COVID-19 vaccines

macaques as well as in previously inated macaques to document the benefit of a late booster.
The Monovalent (B.1.351) vaccigeNmmunogenicity was evaluated in naive and primed macaques,
and the efficacy in hamsters. ale animals, the different studies established the need for a
second dose and the use of adjuvant to induce a potent neutralizing antibody response and
efficacy against SARS-C fection (in hamsters and macaques). % In previously vaccinated
macaques, the results d% rated a strong increase of the responses against the original

virus (D614) and rob adening of the neutralizing antibody responses to the VOCs Alpha,
Beta, Gamma and Dé%s well as against Omicron. The studies also showed higher
cross-neutralizatiog of VOCs when the Monovalent (B.1.351) vaccine booster was formulated
with AS03. 9

The neutrali@antibody persistence and Spike-specific memory B cells were evaluated over

6 months M he booster immunization. Six months post-booster, the neutralizing antibody titers
againsté,wron were more than 20-fold greater than baseline titers (pre-booster), and the

me cells responses were increased to robust levels, especially in animals with low

re s at baseline.

% e non-clinical safety evaluation, the local tolerance and potential systemic toxicity of the
n

(March 2021). ?
The prototype (D614) vaccine imﬁ city was evaluated in naive mice, hamsters and

14) vaccine was assessed in two repeated dose toxicity studies as well as in a developmental
d reproductive toxicity (DART) study in rabbits, and the potential of vaccine-associated
enhanced respiratory disease (VAERD) was evaluated in immunogenicity and efficacy studies
conducted in Non-Human Primates (NHP) and Golden Syrian Hamsters.
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This (D614) vaccine has been assessed in two repeated dose toxicity studies in New Zealand
White (NZW) rabbits, which are known to develop an immune response to CoV2 preS dTM
antigen. These studies were conducted by the intramuscular (IM) route, which is the clinical route,
and each injection consisted of one 0.5 mL dose of the CoV2 preS dTM-AS03 (D614 )¥accine.

A total of 2 or 3 IM injections were given every 2 weeks to the animals. The key s ndings
from these studies are reported in the summary table below.

In the first repeated dose toxicity study (Study No. 5003471), following a sin g e
administration, S-specific Immunoglobulin G (IgG) response was detected of\Day 15 in four out
of ten animals injected with the CoV2 preS dTM (D614) antigen alone an I animals injected
with the CoV2 preS dTM (D614) antigen in combination with AS03. ree injections,
S-specific 1gG titers were detected in 14 out of 20 animals dosed Wi%r 2 preS dTM (D614)
antigen alone, and in all animals dosed with CoV2 preS dTM (D6% uvanted with AS03.

In comparison to animals dosed with CoV2 preS dTM (D614) alenewan overall increase in
S-specific titers was observed on Day 15, Day 31, and Day 45 i%animals dosed with the
CoV2 preS dTM-AS03 (D614) adjuvanted vaccine.

In this study (Study No. 5003471), a single or repeated t@tlmes) IM injection(s) of
CoV2 preS dTM (D614) at a dose level of 15 pg/dose eted dose; representing an effective

dose of 3.9 ug of the CoV2 preS dTM (D614) protei ecalculation) either alone or with
ASO03 adjuvant were well tolerated in rabbits. Administration of CoV2 preS dTM (D614) with
ASO03 resulted in transient and non-adverse c n hematology, coagulation and clinical

chemistry parameters indicative of a transient acbte phase response/inflammation. These changes
correlated with non-adverse histopathologygfindings of increased severity of acute/subacute to
subacute/chronic mixed cell inflammatio e injection site and in the overlying skin of animals
administered CoV2 preS dTM (D614) W@«SO& Animals injected on three occasions, also
showed increased lymphoid cellulaﬂ%ig the spleen (correlating with increased spleen weights)
and lymph nodes. After the 2 weew very period (single or repeated doses), only changes in
laboratory parameters related to i nization were noted, and the inflammation at the injection
site was less pronounced (ie,p reversibility) but still observed, as expected with the ongoing
healing process. These resul expected for an adjuvanted vaccine and suggested that it does
not represent any special @rd for humans.

In the second repeated.dosg toxicity study (Study No. 5003591), two IM injections of

CoV2 preSdTM (D @ at a dose level of 5 pg/dose (targeted dose; representing an effective dose
of 2.4 ug of the SARS-CoV-2 Spike protein content after recalculation) adjuvanted with AS03
was well toleragephirrrabbits. It induced very slight erythema and/or edema observed at the
injection site dition, non-adverse minimal to mild increases in absolute neutrophil count,

(A
O

chronic) at the injection sites accompanied by multifocal aggregates of vacuolated
m ages. In addition, an increase in incidence and severity of fibrosis/fibroplasia was also
ed in treated rabbits. Increased lymphoid cellularity in various lymph nodes and/or mixed
ammatory cell infiltration were also seen as well as an increase in adrenal gland and spleen
eights that was noted in treated males but did not correlate with any macroscopic or microscopic
change different from controls. Overall, this second toxicology study did not elicit any new
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findings on top of those already seen with the CoV2 preS dTM (D614) adjuvanted with AS03.
The key non-clinical findings are presented in Table 8.

In the DART study (Study No. 20288238), IM administration of CoV2 preS dTM (D614)
adjuvanted with ASO3 at 10 and 15 pg preS dTM/dose before and during gestation (tf

five administrations) to female NZW rabbits was associated with non-adverse dosefrélated
transient lower body weight gain during the pre-mating period after the second i@&l only.
Vaccine-related local reactions at the injection site, such as oedema and indurgtignof increasing
severity after repeated administration, and microscopic inflammation, hemorfhage, muscular
degeneration/necrosis, vacuolation of macrophages, and/or fibroplasia, we served in both
vaccine groups. There were no vaccine-related effects on mating perf e or fertility in
female rabbits, or on embryo-fetal (including teratogenicity) and ear% -natal development of

the offspring. 0

The potential risk for VAERD or Vaccine-Associated Enhanced/igease (VAED) was assessed
indirectly through the documentation of the immune responses, specifically the CD4 T-helper
(Th) cell responses: type | (Th1) versus type 2 (Th2) and dil&ly through challenges with
SARS-CoV-2 in susceptible animal species that had been@:mated prior to viral exposure.

The CD4 Th1/Th2 responses were evaluated in naive F@s macaques after immunization with

2 doses of CoV2 preS dTM-AS03 (D614). Two weﬁpo -immunization (D35), the peripheral
blood mononuclear cells containing the CD4 T ¢ re sampled, stimulated with the Spike
antigen and the Th1 and Th2 cytokines secreteﬁ@e activated CD4 T cells were measured
using intracellular cytokine staining (ICS). The reSults indicated a mixed population of Thl and
Th2 CD4 T cells, with mainly a “Th0” pop@lation secreting tumor necrosis factor alpha and I1L-2.
There was no evidence of a Th2 domin ponses which was previously associated to VAERD
with inactivated SARS-CoV vaccines, % Similar T-cell response profile is expected for the variant

CoV2 preS dTM-AS03 (B.1.351), B.1.351 spike showed no impact on CD4 or CD8
responses in previously infected E cinated individuals.

The absence of VAERD wa nfirmed by directly looking at the pathology caused by
SARS-CoV-2 infection in v ted animals. Two species, namely Rhesus macaques
(CoV2-04_NHP study) argio den Syrian Hamsters (CoV2-03_Hm study) were utilized for
assessment of VAERD ccine efficacy. In macaques, animals were vaccinated with
CoV2 preS dTM-AS 14) (down to lowest antigen doses of 4 pg) and exposed to a
non-attenuated, quali stock of SARS-CoV-2, Wuhan strain. In hamsters, animals were
vaccinated with arental Monovalent D614 or Monovalent B.1.351 CoV2 preS dTM-AS03
vaccine formul s, with 1 pg or 2 pug and exposed to D614 strain, Alpha variant or Beta
(B.1.351).va@: strains. The assessment of VAERD was based on viral replication in upper and
lower res y tract, lung histopathology evaluation (Hematoxylin and Eosin [H and E] staining
and Vira&otein immunochemistry) and any clinical signs (body weight and general behavior)
in th Ine groups as compared to an unvaccinated control group. The results showed that the
vir s in lungs and nares measured using quantitative reverse transcription polymerase chain
eépn (gRT-PCR) were reduced or below the level of detection in all immunized animals,
iIrming no enhancement of viral replication in vaccinated animals. In NHPs, the histological
nd immunohistochemical staining of the lung samples collected at D7 or D8 and D14 or D15
post-challenge showed reduction of inflammation and eosinophil infiltration in the lungs of the
AS03-adjuvanted vaccine groups compared to the non-vaccinated control group. In addition, the
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lung samples of the vaccinated animals had a marked reduction of the infected cells at D7/8,
consistent with the finding of reduced viral loads by gRT-PCR. These findings suggested a
consistent correlation between viral infection and histopathology, and there was no enhancement
of viral replication nor lung pathology due to vaccination. Importantly, no increase of
inflammatory cytokines and chemokines levels in the lungs was detected post-chal n the
vaccinated Rhesus, except for a transient slight increase of IL-5 on D2 that resol D4 and
was not associated to eosinophilia as evidenced by histopathology. Altogetheb rious
analyses combined provided direct confirmation that no signs of enhanced atlon due to
vaccination were observed as compared to the controls after challenge wit ulent viral stock
in rhesus macaques, a species with an immune system highly analogo an. Similar
reduction of viral replication and lung pathology was observed in h smg the Monovalent
B.1.351vaccine, whatever the viral strain used for the challenge. Al er the non-clinical
studies showed no signs of disease enhancement in vaccinated ani

The key non-clinical safety findings are presented in the followi ble.

Table 8 - Key safety findings from non-clinical studi gd relevance to human usage

Key Safety Findings Relevance to hu sage
Toxicity e CoV2preS dTQN?ﬁGM) vaccine was well tolerated locally and
« Repeated dose toxicity study with did not ind vaccine-related systemic toxicity findings after 2 or
P icity study 3 IM inj t@‘ rabbits covering for priming and booster indications.
CoV-2 preS dTM either alone or xd .
. o These datanid not demonstrate local or systemic effects other than
with AS03 S . . : . .
reversiple signs of inflammation which are expected due to induction of
the ne response upon vaccination (vaccine reactogenicity).
¢ Reproductive/developmental toxicity o «CoV*2 preS dTM-AS03 (D614) vaccine did not induce any effects on
study mating performance or fertility in female rabbits, or on embryo-fetal

(including teratogenicity) and early postnatal development of the
(. I offspring. High S-specific IgG response was detected in dams, fetuses
and pups indicating placental transfer of maternal antibodies. No data

Xo are available on vaccine excretion in milk.

o Genotoxicity 0 ¢ No genotoxicity study requested for vaccines according to WHO
O guidelines (WHO, 2005). CoV-2 preS dTM-AS03 is not expected to be

genotoxic in humans.

o Genotoxicity of the AS03 alone was assessed in two in vitro tests
Q (reverse mutation test in bacteria; gene mutation in mouse cells) and
\ one in vivo test (micronucleus test in the rat after intravenous
administration). No indication of genotoxicity was evident. The vaccine
A@ was not tested.

. Car0| ‘@ ¢ No carcinogenicity study requested for vaccines according to WHO
guidelines (WHO, 2005) (WHO, 2013). CoV-2 preS dTM-AS03 is not
expected to be carcinogenic in humans.

armacology ¢ Consistent with usual vaccine development programs, no safety
pharmacology studies will be conducted, unless there are significant
@ findings in the toxicology studies that would require further investigation

N of the safety pharmacology of the vaccine assets.
Other toxicity-related information or ¢ No additional specific toxicity studies were or will be conducted.

data

VAED including VAERD o The available non-clinical data do not indicate any risk related to
potential VAED including VAERD in humans. No signs of any
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Key Safety Findings

Relevance to human usage

enhanced immunopathology were observed following SARS-CoV-2
infection in immunized animals in the different studies performed in
hamsters (CoV2-03_Hm) and Rhesus macaques (CoV2-04 )
compared to controls. After viral challenge, the viral replic d
pathology in the lungs were reduced or abrogated in

CoV2 preS dTM-AS03 (D614) or (B.1.351) immuniz Is.

Coronavirus 2; VAED: Vaccine-Associated Enhanced Disease; VAERD: Vaccine Associated Enhanced Re:

CoV2 preS dTM: CoV-2 prefusion Spike delta TM; IM: Intramuscular; SARS-CoV-2: Severe Acute Respiratozv ndrdme

WHO: World Health Organization.

atory Disease;

O

Summary of non-clinical safety concernsQ

Important identified risk

&v

Important potential risk

None
None 0

Missing information

v
No data available on vaccine e‘xcr@n milk.

N

The overall non-clinical assessment of the CoV2 preS -AS03 vaccine is considered to
support the registration. No findings in the non-clin@ ng raised suspicion of a safety

concern in humans.

O
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RISK MANAGEMENT PLAN - PART Il MODULE SlII: CLINICAL TRIAL EXPOSURE

Slll.1. BRIEF OVERVIEW OF DEVELOPMENT b
The clinical development of the CoV2 preS dTM AS03-adjuvanted vaccine
(SARS-CoV2 preS dTM, the SARS-CoV-2 recombinant protein vaccine) has b following:

The first Phase I/11 Clinical Study (VAT00001) has been conducted in adults@ie derly to
document the safety and the immunogenicity of vaccine formulations as pu series using

CoV2 preS dTM AS03 (D614). \Q
h

The lower-than-expected immunogenicity in combination with the h% an-expected
reactogenicity observed in the Phase I/1l study indicated that assesw of optimized antigen
formulations (with higher antigen dose and lower host cell protej ent) was necessary to
select a formulation to progress to Phase 111 evaluation, 97 whic then evaluated in the
VATO00002 Phase Il Original Cohort primary series.

VATO00001 Phase I/11 exposure data has not been include Sinical trial exposure due to the
suboptimal formulation. The interim data are consider%not relevant for safety assessment.

A Phase Il (VAT00002 - Original Cohort, primary andomized, modified double-blind,
multicenter, dose finding study has been conductgeny™adults 18 years of age and older to evaluate
the safety, reactogenicity, and immunogenicit jections of 5 pg, 10 pg, or 15 pg of the
CoV2 preS dTM (D614) vaccine, adjuvanted with”AS03. Interim data from this Phase Il study
was used to decide on progression to Phase@and to select an antigen dose formulation for
further clinical development evaluating Qaccines when used as a late booster. 9

Supplemental cohorts were tested asgart of VAT00002 Phase 11/111 study to address various
prime boost options (the Monoval% 71.351 [Beta variant] formulation was used in the
Supplemental Phase 111 Cohort 2

e Supplemental Phase ort 1 to evaluate the safety and immunogenicity of a booster
dose of the parenta (Monovalent D614) vaccine among adults previously
vaccinated with ary series of MRNA (Pfizer/BioNTech or Moderna) or

adenovirus- veﬁ d vaccines (Janssen or AstraZeneca).

o Supplem ntal Rigase 111 Cohort 2 to evaluate the safety and immunogenicity of a booster
dose of a ant vaccine (Monovalent B.1.351 [Beta variant] or Bivalent [D614/B.1.351])
in adults previously primed with mRNA or adenovirus-vectored vaccines.

e In d@n available and willing individuals previously primed with the adjuvanted
r@bmam protein vaccine (different formulations) as part of the Phase Il Original

‘C\O rt were enrolled into the Supplemental Phase 111 Cohort 2 and randomized to a

ster dose of the parental strain booster vaccine or Monovalent variant booster vaccine.

Selection of the 5 pg dose was based on the immunogenicity results in non-naive
% participants of the original cohort of VAT00002.
P

hase 111 Clinical Study (VAT00008) randomized, modified double-blind, placebo-controlled,
multi-stage, multi-center, multi-country study is being conducted to assess the efficacy, safety,
and immunogenicity of 2 CoV2 preS dTM-AS03 vaccines (Monovalent [original variant
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first identified in Wuhan; D614] and Bivalent; D614/B.1.351) in adults 18 years of age and older
with 2 stages as a primary series and open-label extension to assess immunogenicity, safety,
efficacy of a Monovalent (B.1.351) booster dose of SARS-CoV-2 adjuvanted recombjnant protein
vaccine. E}

placebo. This selection mitigates the risk of having lower antibody titers st variants

e For stage 1, 10 pg antigen Monovalent D614 adjuvanted vaccine is evalu@ainst
that would be circulating at the time of the efficacy study with potenti}tq sult in lower

observed vaccine efficacy for the Monovalent D614 vaccine.
e For stage 2, 5 ug (D614 component) + 5 ug (B.1.351 componen Qen dose (Bivalent

[D614/B.1.351] adjuvanted vaccine) is evaluated against pla IT"is reasonable to
expect that similar homologous responses would be elicited B.1.351 component of
the bivalent vaccine. Thus, by design, the inclusion of the By1.851 antigen with the

D614 antigen in the bivalent vaccine mitigates the risk er antibody responses against

circulating variants anticipated with the Monovalent D614*accine.

e A booster extension: all participants enrolled in S and 2 are offered a Monovalent
(B.1.351) booster dose if they are eligible and i onsent to receive it. A safety
follow-up of 12 months after booster adminis r% implemented (unsolicited adverse
events (AE), medically attended adverse ev@ Es], serious adverse event [SAES]
and adverse event of special interests @ .

/C

An Investigator Sponsored Study (VAT00013/COVIBOOST), randomized, single-blinded
multicenter clinical trial has been conducte@assess the immunogenicity and safety following a
booster dose of the COVID-19 mRNA v original formulation (Pfizer/BioNTech) and

two adjuvanted sub-unit vaccines (Mond@nt D614 or Monovalent B.1.351) administered in
adults who received 2 doses of Pfizeg/BioNTech mRNA original formulation vaccine as a primary
vaccination. The safety data are cofisidéred as supportive data owing to the differences in safety
data collection methods with VA 02 Phase I1/111 and VATO00008 Phase 11 Clinical Studies
(type of safety data, duration ection and the coding were different, which precludes their
integration in the tables).

A Phase I11 Clinical Stu regnant women (VATO00006) to assess the safety and
immunogenicity of thg.B%.351 vaccine in pregnant women during pregnancy and safety in
post-partum includi ast-feeding period, if applicable is also planned.

Sl.2. CLINIC IAL EXPOSURE
Data from,t lowing trials were used for characterization of exposure and safety up to the
DLP: ™\,
QO
B.1. Nonovalent vaccine, Booster immunization data:

@ hase 11/111 trial (VAT00002): Supplemental Phase 111 Cohort 2 (Booster Monovalent
B.1.351) (unblinded data)

s e Supportive data from VAT00013/COVIBOOST Investigator Sponsored Study:
Randomized Booster study (Monovalent D614 or B.1.351) (unblinded data)
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e A total of 85 participants received one dose of 5 pug of D614 + AS03 formulation,
80 participants received one dose of 5 ug of B.1.351 + AS03 formulation, and
82 participants received one dose of 30 pg of BTN162b2 formulation as a booiter dose

after priming vaccination with the Pfizer/BioNTech BNT vaccine. These data ot
included in Exposure tables below. @
Supportive data with other formulations: . %

e Phase I/l trial (VAT00002): Original Phase 1l Cohort and Supplem®qta
Phase 11l Comparator Cohort (D614) (open-label)

- Over 3200 participants enrolled and stratified according to ffferent cohorts

e Phase Il trial (VAT00008): both stages (unblinded data) Q
1on (1:1 randomization to

- 23038 participants enrolled in the full analysis set p@a
vaccine and placebo in both stages)

Exposure data presented below refer to safety analysis set lation (different than
randomization population). @

B.1.351 Monovalent vaccine, Booster immunizatij

Duration of exposure and person-time are not K as these notions are not relevant for
vaccines.

Table 9 - Exposure by [xbgafety Analysis Set - Booster series

STUDY Cohort/Stage Prime vStudy Intervention Dose of Participants
vaccwm Groups exposure (n)
VAT00002 Supplemental  Pfizeg/BighJech
Cohort 2 Prb(e
&
A4
G CoV2 preS dTM-AS03
ON (B.1.351) (5 ng antigen)
(V Dose 1 378
N CoV2 preS dTM-AS03 (2.5 g
D614 antigen + 2.5 ug B.1.351

\ antigen)

Y Dose 1 375
. \< > Moderna Primed
. ( N CoV2 preS dTM-AS03
(B.1.351) (5 ng antigen)
Dose 1 11
-
\'d CoV2 preS dTM-AS03 (2.5 g
D614 antigen + 2.5 pg B.1.351
antigen)
Dose 1 108
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STUDY Cohort/Stage Prime Study Intervention Dose of Participants

vaccination Groups exposure (n)

AZ Primed
CoV2 preS dTM-AS03 b
(B.1.351) (5 pg antigen) Q,l

Dose 1, 01)0
v

CoV2 preS dTM-AS03 (2.5 pug C
D614 antigen + 2.5 pg B.1.351
antigen)

@1 100

Janssen Primed Q
CoV2 preS dTM-AS03

(B.1.351) (5 ng ant|gen @

CoV2 preS dTM-@(Z.S ug
D614 antige ug B.1.351

antigen)
g
AC Dose 1 38
CoV2 preS \\J
dTM-AS03
(D614) Primed

Q}’ oV2 preS dTM-AS03

B.1.351) (5 ng antigen)

Dose 1 38

Dose 1 78
Al \J
CoV2 preS dTM-AS03
(B.1.351) (5 ng antigen)
Dose 1 705
'( CoV2 preS dTM-AS03 (2.5 ng
Q D614 antigen + 2.5 pg B.1.351
antigen)
\ Dose 1 621

Prior prime v AZ Oxford University/AstraZeneca
Study: V Program: t001_rmp_july_b1351 Output: t001_rmp_july_b1351.RTF DATE: 05JUL2022 11:23
CoV2 p CoV 2 prefusion Spike delta TM.

\

able 10 - Exposure by age group and gender- Safety Analysis Set - Booster series

Cohort/Stage Prime Study Intervention Age Participants n(%)
vaccination  Groups group M E

VAT00002 Supplemental Pfizer/BioNTech
Cohort 2 Primed
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STUDY Cohort/Stage Prime Study Intervention Age Participants n(%)
vaccination  Groups group
M F
CoV2 preS dTM-AS03
(B.1.351) (5 pg antigen) PR
18-55 140 (8248 478 (85.6)
years .
>56 years 3@3&) 30 (14.4)
CoV2 preS dTM-AS03 O
(2.5 ug D614
antigen + 2.5 pg Q
B.1.351 antigen) &
18%6)°  142(802) 173 (874)
{ >b6years  35(19.8) 25(12.6)
Moderna @
Primed
CoV2 preS @3
(B.1.351) nfigen)
18-55 33(64.7)  45(75.0)
years
O\ >56 years  18(35.3)  15(25.0)
2 preS dTM-AS03
(2.5 ug D614
antigen + 2.5 g
{K_l B.1.351 antigen)
7 18-55 32(727)  44(68.8)
years
,\b >56years  12(27.3) 20 (31.3)
@Z Primed
CoV2 preS dTM-AS03
Q (B.1.351) (5 pg antigen)
N 18-55 40(69.0) 24 (57.1)
@ years
R (\ >56years  18(31.0)  18(42.9)
N CoV2 preS dTM-AS03
. (J (2.5 ug D614
\ antigen + 2.5 ug
B.1.351 antigen)
= 3
'] 18-55 29(558)  35(72.9)
% years
>56years  23(44.2)  13(27.1)
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STUDY Cohort/Stage Prime

vaccination

Study Intervention
Groups

Age Participants n(%)

group M F

Janssen Primed

CoV2 preS dTM-AS03
(B.1.351) (5 ng antigen)

>

QQJ

18-55 14’(@ 14(73.7)
years
>56 years @6.3 5(26.3)
CoV2 preS dTM-AS03 \Q'
(2.5 ug D614
antigen + 2.5 g &
B.1.351 antigen)
% 15(83.3) 13 (65.0)
{ years
@ >56 years 3 (16.7) 7(35.0)
CoV2 preS Q
dTM-AS03
D614) Primed
(0614) O
Co\2 fieS)TM-AS03
(B.1.380) (5 ng antigen)
O 18-55 33(485)  25(39.1)
years
Q >S6years  35(515)  39(60.9)
K Cov2pres dTM-AS03
(J (2.5 ug D614
0 antigen + 2.5 ug
X B.1.351 antigen)
U 18-55 2(50) 2(53)
O years
,\( >S6years  38(950) 36 (94.7)
\2 Al
N\ CoV2 preS dTM-AS03
7y (B.1.351) (5 ug antigen)
N Q' 18-55 220 (67.8) 263 (71.7)
\ years
‘\(J >56years  109(32.2) 104 (28.3)
‘ CoV2 preS dTM-AS03
(2.5 ug D614
antigen + 2.5 pg
B.1.351 antigen)
18-55 218 (74.9) 265 (80.3)
years
>bGyears  73(251)  65(19.7)

QSD-010763 - Risk Management Plan (RMP) Template V8.0



RISK MANAGEMENT PLAN - Part || Module Slii FINAL DLP of this module: 08-NOV-2022

549-CoV2 preS dTM-AS03 Version 1.0
STUDY Cohort/Stage Prime Study Intervention Age Participants n(%)
vaccination  Groups group M F
Prior prime vaccination: AZ = Oxford University/AstraZeneca
Study: VAT00002 Program: t003_rmp_july_b1351 Output: t003_rmp_july_b1351.RTF  DATE: 05JUL2022 11:23
CoV2 preS dTM: CoV-2 prefusion Spike delta TM; F: Female; M: Male. @
*
Table 11 - Summary of Exposure by Racial Origin - Safety Analysis Set - er series
STUDY Cohort/Stage Prime Study Intervention Ethnl Participants
vaccination  Groups ofi n(%)
VAT00002  Supplemental Pfizer/BioNTech &
Cohort 2 Primed 0
CoV2 preS dTM-AS03
(B.1.351) (5 pg antigen) @
{ White 247 (65.3)
@ Asian 12(3.2)
Q Black or African 54 (14.3)
Q American
American 5(1.3)
\O Indian or
Alaska native
O Native 2(0.5)
Hawaiian or
Q other Pacific
& Islander
( ) Multiple 6 (1.6)
0 NotReported 44 (11.6)
b Unknown 8 (2.1)
Total 378 (100)
- 4
k CoV2 preS dTM-AS03
(2.5 ug D614
antigen + 2.5 pg B.1.351
\ antigen)
@ White 239 (63.7)
R Q Asian 13 (35)
< \' Black or African 60 (16.0)
’\ American
b American 6 (1.6)

Indian or

@ Alaska native
Native 1(0.3)
Hawaiian or

other Pacific
Islander

QSD-010763 - Risk Management Plan (RMP) Template V8.0



RISK MANAGEMENT PLAN - Part || Module Slii FINAL DLP of this module: 08-NOV-2022

549-CoV2 preS dTM-AS03 Version 1.0
STUDY Cohort/Stage Prime Study Intervention Ethnic Participants
vaccination  Groups origin n(%)

Multiple 6 (h6)
Not Reported 48
Unknown @)

Total ' 5(100)
[

Moderna

Primed Qk
CoV2 preS dTM-AS03 \Q
(B.1.351) (5 pg antigen) &
@te 78 (70.3)

Asian 1(0.9)
Black or African 16 (14.4)
{ American
@ American 6(5.4)
Indian or
Q Alaska native
Native 0
\O Hawaiian or
other Pacific

O Islander
Q Multiple 3(2.7)
Not Reported 1(0.9)
C& Unknown 6(54)
0 Total 111 (100)
CoV2 preS dTM-AS03
(2.5 ug D614
O antigen + 2.5 pg B.1.351
( antigen)
Q\ White 61 (56.5)
\ Asian 3(2.8)
@ Black or African 32 (29.6)
American
‘\Q American 2(19)

Indian or

¢ (J Alaska native

Native 0
Hawaiian or

@ other Pacific
Islander
Multiple 1(0.9)

Not Reported 6 (5.6)

QSD-010763 - Risk Management Plan (RMP) Template V8.0



RISK MANAGEMENT PLAN - Part || Module Slii FINAL DLP of this module: 08-NOV-2022

549-CoV2 preS dTM-AS03 Version 1.0
STUDY Cohort/Stage Prime Study Intervention Ethnic Participants
vaccination  Groups origin n(%)
Unknown 3(28)
Total 10
AZ Primed N7
CoV2 preS dTM-AS03 )
(B.1.351) (5 pg antigen) d
White O‘ 91 (91.0)
Asi 4(4.0)
Mr African 3 (3.0)
éerican
American 0
Indian or
{ Alaska native
@ Native 0
Hawaiian or
other Pacific
Q Islander
O Multiple 0
\ Not Reported 1 (1.0)

Unknown 1(1.0)

O Total 100 (100)
X, ¥ CoV2 preS dTM-AS03
(2.5 ug D614
(J antigen + 2.5 ug B.1.351

\\ antigen)
White 86 (86.0)

&
O Asian 7(7.0)
{ Black or African 2 (2.0)
Q American
American 0
\ Indian or
@ Alaska native
* Q Native 0
\ Hawaiian or

S (J other Pacific
\ Islander

Multiple 1(1.0)

@ Not Reported 2(2.0)

% Unknown 2(2.0)
Total 100 (100)

QSD-010763 - Risk Management Plan (RMP) Template V8.0



RISK MANAGEMENT PLAN - Part || Module Slii FINAL DLP of this module: 08-NOV-2022

549-CoV2 preS dTM-AS03 Version 1.0
STUDY Cohort/Stage Prime Study Intervention Ethnic Participants
vaccination  Groups origin n(%)
Janssen Primed
CoV2 preS dTM-AS03 2 ;
(B.1.351) (5 ng antigen) 2
White . (39.5)
Asian \ 2(5.3)
Black o@an 16 (42.1)
%ﬁn 4 (10.5)
or
ska native
Native 1(2.6)
Hawaiian or
{ other Pacific
@ Islander
Q Multiple 0
Q Not Reported 0
O Unknown 0
\ Total 38 (100)
2 preS dTM-AS03
5 ug D614
ntigen + 2.5 ng B.1.351
& antigen)
< . White 21(55.3)
0 Asian 2(5.3)

b Black or African 10 (26.3)
American
@ American 2(5.3)

Indian or
Q Alaska native
\ Native 0
@ Hawaiian or
other Pacific
. \Q Islander

Multiple 0
\ Not Reported 2(5.3)
Unknown 1(2.6)

@ Total 38 (100)
S

QSD-010763 - Risk Management Plan (RMP) Template V8.0




RISK MANAGEMENT PLAN - Part || Module Slii FINAL DLP of this module: 08-NOV-2022

549-CoV2 preS dTM-AS03 Version 1.0
STUDY Cohort/Stage Prime Study Intervention Ethnic Participants
vaccination  Groups origin n(%)
CoV2 preS
dTM-AS03 b
(D614) Primed ~
CoV2 preS dTM-AS03 </
(B.1.351) (5 pg antigen) O\Q
White 80 (60.6)
Asian 2(1.5)
Black.or African 7 (5.3)
rican
Qerican 20 (15.2)
@ ndian or
Alaska native
{ Native 0
@ Hawaiian or
other Pacific
Islander
Q Multiple 0
\O Not Reported 0
Unknown 23 (17.4)
O Total 132 (100)
oV2 preS dTM-AS03
(2.5 ug D614
& antigen + 2.5 pg B.1.351
(J antigen)
«
D White 37 (47.4)
b Asian 2(2.6)
O Black or African 2 (2.6)
{ American

Q American 14 (179)
Indian or

\ Alaska native

@ Native 0

. Q Hawaiian or
\ other Pacific
* (J Islander
N Multiple 1(1.3)

Not Reported 0

@ Unknown 22 (28.2)
Total 78 (100)

QSD-010763 - Risk Management Plan (RMP) Template V8.0




RISK MANAGEMENT PLAN - Part || Module Slii FINAL DLP of this module: 08-NOV-2022

549-CoV2 preS dTM-AS03 Version 1.0
STUDY Cohort/Stage Prime Study Intervention Ethnic Participants
vaccination  Groups origin n(%)
All
CoV2 preS dTM-AS03 6
(B.1.351) (5 ng antigen) )
White . 3 (66.4)
Asian N 21(3.0)
Black o@an 91 (12.9)
%:n 29 (4.1)
or
ska native
Native 3(04)
Hawaiian or
{ other Pacific
@ Islander
Q Multiple 10 (1.4)
Q NotReported 46 (6.5)
O Unknown 37(52)
\ Total 705 (100)
2 preS dTM-AS03
5 ug D614
ntigen + 2.5 ng B.1.351
& antigen)
( . White 407 (65.5)
0 Asian 25 (4.0)

b Black or African 104 (16.7)
American
@ American 10 (1.6)

Indian or
Q Alaska native
Native 1(0.2)
@ Hawaiian or
other Pacific
. \Q Islander

< Multiple 8(1.3)

*

N Not Reported 58 (9.3)
Unknown 8(1.3)

@ Total 621 (100)
“SPrior prime vaccination: AZ = Oxford University/AstraZeneca

Study: VAT00002 Program: t005_rmp_july_b1351 Output: t005_rmp_july_b1351.RTF DATE: 05JUL2022 13:22
CoV2 preS dTM: CoV-2 prefusion Spike delta TM.

QSD-010763 - Risk Management Plan (RMP) Template V8.0



RISK MANAGEMENT PLAN - Part Il Module SllI FINAL DLP of this module: 08-NOV-2022
549-CoV2 preS dTM-AS03 Version 1.0

Supportive data with other formulations:

Table 12 - Exposure by Dose - Safety Analysis Set - Primary series S

STUDY Cohort/Stage Study Intervention Dose of exposure Pa@ants
Groups
VAT00008 Stage 2 .
CoV2 preS dTM-AS03 (2.5 g N
D614 antigen + 2.5 ug B.1.351 O
antigen)
Dose 1 ;g/ - 6724

5928

Dose 2 Q
Total numm ses received 12652

Placebo

Do 6696

5877
number of doses received 12573
Study: VAT00002 Program: t002_rmp_july_b1351 Output: t002_ri Q_Vb1351 .RTF DATE: 05JUL2022 11:23

CoV2 preS dTM: CoV-2 prefusion Spike delta TM. \

Table 13 - Exposure by age groupiGender - Safety Analysis Set - Primary series

Study Cohort/Stage Study Inter@&on Groups Age Participants n(%)

group M =
("v

Vi

C«@E dTM-AS03 (2.5 ug D614
@ +2.5 g B.1.351 antigen)

VAT00008 Stage 2

18-59 years 3763 (94.7) 2544 (92.5)
>60 years 210 (5.3) 207 (7.5)

-
Q Placebo
\ 18-59 years 3734 (94.9) 2557 (92.5)

>60years 199 (5.1) 206 (7.5)

Study: VATQ, rogram: t004_rmp_july_b1351  Output: t004_rmp_july_b1351.RTF DATE: 05JUL2022 11:23
CoV2 pré\ CoV-2 prefusion Spike delta TM; F: Female; M: Male.

*
}ue 14 - Summary of Exposure by Racial Origin - Safety Analysis Set - Primary series

@ Y Cohort/Stage Study Intervention Ethnic origin Participants

Groups n(%)
““VAT00008  Stage 2

CoV2 preS dTM-AS03
(2.5 ug D614 antigen + 2.5 g
B.1.351 antigen)

QSD-010763 - Risk Management Plan (RMP) Template V8.0



RISK MANAGEMENT PLAN - Part Il Module SllI FINAL DLP of this module: 08-NOV-2022
549-CoV2 preS dTM-AS03 Version 1.0

STUDY Cohort/Stage Study Intervention Ethnic origin Participants
Groups n(%)

White 28744.3)
Asian 256 )

Black or African American 3)42.7)
American Indian or Alaska Natit 8 (6.1)
Native Hawaiian or Other Pa 2(<0.1)

Islander O

Multiple \Q 5 (<0.1)
NotReported ¥ 95 (1.4)
Unknown 0 492 (7.3)

Total fb 6724 (100)
Placebo (

Whi@‘ 283 (4.2)
2567 (38.3)
cKor African American 2854 (42.6)

American Indian or Alaska Native 402 (6.0)
\ Native Hawaiian or Other Pacific 3 (<0.1)

O Islander
6 (<0.1)

Q Multiple
Not Reported 82(1.2)
(&J Unknown 499 (7.5)

Total 6696 (100)

Study: VAT00002 Program: t006_rmp @51 Output: t006_rmp_july_b1351.RTF  DATE: 05JUL2022 11:23
CoV2 preS dTM: CoV-2 prefusion Sp @ ta TM.

Table 18- EXposure by Dose - Safety Analysis Set - Booster series

STUDY Cohorth Prime Study Intervention Dose of Participants
\ vaccination  Groups exposure  (n)

VAT00002 s@?entm Pfizer/BioNTech
é 1 Primed

° CoV2 preS dTM-AS03 (D614)

. < ) (5 ug antigen)

&

b\' Dose 1 328
Moderna

@ Primed

s\ CoV2 preS dTM-AS03 (D614)

(5 ug antigen)

Dose 1 113

QSD-010763 - Risk Management Plan (RMP) Template V8.0



RISK MANAGEMENT PLAN - Part Il Module SllI FINAL DLP of this module: 08-NOV-2022
549-CoV2 preS dTM-AS03 Version 1.0
STUDY Cohort/Stage Prime Study Intervention Dose of Participants
vaccination  Groups exposure  (n)
AZ Primed

CoV2 preS dTM-AS03 (D614)
(5 ug antigen)

Janssen Primed

CoV2 preS dTM-AS03 (D614)

(5 ng antigen) Q
s@el 103
S
CoV2 preS dTM-AS03 (D@fb‘
(5 ug antigen) (
o N Dose 1 671
VAT00002 Supplemental CoV2 preS \4
Cohort 2 dTM-AS03 Q
(D614) Primed O\
CoV2 -ASO3 (D614)
(5 itnaiMigen)
Dose 1 132

/o

Study: VAT00002 Program: t001_rmp_july_d614
CoV2 preS dTM: CoV-2 prefusion Spike delta TM

Xo

Prior prime vaccination: AZ = Oxford University/Astra@J

ut™001_rmp_july_d614.RTF DATE: 06JUL2022 15:29

Dose - Safety Analysis Set - Primary series

Table 16 - Exp()é
STUDY  Cohort/Stage b Study Intervention

Dose of exposure Participants

Groups (n)
VAT00002  Original Prim
Group 1: CoV2 preS
Q dTM-ASO03 (5 ug antigen)
AN Dose 1 240
@ Dose 2 233
. Q Total number of doses 473
\_ received
’\\/ Group 2: CoV2 preS .

dTM-AS03 (10 pg antigen)
Dose 1 240
Dose 2 228
Total number of doses 468

received

QSD-010763 - Risk Management Plan (RMP) Template V8.0



RISK MANAGEMENT PLAN - Part || Module Slii FINAL DLP of this module: 08-NOV-2022

549-CoV2 preS dTM-AS03 Version 1.0
STUDY Cohort/Stage Study Intervention Dose of exposure Participants
Groups (n)
Group 3: CoV2 preS
dTM-AS03 (15 pg antigen) A
Dose 1 o~
Dose 2 .
Total number of doses{\ 468
received PaN
Supplemental Cohorts 1 \J
and 2 Comparator Group Q
CoV2 preS dTM-AS03 &/
(D614) (10 pg antigen)

Dose(b 473

D@ 2 445
@I number of doses 918
ceived

VAT00008 Stage 1 Q%
CoV2 preS dTM-A@

(D614) (10 pg'anti
Dose 1 5050
O Dose 2 4719
Q Total number of doses 9769
‘ received
N4
Plagebo
O Dose 1 5064
b Dose 2 4722
O Total number of doses 9786
received
Study: VAT00002 Progr,  rmp_july_d614  Output: t002_rmp_july_d614.RTF  DATE: 05JUL2022 11:11

CoV2 preS dTM: CQr on Spike delta TM.

Tablefl\@mosure by age group and gender - Safety Analysis Set - Booster series

3
STUDY\*Qohort/Stage Prime Study Age group Participants n(%)
( vaccination Intervention M F
¢ Groups
N
V 02 Supplemental Pfizer/BioNTech

N Cohort 1 Primed

@ CoV2 preS
dTM-AS03 (D614)
(5 ng antigen)

QSD-010763 - Risk Management Plan (RMP) Template V8.0




RISK MANAGEMENT PLAN - Part || Module Slii FINAL DLP of this module: 08-NOV-2022

549-CoV2 preS dTM-AS03 Version 1.0
STUDY Cohort/Stage Prime Study Age group Participants n(%)
vaccination Intervention M F
Groups
18-55 years 92 (62 2) (71.7)
>56 years 6 (37. GQ (28.3)
Moderna Primed
CoV2 preS C'
dTM-AS03 (D614)
(5 pg antigen)

AZ Primed @
CoV2 preS

dTM-AS03 (D614) (
(5 ug antigen) '

Q 18-55 years 38(56.7)  35(58.3)
>56 years 29(43.3) 25(41.7)

Janssen Primed

&

Co \é§
M-AS03 (D614)
g nt|gen
Q 18-55years  30(732) 45 (72.6)

sga >56 years 11(26.8) 17 (27.4)
a O
2 0 CoV2 preS

dTM-AS03 (D614)
(5 png antigen)

( 18-55years 186 (61.8) 258 (69.7)
>56 years 115(38.2) 112 (30.3)

VAT00002 Su em& CoV2 preS
Co dTM-AS03
(D614) Primed
CoV2 preS

*
\ dTM-AS03 (D614) (5
. ug antigen)

18-55 years 33(48.5)  25(39.1)
Q >b6 years 35(51.5)  39(60.9)

or prime vaccination: AZ = Oxford University/AstraZeneca

%Study: VAT00002 Program: t003_rmp_july_d614 Output: t003_rmp_july_d614.RTF DATE: 06JUL2022 15:29
CoV2 preS dTM: CoV-2 prefusion Spike delta TM; F: Female; M: Male.

QSD-010763 - Risk Management Plan (RMP) Template V8.0



RISK MANAGEMENT PLAN - Part Il Module SllI FINAL DLP of this module: 08-NOV-2022
549-CoV2 preS dTM-AS03 Version 1.0

Table 18 - Exposure by age group and gender - Safety Analysis Set - Primary series

STUDY  Cohort/Stage Study Intervention Groups Age Participants n(%)
group M b
VAT00002  Original Prime Cohort 0N
Group 1: CoV2 preS dTM-AS03 N4
(5 g antigen)
18-59 years 56&9 65 (52.8)
>60 years ‘\ 58 (47.2)
Group 2: CoV2 preS dTM-AS03
(10 pg antigen) &

Group 3: CoV2 preS dTM-AS03 k
(15 pg antigen) '
18-59 years 68 (57.1) 51(41.8)
(\Q >60years  51(429)  71(58.2)
Supplemental

Cohorts 1 and \O

2 Comparator Group

Cov2 pres dTHJ-AB03 (D614)

(10 g an@
18-55years 253 (96.2) 206 (98.1)

(&l >56 years 10(3.8) 4(1.9)

@’ V2 preS dTM-AS03 (D614)
0 ug antigen)

{ 18-59 years 2614 (92.1) 2022 (91.4)
0 >60years  224(79) 190 (8.6)

VAT00008 Stage 1

b
'

N X Placebo
N

18-59years 2662 (92.1) 1982 (91.1)

>60years 227 (7.9)  193(8.9)
Stu & Program: 1004_rmp_july_d614 Output: t004_rmp_july_d614.RTF DATE: 05JUL2022 11:11
Sd

CoV-2 prefusion Spike delta TM; F: Female; M: Male.

éb 19 - Summary of Exposure by Racial Origin - Safety Analysis Set - Booster series

g ubDY Cohort/ Prime Study Intervention  Ethnic origin Participa

Stage vaccination Groups nts n(%)

VAT00002  Supplemental Pfizer/BioNTech
Cohort 1 Primed

QSD-010763 - Risk Management Plan (RMP) Template V8.0



RISK MANAGEMENT PLAN - Part || Module Slii FINAL DLP of this module: 08-NOV-2022

549-CoV2 preS dTM-AS03 Version 1.0
STUDY Cohort/ Prime Study Intervention  Ethnic origin Participa
Stage vaccination Groups nts n(%)
CoV2 preS dTM-AS03
(D614) (5 pg antigen) ?\
White 51(76.5)
Asian . 19 (5.8)
Black or Afric(\ 15 (4.6)
American
Ameic: or 5(1.5)
Alas i
Natj waiian or 0
efPacific Islander
Itiple 1(0.3)
{ Not Reported 33(10.1)
@ Unknown 4(1.2)
C\ Total 328 (100)
Moderna Primed (\v 7
Cov2pre§ dTM-AS03
(DE4) 15 g antigen)
O White 100 (88.5)
Q Asian 7(6.2)
Black or African 3(2.7)

American

0(/ American Indian or 2(1.8)

Alaska native
b Native Hawaiian or 0
other Pacific Islander

{O Multiple 1(0.9)
Q Not Reported 0
\ Unknown 0
m Total 113 (100)
O\ AZ Primed

NS CoV2 preS dTM-AS03
A’\O

(D614) (5 ug antigen)

G\ White 104 (81.9)

Asian 11 (8.7)

Black or African 2(1.6)
American

American Indian or 0
Alaska native

QSD-010763 - Risk Management Plan (RMP) Template V8.0



RISK MANAGEMENT PLAN - Part || Module Slii FINAL DLP of this module: 08-NOV-2022

549-CoV2 preS dTM-AS03 Version 1.0
STUDY Cohort/ Prime Study Intervention  Ethnic origin Participa
Stage vaccination Groups nts n(%)
Native Hawaiian or
other Pacific Islander
Multiple

Not Reported @ 0(7.9)

Unknown {\ 0
@ (

Total 127 (100)

Janssen Primed

CoV2 preS dTM-AS03 X
(D614) (5 ug antigen)

ite 97 (94.2)

{ Asian 0
Black or African 5(4.9)

@ American
QQ American Indian or 1(1.0)

Alaska native

Native Hawaiian or 0

\O other Pacific Islander
O Multiple 0
Not Reported 0
Q Unknown 0
{Kl Total 103 (100)

CoV2 preS dTM-AS03
(D614) (5 ng antigen)

@ White 552 (82.3)

Asian 37 (5.5)
Q Black or African 25(3.7)
\ American

@ American Indian or 8(1.2)
. Q Alaska native

Native Hawaiian or 0

. (J other Pacific Islander

Multiple 2(0.3)
Not Reported 43 (6.4)

S:\ Unknown 4 (0.6)
Total 671 (100)

QSD-010763 - Risk Management Plan (RMP) Template V8.0




RISK MANAGEMENT PLAN - Part || Module Slii FINAL DLP of this module: 08-NOV-2022

549-CoV2 preS dTM-AS03 Version 1.0
STUDY Cohort/ Prime Study Intervention  Ethnic origin Participa
Stage vaccination Groups nts n(%)
VAT00002  Supplemental CoV2 preS
Cohort 2 dTM-AS03 b
(D614) Primed P
CoV2 preS dTM-AS03 o/
(D614) (5 pg antigen) . %
wite L 80(608)
Asian O 2(1.5)
Blac frican 7(5.3)
AT
efitan Indian or 20 (15.2)
/Qaska native
ative Hawaiian or 0
( other Pacific Islander
@ Multiple 0
Q Not Reported 0
Q Unknown 23 (17.4)
N Total 132 (100)

Prior prime vaccination: AZ = Oxford University/AstraZeneca ~
Study: VAT00002 Program: t005_rmp_july_d614 Outp _rmp_july_d614.RTF DATE: 06JUL2022 15:29
CoV2 preS dTM: CoV-2 prefusion Spike delta TM. Q

Table 20 - Summary of Expos@ Racial Origin - Safety Analysis Set - Primary series
y d

STUDY Cohort/Stage M Intervention Age group Participants

(béoups n(%)

VAT00002  Original Prime Coh

Group 1: CoV2 preS

.{ dTM-ASO03 (5 pg antigen)

N White 156 (65.0)

\ Asian 13 (5.4)

@ Black or African American 13 (5.4)

. Q American Indian or Alaska 22 (9.2)

\ native
’\(J Native Hawaiian or other 2(0.8)
b Pacific Islander

@ Multiple 5(2.1)

Not Reported 4(1.7)
é Unknown 25(10.4)
Total 240 (100)

QSD-010763 - Risk Management Plan (RMP) Template V8.0



RISK MANAGEMENT PLAN - Part Il Module SllI FINAL
549-CoV2 preS dTM-AS03 Version 1.0

DLP of this module: 08-NOV-2022

STUDY Cohort/Stage Study Intervention
Groups

Age group Participants

n(%)

Group 2: CoV2 preS
dTM-AS03 (10 ug antigen)

White (62.5)
Asian . ®)®(42)

Black or African Americi \ 2

native

Native Hawai@r 1(0.4)
Pacific Isla%

Multiple 2(0.8)
Not e& 4(1.7)

n 26 (10.8)
240 (100)
Group 3: CoV2 preS
dTM-AS03 (15 pg antig@
\O White 155 (64.3)
Asian 10 (4.1)
O Black or African American 20 (8.3)
Q American Indian or Alaska 20 (8.3)
native
(& Native Hawaiian or other 2(0.8)
Pacific Islander
to Multiple 4(1.7)
Not Reported 2(0.8)
@ Unknown 28 (11.6)
Total 241 (100)
Supplemen
CON and 2
ator Group
N Q' CoV2 preS dTM-AS03
2\ (D614) (10 ug antigen)
’\\J White 370 (78.2)
b Asian 18 (3.8)
@ Black or African American 50 (10.6)
American Indian or Alaska 15(3.2)
native
Native Hawaiian or other 0

Pacific Islander

QSD-010763 - Risk Management Plan (RMP) Template V8.0



RISK MANAGEMENT PLAN - Part || Module Slii FINAL DLP of this module: 08-NOV-2022

549-CoV2 preS dTM-AS03 Version 1.0
STUDY Cohort/Stage Study Intervention Age group Participants
Groups n(%)
Multiple 8 (
Not Reported 3
Unknown @)
&
Total '\ 3 (100)
VAT00008  Stage 1 RN
CoV2 preS dTM-AS03 U
(D614) (10 pg antigen) \0
White ) 114 (2.3)
Asian 0 2219 (43.9)

Black o@an American 1057 (20.9)

Am%an Indian or Alaska 1641 (32.5)
ative Hawaiian or other 1(<0.1)
Q cific Islander

Multiple 8 (0.

2
\O Not Reported 1 (<0.
Unknown 9(0.2)
O Total 5050 (100)
PIac&ionV
o White 116 (2.3)
(J Asian 2226 (44.0)
0 Black or African American 1052 (20.8)

b American Indian or Alaska 1645 (32.5)

O native
{ Native Hawaiian or other 3 (<0.1)
Q Pacific Islander

Multiple 6(0.1)

/b Not Reported 3(<0.1)
Q Unknown 13(0.3)

N Total 5064 (100)
\ 002 Program: t006_rmp_july_d614 Output: t006_rmp_july_d614.RTF DATE: 05JUL2022 11:11
dTM: CoV 2 prefusion Spike delta TM.
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RISK MANAGEMENT PLAN - Part Il Module SIV

549-CoV2 preS dTM-AS03

RISK MANAGEMENT PLAN - PART Il MODULE SIV: POPULATIONS NOT STUDIED

IN CLINICAL TRIALS

SIV.1 EXCLUSION CRITERIA IN PIVOTAL CLINICAL STUDIES WITHIN THE

FINAL

Version 1.0

DEVELOPMENT PROGRAMME

In below table important exclusion criteria for the phase 111 Clinical

Supplemental Cohort 2 are described.

Table 21 - Important exclusion criteria in pivotal studies in the I

DLP of this module 08-NOV-2022

ij
Study (\/{*&02)
O

ment program

hypersensitivity to any of the
vaccine components, or
history of a life-threatening
reaction to a vaccine
containing any of the same
substances

severe and
life-threatening
allergic reactions.

2
O

O

Exclusion criteria Reason for Is it considered | Rat e
exclusion to be included
as missing @
information?
Known systemic To avoid potentially No K Anaphylactic reaction is considered as

a potential risk.

Severe hypersensitivity to any of the
vaccine components constitutes a
contraindication for the vaccine.
This is described in the EU-SmPC
section 4.3 Contraindications

and 4.4 Special warnings and
precautions for use.

to an increased risk
of bleeding.

Dementia or any other These conditionQ No Exclusion criterion is related to study
cognitive condition at a stage | could interfege with procedures compliance and not to the
that could interfere with the participant’s vaccine itself as safety profile of the
following the study ability to follow study vaccine is not expected to be different
procedures based on proce otential in this population when properly
Investigator’s judgment -ﬁ%ance administered.
%uences).
O
Self-reported {\O’n the basis of No It is common medical practice not to
thrombocytopenia, underlying administer a product by the IM route in
contraindicating IM Q thrombocytopenia IM patients with underlying severe
vaccination base vaccination may lead thrombocytopenia. This is described in
Investigator's juggme to hematoma. EU-SmPC section 4.4 Special warnings
and precautions for use.
Bleedingdi@s or receipt | On the basis of No Itis common medical practice not to
of antico sinthe past | underlying bleeding administer a product by the IM route in
21 gay%ding inclusion, | disorder or receipt of patients with underlying bleeding
c m-% ting IM anticoagulants in the disorder/receipt of anticoagulants in the
vh on based on past 21 days, IM past 21 days.
gator’s judgment vaccination may lead This is described in the EU-SmPC

section 4.4 Special warnings and
precautions for use.

QSD-010763 - Risk Management Plan (RMP) Template V8.0
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Exclusion criteria Reason for Is it considered | Rationale
exclusion to be included
as missing
information?
Pregnant and breast-feeding | To avoid any Yes Pregnant and breast-feedi en
women potential harm to the are usually excluded fromClipical trials
fetus or to the to avoid use in vujne population.
breastfed infant Pregnant and br ing women
population is ¢ rg@red as missing
information. Q
This is in the EU-SmPC
sectiapsd . Bertility, Pregnancy and
Lactatio
A Il Clinical Study in pregnant
reast-feeding women as well as
. rvational studies are planned.
Unstable acute or chronic To avoid any Yes \ Participants with unstable acute or

illness that in the opinion of
the Investigator or designee
poses additional risk as a
result of participation

confounding factors
in the analysis of
safety and efficacy
data. Participants
with well-controlled
conditions are not
excluded.

S

2
O

Ne

y

chronic iliness were excluded from
clinical trials as these conditions could
be considered as an additional risk for
the participant as a result of clinical trial
participation.

Use in frail subjects with unstable health
conditions and co-morbidities (eg,
chronic obstructive pulmonary disease
[COPD], diabetes, chronic neurological
disease, cardiovascular disorders) is
considered as missing information.

the first study
tion and in the
ys following the second

dy vaccination except for
vinfluenza vaccination, which
may be received at any time

in relation to study
intervention

bétwe
v

study.

Moderate or severe acute Tempor: &Usion No Participants with moderate or severe
illness/infection (according to | criteri a(yﬂect the acute illness/infection are usually
investigator judgment) on the osﬁ%ate safety excluded from clinical trials.
day of vaccination or febrile % 0 ensure This is only a temporary exclusion
iliness (temperature >38.0°C | a te immune resulting in postponement of
[>100.4°F]). A prospective 3ponse. vaccination until recovery.
participant should not be This is described in the EU-SmPC
included in the study u ! . .

" section 4.4 Special warnings and
condition has resolvedt(;é recautions for Use
febrile event has Sybside P '
Receipt of any @?in the | To avoid any Yes Interactions with other vaccines is
30 days preceding=6r on the | interference with the considered as missing information.
day of the @dy safety as well as the This is described in the EU-SmPC
vacqn@ lanned immunogenicity section 4.5 Interaction with other
receipt vaccine evaluation within the medicinal products and other forms of

interaction.
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Exclusion criteria

Reason for
exclusion

Is it considered
to be included

Rationale

bone marrow transplants in
the past 180 days

of the vaccine may
be reduced by
immunosuppressive
treatment required for
solid-organ or bone
marrow transplants.

as missing
information?
Receipt of immunoglobulins, | The immunogenicity | No These participants were from
blood or blood-derived of the vaccine may clinical studies to obtain wicohfounded
products in the past be reduced by receipt immunogenicity results
3 months of immunoglobulins, \
blood or {
blood-derived
products in the past
3 months
Receipt of solid-organ or The immunogenicity | Yes ipants were excluded to

confounded immunogenicity
. Immunocompromised

lation is considered as missing
information.
Receipt of immunosuppressive
treatment is described in the EU-SmPC
section 4.4 Special warnings and
precautions for use.

Receipt of anti-cancer
chemotherapy in the last
90 days

The immunogenicity
of the vaccine may

be reduced by

chemotherapy.

&
S
){D

These participants were excluded to
obtain unconfounded immunogenicity
results. Immunocompromised
population is considered as missing
information.

Receipt of immunosuppressive
treatment is described in the EU-SmPC
section 4.4 Special warnings and
precautions for use.

COPD: Chronic Obstructive Pulmonary

Characteristics.

anti-cancer

I@ EU: European Union; IM: Intramuscular; SmPC: Summary of Product

SIV.2 LIMITATIONS QTECT ADVERSE REACTIONS IN CLINICAL TRIAL

DEVELOPM
Clinical studies

ROGRAMMES

eli
reactions, or ad%reactions with a long-latency.

B.1.351 Mo#o

nt vaccine data, Booster immunization:

Pha
grou

@)

%@nsored Randomized Booster study (Monovalent B.1.351).
ne year follow-up after last vaccination is ongoing.

QSD-010763 - Risk Management Plan (RMP) Template V8.0
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Mean fo@’up after booster vaccination was 144 days at the time of the primary analysis of
cal Study (VAT00002, Supplemental Cohort 2, Monovalent B.1.351 booster

e, all subjects completed their visit at Day 28 from VAT00013/COVIBOOST Investigator
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Limitations to detect uncommon adverse reactions:

It is acknowledged that Monovalent B.1.351 Booster safety database is limited in size (N = 705),
however the safety profile observed with the Monovalent B.1.351 Booster is not diffesgnt from
the safety profile observed in the larger safety dataset of participants having received -@ -variant
containing formulations (Monovalent B.1.351 Booster, Bivalent B.1.351/D614 Pri and
Booster) of the vaccine (N = 7093, also including participants of VAT00008 s}a&

Adverse reactions section of the SmPC accurately reflect the totality of safet@a available on

Beta-variant containing vaccines (N = 7093). The safety profile of Monov .1.351 Booster
was established based on safety data from 705 participants vaccinated wj
B.1.351 booster formulation (VAT00002 Booster Cohort 2). It was cofi
dataset, including data from 7798 participants having received vacci mulations containing
the same Beta antigen (VATO00008 stage 2; reactogenicity data codected in 3759 participants).

The lists of adverse reactions were identical regardless of the d used (705 or

3759 participants).

Monovalent B.1.351 safety database (N = 705) did allow ﬁplete characterization of common
(>1/100 to <1/10) and very common (>1/10) adverse re . In particular, all solicited events
are included in the list of adverse reactions of the SmP of them being common or very
common. For uncommon (>1/1000 to <1/100) adve@e ions, Monovalent B.1.351 Booster
vaccine safety database (N = 705) did not allow t characterization. Extended safety
database analysis including clinical studies wi@ine formulation containing the same Beta
antigen, resulting in a total of 3759 participants (Monovalent B.1.351 Booster, Bivalent
B.1.351/D614 Priming and Booster) was t nsidered to support the characterization of
uncommon adverse reactions. Extended gafety database of 3759 participants is sufficient to define
the list of Monovalent B.1.351 uncommonradverse reactions while their frequency needs to be
confirmed. Based on the extended database analysis, no significant impact on Monovalent

B.1.351 Booster benefit/risk is expected when further characterizing uncommon adverse
reactions.

The safety database of Monc@ﬂt (B.1.351) vaccine is expended with Monovalent (B.1.351)
vaccine used as a booster as part of the VATO00008 Clinical Study (Open Label Extension):
all participants will be affered the opportunity to be part of this phase of the study and can
therefore receive the valent (B.1.351) booster vaccine. This extension will allow a more
robust estimation of mequency estimates.

Supportive da@ﬂ h other formulations

L4
Mean fol Qafter booster vaccination was:

o undred fifty-two (152) days at the time of the primary analysis of Phase 111 Clinical
§ dy (VAT00002, Supplemental Cohort 1).
ol

low-up after primary vaccination was:

%o Forty-four (44) days at the time of the primary analysis of Phase Il Clinical Study
(VATO00002, Original Cohort). In addition, 365 days at the time of the analysis to support
initial submission (partially cleaned data).
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e Two hundred twenty-eight (228) days at the time of the primary analysis of
Phase 11l Clinical Study (VAT00002, Supplemental Comparator Cohort).

e One hundred sixty-five (165) days in both vaccine and placebo groups at the tiwe of the
primary analysis of Phase 11l Clinical Study (VAT00008) stage 1.

e Eighty-five (85) days in both vaccine and placebo groups at the time oft Qﬁary
analysis of Phase 1l Clinical Study (VAT00008) stage 2.

For the Phase 111 efficacy Clinical Study (VATO00008), the assumed incide ﬂate of
COVID-19 cases was based on available epidemiological data in the publicsd@main in Clinical
Study participating countries (2.25%). This resulted in a planned enrollfent number of

5080 participants in the vaccine group (Monovalent D614 vaccine) i
provide 92.1% probability to detect at least one AE with 0.05% ra stage 2 a planned
enrollment number of 6783 participants in vaccine group (Biva 614/B.1.351 vaccine), would
provide 96.6% probability to detect at least one AE with 0.05% rate. A total of 23 141 participants
in the two different stages were enrolled and randomized witk.allocation ratio (1:1) into vaccine
group and placebo group. Owing to the ongoing war in U@ne, data completeness could not be

confirmed for the four Ukrainian sites in VAT00008; i agreed with the Center for Biologics
Evaluation and Research that none of the participan hese sites were included in the main
analyses.t

One year follow-up after last vaccination is ong\bg.

SIV.3 LIMITATIONS IN RESPECT TﬁPULATIONS TYPICALLY UNDERREPRESENTED
IN CLINICAL TRIAL DEVE% NT PROGRAMMES

Table 22 - Exposure of specia&%ﬂons included or not in clinical trial development program

Type of special sure
population
Pregnant and breast-feedi CoV2 preS dTM-AS03 has not yet been studied in pregnant or breast-feeding
women { women (this population was excluded from Phase II/Ill and Phase Ill Clinical
Studies)
Pregnant and breast-feeding women are part of the target population. A Phase Il
\ Clinical Study in pregnant and breast-feeding women (VAT00006) as well as
@ observational studies are planned.
Animal studies do not indicate any finding that could raise suspicion of a safety
’\ concern in human. There were no vaccine-related effects on mating performance or
< fertility in female rabbits, or on embryo-fetal (including teratogenicity) and early
¢ post-natal development of the offspring.
b Few pregnancy exposures were reported in ongoing Clinical Studies. Based on
~ these data, no safety concern has been observed in this population.

N

1 Due to exclusion of Ukrainian participants, the enrollment number decreased since the last RMP version
(1.2).
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Type of special Exposure
population
The use of CoV2 preS dTM-AS03 (B.1.351) in pregnancy and while breast-feeding is
considered as missing information until sufficient evidence is available to
demonstrate that potential benefits outweigh any potential risks for the and
fetus.
Elderly subjects Elderly participants were included in Clinical Studies from Phase @ Phase lII:

Refer to [Part Il SlII.2] for more detailed exposure data. {\
Elderly patients are part of the target population.

To date, there is no information to suggest that elderly pat are adversely
affected by CoV2 preS dTM-AS03 (B.1.351), no incféasedisk of adverse reactions

has been observed. K‘

Populations with relevant
different ethnic origin

Populations with relevant different ethnic origin Ivuded in Clinical Studies from
Phase II/Ill to Phase IlI: Refer to [Part Il Slllfﬁ ore detailed exposure data.

Race or ethnic origin did not show any iTpac the safety profile.

Subpopulations carrying
known and relevant genetic
polymorphisms

Vg@ted in participants carrying known and
are available.

sting the existence of polymorphism relevant
TM-AS03 (B.1.351) in the currently proposed

CoV2 preS dTM-AS03 has not been e
relevant genetic polymorphisms. N

To date, there is no information

to the efficacy or safety of C
indication(s).

Children and Adolescents

CoV2 preS dTM-AS t‘yet been studied in patients below 18 years of age.
Patients below 18 y(;a% age are not part of the target population.

A Clinical Study j iatric population is planned. A PIP/PSP has been agreed with
the EMA and

Individuals with relevant co-morbidities R

Patients with relevant
comorbidities

o Patients with hepatic
impairment

impairment
e Patients with a disea
severity different frol
inclusion criterw\clinic
trials @
’\Q
0\< ’

@‘?’

e Patients with renal impairme
o Patients with cardiovascu

;TM-AS03 has not been studied in participants with hepatic impairment,
irment, cardiovascular impairment, and immunocompromised status or
Isease severity different from inclusion criteria in clinical trials. Since

ifes are not metabolized by the liver, not eliminated by the kidney, no specific
safety issue is expected in these populations.

) Participants with stable medical conditions/co-morbidities increasing the risk of
severe COVID-19 were included in Phase II/lll and Phase Il Clinical Studies
(high-risk medical conditions include eg, hepatic disease, chronic kidney disease,
heart conditions such as heart failure and immunocompromised status).

B.1.351 Monovalent vaccine data, Booster immunization: 58.9% in
Cohort 2 Monovalent (B.1.351) belonged to the high-risk medical condition group.

Supportive data with other formulations:
o Atthe date of primary analysis of Phase Ill Clinical Study VAT00008:

- 31.7% of the participants belonged to a high-risk medical condition group in
stage 1 and

- 32.2% belonged to a high-risk medical condition in stage 2.
o For Phase II/lll VAT00002 Clinical Study, at the date of primary analysis,
- 60.5% of participants in the Original Cohort,
- 47.5% of participants in Cohort 1,
- 67.4% in Cohort 2 Homologous (D614) Primed group and,

- 59.8% in the comparator group
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Type of special Exposure
population

belonged to the high-risk medical condition group.

Individuals with medical conditions/co-morbidities increasing the risk of s@
COVID-19 are part of the target population.

To date, there is no information to suggest that these patients are y affected
by CoV2 preS dTM-AS03, no increased risk of adverse reactms een
observed.

The use of CoV2 preS dTM-AS03 (B.1.351) in frail patient: includes
individuals with medical conditions/co-morbidities increasiw risk of severe
COVID-19 is considered as missing information unti ient evidence is available
to demonstrate that potential benefits outweigh an“ ial risks in this population.

Frail subjects with unstable Frailty has been defined as a physiological syn@ characterized by decreased

health conditions and reserve and diminished resistance to stresso ting from cumulative decline
co-morbidities (eg, chronic across multiple physiological systems, and vulnerability to adverse
obstructive pulmonary outcomes. 00 Frailty is more common ip women than in men, more common with
disease [COPDY], diabetes, age 107 is related to disability and to &rbidity and self-rated health.
chronic neurological disease, i ) ¢ ;@ i
cardiovascular disorders) Frail subjects are part of the targ tion.

Elderly subjects and subjects wi orbidities including those at increased risk of

ical Studies. Individuals with unstable acute

severe COVID-19 were enr

or chronic illness were e mom phase Il/lll (VAT00002, Original Cohort and
Supplemental Cohotts) ‘@; ase Il Clinical Studies (VAT00008).

Immune function couI%gimpaired in frail subjects. To date, there is no information
to suggest that these subjects are adversely affected by CoV2 preS dTM-AS03, no
increased risk orse reactions has been observed.

The use of Q@ves dTM-ASO03 (B.1.351) in frail subjects with unstable health
conditions and o-morbidities (eg, COPD, diabetes, chronic neurological disease,

cardiovascular disorders) is considered as missing information until sufficient
evid tably in individuals with unstable acute or chronic illness, is available to

de te that potential benefits outweigh any potential risks in this population.

Immunocompromised
subjects

preS dTM-AS03 was not studied in subjects with known or suspected
unodef|0|ency including organ transplant subjects.

) In VVAT00002 phase II/lll Clinical Study, participants with receipt of solid-organ or
{ bone marrow transplants in the past 180 days or receipt of anti-cancer
Q chemotherapy in the last 90 days were excluded (only persons living with HIV, stable

HIV infection determined by participant currently on antiretrovirals with CD4 count
\ In VAT00008 phase Ill Clinical Study, immunocompromised participants were

>200/mm3 could be included).
Q@ eligible for enrollment (participants with immunocompromised state from solid organ

Q‘

. transplant or from other causes [blood or bone marrow transplant, immune

deficiencies, HIV, use of corticosteroids, or use of immunosuppressors]).
. (J In Phase Ill VAT00008 stage 1 and 2, immunocompromised state was one of the
\ high-risk medical conditions as defined in the study protocol. B.1.351 Monovalent
vaccine data, Booster immunization: 1.7% in Cohort 2 Monovalent (B.1.351) group
@ belonged to the immunocompromised state group.

N Supportive data with other formulations:
At the date of primary analysis of Phase Il Clinical Study VAT000008:
o (0.5% of the participants belonged to immunocompromised state as defined in the

study protocol in stage 1 and
o 5.1% belonged to immunocompromised state in stage 2.
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Type of special Exposure
population

For Phase I/l VAT00002 Supplemental Cohorts, at the date of primary apalysis, the
below percentage of participants belonged to the immunocompromised roup
(including both participants with immunocompromised state from soli

transplant or from other causes)

e 3.0% of participants in Cohort 1, S %
o 1.5% in Cohort 2 Homologous (D614) Primed group and,{

o 1.1% in the Comparator Group.
Immunocompromised subjects are part of the target po u
While efficacy may be compromised in this populatiofylno Specific safety issue is
expected. To date, there is no information to suggﬂ? hese subjects are
e

adversely affected by CoV2 preS dTM-AS03, no i d risk of adverse reactions
has been observed.

The use of CoV2 preS dTM-AS03 (B.1.351)'i unocompromised subjects is
considered as missing information until sufficient evidence is available to
demonstrate that potential benefits outw igh any potential risks in this population.

Subjects with autoimmune or | Individuals with autoimmune or i
immune-inflammatory Clinical Studies. Participants wi
diseases non-immunomodulator treat utoimmune thyroiditis, autoimmune
inflammatory rheumatic dis€age such as rheumatoid arthritis) could be enrolled in
phase II/lll and phasg II@e discretion of the investigator.

or

Individual with auto-im immune-inflammatory disease are part of the target

nflammatory diseases could be included in
e clinical conditions under

population.

To date, there is@lormation to suggest that these subjects are adversely affected
by CoV2 pr -AS03, no increased risk of adverse reactions has been
observed.

The us V2 preS dTM-AS03 (B.1.351) in subjects with autoimmune or

immune-inflammatory diseases has been defined as missing information until
suffi evidence is available to demonstrate that potential benefits outweigh any
D @:}a

I risks in these populations.

CD4: Cluster of Differentiation 4, CORD: Ghronic Obstructive Pulmonary Disease; CoV2 preS dTM: CoV-2 prefusion Spike delta TM;
COVID-19: Coronavirus Disease ; EMA: European Medicines Agency; FDA: Food and Drug Administration; HIV: Human
Immunodeficiency Virus; PIP( Investigation Plan; PSP: Patient Support Program.

R

&
N
&>
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RISK MANAGEMENT PLAN - PART Il MODULE SV: POST-AUTHORIZATION
EXPERIENCE

The vaccine is not yet registered in any market worldwide. b
SV.1. POST-AUTHORIZATION EXPOSURE ’\%

Not applicable O
SV.1.1 Method used to calculate exposure &

Not applicable

SV.1.2 Exposure

Not applicable
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RISK MANAGEMENT PLAN - PART Il MODULE SVI: ADDITIONAL EU
REQUIREMENTS FOR THE SAFETY SPECIFICATION

O

SVI.1 POTENTIAL FOR MISUSE FOR ILLEGAL PURPOSES @

Potential for misuse of VidPrevtyn Beta for illegal purposes is considered low] %s product is
not known to have attributes that make it a candidate for intentional overdosésabuse, or illegal

use, such as known pharmacological addictive effects. There is no eviden t vaccines would
have the potential to induce drug abuse behaviors. Furthermore, it is Ct available only
through prescription and administered by healthcare professionals ( and not by

self-administration.
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RISK MANAGEMENT PLAN - PART Il MODULE SVII: IDENTIFIED AND POTENTIAL
RISKS

In accordance with EMA’s “([Consideration on core requirements for RMPs of b
COVID-19 vaccines v3.1 {dated 01 September 2022}])” guidance, the below facto@ere taken
into consideration for the generation of the safety specifications and are not dete@‘ued to be
identified or potential risks. {\

The vaccine construct and the formulation: As with most vaccines for acti munization, the
mechanism of action consists of the induction of immune responses agalnStthe antigens contained
in the vaccine. The antigen of the CoV2 preS dTM (B.1.351) vaccin tabilized prefusion
trimer of the SARS-CoV-2 Spike protein (B.1.351 strain). The corgnawirus spike protein is the
major viral surface glycoprotein and mediates attachment and e% 0 host cells. The

spike protein precursor is cleaved to form non-covalently associ subunits, S1 and S2. 102 In
the case of SARS-CoV-2, the receptor is angiotensin-converfing enzyme 2, 103 a membrane-bound
carboxypeptidase localized to vascular endothelial as wel ithelial surfaces. The magnitude
and quality of the immune response to the antigen is e d through the inclusion

of AS03 (GlaxoSmithKline’s adjuvant system contaigj ha-tocopherol and squalene in an
oil-in-water emulsion). The adjuvant is anticipated l%ther enhance the magnitude of
neutralizing antibody responses and to further@ alanced Th1/Th2 cell responses.

SVIl.1 IDENTIFICATION OF SAFETY@\ICERNS IN THE INITIAL RMP SUBMISSION

The following safety topics will be disc& in this section and will be presented in
Section SVII.1.1 as the risks did not¥eet the criteria of important risks for inclusion in the list of
safety concerns in the RMP:

e Potential harm from @e

e Potential for medic rrors
e Potential for tra ion of infectious agents
e Potential for bel use

e Effect onM lity

o Pedi%@ety issues
o Rg} ith minimal clinical impact on patients (in relation to the severity of the disease
,{v ted)

The ing safety topics will be discussed in this section and will be presented in
S SVI1.1.2 as the risks met the criteria for inclusion in the list of safety concerns in the

e Important identified risk:
- None
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e Important potential risks:
- Vaccine-Associated Enhanced Disease (VAED) including Vaccine-Associated

Enhanced Respiratory Disease (VAERD)
- Myocarditis and Pericarditis b
e Missing information: %6
- Use in pregnancy and while breast-feeding {\

- Use in immunocompromised subjects

- Use in frail subjects with unstable health conditions and co*mo |d|t|es (eg, chronic
obstructive pulmonary disease [COPD], diabetes, chro logical disease,
cardiovascular disorders)

- Use in subjects with autoimmune or inflammatory d@ers
- Interaction with other vaccines {
- Long-term safety

SVII.1.1 Risks not considered important for n@ea in the list of safety concerns in the
RMP

Not all potential or identified risks for the vac%met the criteria of important risks for inclusion
in the list of safety concerns in the RMP. O

Reason(s) for not including an identif@r potential risk in the list of safety concerns in the

RMP &

e Anaphylactic reactlons:< )

Anaphylactic reactions are ¢ n@ed as a potential risk, not important in alignment with
Guideline on Good pharmac ance practices (GVP) Module V - Risk management systems
(Rev. 2) (28 March 2017 38713/2011 Rev 2) and removed from the list of safety concerns.

e Potential harm«from overdose:

CoV2 preS dTM-A&QB.l.SSl) will be available in a multidose vial (MDV) presentation for
10 times 0.5 ml

ion implies the possibility of overdose. As the vaccine is injected by qualified
, situations of overdose should be exceptional. Furthermore, as

-AS03 (B.1.351) is a vaccine there is no narrow therapeutic margin or major
dose- rpl ed xicity expected.

Thlsﬁ ic situation of overdose is mitigated through the information available in particular in
n for use section (EU-SmPC section 6.6 where Instructions of use are described) and on

@e packaging (vial and carton).
§be

rdose will be monitored via routine activities and will be presented in each periodic
nefit-risk evaluation report (PBRER)/periodic safety update report (PSUR).
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e Potential for medication errors:

CoV2 preS dTM-AS03 (B.1.351) will be available as two vials: one MDV containing the

(B.1.351) antigen and second MDV containing adjuvant ASO3 to be mixed at time of saccination.
This presentation implies the potential for medication errors via mixing error, ie, pos
inject only the antigen or only the adjuvant or using a diluent rather than the suppli
This would result in insufficient immunogenicity of the vaccine(s) in case of ‘;f i
(due to immunization error) leading to lack of anticipated clinical benefit (rel

As the vaccine is injected by qualified medical personnel, medication erro wing preparation
error should be exceptional. Presentation as liquid-liquid product for mixd well-established

for vaccines.
This specific situation of medication errors is mitigated through th@(mation available in
particular in instruction for use section (EU-SmPC section 6.6 w, structions of use are
described) and on packaging (warning on a need to mix the con of 2 vials is presented on
each packaging element, including the vials).

CoV2 preS dTM-AS03 (B.1.351) will be available with 1@;1ue posology: 5 g for booster
immunization.

Medication errors will be monitored via routine acti@& ?ud will be presented in each
PBRER/PSUR.

e Potential for transmission of infectioMgents:

No potential for transmission of infectious ts is anticipated (sterility-controlled manufacturing
process and strict recommendations regardig the use once the vial is opened).

e Potential for off-label use:
This potential for off-label use is r@'f concerning the potential use of CoV2 preS dTM-AS03
(B.1.351) in another age group% ildren) that is not indicated or use in special populations.
This specific situation of off se mitigated through the information available in EU-SmPC
(section 4.1 for age indicati

Off-label use will be monitesed via routine activities and will be presented in each PBRER/PSUR.
e Effect on fer: :

Developmental a’ﬁd\r?pr ductive toxicity study conducted in rabbits do not indicate direct or
indirect harmf ts with respect to reproductive toxicity. Available information is provided in
EU-SmPC (ii 4.6 fertility, pregnancy and lactation).

L 4

e P

*

The T CoV2 preS dTM-ASO3 has not been yet established in pediatric population.
CoV@e dTM-ASO03 (B.1.351) is indicated for 18 years and above (Please refer to off-label
u

ed on interim analysis results from Phase 111 Clinical Study (VATO00008) stage 1 and
tage 2 and from Phase I1/111 Clinical Study (VAT00002) Supplemental Cohorts, a Clinical Study
in pediatric population is being planned. A PIP has been agreed with the EMA and FDA. %

ic safety issues:
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¢ Risks with minimal clinical impact on patients (in relation to the severity of the
disease prevented):

Syncope (fainting) and other anxiety-related reactions can occur following, or even before, any
vaccination as a psychogenic or vasovagal response to the needle injection.

Injection site reactions may include injection site pain, injection site erythema, in'erh site
swelling, injection site pruritus, injection site bruising, injection site warmth, u& imb edema,
and, possibly, the extensive swelling of the vaccinated limb.

Systemic reactions may include fever, headache, malaise, myalgia, arthralgiaychills, fatigue,
nausea, diarrhea and lymphadenopathy as separate events or a combinati events.

Aligned with EMA’s “([Consideration on core requirements for RMR§,0

COVID-19 vaccines v3.1 {dated 01 September 2022}])”, 104 CoV2 pteS dTM-AS03 (B.1.351)
reactogenicity profile is presented below. The reactogenicity profi es not impact the overall
safety profile of the vaccine, has minimal clinical impact on pati (in relation to the severity of
the disease prevented) and is not proposed to be included indhe list of safety concerns.

Reactogenicity: Clinical impact on the safety profile is a@ed as minimal in relation to the
severity of the disease prevented.
B.1.351 Monovalent vaccine data, Booster im iZation:
e VATO00002 Phase 1l Supplemental Co
The majority of solicited reactions were @t duration (1 to 3 days after study vaccination),

were of mild to moderate intensity and dj equire medical intervention. Solicited reactions
were reported less frequently in the >60%gars of age group compared to the 18-59 years of age
group. Overall, a low frequency of grade 3 solicited injection site or systemic reactions (less than
10% of participants experienced a de 3 solicited reaction for both booster groups, blinded
data) was observed. Injection sitegaifi was the most frequently reported injection site reaction
overall and the most frequen &rted grade 3 intensity injection site reaction. Headache,
myalgia, and malaise were t st frequently reported solicited systemic reactions of any grade.
Malaise was the most frec@t y reported grade 3 solicited systemic reaction.

e Supportive da VATO00013:

The reactogenicity profides of the three booster vaccines utilized in the study
(D614G + AS03 ulation, B.1.351 + AS03 formulation, and Pfizer-BioNTech BTN162b2) 105
was similar as e observed in VAT00002 Cohort 2 Clinical Study.

Supportive@ with other formulations:
Overall, (sijl\ilar reactogenicity was seen between the Monovalent and Bivalent groups.

mary immunization
@ - VATO00002 Phase Il (Original Cohort, primary series):

%&m VATO00002 Phase 1l D1-D43 interim clinical study report (CSR), most of the solicited

actions were of grade 1 and grade 2 intensity. A higher frequency of solicited reactions was
reported after the second injection than after the first injection, with comparable values across
dose groups (5, 10 and 15 pg). The majority of solicited reactions occurred between D01 and D04
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and resolved without intervention. Grade 3 solicited reactions occurred in 20.4% of all
participants, with comparable values across dose groups. The proportion of participants reporting
at least one Grade 3 solicited reaction was higher in the 18 to 59 years age group (27.3%)
compared to the >60 years age group (13.6%). No grade 3 solicited reactions were co%@red asa

SAE or a MAAE and all resolved.

Injection site pain was the most frequently reported injection site reaction of anyé(sity and of
grade 3 intensity in all treatment groups. Grade 3 injection site reactions were overall reported
with a low frequency and increased following the second injection. The pro ﬁ%n of participants
reporting solicited systemic reactions of any grade were highest for malaisg, myalgia, and
headache in all treatment groups. % \Q

Increase of the active substance quantity did not impact the reactogefifeity as the reactogenicity
was similar across treatment groups.

- VATO00002 Phase Il Supplemental Comparator Gro@

In the Comparator Group (aged 18 to 55 years only), solicitﬁeactions were frequent with similar
frequency following first injection and second injection, ded to be transient and
self-limited. The frequency of grade 3 solicited reactiogS\yiCreased between first injection (13.9%)
and second injection (22.6%). 9
[

Solicited injection site reactions were reported w@ lar frequency following first injection and
second injection. For solicited systemic reactiogsn quency increased between first injection and
second injection. The frequency of grade 3 reactions increased between first injection and second
injection for both solicited injection site re@ns (Post-dose 1: 3.9%, Post-dose 2: 10.7%) and
solicited systemic reactions (Post-dose ]Q‘g %, Post-dose 2: 20.2%).

Injection site pain was the most frequently reported injection site reaction overall and the most
frequently reported grade 3 intensi Q*ﬁjection site. Headache, myalgia, and malaise were the most
frequently reported solicited systemig/reactions of any grade. Headache was the most frequently

reported grade 3 solicited systemicireaction.

primary series formulati 2n in the VAT00002 Original Phase 11 Cohort.
- VATO0000 se Il Stage 1:

Overall, lower frequentigs of solicited reactions were observed after the second injection
compared to aft %he first injection, and similar frequencies were observed in the older age group
(>60 years) co d to the younger age group (18 to 59 years of age). Intensities of solicited
reactions yve@milar after both injections and in both age groups (18 to 59 years of age and

>60 year ‘R@- ctogenicity was higher in the vaccine group than in the placebo group, as observed
with Oth}e ccines. Grade 3 solicited reactions occurred in 6.1% in the vaccine group and

2.9% placebo group. With regards to the age groups, grade 3 solicited reactions occurred in
asi proportion in the younger age group (18 to 59 years: 6.2% in the vaccine group)

g' red to the older age group (=60 years: 5.4% in the vaccine group). The majority of solicited

The safety data was consiste th and further supports the safety profile established with the
6

tions were of short duration (1 to 3 days after study vaccination), were of mild to moderate
tensity and did not require medical intervention.

Injection site pain was the most frequently reported solicited injection site reaction, in both age
groups and after the first as well as after the second injection. Headache was the most frequently
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reported solicited systemic reaction overall and in the younger age group (18 to 59 years of age),
myalgia is most frequently reported in the older age group (=60 years). In the overall population
(irrespective of age group) and after any injection, headache, myalgia and malaise were the most
frequently reported solicited systemic reactions. Overall, a low frequency of grade 3 sgh
injection site or systemic reactions (below 10% in the vaccine group) was observe
both the 18 to 59 years of age and the >60 years age group. Grade 3 fever was re

percentage of the participants, below 2% in the vaccine group (applicable to bqt}§

inalow
18 to 59 years of age and the >60 years age group). The majority of reaction short-lasting
(up to 3 days).

Frequencies and intensities of solicited reactions (injection site and SW reactions) were
lower in both stage 1 and stage 2 of VAT00008 phase 111 study comp@ o the VAT00002
phase Il (Original Cohort, primary Series) and Phase |11 (Suppleme\% omparator Cohort). This
can likely be explained by the difference in study design (phase y is placebo-controlled,
whereas in the phase 11/111 study all participants received an antigen'dose), by difference in
participating countries, enrollment at different time periods gr‘ing the pandemic and by an
influence of serostatus at baseline: In VATO00008 stage 1 S0 in stage 2, a higher
reactogenicity was observed in participants naive (with to SARS-CoV-2 infection) at
baseline compared to non-naive participants at baselin more non-naive participants were
enrolled into VATO000008 phase 111 study than in t vious VAT00002 phase 11 study, this
contributed also to the difference in reactogenicit@ rved.

- VATO00008 Phase Il Stage 2:

Overall, an acceptable reactogenicity profil@s observed in Stage 2 (Bivalent D614 + B.1.351
versus Placebo). Slightly lower frequen solicited reactions were observed after the second
injection compared to after the first injection. The frequencies of solicited reactions (injection site
and systemic) were similar in both oups (18-59 years and >60 years) and after both
injections. When looking at the reactagenicity by age group and comparing the 2 injections, a
comparable reactogenicity afterthesfirst and second injection was observed in the younger age
group (18-59 years), whereab‘ ¢ older age group >60 years a slightly lower systemic
reactogenicity was seen a second injection.

The majority of soliciteqm ions were of short duration (1 to 3 days after study vaccination),
tensity and did not require medical intervention.

were of mild to mone

Injection site paimwas the most frequently reported solicited injection site reaction, in both age
groups and afte irst as well as after the second injection. Headache was the most frequently
reported solici %stemic reaction overall, after both injections and in both age groups. Overall,
a low fre f grade 3 solicited injection site or systemic reactions (below 10%) was
observe icable to both the 18 to 59 years of age group and the >60 years age group.
Gra% r was reported in a low percentage of the participants (below 2%).

ooster immunization
@ - VATO00002 Phase Il Supplemental Cohort 1 (Protein primed group):

verall, solicited reactions were frequent, but transient and mainly mild to moderate. The
percentage of participants who experienced at least one solicited reaction was comparable across
all priming groups. Participants aged >60 years reported solicited reactions less frequently than
participants aged 18 to 59 years. Grade 3 solicited reactions were reported in 8.0% of booster
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group participants across all priming groups. With regards to the age groups, grade 3 solicited
reactions occurred less frequently in the older age group (>60 years: 5.3% across all booster
groups) compared to the younger age group (18 to 59 years: 9.2% across all booster g:Eoups).

Injection site pain is the most frequently reported solicited injection site reaction acro
priming groups and in both age groups. Headache was the most frequently reporte Cited
systemic reaction overall and in the younger age group (18 to 59 years of age) a is the
most frequently reported in the older age group (>60 years). Overall, a low freg y of

grade 3 solicited injection site or systemic reactions (2.5% for injection site 6.6% for systemic
reactions across all priming groups) was observed, applicable to both the ]@ 59 years of age and

the >60 years age groups. \Q

Adverse Event of Special Interests (AESIS)

For clinical development, AESIs were considered for CoV2 pre -AS03 (B.1.351) according
to Brighton Collaboration (Safety Platform for Emergency Vaccines [SPEAC]), 196 vACCine
covid-19 monitoring readinESS (ACCESS) protocol, 707 US&)C (preliminary list of AESI for
Vaccine Adverse Event Reporting System [VAERS] surv@nce), 108 WHO and FDA
Guidance’s. 709,770 and also safety data from other man rers including from

COVID-19 vaccine platforms and selected as approp#i 1,112,113, 114

No safety concern was raised from Clinical Dev nt including on AESIs.

For postmarketing surveillance, list of AESIs is‘agdapted from ACCESS project list 107 available in
[Annex 7.2], Brighton Collaboration (SPE@ 106 US CDC (preliminary list of AESI for VAERS
surveillance), 108 WHO and FDA Guida 09,710 safety data from COVID-19 vaccine Clinical
Studies and also safety data from other @faeturers including from COVID-19 vaccine
platforms and selected as appropria 112,113,114

These AESIs are taken in considergtion for routine and additional pharmacovigilance activities.

Observed/Expected analysis i‘l@conducted as feasible. The list is considered dynamic and
may be incremented foIIowir@e evolving safety profile of the vaccine.

SVII.1.2 Risks consﬁr d important for inclusion in the list of safety concerns in the

based on the B.}285% Monovalent vaccine Clinical Study interim results (VAT00002 Phase 11l
Supplement rt 2 and VAT00013), Supportive data from other CoV2 preS dTM-AS03
formulatic lihical Study interim results extensive postmarketing experience with the
manufac platform 775 and with the use of AS03 adjuvant. 776

The g‘ ant potential risks for CoV2 preS dTM-AS03 (B.1.351) are the following:

4

RMP Q
There are no im%t;nt entified risks for CoV2 preS dTM-AS03 (B.1.351) at EU-RMP DLP
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Table 23 - Important potential risk considered for inclusion in the list of safety concerns:
Vaccine-Associated Enhanced Disease (VAED) including Vaccine-Associated Enhanced

Respiratory Disease (VAERD)

&

Vaccine-Associated Enhanced Disease (VAED) including Vaccine-Associated Enha@

Respiratory Disease (VAERD)

Vo

Scientific evidence that has led
to the inclusion

the potential (hypothetical) increased disease severity in naif inees upon
exposure to wild-type virus. 120,121
This disease enhancement of viral infection is also not f

the context of non-clinical beta coronavirus infectign
suggested as potentially contributing to the pheno

epitope targeted, the method of delivery of the :

A theoretical concern with coronavirus vaccines is VAED. 177, 77g7u; This is

erstood. Mostly in
factors have been
.These include the
he magnitude of the
functional antibodies, the

immune responses, the balance between bindin
elicitation of antibodies with functional charagtetistics such as binding to particular

Fc receptors, and the nature of the Th cell r€sponse. 96,122,123 nnimal models of
SARS-CoV-2 infection have not showprevidence of VAED disease after

immunization. 9 Available data fo COVID-19 vaccines from different
platforms do not indicate a risk of e enhanced disease. 94.124,125,126
However, considering limited m safety data and in the absence of

effectiveness data, the av evidence is not yet sufficient to fully rule out VAED
including VAERD as a concern. Thus, it remains an important potential risk.

@‘?’

Risk-benefit impact

R

&
N
&>

S

At this time, VAE M VAERD is a theoretical (hypothetical) concern without
any evidence in humans. Therefore, there is currently no impact on the risk-benefit
balance.

Participant ing Clinical Studies are followed up on any COVID-19 outcome
(active and¥gassive surveillances).

No eyidence of VAED including VAERD was found based on review of available
dat linical Studies.

f n D614 containing vaccines (Monovalent) formulation and specifically in

0008 stage 1, an increased number of Omicron symptomatic

ID-19 cases in the naive vaccine group compared to the naive placebo group
as observed. When scrutinizing this observation, there was no increase in severe
outcomes, hospitalization, or mortality in the naive vaccinees. The clinical
presentation (intensity of symptoms as measured in 3 intensity grades, number of
symptoms per Omicron case and the duration of symptoms) was similar in the
naive vaccine and placebo groups. No evidence of an increased viral load (naive
vaccinees versus naive placebo recipients) was found. Most likely explanation for
the observation is a lack of efficacy of the Monovalent D614 formulation against
Omicron (lower level of neutralizing antibodies for this variant, additionally a long
period between administration of the 2 doses of the study vaccine in
VVAT00008 stage 1 and the start of the Omicron wave (approximately 5 months
after study start). In VAT00008 stage 2, no increased number of Omicron cases in
the vaccine group were reported as compared to the placebo group. This was not
seen neither in Booster formulations.

In addition, VAED including VAERD might not apply to booster vaccine if referring
to Brighton definition (VAED including VAERD risk would concern only
SARS-CoV-2 seronegative individuals or individuals with unknown serostatus and

no previous COVID-19 infection). 120
Any change in the available evidence (risk re-evaluation as per incidence and

severity), could negatively impact the benefit/risk assessment for the concerned
population.

V
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Vaccine-Associated Enhanced Disease (VAED) including Vaccine-Associated Enhanced
Respiratory Disease (VAERD)

COVID-19: Coronavirus Disease-2019; Fc: Fragment Crystallizable; SARS-CoV-2: Severe Acute Respiratory Syndrome
Coronavirus 2; VAED: Vaccine-Associated Enhanced Disease; VAERD: Vaccine-Associated Enhanced Respiratory Diseb

Myocarditis and Pericarditis

Table 24 - Important potential risk considered for inclusion in the list of safeai@cerns

Myocarditis and Pericarditis

Scientific evidence that has
led to the inclusion

COVID-19 vaccines, mainly in males under the age rs within 14 days after a
second dose. However, cases have also been rep Ider males, in females,
and following other doses. There are limited da sk of myocarditis following
third and subsequent booster doses. However after the third dose seems to

Myocarditis and pericarditis have been reported followin Ci at|on with mRNA
d h

required intensive care support, availabféydata from short-term follow-up suggest that
symptoms resolve in most individual@ onservative management. Information is

not yet available about potential sequelae. 128,129
The risk of myocarditis is g% ARS-CoV-2 infection than after COVID-19
st

be lower than following the second dose. 72@
The observed risk is highest in males 1@ ars of age. While some cases

vaccination and remains m er sequential doses including a booster dose of
Pfizer BioNTech mRNA ine? An increased risk of myocarditis is observed at
1-7 days (IRR 21.08 3@5 34, 28.96), 8-14 days (IRR 11.29, 95% CI 7.70,
16.57), 15-21 days (IR 95% Cl 3.24, 8.89) and 21-28 days (IRR 3.08,

95% CI 1.65, 5. 7@)wmg a positive test. 730

Myocarditis a ditis events have also been detected in clinical studies and
post-authoriz surveillance of Novavax COVID-19 vaccine, which is manufactured
using tein/adjuvant platform and a different adjuvant system than the

%M vaccine. 137

Cov2g

Considerifig limited safety data, the available evidence is not yet fully sufficient to rule

4 oﬁ&carditis and pericarditis as a safety concern. Thus, it is added as an important
ntial risk.

Risk-benefit impact

R

generally mild but may be potentially life-threatening. Most vaccine-associated

myocarditis events have been mild and self-limiting. 730 Balanced with the risk of
death and illness (including myocarditis) seen with COVID-19 itself, the impact on the

risk-benefit balance of the vaccine is considered as minimal. 732

< :> yocarditis and pericarditis are events which may be serious or non-serious and are

Cl: Confidence oV2 preS dTM: CoV 2 prefusion Spike delta TM; COVID-19: Coronavirus Disease-2019; IRR: Incidence
Rate Ratio; m @ ssenger Ribonucleic Acid; SARS-CoV-2: Severe Acute Respiratory Syndrome Coronavirus 2.

Tabl@ ssing information considered for inclusion in the list of safety concerns: Use in

SN\

pregnancy and while breast-feeding

L@l pregnancy and while breast-feeding

entific rationale for
vanticipating a different safety
profile in the particular

to the inclusion

The safety profile of CoV2 preS dTM-AS03 (B.1.351) in pregnant or
breast-feeding women is not yet known as these populations have been excluded
from Clinical Studies (phase II/lll and phase IlI).

subpopulation/use that has led | |t s ot yet known whether CoV2 preS dTM-AS03 (B.1.351) could cause any fetal

harm when administered to a pregnant woman or if any detrimental effects could
occur when administered in breast-feeding women.
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Use in pregnhancy and while breast-feeding

Developmental and reproductive toxicology results do not indicate any findings
that could raise suspicion of a safety concern in human. There were
vaccine-related effects on mating performance or fertility in female ra or on
embryo-fetal (including teratogenicity) and early post-natal developm

offspring. Q
Few pregnancy exposures were reported in ongoing Clinic | S ased on
these data, no safety concern has been observed in this po

A Phase lll study in pregnant and breast-feeding women 00006) as well as
observational studies are planned.

Risk-benefit impact In general, it is recognized that the anticipated ri@onsequence of missing
information in pregnant and breast-feeding woWs} w and only considered for
i i 133
some live attenuated vaccines. ‘\
CoV2 preS dTM: CoV-2 prefusion Spike delta TM. @"

Table 26 - Missing information considered for inclusion iﬁ]e list of safety concerns: Usein

immunocompromised s S
Use in immunocompromised subjects

Scientific rationale for The safety profile of CoViZ p vd( M-AS03 (B.1.351) in immunocompromised
anticipating a different safety subjects is not yet kn these populations have been excluded from
profile in the particular phase II/Ill Clinic 'AT00002). The immunogenicity of the vaccine may be
subpopulation/use that has led reduced in individualSwith immunocompromised conditions.
to the inclusion This populatim\cluded in phase 1l Clinical Study (VAT00008) allowing the

v

participati iduals with a range of medical conditions including
immuno%ﬂised state (from solid organ transplant or from other causes
(blood or bofte marrow transplant, immune deficiencies, HIV, use of
corticesteroids, or use of immunosuppressors).

Inthe phase II/11l study (VAT00002) and phase I study (VAT00008), participants
a controlled HIV infection could be included.

&

Risk-benefit impact is is not a safety risk per se outside of a potential decrease of efficacy in case
AN\ of severe impairment of immune function.

CoV2 preS dTM: CoV-2 prefu'{k;ﬂe delta TM; HIV: Human Immunodeficiency Virus.

Table 27 - Missing i@ation considered for inclusion in the list of safety concerns: Use in frail
subjects with u\%ible ealth conditions and co-morbidities (eg, chronic obstructive pulmonary
diseasm D], diabetes, chronic neurological disease, cardiovascular disorders)

Use |n fr Yects with unstable health conditions and co-morbidities (eg, chronic
obstru pulmonary disease [COPD], diabetes, chronic neurological disease,
cardi va; ular disorders)
rationale for The safety profile of CoV2 preS dTM-AS03 (B.1.351) in frail subjects with
ting a different safety unstable health conditions and co-morbidities (eg, chronic obstructive pulmonary
ml e in the particular disease [COPD], diabetes, chronic neurological disease, cardiovascular
population/use that has led disorders) is not fully known.

Mo the inclusion The immunogenicity of the vaccine may be reduced in frail individuals.
Whereas individuals who are frail considering their age or co-morbidities /34 or
conditions increasing the risk of severe COVID-19 were included in
phase II/lll (VAT00002) and phase IlI Clinical Studies (VAT00008) (medical
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Use in frail subjects with unstable health conditions and co-morbidities (eg, chronic
obstructive pulmonary disease [COPD], diabetes, chronic neurological disease,
cardiovascular disorders)

L

conditions of cancer, chronic kidney disease, COPD, obesity (body mmex of

30 or higher), heart conditions such as heart failure, coronary arter or
cardiomyopathies, sickle cell disease, thalassemia, type 1 or type etes
mellitus, moderate-to-severe asthma, cerebrovascular disease ibrosis,
hypertension/high blood pressure, neurologic conditions, h iSease,
pulmonary fibrosis and smoking), individuals with unstable@cutéor chronic iliness
were excluded from phase II/lll (VAT00002, Original C d Supplemental

Cohorts) and phase Ill Clinical Studies (VAT00008)

From VAT00008 and VAT00002, no safety co c@e study vaccine was
identified when comparing the safety profile in paxticipants with high-risk medical
' icipants without high-risk

condition (as defined in the study protocol)

medical condition group.
Risk-benefit impact The vaccine has been studied in participmith stable chronic diseases (eg,
patients with hepatic impairment and{patients with cardiovascular impairment),
however it has not been studied um articipants with severe co-morbidities

that may compromise immune ioh due to the condition or treatment of the
condition.

This is not a safety risk p outside of a potential decrease of efficacy in case
of severe impairment ofimwune function due to the condition or treatment of the
condition. ~

COPD: Chronic Obstructive Pulmonary Disease; CoV2 preS dTMNoV-Z prefusion Spike delta TM; COVID-19: Coronavirus

Disease-2019. O

Table 28 - Missing information considered for inclusion in the list of safety concerns: Use in
subjects witlwtoimmune or inflammatory disorders

4
Use in subjects with autoimmu@ inflammatory disorders

Scientific rationale for Tl :afety profile of CoV2 preS dTM-AS03 (B.1.351) in subjects with
anticipating a different safety toimmune or inflammatory disorders is not fully known.

profile in the particular @ Individuals with autoimmune or immune-inflammatory diseases could be included

subpopulation/use that has in Clinical Studies. Participants with stable clinical conditions under

target population.

to the inclusion non-immunomodulator treatment (eg, autoimmune thyroiditis, autoimmune
inflammatory rheumatic disease such as rheumatoid arthritis) could be enrolled in
phase II/lll (VAT00002) and phase IIl (VAT00008) at the discretion of the
investigator.
@ Individual with auto-immune or immune-inflammatory disease are part of the

Risk-ben Qpact Individuals with autoimmune or inflammatory disorders may experience a different
. ) outcome than achieved in healthy individuals administered vaccines.

L&\SWTM: CoV-2 prefusion Spike delta TM; HIV: Human Immunodeficiency Virus.

with other vaccines

§ @ 29 - Missing information considered for inclusion in the list of safety concerns: Interaction

Interaction with other vaccines

Scientific rationale for CoV2 preS dTM-ASO03 (B.1.351) will be used in patients who also may receive
anticipating a different safety other vaccines.
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Interaction with other vaccines

profile in the particular
subpopulation/use that has led
to the inclusion

Receipt of any vaccine in the 30 days preceding the first study vaccination,
except for influenza vaccination, is part of the exclusion criteria in the Clinical
Studies.

From phase II/lll and phase Il Clinical Studies (VAT00002 and VA
influenza vaccination may be received at any time in relation to st
and influenza vaccination is part of concomitant medication§ t

igtervention
collected.

Risk-benefit impact

It is not yet known if CoV2 preS dTM-AS03 (B.1.351) mten(\uﬂother
vaccines with regards to safety or |mmunogen|0|ty

CoV2 preS dTM: CoV-2 prefusion Spike delta TM.

\Q

Table 30 - Missing information considered for inclusion in the I|st§$ty concerns: Long-term

safety

Long-term safety

y 3

Scientific rationale for
anticipating a different safety
profile in the particular
subpopulation/use that has led
to the inclusion

Despite extensive experience with Manufacturing platform and
AS03 adjuvant, long-term safety(datajavailable with CoV2 preS dTM-AS03

(B.1.351) are limited.

Vaccines targeting SAR%&% a new class of vaccines, with first vaccines
ized i d 2821.

authorized in Dec-2020

Risk-benefit impact

Q

4
Gost—injection 2

The long-term s ty@\b preS dTM-AS03 (B.1.351) is limited. Safety
follow-up is ongoing¥n the Phase II/lll and phase Il Clinical Studies.

Follow-up Du
B.1.351 M nt vaccine, Booster immunization
VAT00002Phase I (Supplemental Cohorts): approximately 365 days

po%;ter injection
S ive data with other formulations

02 Phase Il (Original Cohort): 365 days post-injection 2
00002 Supplemental Cohorts Comparator Group: approximately 365 days

VAT00008 Phase Ill stage 1: Approximately 387 days post injection 1
VVAT00008 Phase Ill stage 2: Approximately 387 days post injection 1

Based on currently available information, there is no evidence of any potential
risks with late onset after vaccination.

CoV2 preS dTM: CNrefusivon Spike delta TM; SARS-CoV-2: Severe Acute Respiratory Syndrome Coronavirus 2.

Svil.2 ¢

SAFETY CONCERNS AND RECLASSIFICATION WITH A SUBMISSION OF

DLP of this module: 08-NOV-2022

UPDATED RMP

L 4
Not @table since no previous version was approved (B.1.351).

@?.é

The following risks have been identified for CoV2 preS dTM-AS03 (B.1.351):

DETAILS OF IMPORTANT IDENTIFIED RISKS, IMPORTANT POTENTIAL RISKS,
AND MISSING INFORMATION

QSD-010763 - Risk Management Plan (RMP) Template V8.0
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Important identified risk:

None

Important potential risks:

Vaccine Associated Enhanced Disease (VAED) including Vaccine-Ass d
Enhanced Respiratory Disease (VAERD) %

Myocarditis and Pericarditis {

Missing information:

Use in pregnancy and while breast-feeding \Q

Use in immunocompromised subjects 9

Use in frail subjects with unstable health conditions morbidities (eg, chronic
obstructive pulmonary disease [COPD], diabetes, ch ¢ neurological disease,
cardiovascular disorders)

Use in subjects with autoimmune or inflam a@disorders
Interaction with other vaccines %

Long-term safety OQ

SVII.3.1 Presentation of important identified*risks and important potential risks

Table 31 - Important potential risk: Vﬁhe—Associated Enhanced Disease (VAED) including

Vaccine-Associated Emhanced Respiratory Disease (VAERD)

Important potential risk Vac ssociated Enhanced Disease (VAED) including

V&' -Associated Enhanced Respiratory Disease (VAERD)

r late phase Clinical Studies nor in animal models with SARS-CoV-2 infection.

Potential mechanism 2$:£tential risk has not been described with any SARS-CoV-2 vaccine from any
|

0 istorically, cellular immunopathology associated to either Th2 or inflammatory T cell
{ responses has been observed after viral challenge in some animal models
Q administered SARS-CoV-1 (murine, ferret and non-human primate models) or

MERS-CoV (mice model) early-stage vaccine candidates. 777:718 No similar

\ observations were reported for any of the SARS-CoV-2 vaccines, in animal models
or in humans
@ This potential risk has been included based on these animal data with these related
Q beta coronaviruses. Historically, disease enhancement in vaccinated children
\ following infection with natural virus has been observed with an inactivated

. \(J respiratory syncytial virus vaccine. /3% Vaccine-associated disease enhancement in

humans has been described for two investigational formalin inactivated vaccines;
against Respiratory Syncytial Virus and measles, and one licensed vaccine, the

tetravalent live attenuated dengue vaccine. 06.717

Two different mechanisms have been identified to trigger disease enhancement.

o Antibody Dependent Enhancement is the result of vaccine-elicited antibodies that
do not effectively neutralize the virus because of low affinity, wrong specificity, or
inadequate concentration. Virus-antibody complexes can gain entry to cells via
Fc-receptor-mediated uptake and lead to a more severe disease.
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Important potential risk Vaccine-Associated Enhanced Disease (VAED) including
Vaccine-Associated Enhanced Respiratory Disease (VAERD)

o A second mechanism involves triggering of allergic inflammation, cha:acterized

by Th2 biased immune response over Th1. 777,119

The molecular mechanism for this phenomenon, sometimes termed 3 RD,
or Immune Enhancement of viral infection, is also not fully underst %\e context
of coronavirus infections, various factors have been suggestedas%wtially
contributing to the phenomenon. These include the epitope tar N e method of
delivery of the antigen, the magnitude of the immune responses, the balance
between binding and functional antibodies, the elicitation 'bodies with functional
characteristics such as binding to particular Fc rece% e nature of the

Th cell response. 96.122,123,117

117,118,119,120 This s the

Evidence source(s) and A theoretical concern with coronavirus vaccines is
i naive vaccinees 120 upon

strength of evidence potential (hypothetical) increased disease s
exposure to wild-type virus. 727

This disease enhancement of viral infeﬁ is also not fully understood. Mostly in the
context of non-clinical beta coronavjpesinfections, various factors have been
suggested as potentially contributi we phenomenon. These include the epitope
targeted, the method of delivel antigen, the magnitude of the immune
responses, the balance bet g and functional antibodies, the elicitation of
antibodies with functional cmristics such as binding to particular Fc receptors,

and the nature of th Tesponse. 96,122,123 Animal models of SARS-CoV-2
infection have not smmence of VAED disease after immunization. %4 Available

data for other COMID-19 vaccines from different platforms do not indicate a risk of
vaccine enhanc ase. 94,124,125,126
However, cc@ing limited long-term safety data and in the absence of

s data

effectivenes , the available evidence is not yet fully sufficient to rule out VAED
includi&yRD as a safety concern. Thus, it remains an important potential risk.

Characterization of the risk V:ck}ssociated Enhanced Disease including VAERD is a theoretical safety

ncérn based on the currently available information for COVID-19 vaccines.
m in the Clinical Studies for CoV2 preS dTM-AS03 (B.1.351), active surveillance
one calls with the study participants) and passive surveillance (study participants
0} instructed to contact the site if the experience COVID-19-like illness symptoms or
{ have a positive COVID-19 test from any other source) for COVID-19-like illness was

implemented.
For the VAT00008 phase Ill stage 1 and stage 2 efficacy study, a harm monitoring

\ with regards to symptomatic and severe COVID-19 cases was implemented.
@ These provisions within the Clinical Studies allow detection of any evidence of VAED
Q including VAERD caused by CoV2 preS dTM-AS03 (B.1.351).
’\ No evidence of VAED including VAERD was found based on review of available data
from clinical studies.

X9
\ o Of note, in D614 containing vaccines (Monovalent) formulation and specifically in
b VVAT00008 stage 1, an increased number of Omicron symptomatic COVID-19
cases in the naive vaccine group compared to the naive placebo group was
@ observed. When scrutinizing this observation, there was no increase in severe
N outcomes, hospitalization, or mortality in the naive vaccinees. The clinical
presentation (intensity of symptoms as measured in 3 intensity grades, number of
symptoms per omicron case and the duration of symptoms) was similar in the
naive vaccine and placebo groups. No evidence of an increased viral load (naive
vaccinees versus naive placebo recipients) was found. Most likely explanation for

QSD-010763 - Risk Management Plan (RMP) Template V8.0



RISK MANAGEMENT PLAN - Part Il Module SVII  FINAL DLP of this module: 08-NOV-2022
549-CoV2 preS dTM-AS03 Version 1.0

Important potential risk Vaccine-Associated Enhanced Disease (VAED) including
Vaccine-Associated Enhanced Respiratory Disease (VAERD)

the observation is a lack of efficacy of the Monovalent D614 formulatiEn against

Omicron (lower level of neutralizing antibodies for this variant, additio along
period between administration of the 2 doses of the study vaccine i 008
stage 1 and the start of the Omicron wave (approximately 5 mont
start). In VAT00008 stage 2, no increased number of Omicron
vaccine group were reported as compared to the placebo dF
seen neither in Booster formulations.

In addition, VAED including VAERD might not apply to bo
Brighton definition (VAED including VAERD risk would
seronegative individuals or individuals with unknown

COVID-19 infection). 720

o
Risk factors and risk groups Individuals with lower neutralizing antibodies it hose with waning immunity.
119,120,134

vdaccine if referring to
only SARS-CoV-2
ostatus and no previous

A
Preventability This risk remains unpredictable and maydepend on the immune response of the
patient. 777,736 Potential risk may b &ased with an efficacious vaccine
generating an adequate immune re is expected to mitigate this theoretical
risk.
Clinical study participants argsi of this theoretical risk during the informed
consent process. Occurrenfef COVID-19 cases and especially severe

COVID-19 cases are mw in the Clinical Studies and in postmarketing setting.
This will allow early of any evidence of VAED including VAERD.

Impact on the benefit-risk Available data formRNA COVID-19 vaccines (Pfizer/BioNTech and Moderna,
balance of the product 124,125 for an mrus-vectored vaccine (Janssen) 726 as well as for a protein
adjuvanted u@ 137 do not indicate a risk of vaccine enhanced disease.
uding VAERD is a theoretical (hypothetical) safety concern there is no

As VAED incl
delet impact on the benefit-risk balance anticipated for this product.
Public health impact Wealth impact is identified currently.

MedDRA Term rdized MedDRA Query (broad) COVID-19.

ADE: Antibody Dependent Enhancenent#CoV/2 preS dTM: CoV-2 prefusion Spike delta TM; COVID-19: Coronavirus Disease-2019;
Fc: Fragment Crystallizable; Mec 0& Medical Dictionary for Regulatory Activities; MERS-CoV: Middle East Respiratory Syndrome
Coronavirus; mRNA: Messeng€r Ribénucleic Acid; SARS-CoV-2: Severe Acute Respiratory Syndrome Coronavirus 2; Th: T-helper;
VAED: Vaccine-Associate nﬁced Disease; VAERD: Vaccine-Associated Enhanced Respiratory Disease.

‘mle 2 - Important potential risk: Myocarditis and Pericarditis

Important’@ ial risk Myocarditis and Pericarditis

Potenti!l{ew?nism Myocarditis is a rare disease with an estimated annual incidence prior to COVID-19
(J vaccine pandemic of 16 per 100 000 persons in the general population. The true
M incidence may be higher, as signs and symptoms vary, and it therefore can be
b\ challenging to make the diagnosis. Viruses are the primary cause of myocarditis,

including amongst others adeno- and enteroviruses. Severe acute respiratory
@ syndrome coronavirus 2 has been associated with myocarditis as well, and multiple

\}~ cases have been described since the outbreak of the COVID-19 pandemic. 132

The majority of patients are young, healthy males. 138 Based on systematic review,
males are notably more likely to develop myocarditis and pericarditis following
COVID-19 vaccination than females (85% versus 15%). The higher prevalence of this
condition among males can be explained based on the role played by variations in
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Important potential risk

Myocarditis and Pericarditis

hormone signaling. Testosterone has the ability to suppress anti-inflammatory
immune cells while promoting a more aggressive Th 1 cell immunological, response.

Estrogen, on the other hand, inhibits pro-inflammatory T cells, resulting ing%gduction
in cell-mediated immune responses. However, further research is require plore

the exact phenomenon. 139 @

Several mechanisms have been hypothesised to account for CDV% mRNA
vaccine associated myocarditis including autoimmunity trigger lecular

mimicry, 138,139 immune-mediated pathology, 130 pro-infla ry cascade. 140

Evidence source(s) and
strength of evidence

Myocarditis and pericarditis have been reported followi Mation with mMRNA
COVID-19 vaccines, mainly in males under the age rs within 14 days after a
second dose. However, cases have also been rep Ider males, in females,
and following other doses. There are limited dam risk of myocarditis following
third and subsequent booster doses. However isk after the third dose seems to
be lower than following the second dose. 72

The observed risk is highest in males 12¢to 17 years of age. While some cases
required intensive care support, avail ta from short-term follow-up suggest that
symptoms resolve in most individualg Mith conservative management. Information is

not yet available about potential erm sequelae. 726,129

The risk of myocarditis is gre ARS-CoV-2 infection than after

COVID-19 vaccination and rémains modest after sequential doses including a
booster dose of Pfizer Bi ch mRNA vaccine. An increased risk of myocarditis is

observed at 1-7 days .08, 95% Cl 15.34, 28.96), 8-14 days (IRR 11.29,
95% Cl1 7.70, 16.57), 15-21 days (IRR 5.36, 95% CI 3.24, 8.89) and 21-28 days

(IRR 3.08, 95% , 5.75) following a positive test. 730

Myocarditis anarditis events have also been detected in clinical studies and
post-authorizatign surveillance of Novavax COVID-19 vaccine, which is
manuf%gd using a protein/adjuvant platform and a different adjuvant system than
the CgV2 préS dTM vaccine. 137

Consi g limited safety data, the available evidence is not yet fully sufficient to rule

Characterization of the risk

R

&
N
&>

@‘?’

ocarditis and pericarditis as a safety concern. Thus, it is added as an important
@ntial risk.

No case of myocarditis and pericarditis has been observed in ongoing clinical studies
with CoV2 preS dTM (B.1.351) vaccine. However, based on potential risk from other
COVID-19 vaccines, participants of ongoing clinical studies with CoV2 preS dTM
(B.1.351) vaccine are advised to seek immediate medical attention and notify study
site staff if symptoms compatible with myocarditis and pericarditis occur following
vaccination. Participants with events of myocarditis and pericarditis will be
discontinued from further vaccination and followed for subsequent visits as per the
protocol for safety, immunogenicity, and efficacy endpoints.

No postmarketing data are yet available with CoV2 preS dTM (B.1.351) vaccine.
The most important published cohort studies to date demonstrate that myocarditis is
a very rare side effect after COVID-19 mRNA vaccination, with an incidence of
approximately 1-4 cases per 100 000 vaccinated persons. 132

The risk of myocarditis is greater after SARS-CoV-2 infection than after COVID-19
vaccination and remains modest after sequential doses including a booster dose of
Pfizer BioNTech mRNA vaccine. An increased risk of myocarditis is observed at

1-7 days (IRR 21.08, 95% CI 15.34, 28.96), 8-14 days (IRR 11.29, 95% Cl 7.70,
16.57), 15-21 days (IRR 5.36, 95% Cl 3.24, 8.89) and 21-28 days (IRR 3.08,

95% Cl 1.65, 5.75) following a positive test. 730
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Important potential risk | Myocarditis and Pericarditis

The observed risk is highest in males 12 to 17 years of age. While some cases
required intensive care support, available data from short-term follow-up iuggest that

symptoms resolve in most individuals with conservative management. Inf tion is
not yet available about potential long-term sequelae. 128,729 @

Myocarditis and pericarditis events have also been detected in clini es and
post-authorization surveillance of the Novavax COVID-19 vacc'me@h is
manufactured using a protein/adjuvant platform and a diﬁeren@q t system than

the CoV2 preS dTM vaccine. 37
In the placebo-controlled safety dataset of Novavax COVIaccine (participants

12 years of age and older) with 30 058 subjects receivifig agtive vaccine and

19 892 subjects receiving placebo, two cases of m&' is were reported following
exposure to Novavax COVID-19 vaccine and one as reported following
exposure to placebo. In the post-crossover pha%udies, three cases of
myocarditis were reported. The Sponsor ass% e causality as not related for the
five cases occurring after exposure to COVID accine with all cases attributed to
alternative etiologies, including reasonﬁi{nfectious and/or non-infectious causes.
There were no cases of myocarditis icarditis assessed as related by the
Sponsor. @

Risk factors and risk groups | Adolescent and young adult mal%wing the second dose of vaccine may be at
higher risk. 736,739

v

Preventability As the mechanism is ot@mderstood, preventative measures cannot be defined
at this time.

Impact on the benefit-risk Balanced with th of death and illness seen with COVID-19 itself, the vaccine

balance of the product has a favorable si nefit balance.

Public health impact Myocarditis eﬂu)encarmns are events which may be serious or non-serious and are
generaw/but may be potentially life-threatening. Most vaccine-associated
myocafditiS*€vents have been mild and self-limiting. 130 Balanced with the risk of
de llness (including myocarditis) seen with COVID-19 itself, the impact on the

4, risk-bahefit balance of the vaccine is considered as minimal. 732
MedDRA Term 1 High Level Term Noninfectious myocarditis, HLT Noninfectious pericarditis.
Cl: Confidence Interval; CoV2 preéS : CoV-2 prefusion Spike delta TM; COVID-19: Coronavirus Disease-2019; HLT: High Level

Term; IRR: Incidence Rate Rﬁ DRA: Medical Dictionary for Regulatory Activities; mMRNA: Messenger Ribonucleic Acid;
SARS-CoV-2: Severe Acu iratory Syndrome Coronavirus 2; Th: T-helper.

SVII.3.2 Presaﬁgtion of the missing information

. @Ge 33 - Missing information: Use in pregnancy and while breast-feeding
«

Missng%ormation Use in preghancy and while breast-feeding
Videnee source(s) and strength | Pregnant or breast-feeding women are excluded from Clinical Studies (phase /11l

0 @7 ence and phase Ill). A pregnancy test is systematically being performed in these
@ women before each study vaccine administration and the vaccine or placebo dose
is not injected in case of a positive pregnancy test.
M Use of CoV2 preS dTM-AS03 (B.1.351) in pregnancy and while breast-feeding is
considered as missing information until sufficient evidence is available.

Safety data with other vaccine manufactured with the same platform and safety
data with other AS03 adjuvanted vaccines administered during pregnancy have
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Missing Information Use in pregnancy and while breast-feeding
shown no evidence of an increased risk of adverse outcomes in the mother or

child. 47

A DART study has been conducted in rabbits. Results do not indicate @gdings
that could raise suspicion of a safety concern in human. There wer
vaccine-related effects on mating performance or fertility in fema %s, oron
embryo-fetal (including teratogenicity) and early post-natal dev ent of the

offspring. \
From ongoing Clinical Studies (VAT00002 and VAT00008 & due to exclusion
criteria, only limited number of pregnancy exposures @ ported. No safety

concern was identified.

Anticipated risk/consequence of | Itis not yet known whether CoV2 preS dTM-AS
the missing information harm when administered to a pregnant woman
occur when administered in breast-feedin

Pregnant women are part of the clinical ment plan (VAT00006 safety and
immunogenicity Clinical Study in pregnant women during pregnancy and safety in
post-partum including breast-feedi riod, if applicable).

In general, it is recognized that t cipated risk and consequence of
vaccination in pregnant and -feeding women is low and only considered for
some live attenuated vaccimes:
Preliminary findings in pregaant persons who received mRNA COVID-19 vaccines
did not show obvigus @ y signals. However, more longitudinal follow-up,
including follow-up ge numbers of women vaccinated earlier in pregnancy, is
necessary to @maternal, pregnancy, and infant outcomes. 742743

al

J*351) could cause any fetal
ny detrimental effects could

COVID-19: Coronavirus Disease-2019; DART: Developm d Reproductive Toxicity; mRNA: Messenger Ribonucleic Acid.

Table 34 - Missing in%mg: Use in immunocompromised subjects

Missing Information Use in Immunocompromised subjects

-

Evidence source(s) and strengE Thewsafety profile of CoV2 preS dTM-AS03 (B.1.351) in immunocompromised

of evidence lents is not yet known as these populations have been excluded from some
phase II/lll Clinical Studies.

O This population is included in phase Ill Clinical Study allowing the participation of
{ individuals with a range of medical conditions including immunocompromised

state.
Q In the phase II/Ill study (VAT00002) and in the phase Il study (VAT00008),
\ participants with a controlled HIV infection could be included.
Anticipated ri@sequence of | The immunogenicity of the vaccine may be reduced in patients with
the mis§i infermation immunocompromised conditions. This is not a safety risk per se outside of a
PN potential decrease of efficacy in case of severe impairment of immune function.

Co\2 p\ksyﬂllz CoV-2 prefusion Spike delta TM; HIV: Human Immunodeficiency Virus.
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Table 35 - Missing information: Use in frail subjects with unstable health conditions and
co-morbidities (eg, chronic obstructive pulmonary disease [COPD], diabetes, chronic neurological
disease, cardiovascular disorders)

Missing Information Use in frail subjects with unstable health conditions ab
co-morbidities (eg, chronic obstructive pulmonary e
[COPD], diabetes, chronic neurological dlsease

cardiovascular disorders) .

Evidence source(s) and strength | The safety profile of CoV2 preS dTM-AS03 (B.1.351) in fra,g1 {s is not yet
of evidence known even though elderly population and individuals orbidities 134 or
high-risk conditions were represented in Clinical Studie

Individuals with co-morbidities 734 or high risk conditions*are considered to be
associated with an increased risk of severe CO cancer, chronic kidney
disease, COPD, obesity (body mass index of 3 hlgher ), heart conditions such
as heart failure, coronary artery disease o yopath|es sickle cell disease,
thalassemia, type 1 or type 2 diabetes m@moderate -to-severe asthma,
cerebrovascular disease, cystic fibro ypertension/high blood pressure,
neurologic conditions, hepatic dlsea§ulmonary fibrosis and smoking). In
addition, individuals with mmuno@ mised state from solid organ transplant,
immunocompromised state fr causes (blood or bone marrow transplant,
immune deficiencies, HIV, us%‘\icosteroids, or use of immunosuppressors)
are planned to be enrolled’l [l Clinical Study (VAT00008). From
VAT00008 and VATO 10 safety concern for the study vaccine was identified
when comparing the safety profile in participants with high-risk medical condition
(as defined in the stUtly, protocol) with participants without high-risk medical
condition grou

Individuals gitmtable acute or chronic illness are part of the exclusion criteria

in the CliniCal Studies.

Anticipated risk/consequence of Th cine‘has been studied in participants with stable chronic diseases (eg,
the missing information h hepatic impairment and patients with cardiovascular impairment),
it has not been studied in frail participants with severe co-morbidities that
bcompromme immune function due to the condition or treatment of the
dition. This is not a safety risk per se outside of a potential decrease of efficacy
case of severe impairment of immune function.

COPD: Chronic Obstructive Pul @ Disease; CoV2 preS dTM: CoV-2 prefusion Spike delta TM; COVID-19: Coronavirus
Disease-2019; HIV: Human Imgmung@eficiency Virus.

TableQJse in subjects with autoimmune or inflammatory disorders
«

Missing Info )&on Use in subjects with autoimmune or inflammatory disorders

Evidence s and strength | The safety profile of CoV2 preS dTM-AS03 (B.1.351) in subjects with autoimmune

of ewdmcﬁ or inflammatory disorders is not fully known even if individuals with autoimmune or
immune-inflammatory diseases could be included in Clinical Studies: Participants

. with stable clinical conditions under non-immunomodulator treatment (eg,
\ autoimmune thyroiditis, autoimmune inflammatory rheumatic disease such as
rheumatoid arthritis) could be enrolled in phase II/Ill (VAT00002) and
@ phase Il (VAT00008) at the discretion of the investigator.
Individual with auto-immune or immune-inflammatory disease are part of the
M target population.
Anticipated risk/consequence of | Individuals with autoimmune or inflammatory disorders may experience a different
the missing information outcome than achieved in healthy individuals administered vaccines.

CoV2 preS dTM: CoV-2 prefusion Spike delta TM.
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Table 37 - Missing information: Interactions with other vaccines

Missing Information

Interactions with other vaccines

Evidence source(s) and strength
of evidence

Receipt of any vaccine in the 30 days preceding the first study vaccinatien, except
for influenza vaccination, is part of the exclusion criteria in the Clinical

From phase II/lll and phase Il Clinical Studies (VAT00002 and VA 3),
influenza vaccination could be received at any time in relation t intervention
and influenza vaccination is part of concomitant medicationd’ collected.

Vaccination with CoV2 preS dTM-AS03 (B.1.351) together'gr: ose temporal
connection with other vaccines is likely to occur later in mt arketing setting.

Anticipated risk/consequence of
the missing information

Itis not yet known if CoV2 preS dTM-AS03 (B.1 .wts with other vaccines
with regards to safety or immunogenicity. ‘

CoV2 preS dTM: CoV-2 prefusion Spike delta TM.

-~

Table 38 - Missing information: Long-terf/safety
vy 4

Missing Information

Long-term safety ,,\

Evidence source(s) and strength
of evidence

Despite extensive experience wi Wmanufacturing platform and AS03 adjuvant,
there is limited long-term saf available with CoV2 preS dTM-AS03

(B.1.351). Q
Vaccines targeting S V-2 are a new class of vaccines, with first vaccines
authorized in 2028an 1.

Anticipated risk/consequence of
the missing information

The long-term safetyhta of CoV2 preS dTM-AS03 (B.1.351) is limited, however
safety foIIow-L@ngoing in the phase II/lll (with supportive data from phase I/11)
and phase Clinical Studies.

Based on cugrently available information, there is no evidence of any potential
risk%’th late onset after vaccination.

CoV2 preS dTM: CoV-2 prefusion Spike delta@ﬂ?S-CoV-Z: Severe Acute Respiratory Syndrome Coronavirus 2.
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RISK MANAGEMENT PLAN - PART Il MODULE SVIII: SUMMARY OF THE SAFETY
CONCERNS

Summary of the safety concerns @b

Important identified risk None 05
Vaccine-Associated Enhanced Disease (VAED) mcludm@me -Associated
Important potential risks Enhanced Respiratory Disease (VAERD
Myocarditis and Pericarditis U

Use in pregnancy and while breast-feeding *

Use in immunocompromised subjects \\

Use in frail subjects with unstable healt@ns and co-morbidities (eg,
o ) chronic obstructive pulmonary disease | |, diabetes, chronic neurological
Missing information disease, cardiovascular dlsorders

Use in subjects with autoimmu ﬂammatory disorders

Interactions with other vaccife

Long-term safety (\v 4

COPD: Chronic Obstructive Pulmonary Disease; VAED: Vaccine-A@ Enhanced Disease; VAERD: Vaccine-Associated
Enhanced Respiratory Disease.

QSD-010763 - Risk Management Plan (RMP) Template V8.0



RISK MANAGEMENT PLAN - Part 11l FINAL DLP of this part: 08-NOV-2022
549-CoV2 preS dTM-AS03 Version 1.0

RISK MANAGEMENT PLAN - PART Illl: PHARMACOVIGILANCE PLAN (INCLUDING
POST-AUTHORIZATION SAFETY STUDIES)

.1 ROUTINE PHARMACOVIGILANCE ACTIVITIES @

The safety profile of CoV2 preS dTM-AS03 (B.1.351) will be further charact @n real clinical
conditions of use through postmarketing safety surveillance, encompassing afalysis of
spontaneous reporting of ADRSs in periodic safety reports (PSRs), product@nlcal complaints

(PTCs) relating to AEs, and signal detection.
Routine pharmacovigilance activities: Standard pharmacovigila esses in place will be

n
followed. Due to special circumstances of COVID-19 pandemic a%ording to
“([Consideration on core requirements for RMPs of COVID-19m; esv3.l
{dated 01 September 2022}])”, 14 routine pharmacovigilance actities are enhanced through
different means. i

The applicant maintains systems and standard practices @Jtine pharmacovigilance activities to

collect reports of suspected adverse reactions (includi ntaneous reports, reports from
Clinical Studies, reports of pregnancy/lactation exp. sfoverdoses and medication errors);
prepares reports for regulatory authorities (eg, ingtwidual case safety reports [ICSRs], PBRER,
etc,), and maintains continuous reporting of th profile of approved products (including

signal detection, issue evaluation, updating of labéling, and liaison with regulatory authorities).
The marketing authorization holder (MAH intains a pharmacovigilance system master file
which contains further details of these SQ@S and standard practices.

P

Individual Case Safety Report (I ) Processing: Individual case safety reports will be
submitted in accordance to GVP VI, GVP Product or Population Specific
Considerations I: Vaccines for p axis against infectious diseases, and the detailed guidance

on ICSRs in the context of Cz 9 (EMA 2020c). 144

Adverse Event of SpeciaQ est:

Adverse Event of Special Interest from Brighton Collaboration (SPEAC), 106 ACCESS, 107

US CDC, 08 US Gui Janige for Adjuvanted vaccines (preliminary list of AESI for VAERS
surveillance, WHO and%DA Guidance’s) 109.710,745 and also safety data from other manufacturers

including from D-19 vaccine platforms 777,172,113,114,146,147 have been considered and selected
as appropri

at
The ongo %ical trial program (from phase | to phase I11) includes safety assessment with
collectiog of, AESIs, defined as AEs, serious or nonserious, that needed to be monitored,
doc a( , and managed in a pre-specified manner.

N fic safety concerns have been identified from the clinical trial program including AESIs.

ostmarketing surveillance, the list of AESIs has been adapted from ACCESS project list 707
vailable in [Annex 7.2], Brighton Collaboration (SPEAC), 06 US CDC, 08 US Guidance for
djuvanted vaccines (preliminary list of AESI for VAERS surveillance, WHO and FDA
Guidance’s) 109,710,745 safety data from COVID-19 vaccine Clinical Studies and also safety data
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from other manufacturers including from COVID-19 vaccine platforms 777,112,113,114,146,147 and
selected as appropriate. Observed-to-Expected (O/E) analysis will be conducted as feasible. 48

These AESIs are taken in consideration for routine and additional pharmacovigilanceactivities as
appropriate. The list is considered dynamic and may be incremented following the ev g safety
profile of the vaccine. @

In addition to the Sponsor, an external data and safety monitoring board (DSMBj4Syresponsible
for monitoring the safety of participants enrolled in the phase 111 Clinical Stu{ AT00008).

Follow-up (including Targeted Follow-up Questionnaires): Individua @ Safety Reports are
followed-up to obtain the necessary information for a complete descriptioref the AE and an
adequate assessment following Standard Operational Procedures. PI3 follow-up attempts to
document ICSRs involving COVID-19 vaccine will follow a risk-ka
given to serious unlisted and AESIs cases: for non-valid cases, empts will be made for
serious unlisted cases, and one attempt for the others. For valid cas€s, two attempts will be made
for serious unlisted and serious cases with a specific follow-dp questionnaire, one attempt will be
made for serious listed cases, non-serious unlisted cases a@ n-serious listed cases with a
specific follow-up questionnaire or considered as medi errors with no AE, and no attempt
will be made for non-serious listed cases unless neit nt age or age group was collected or
if case batch number is missing (in these situations,“epe‘attempt will be made). Targeted
Follow-up Questionnaires will be used to doc OVID-19 Like illness (in the context of
vaccination failure/lack of efficacy including &rence of VAED and VAERD) and to document

Myocarditis and Pericarditis. [Annex 4]
For AESIs, additional request for inform{'@o the standard follow-up may be conducted on a

case-by-case basis.

“Vaccine Associated Enhanced Di MVAED) including Vaccine Associated Enhanced
Respiratory Disease (VAERD)”, 'st.&ﬁeoretical (hypothetical) safety concern for

CoV2 preS dTM-AS03 base ayailable evidence in naive vaccinees 720, A targeted follow-up
questionnaire of COVID-19 IlIness will be implemented for postmarketing surveillance in
the context of vaccinationgfa0re/lack of efficacy including VAED and VAERD.

“Myocarditis and Perica@tls”, is a theoretical safety concern for CoV2 preS dTM-AS03 based on

available evidence iranal studies with other COVID-19 vaccines. It is thus recommended to

be included as importaff&potential risk as Myocarditis and pericarditis event were discovered only

in the Widespre%e of other COVID-19 vaccines. A targeted follow-up questionnaire of
icarditis will be implemented for postmarketing surveillance.

Myocarditis §
L 4
Periodic@g of aggregated safety data: According to “([Consideration on core requirements
for R COVID-19 vaccines v3.1 {dated 01 September 2022}])” 794 and in addition to
routi RERs/PSURSs, the applicant aims to submit Summary Safety Reports containing a
revi interval safety information during the reporting period, as well as cumulative data.

@mmary Safety Reports will include:
e Exposure data stratified by regions, age groups, gender, by dose number (when

applicable). Exposure data based on administered doses rather than distributed doses will
be used whenever possible (eg, ECDC Vaccine Tracker). 104,145,149
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e Details of the MAH’s search strategy, case definitions etc. for all provided reviews and
methodology for O/E analyses including source of background rates, risk windows, etc.

e Data in Summary Tabulations
- Reports per EU country. b
- Interval and cumulative number of reports stratified by report type ( ly
confirmed or not) and by seriousness (including fatal reports separ
- Interval and cumulative number of reports per high level term stem organ class.
- Inter\I/aI and (cumulative number o)f reports, overall and by ps and in special
populations (eg, pregnant women). &

e Summaries of reported cases of selected AESI considered :@ant for periodic review
with the Summary safety report submission and RMP S oncerns: report numbers and
relevant cases, including O/E analyses as applicable. Obseeved-to-Expected analyses will
be performed cumulatively using appropriate backgraund rates (eg, European background
rates provided by ACCESS available from and 7% ackground rates), 7,752 an
appropriate risk window and when appropriate, be stratified by age groups, or
presented per region (eg, if background rates %nd complemented with a sensitivity
analysis. If an increased O/E ratio is detecte urther evaluation of the concern should
be presented.

e Fatal reports if any unusual pattern is ob§rved during initial postmarketing use.

e Data on medication errors should luded only if a pattern of errors leading to harm is
identified and/or risk minimizati®g attivities are considered warranted (eg, changes to
the Product Information; DHEP); otherwise, this data should be included with the
(six monthly) PSURs;

e Ongoing and closed sigpal$yn the interval including a summary of their evaluation.
Reviews of signals i d during the period or of safety topics identified by EMA and
requested to be ad in the summary safety report.

e Changesto refe( afety information and actions taken in the interval for safety

reasons. Q
e Risk/Benefit considerations.

The submissioerummary safety reports complements the submission of 6-monthly

PBRERS/P iven the current COVID-19 vaccination patterns, the initiation of summary
safety rep bmission requirement for new vaccines should only be triggered by the start of
mass va&on using the product in any EU Member State. The need and periodicity of

cont Thg the submission of the summary safety reports will be initiated by the rapporteur and
re-e\%ted based on the available postmarketing evidence for each vaccine, and at the request of
th@AH as soon as the safety data enables a decision to be made.

%erature review:

Literature monitoring for CoV2 preS dTM-AS03 (B.1.351) will allow the identification of any
new potential, safety findings at least on a weekly basis (eg, class AEs or class effects,
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epidemiological published studies, publications with Clinical Study data suggesting significant
changes in incidences of AEs or severity of outcome, or non-clinical data that may correlate to
risk in humans).

Global pre-configured and validated product searches are performed on a regular basiinst
two international literature databases (Embase and Medline) within embase.com.

Literature monitoring for CoV2 preS dTM-ASO03 (B.1.351) includes an automat@vice a week
search for published and pre-publication/online first references in 2 commerci Na abase products
(Embase and Medline). Search criteria include any COVID-19 vaccine pro&irrespective of
manufacturer or vaccine technology, and a report of AE(s) without restri Yy seriousness or
severity. Patient demographics are unrestricted by age group, ethnicit regnancy status.
Level of evidence (eg, clinical trials, longitudinal observational dat reports/case series) is
likewise unrestricted. References retrieved by the above search stro@es are reviewed and
escalated based on reporting of either new safety observations aspects of known risks that
require further assessment. As knowledge of the SARS-CoV-2 virds, COVID-19, and vaccines
evolves, it is expected that the above search strategies will likewise evolve. Monitoring of other
sources including non-clinical studies, quality or manufactufing reports is performed through
periodic reviews part of signal detection processes in

Signal detection and investigations Q

Given the specific requirements of COVID-lN@es and the need to early identify any
potential safety issues, routine signal detection activities are supplemented as described below:

Data sources used for signal detection, t@ frequency of reviews are listed in the following
table:

Table 39 - Data Sourc;&;ignal detection and frequency of monitoring

restricted to vaccines cases cessing.

Weekly qualitative review of ICSRs (Other AESIs, serious unexpected events as per
k CCDS, cases reported in special populations including pregnancy, special use such as
medication errors).

Q Weekly inter-product disproportionality analyses

Data source wcy and Type of monitoring
Company Global Safety Database & medical review of fatal/life-threatening/pre-selected “key” AESIs during case

\ Monthly temporal intra-product analysis: review of aggregate data with proportional
@ reporting ratio to raise any alert in case of substantial increase of events received
Q during the reporting period versus reference previous period and cumulative period.
’\ Monthly Time to onset analysis
. (J Monthly O/E analysis on pre-selected AESIs
\ At least every 4 months aggregate manufacturing lot review

Lj Qcovering Embase and At least weekly screening of global and local literature;
V\@e) e Twice a week screening of Global Literature
% o Weekly screening of Local Literature
o Medical assessment of non-ICSR scientific literature publications with new relevant
safety information
CMDh/EMA websites Weekly screening of CMDh conclusions from PSUSAs (CMDh)

QSD-010763 - Risk Management Plan (RMP) Template V8.0



RISK MANAGEMENT PLAN - Part IlI FINAL DLP of this part: 08-NOV-2022

549-CoV2 preS dTM-AS03 Version 1.0
Data source Frequency and Type of monitoring
Monthly screening of PRAC conclusions regarding the product and similar products.
Eudravigilance Bi-weekly (ie, every 2 weeks) screening of new fatal event or new DME {as per EMA
DME list). 6
Bi-weekly disproportionality analyses on cumulative data. 2
VAERS Eo\;veekly disproportionality analyses on last data released av;ul data mining

Adhoc qualitative and quantitative reviews in VAERS in Case otent|al safety signal.

vaccines cases

WHO VigiBase restricted to Quarterly disproportionality analyses on last data rWﬂable in data mining tool.
AESI: Adverse Event of Special Interest; CCDS: Company Core Data Sheet; CMDh: Co-ordination&’ﬂ Mutual recognition and

Decentralised procedures - Human; DME: Designated Medical Event; EMA: European Medicines Agency; ICSR: Individual Case Safety
Report; O/E: Observed-to-Expected; PRAC: Pharmacovigilance Risk Assessment Committee; : Periodic Safety Update Report Single
Assessment; VAERS: Vaccine Adverse Event Reporting System; WHO: World Health Orga

The selected frequency for quantitative review has been detefmined to permit an optimal amount
of data to be able to have significant scores (considering th®)"Stability” of quantitative scores) and
increase the performance of signal detection activities lement to the already strengthened
qualitative review.

This signal detection strategy is based on the curr Q& profile of the vaccine and might evolve
over time as postmarketing safety data is accu u@i

Competent authorities will be informed as prhicable standards and regulation. Any new
information that may affect the benefit-risk{palance of the product will be communicated
promptly to the competent authorities o@member states in which the product is authorized and
to the Agency via email (P-PVemergi{gl- ety-issue@ema.europa.eu).

Traceability (J

The EU-SmPC includes inst s for HCPs to record the name and the batch number of the
administered product (secti é ) and to report any suspected adverse reactions (section 4.8).

In EU, the vaccine cart (containing antigen and adjuvant boxes) includes a 2D matrix
barcode which has th d name, batch/lot number, Global Trade Item Number (GTIN) product
code, serial number xpiry date, should there be capability at a vaccination site to utilize this
as an informatioPN%Jkrce. Further, the Applicant will make available vaccination cards on website
(accessible wit response [QR] code) for printing and printed vaccination cards will be

provided in mber States where required. The vaccination cards contain the following
elements:’\
o * Pripted vaccine brand name and manufacturer name.

aceholder space for name of vaccinee.
@ Placeholder space for date of vaccination, and associated batch/lot number.
%. For EEA countries, reference to the National Reporting System for AE reporting.

e Quick Response code and Uniform Resource Locator (https://vidprevtyn-beta.info.sanofi )
for additional information on product use.
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In EU, in addition to the vaccination cards, 2 stickers per dose, containing printed vaccine brand
name, dosage, lot information, and a 2D matrix barcode will be made available to support
documentation of the lot information on both the vaccination cards for vaccinees and in the
vaccinee medical records. It is acknowledged that some countries may require utilizatjon, of
nationally-mandated vaccination cards or electronic systems to document the lot n

therefore, the available vaccination cards and stickers with printed lot informatio not be
utilized in all countries. The use will depend on national requirements and/or n@l competent
authority guidance. The sticker sheets with printed lot information will be pr% inside the
vaccine box from initial launch.

.2 ADDITIONAL PHARMACOVIGILANCE ACTIVITIES &

Additional pharmacovigilance activities mentioned below are a% ant for
CoV2 preS dTM-AS03 (B.1.351) vaccine formulation:

Table 40 - Additional pharmacovigilance activitéategory 1 to 3) summary
V']

VAT00002 Supplemental Cohort 2 Clinical Study (CQ

Study short name and title:
VVAT00002 Phase Il Supplemental Cohort 2 Clinical Study: ied double blind, multi-armed study to assess the
immunogenicity and safety of a booster dose of B.1.351 V-2 adjuvanted recombinant protein vaccines in adults

18 years of age and older.

Rationale and study objectives:

The purpose of this Phase Il Supplemental Coh al Study is:

o To assess the safety profile of all participants ineach study intervention group.

¢ To demonstrate that a booster dose of M@povalent (B.1.351) vaccine given to adults previously vaccinated with the
Pfizer/BioNTech mRNA COVID-19 vaﬁrz duces an immune response that is non-inferior to the response induced
by a two-dose priming series with valent (D614) vaccine, and superior to that observed immediately before
booster.

Study design:

Open-label Supplemental C , multistage, multicenter, multi-country study.

Size: {

707 participants in Co onovalent B.1.351 Booster arm.

Stud oulationk

Adults 18 year;‘ fage and older
Milesto s?

Final CPR:N_ -Dec-2023

L J
\W - Open Label Extension (Cat. 3)

S hort name and title:
§ 00008 Phase Il Clinical Study: Open-label extension to assess immunogenicity, safety, efficacy of a monovalent

.1.351) booster dose of SARS-CoV2 adjuvanted recombinant protein vaccine for prevention against COVID-19 in
adults 18 years of age and older.

Rationale and study objectives:

The purpose of this study is to assess the safety of a monovalent booster dose (B.1.351) of SARS-CoV-2 adjuvanted
recombinant protein vaccine in adults 18 years of age and older.
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Secondary safety objectives:

o To describe the frequency and spectrum of disease in episodes of symptomatic COVID-19 in SARS-CoV-2 non-naive
adults after the booster vaccination.

e To assess the safety of the CoV2 preS dTM-AS03 vaccine after booster vaccination. A

. N~ 4
Study design: @
Multistage, multi-center, multi-country, unblinded, Monovalent Booster study. %

L 4
Open-label extension (crossover/booster). {

Size
All participants who are eligible and consent to the booster extension are offered a Monovale 351 booster dose
and followed for 12 months after receipt of booster.

The size of the exposed population will depend on the use of the CoV2 preS dTM-ASO8Y(B.1%851) vaccine during the
study period. The follow-up will be for 12 months after receipt of a booster dose and t ated number of participants
is between 3800 and 4200.

Study populations: ”b
Adults 18 years of age and older (

Milestones: @‘

Final CSR: 30-Sep-2024
. )
VATO00007 - Post-Authorization Safety Study (Ca@

Study short name and title: NS
VAT00007 Post-Authorization Safety Study: Observationa using secondary database.

Rationale and study objectives: Q
This PASS will assess the occurrence of pre—spe& Sls and safety concerns following administration of VidPrevtyn

Beta as a booster dose in a real-world setting.

Primary objective:
To determine whether there is an increaséaﬁf AESIs and safety concerns following vaccination with VidPrevtyn Beta

as a booster dose.
Secondary objective:
To assess whether there is an ing

d risk of AESIs and safety concerns following vaccination with VidPrevtyn Beta as
a booster dose stratified by ¢ eristics including age, sex, comorbidities, previous SARS-CoV-2 vaccination or
infections, concomitant vacging , concomitant medications, immunocompromised status, autoimmune or
inflammatory disorder statds, frailty (with unstable conditions or co-morbidities), if feasible.

Exploratory objective: Q
To describe the sv@y profite of VidPrevtyn Beta in pregnant or breast-feeding women, if feasible.

Study design: /g\
Multi-countr ective cohort study using existing European Secondary Health Data Sources (health insurance
database][s)).

claims an
The se@atabases are the Danish Registries, Denmark, the Systeme National de Donnees de Sante, France; the
ércx ionale di Sanita’ della Toscana database, ltaly; the Societa Italiane di Medicina Generale Health Search
D , Italy; the Clinical Practice Research Datalink, UK.
k assessment stage will be based on a SCRI design. Self-controlled risk interval will compare specific AESI
§ ence rate during an immediate post-vaccination period - the risk window - to AESI incidence rate from a subsequent

control window, to generate an incident rate ratio.
Size:
The size of the exposed population will depend on the use of the VidPrevtyn Beta during the study period.
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Study populations:

The study population will comprise all individuals registered in the selected European health care data sources during
the study period from the first date of VidPrevtyn Beta administration in the real-world setting. A feasibility assessment
will first be conducted to ensure there is sufficient exposure to VidPrevtyn Beta in the healthcare databases. b

Milestones: @
Protocol submission: 30-Nov-2022
Final study report: 31-Dec-2025 ‘N

- f hZ
VATO00006 - Clinical Study (Cat. 3) ’\\
Study short name and title: U

VVAT00006 Phase Ill Clinical Study: To assess immunogenicity and safety of a monoval ooster dose (B.1.351) of
SARS-CoV-2 adjuvanted recombinant protein vaccine in healthy pregnant women aged 5 years.

Rationale and study objectives:

o To describe the safety profile of all healthy pregnant participants aged 18 to %rs.
¢ To assess immunogenicity 21 days following booster dose of SARS-Co\(ec binant protein (B.1.351) vaccine

with AS03 adjuvant vaccine in pregnant participants.
Exploratory objective:
To describe the safety of a monovalent booster dose (B.1.351) of S 0V-2 adjuvanted recombinant protein vaccine
for study participants and their infants in the period following deli uring the breast-feeding period.

Study design: -
Randomized, modified double-blind, crossover, muIti-cem\Q.

300 participants

Study populations: Q'
Healthy pregnant female in their 2n or 3 {rimester and aged 18 to 35 years.

Milestones: (
Protocol submission: 30-Nov-2022

Final CSR: 31-Mar-2025 0

VAT00012 - Post-Authaogization Safety Study(Cat. 3)

Study short name and titleQJ

VVAT00012 Post-Authori afety Study: COVID-19 Vaccines International Pregnancy Exposure Registry (C-VIPER)
Rationale and study obje

es:
COVID-19 vacci \w be used in pregnant populations. Scientific evidence regarding their safety for pregnant women
and the developi us is lacking.

The obje‘ctiu@C-VlPER is to evaluate the occurrence of obstetric, neonatal, and infant outcomes among women
vaccinatﬁ ing pregnancy with VidPrevtyn Beta. Specifically, the C-VIPER will estimate the risk of common obstetric

outco natal outcomes, and infant outcomes among pregnant women exposed to VidPrevtyn Beta from 30 days
phi \ irst day of the LMP to end of pregnancy and their offspring from birth and up to the first 12 months of life
r a matched reference group who received no COVID-19 vaccines during pregnancy.

< %@i design:
\} ernational, non-interventional, postmarketing cohort study designed to collect prospective safety data among women

vaccinated with VidPrevtyn Betaduring pregnancy or within 30 days prior to the first day of the LMP.
Size:

At least 200 pregnancies exposed to each branded COVID-19 vaccine during the first trimester and 300 exposed
thereafter during pregnancy are projected. For each exposed pregnancy, 2 unexposed pregnancies enrolled in the
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“Pregistry International Pregnancy Exposure Registry (PIPER)” will be matched by country and gestational age at
enrollment (£2 weeks).

Study populations:
The source population will comprise women vaccinated with VidPrevtyn Beta at any time during pregnancy w@a aged

18 years of age or older and their offspring.

The data are collected using a web data collection system. The list countries of potential interest will be @on
distribution and policy position of VidPrevtyn Beta in Europe and outside Europe. .

The study period will be defined as from the first date of VidPrevtyn Beta administration in the re }Nsetting through
48 months thereafter (3 years following the start of vaccination plus 12 months of infant follow- ).

Milestones: U

Protocol submission: 30-Jul-2022 (Refer to [Annex 3]) Q

Final study report planned for submission within 12 months after study completion (St ails can be accessed at the
EU PAS register of ENCePP EUPAS39096).

Final study report: 16-May-2028 @ @

VBAOO0003 Post-Licensure Effectiveness Study (Cat. 3) (

Study short name and title: @\
VBAO00003 Post-Licensure Effectiveness Study: COVID-19 Vaccine eness study (Effectiveness is not a safety
concern). A
- -
54

Rationale and study objectives:

As part of its European regulatory obligations, benefit of 'd@n Beta will be monitored in real-life setting using the
COVIDRIVE platform and partnership (https://covidrive.em 1

Master protocol coprimary objectives:

To estimate CVE of VidPrevtyn Beta against hospitalization due to laboratory-confirmed SARS-CoV-2 in SARI patients
who previously completed a primary series with COVID-19 vaccine and have received at least one additional dose of
VidPrevtyn Beta as last dose, compared tounvaccinated patients or patients who previously completed at least a
primary series with any COVID-19 vaccin id not receive the last additional dose of interest.

Study design: \J
A multi-country prospective hospital- case-control study with test-negative controls (test-negative case-control
study).

Study populations:
Individuals presenting at tH&yparticipating hospitals who are hospitalized and meet the SARI case definition and who
meet the inclusion crit igible according to national/regional immunization program, informed consent).

Milestones: X

Final protocol versi ared with the EMA in EU-RMP version 0.2 [Annex 3]

Final study r -Mar-2025
a Enrolﬂ’@d of pregnant women exposed to CoV2 preS dTM-AS03 and date of final study report, may vary depending on
vacgj ilability, policy positions on CoV2 preS dTM-AS03 vaccines in pregnancy and other external factors.

AESI; ﬁﬂe Event of Special Interest; CoV2 preS dTM: CoV2 prefusion Spike delta TM; COVID-19: Coronavirus Disease-2019;
CSR; Clinical Study Report; CVE: COVID Vaccine Effectiveness; C-VIPER: COVID-19 Vaccines International Pregnancy Exposure
@ ¥; EHR: Electronic Health Record; EMA: European Medicines Agency; EU: European Union; LMP: Last Menstrual Period;
YA: Messenger Ribonucleic Acid; PAS: Post-Authorization Study; PASS: Post-Authorization Safety Study; SARI: Severe Acute
piratory Infection; SARS-CoV-2: Severe Acute Respiratory Syndrome Coronavirus 2; SCRI: Self-Controlled Risk Interval; UK:

‘N\BS
%United Kingdom.
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SUMMARY TABLE OF ADDITIONAL PHARMACOVIGILANCE ACTIVITIES

Additional pharmacovigilance activities mentioned below are all relevant for Monovalent B.1.351

Booster vaccine formulation:

O

Table 41 - Ongoing and planned additional pharmacovigilance acti\g;i@

Study status Summary of

objectives

Safety concerns
addressed

. *
Mllestones(\ e dates

Category 1 - Imposed mandatory additional pharmacovigilance activities which are con; of the marketing

authorization

Not applicable

Category 2 - Imposed mandatory additional pharmacovigilance activities whiu\?
context of a conditional marketing authorization or a marketing authorizatm e

N
A
Specific Obligations in the

r exceptional circumstances

Not applicable

A\~ 4

Category 3 - Required additional pharmacovigilance activities

VAT00002 The purpose of this
Supplemental Phase Il Supplemental
Cohort 2 Clinical Cohort 2 Clinical study is:
Study e To assess the safety
Ongoing profile of all participants

in each study
intervention group.

)
Vaccine- %d Final CSR 31-Dec-2023
Enhan se

(VAE@U ng

Vi e*Associated

ed Respiratory

&% (VAERD)

e To demonstrate that a
booster dose of Q.

Monovalent (B.1.351)
given to adults
previously vaccinated

with the Q
Pfizerﬁ' mRNA

covi accine

in immune
me that is
-inferior to the
sponse induced by a
0-dose priming series
\ with the Monovalent
/O (D614) vaccine, and
superior to that
. Q observed immediately
O before booster.
L 4
N

e

Myocarditis and
Pericarditis

Usein
immunocompromised
subjects

Use in frail subjects
with unstable health
conditions and
co-morbidities (eg,
chronic obstructive
pulmonary disease
[COPD], diabetes,
chronic neurological
disease,
cardiovascular
disorders)

Use in subjects with
autoimmune or
inflammatory disorders
Interaction with other
vaccines

Long-term safety

The purpose of this study is
to assess the safety of a
monovalent booster dose
(B.1.351) of SARS-CoV-2
adjuvanted recombinant

\iA00008 Open
Label Extension
Ongoing

Vaccine-Associated Final CSR 30-Sep-2024
Enhanced Disease

(VAED) including

Vaccine-Associated

Enhanced Respiratory

Disease (VAERD)
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Summary of Safety concerns
objectives addressed

Milestones Due dates

protein vaccine in adults ¢ Myocarditis and

18 years of age and older Pericarditis
Secondary safet ) iUerilI;ocompromised
objectives: subjects

e To describe the
frequency and spectrum
of disease in episodes
of symptomatic
COVID-19in
SARS-CoV-2 non-naive
adults after the booster

o Use in frail subjects
with unstable health
conditions and
co-morbidities (eg,
chronic obstructive
pulmonary disease
[COPD], diabetes,

ij
6’\\‘0
S

O

vaccination. chronic neurological
e To assess the safety of disease, @
the CoV2 preS dTM cardiovascular
AS03 (B.1.351) vaccine disorders)
after booster o Use in subje i
vaccination. autoimmu w
inflamma%orders
o |Inter with’other
vacgi
oo LONg-erm safety
VAT00007 To assess the occurrence . mcarditis and Protocol 30-Nov-2022
Post-Authorization,  of pre-specified AESIs and Pericarditis submission
Safety Study safety concerns following Pre-defined AESI Final study
administration of Refer to [Annex 7.2
Planned VidPrevtyn Beta as a . E_Jse in prignancy an]()j repor 31-Dec-2025

AN
&

S’b

\ To assess whether there is
Q an increased risk of AESIs

booster dose in a W}rld

while breast-feeding

setting. < e Usein

Primary objective; immunocompromised
To deterniing Wheéther there subjects

is an incréased risk of o Use in frail subjects
AESI safety concerns with unstable health

conditions and
co-morbidities (eg,
chronic obstructive
pulmonary disease
[COPD], diabetes,
chronic neurological

fol
id

ot ccination with
vtyn Beta, as a
@ ter dose.

Secendary objective:

disease,
and safety conems cardiovascular
following vaccination with disorders)

VidPrevtyn Beta as a

o o Use in subjects with
booster dose stratified by

autoimmune or

characteristics including inflammatory disorders
age, sex, comorbidities, Interaction with other
previous SARS-CoV-2 * vaccines

vaccination or infections,
concomitant vaccinations,
concomitant medications,
immunocompromised
status, autoimmune or

e Long-term Safety
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Study status Summary of Safety concerns Milestones Due dates
objectives addressed
inflammatory disorder

status, frailty (with unstable
conditions or
co-morbidities), if feasible.

Exploratory objective:

To describe the safety
profile of VidPrevtyn Beta in
pregnant or breast-feeding
women, if feasible.

VAT00006 Clinical e To describe the safety e Myocarditis and 30-Nov-2022
Study profile of all healthy Pericarditis % ion
Planned pregnant participants e Use in pregnancy and indl CSR _Mar-
aged 18 to 35 years. while breast-feeding 31-Mar-2025
e Toassess e Long-term safety
immunogenicity 21 days {
following booster dose @
of SARS-CoV-2
recombinant protein Q
(B.1.351) vaccine with
AS03 adjuvant vaccine Q
in pregnant participants. O
o Exploratory objective: \
To describe the safety
of a monovalent boost
dose (B.1.351) of é
SARS-CoV-2
adjuvanted recombinant
protein vaccing for,study
participant eir
infant 'm@riod
foIIow@lvery and
dufj
eding period
VAT00012 T luate the occurrence e Use in pregnancy Protocol 30-Jul-2022
Post-Authorization stetric, neonatal, and submission (Refer to
Safety infant outcomes among [Annex 3])
StudyPlanned \women vaccinated during Final study report
@ pregnancy with VidPrevtyn planned for
Beta. Specifically, the submission within
. Q C-VIPER will estimate the 12 months after
\ risk of common obstetric study completion
. (J outcomes, neonatal (Study details can
\ outcomes, and infant be accessed at
outcomes among pregnant the EU PAS
@ women exposed to register of
VidPrevtyn Beta from ENCePP
% 30 days prior to the first day EUPAS39096).
of the LMP to end of
pregnancy and their Final study 16-May-2028¢
offspring from birth and up report

to the first 12 months of life
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Study status Summary of Safety concerns Milestones Due dates
objectives addressed
relative to a matched
reference group who
received no COVID-19
vaccines during pregnancy. Q)
VBA00003 To continuously monitor e Vaccine-Associated Protocol . %U-RMP
Post-Licensure CVE of VidPrevtyn Beta Enhanced Disease submission \ sion 0.2
Effectiveness Study ~ against severe disease (VAED) including { Annex 3]
using the public private Vaccine-Associated ‘ (0
Planned collaboration in Europe: the Enhanced Respiratory rF;naI P 31-Mar-2025
COVIDRIVE platform Disease (VAERD) P
(https:/Icovidrive.eu/) (Exploratory) &/

constituted of a network of
hospitals across Europe.
153,154

Master protocol coprimary
objectives:

To estimate CVE of
VidPrevtyn Beta against
hospitalization due to
laboratory-confirmed
SARS-CoV-2in SARI
patients who previously
completed a primary series
with any COVID-19 vaccine O
and have received at lea

one additional dose of b
VidPrevtyn Beta ag last

dose, compared t
unvaccinated pa

patients who w sly
completea a

ntsjor

primary s ith any
covi cine but did
not the last

gk' nal dose of interest.

N

,00

%
O
O

a

AESI: Adverse Ev
delta TM; COVI

ternational Pregnancy Exposure Registry;

Respirat,
Respirafory Disease.

O
&

Enrollment perio%gnant women exposed to CoV2 preS dTM-AS03 and date of final study report, may vary depending
on vaccine<vailabilitypolicy positions on CoV2 preS dTM-AS03 vaccines in pregnancy and other external factors.

ecial Interest; COPD: Chronic Obstructive Pulmonary Disease; CoV2 preS dTM: CoV-2 prefusion Spike
ronavirus Disease-2019; CSR: Clinical Study Report; CVE: COVID Vaccine Effectiveness; C-VIPER:

EU: European Union; LMP: Last Menstrual Period; mRNA:

COVID-19 V
Messenger F@Ieic Acid; PAS: Post-Authorization Study; SARI: Severe Acute Respiratory Infection; SARS-CoV-2: Severe Acute
ome Coronavirus 2; VAED: Vaccine-Associated Enhanced Disease; VAERD: Vaccine-Associated Enhanced
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RISK MANAGEMENT PLAN - PART IV: PLANS FOR POST-AUTHORIZATION
EFFICACY STUDIES

No imposed post-authorization efficacy studies as a condition of the marketing auth gon or
which are specific obligations in the context of conditional marketing authorization@r marketing
authorization under exceptional circumstances are planned or ongoing for Coy2 dTM-AS03

(B.1.351). {\
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RISK MANAGEMENT PLAN - PART V: RISK MINIMIZATION MEASURES
(INCLUDING EVALUATION OF THE EFFECTIVENESS OF RISK MINIMIZATION
ACTIVITIES)

RISK MINIMIZATION PLAN @
X2
{\
O

Table 42 - Description of routine risk minimization measures”@lety concern

V.1 ROUTINE RISK MINIMIZATION MEASURES

Safety concern Routine risk minimization activities &v
Vaccine-Associated Routine risk communication:
Enhanced Disease None @
(VAE.D ) |ncIud|r_19 Routine risk minimization activities recopimending specific clinical measures to
Vaccine-Associated address the risk:
Enhanced Respiratory : @
Disease (VAERD) None
Other routine risk minimization m beyond the Product Information:
None 0
Myocarditis and Routine risk communicati
Pericarditis None

Routine risk minimi@ activities recommending specific clinical measures to
address the risk:

None
Other routing risk minimization measures beyond the Product Information:

None ( N

Use in pregnancy and Rout@k’communication:
while breast-feeding E section 4.6 (Fertility, pregnancy and lactation)

ion 2
@ltine risk minimization activities recommending specific clinical measures to
{~address the risk:

< ! None
\ Other routine risk minimization measures beyond the Product Information:

@ None

Use in Q Routine risk communication:
mmun&x omised EU-SmPC section 4.4 (Special warning and precautions for use)

sulz;e@ PL section 2

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

None
Other routine risk minimization measures beyond the Product Information:
None

QSD-010763 - Risk Management Plan (RMP) Template V8.0
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Safety concern

Routine risk minimization activities

Use in frail subjects with
unstable health
conditions and
co-morbidities (eg,
chronic obstructive
pulmonary disease
[COPD], diabetes,
chronic neurological
disease, cardiovascular
disorders)

Routine risk communication:
None

Routine risk minimization activities recommending specific clinical mea@to
address the risk:

None

Use in subjects with
autoimmune or
inflammatory disorders

Other routine risk minimization measures beyond the Product %ion:
None
— — %Q‘:
outine risk communication:
None &
Routine risk minimization activities recommendi ecific clinical measures to
address the risk:
None

Other routine risk minimization meaSIéoyond the Product Information:
None

Interaction with other
vaccines

Routine risk communication:

SmPC section 4.5 (Interaction w@er medicinal products and other forms of
interaction) O

PL section 2 \

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

None ?
Other routwik inimization measures beyond the Product Information:

None Vs

Long-term safety

N
R risk minimization activities recommending specific clinical measures to

Rout@‘{ommunication:

ress the risk:
{ \None

None

DLP of this part: 08-NOV-2022

Q " Other routine risk minimization measures beyond the Product Information:
N

COPD: Chronic rUBiive Pulmonary Disease; EU: European Union; PL: Package Leaflet; SmPC: Summary of Product
Characteristics; *Vaccine-Associated Enhanced Disease; VAERD: Vaccine Associated Enhanced Respiratory Disease.

<

L 4
V.2 ‘AQE)\IONAL RISK MINIMIZATION MEASURES

Rou Isk minimization activities as described in Section V.1 are sufficient to manage the
S ncerns of the medicinal product.

N
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Table 43 - Summary table of pharmacovigilance activities and risk minimization activi
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SUMMARY OF RISK MINIMIZATION MEASURES

concern

DLP of this part: 08-NOV-2022

\ﬁy safety

Safety concern

Risk minimization measures

Pharmacovigilance a@es

Vaccine-Associated
Enhanced Disease
(VAED) including
Vaccine Associated
Enhanced Respiratory
Disease (VAERD)

Routine risk minimization measures:
None

Additional risk minimization measures:
None

Routine pharmacovigil activities
beyond adverse rea eporting and
signal detection:

Adverse event f p form for
COVID-194i s to document any
vaccinati mack of efficacy including
VAED a D

Addit harmacovigilance activities:

o 002 Supplemental Cohort 2
Clifiical Study, Final CSR: 31-Dec-2023

VVAT00008 Open Label Extension, Final
CSR: 30-Sep-2024

e VBA00003 Post-Licensure Effectiveness
Study, Final study report: 31-Mar-2025

Myocarditis and
Pericarditis

Routine risk minimization m

None 6
Additional risk minimization
None

easures:

Xo
&’Q
@)
L

)
O

Routine pharmacovigilance activities
beyond adverse reactions reporting and
signal detection:

Adverse event follow-up form Myocarditis
and Perimyocarditis

Additional pharmacovigilance activities:

e VAT00002 Supplemental Cohort 2
Clinical Study, Final CSR: 31-Dec-2023

e VVAT00008 Open Label Extension, Final
CSR: 30-Sep-2024

e VAT00006 Clinical Study, Final CSR:
31-Mar-2025

e VATO00007 Post-Authorization Safety
Study, Final study report: 31-Dec-2025

Use in Pregnancy and

while breast-fee
%

é}(\

>

| Routine risk minimization measures:

e EU-SmPC section 4.6 (Fertility,
pregnancy and lactation)

e PL section 2
Additional risk minimization measures:
None

Routine pharmacovigilance activities
beyond adverse reactions reporting and
signal detection:

None

Additional pharmacovigilance activities:

e VAT00006 Clinical Study, Final CSR:
31-Mar-2025

® VAT00012 Post-Authorization Safety
Study, Final study report: 16-May-20282

® VAT00007 Post-Authorization Safety
Study, Final study report; 31-Dec-2025
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Safety concern

Risk minimization measures

Pharmacovigilance activities

Usein
Immunocompromised
subjects

Routine risk minimization measures:

EU-SmPC section 4.4 (Special warning and
precautions for use)

Additional risk minimization measures:
None

Routine pharmacovigilance activities

beyond adverse reactions repgrting and
signal detection: pb

None &
Additional pharmacovigi ctivities:
e VAT00002 Supple ohort 2

Clinical Study, Firal . 31-Dec-2023

el Extension, Final

VAT00008 O@a
CSR: 3%
t

VATO% st-Authorization Safety
Stud study report; 31-Dec-2025

Use in frail subjects
with unstable health
conditions and
co-morbidities (eg,
chronic obstructive
pulmonary disease
[COPD], diabetes,
chronic neurological
disease, cardiovascular
disorders)

Routine risk minimization measures:
None

Additional risk minimization measures:
None

O

O

Ro '&rmacovigilance activities

b dverse reactions reporting and

ignal"detection:
Q)ne

Q}-\dditional pharmacovigilance activities:

O

VAT00002 Supplemental Cohort 2
Clinical Study, Final CSR: 31-Dec-2023

VAT00008 Open Label Extension, Final
CSR: 30-Sep-2024

VAT00007 Post-Authorization Safety
Study, Final study report; 31-Dec-2025

Use in subjects with
autoimmune or
inflammatory disorders

«

Routine risk mini@n’ measures:
None

Additional ri
None

obo
g

inimization measures:

Routine pharmacovigilance activities
beyond adverse reactions reporting and
signal detection:

None
Additional pharmacovigilance activities:

VAT00002 Supplemental Cohort 2
Clinical Study, Final CSR: 31-Dec-2023

VAT00008 Open Label Extension, Final
CSR: 30-Sep-2024

VAT00007 Post-Authorization Safety
Study, Final study report: 31-Dec-2025

Interaction wit %;

N
>

@‘?’

Routine risk minimization measures:

e SmPC section 4.5 (Interaction with other
medicinal products and other forms of
interaction)

e PL section 2
Additional risk minimization measures:
None

Routine pharmacovigilance activities
beyond adverse reactions reporting and
signal detection:

None
Additional pharmacovigilance activities:

VAT00002 Supplemental Cohort 2
Clinical Study, Final CSR: 31-Dec-2023

VAT00008 Open Label Extension, Final
CSR: 30-Sep-2024

VAT00007 Post-Authorization Safety
Study, Final study report; 31-Dec-2025
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Safety concern

Risk minimization measures

Pharmacovigilance activities

Long-term Safety

Routine risk minimization measures:
None

None

Additional risk minimization measures:

Routine pharmacovigilance activities
beyond adverse reactions repgrting and
signal detection: pb
None @

i ctivities:

Additional pharmacovi
o VAT00002 Supple ohort 2
: 31-Dec-2023

Clinical Study, Fi
e VAT00008 O el Extension, Final

CSR 30-S

o VATO% inical Study, Final CSR
31-:\/&-

o VA Post-Authorization Safety
%, Final study report: 31-Dec-2025

a VAT00012 only addresses use in pregnancy.

COPD: Chronic Obstructive Pulmonary Disease; COVID-19: Coronavirus Disease-

Union; PL: Package Leaflet; SmPC: Summary of Product Characteristics; VAE

Vaccine-Associated Enhanced Respiratory Disease.

QSD-010763 - Risk Management Plan (RMP) Template V8.0
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RISK MANAGEMENT PLAN - PART VI: SUMMARY OF THE RISK MANAGEMENT
PLAN

Summary of risk management plan for VidPrevtyn Beta (CoV2 preS AS03

[B.1.351])
This is a summary of the RMP for VidPrevtyn Beta. The RMP details impor \u?s of
VidPrevtyn Beta, how these risks can be minimized, and how more inforn@ will be obtained
about VidPrevtyn Beta’s risks and uncertainties (missing information).

VidPrevtyn Beta SmPC and its PL give essential information to HC patients on how
VidPrevtyn Beta should be used.

This summary of the RMP for VidPrevtyn Beta should be read m@ context of all this
information including the assessment report of the evaluatiand its plain-language summary, all
which is part of the EPAR.

Important new concerns or changes to the current o e mcluded in updates of
VidPrevtyn Beta’s RMP. é

I THE MEDICINE AND WHAT IT IS USED OR

VidPrevtyn Beta is authorized as a booste @ctive immunization to prevent COVID-19 in
adults who have previously received an @A or adenoviral vector COVID-19 vaccine.

It contains CoV2 preS dTM (B.1.3 in) as the active substance and it is given by IM route.

Further information about the eyalwation of VidPrevtyn Beta’s benefits can be found in
VidPrevtyn Beta’s EPAR, i Mg in its plain-language summary, available on the EMA
website, under the medicinesswebpage:

https://www.ema.euroi&l/ en/medicines/human/EPAR/vidprevtyn-beta

RISKS ASSOCIATED WITH THE MEDICINE AND ACTIVITIES TO MINIMIZE OR
FURT ARACTERIZE THE RISKS

Importanto | V|dPrevtyn Beta, together with measures to minimize such risks and the
propose es for learning more about VidPrevtyn Beta’s risks, are outlined in the next
secti ﬁ

M s to minimize the risks identified for medicinal products can be:

Specific information, such as warnings, precautions, and advice on correct use, in the PL
and SmPC addressed to patients and HCPs;

e Important advice on the medicine’s packaging;

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

QSD-010763 - Risk Management Plan (RMP) Template V8.0
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e The medicine’s legal status - the way a medicine is supplied to the patient (eg, with or
without prescription) can help to minimize its risks.

Together, these measures constitute routine risk minimization measures. b

In addition to these measures, information about adverse reactions is collected ¢ Qsﬁusly and
regularly analyzed, including PSUR assessment so that immediate action can b{t@n as
necessary. These measures constitute routine pharmacovigilance activities.

If important information that may affect the safe use of VidPrevtyn Beta Q yet available, it is
listed under “missing information” outlined in the next section. &

LA List of important risks and missing information 0

Important risks of VidPrevtyn Beta are risks that need special ri@anagement activities to
further investigate or minimize the risk, so that the medicinal product can be safely administered.
Important risks can be regarded as identified or potential. ified risks are concerns for which
there is sufficient proof of a link with the use of VidPr eta. Potential risks are concerns for
which an association with the use of this medicine is e based on available data, but this
association has not been established yet and needs R@r evaluation. Missing information refers
to information on the safety of the medicinal pro that is currently missing and needs to be
collected (eg, on the long-term use of the vacc%&

Table 44 - List of im@g risks and missing information

Important identified risk None

Vaccj Mciated Enhanced Disease (VAED) including Vaccine-Associated
Important potential risks En{ Respiratory Disease (VAERD)

N@ditis and Pericarditis

Je in pregnancy and while breast-feeding

@ Use in immunocompromised subjects

Use in frail subjects with unstable health conditions and co-morbidities (eg, chronic
o Q obstructive pulmonary disease [COPD], diabetes, chronic neurological disease,
Missing information cardiovascular disorders)

@ Use in subjects with autoimmune or inflammatory disorders
R Q Interaction with other vaccines

N Long-term safety
PB:, Chrénic Obstructive Pulmonary Disease; VAED: Vaccine-Associated Enhanced Disease; VAERD: Vaccine-Associated
E@e

Respiratory Disease.
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I1.B Summary of important risks

pharmacovigilance activities: Vaccine-Associated Enhanced Disease (VAED) in g

Table 45 - Important potential risk with corresponding risk minimization activities an(@d-‘itional
Vaccine-Associated Enhanced Respiratory Disease (VAERD) Q

)
Vaccine-Associated Enhanced Disease (VAED) including Vaccine—Associatgd anced
Respiratory Disease (VAERD) \

Evidence for linking the | A theoretical concern with coronavirus vaccines is VAED. 7777 20 This is the

risk to the medicine s 120 ypon exposure

potential (hypothetical) increased disease severity in naive va
to wild-type virus. 727 This disease enhancement of viral {ectioh is also not fully
understood. Mostly in the context of non-clinical beta co ﬁt us infections, various
factors have been suggested as potentially contribut'm@.t e phenomenon. These
include the epitope targeted, the method of deliveg,0 antigen, the magnitude of the
immune responses, the balance between bindin@‘unctional antibodies, the elicitation
of antibodies with functional characteristics such asbinding to particular Fc receptors, and
the nature of the Th cell response. 96,722:7%imal models of SARS-CoV-2 infection
have not shown evidence of VAED dise@er immunization. 94 Available data for other
COVID-19 vaccines from different plm do not indicate a risk of vaccine enhanced
disease, 94.124,125,126

However, considering limited lo rm safety data and in the absence of effectiveness
data, the available evidence i yet fully sufficient to rule out VAED including VAERD
as a safety concern. Thus, ins an important potential risk.

Risk factors and risk Individuals with lower alizing antibodies titers or those with waning immunity.
groups 119,120,134
Risk minimization Routine risk mir&a ion measures:
measures None

Additional risk minimization measures:

None

o &

Additional Additional pharmacovigilance activities:
pharmacovigilance 00002 Supplemental Cohort 2 Clinical Study

activities
it { AT00008 Open Label Extension

e VBAQ0003 Post-Licensure Effectiveness Study
\ See Section I1.C of this summary for an overview of the post-authorization development
plan.

COVID-19: Corol Disease-2019; Fc: Fragment Crystallizable; SARS-CoV-2: Severe Acute Respiratory Syndrome
Coronavirus @ elper; VAED: Vaccine-Associated Enhanced Disease; VAERD: Vaccine-Associated Enhanced Respiratory

Disease.e

*
\Q:"— important potential risk with corresponding risk minimization activities and additional
pharmacovigilance activities: Myocarditis and Pericarditis

Ta
@ocarditis and Pericarditis

Evidence for linking the Myocarditis and pericarditis have been reported following vaccination with mRNA

risk to the medicine COVID-19 vaccines, mainly in males under the age of 40 years within 14 days after a
second dose. However, cases have also been reported in older males, in females, and
following other doses. There are limited data on the risk of myocarditis following third and
subsequent booster doses. However, the risk after the third dose seems to be lower than

following the second dose. 127
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Myocarditis and Pericarditis

The observed risk is highest in males 12 to 17 years of age. While some cases required
intensive care support, available data from short-term follow-up suggest that symptoms
resolve in most individuals with conservative management. Information is not @

available about potential long-term sequelae. 128,729

The risk of myocarditis is greater after SARS-CoV-2 infection than afte -19
vaccination and remains modest after sequential doses including aYJo&t ose of Pfizer
BioNTech mRNA vaccine. An increased risk of myocarditis is obsefvedat 1-7 days

(IRR 21.08, 95% CI 15.34, 28.96), 8-14 days (IRR 11.29, 95% , 16.57),

15-21 days (IRR 5.36, 95% Cl 3.24, 8.89) and 21-28 days (IR , 95% Cl 1.65, 5.75)

following a positive test. 730

Myocarditis and pericarditis events have also been det in clinical studies and
post-authorization surveillance of Novavax COVID-19 vaggine, which is manufactured
using a protein/adjuvant platform and a different agi system than the

CoV2 preS dTM vaccine. 737 %

Considering limited safety data, the availabﬁvidence is not yet fully sufficient to rule out

myocarditis and pericarditis as a safety ¢ Thus, it is added as an important
potential risk. @

Risk factors and risk Adolescent and young adult males f@ the second dose of vaccine may be at higher
-
Risk minimization Routine risk minimizatign res:
measures None \
Additional risk minir@ion measures:
None
Additional Additional pharngligilance activities:
pharmacovigilance e VAT000 plemental Cohort 2 Clinical Study
activities

o VAT00Q08 Open Label Extension
o . VAJ00006 Clinical Study

. @0007 Post-Authorization Safety Study
@ ection I1.C of this summary for an overview of the post-authorization development

Cl: Confidence Interval; Co dTM: CoV-2 prefusion Spike delta TM; COVID-19: Coronavirus Disease-2019; IRR: Incidence
Rate Ratio; mRNA: Mes @‘v Ribonucleic Acid; SARS-CoV-2: Severe Acute Respiratory Syndrome Coronavirus-2.

Table 47 - @ information with corresponding risk minimization activities and additional
acovigilance activities: Use in Pregnancy and while breast-feeding

L 4
Use iw ancy and while breast-feeding

'Wzation Routine risk minimization measures:
% S

e EU-SmPC section 4.6 (Fertility, pregnancy and lactation)
e PL section 2

§® Additional risk minimization measures:

3
None

Additional Additional pharmacovigilance activities:
Phammacovigilance « VAT00006 Clinical Study

e VAT00012 Post-Authorization Safety Study@
e VAT00007 Post-Authorization Safety Study
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Use in Pregnancy and while breast-feeding

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

a VAT00012 only addresses use in pregnancy.
EU: European Union; PL: Package Leaflet; SmPC: Summary of Product Characteristics.

Table 48 - Missing information with corresponding risk minimization activit
pharmacovigilance activities: Use in Immunocompromised S

>

)

ects

L additional

Use in Immunocompromised Subjects

O

&

Risk minimization

\\

Routine risk minimization measures:

measures EU-SmPC section 4.4 (Special warning and precaution ‘!e)
Additional risk minimization measures:
None @
Additional Additional pharmacovigilance activities: &
22;\';‘;?‘”9"3““ « VAT00002 Supplemental Cohort 2 cn@ dy

e VAT00008 Open Label Extension
e VAT00007 Post-Authorization
See Section I1.C of this summa

n overview of the post-authorization development

plan.

b

EU: European Union; SmPC: Summary of Product Characteristic&v

Table 49 - Missing information with c gnding risk minimization activities and additional

pharmacovigilance activities: Use

frail subjects with unstable health conditions and

co-morbidities (eg, chronic obstructiye pulmonary disease [COPD], diabetes, chronic neurological

disra cardiovascular disorders)
»

Use in frail subjects with un@ealth conditions and co-morbidities (eg, chronic

obstructive pulmonary di
cardiovascular disorders

OPD], diabetes, chronic neurological disease,

measures

Risk minimization

S

-

ine risk minimization measures:
None
Additional risk minimization measures:
+ None

Additional

activities

o

N
pharmacovi @
O(*

Additional pharmacovigilance activities:

e VAT00002 Supplemental Cohort 2 Clinical Study
o VAT00008 Open Label Extension

e VAT00007 Post-Authorization Safety Study

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

§ D: Chronic Obstructive Pulmonary Disease.
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Table 50 - Missing information with corresponding risk minimization activities and additional
pharmacovigilance activities: Use in subjects with autoimmune or inflammatory disorders

Use in subjects with autoimmune or inflammatory disorders X
Risk minimization Routine risk minimization measures: U
measures None @

Additional risk minimization measures: . %

None \
Additional Additional pharmacovigilance activities: O‘
pharmacovigilance e VAT00002 Supplemental Cohort 2 Clinical Study
activities

e VAT00008 Open Label Extension &

e VAT00007 Post-Authorization Safety Study

See Section I1.C of this summary for an overview % st-authorization development

plan.

N

Table 51 - Missing information with corresponding rj nimization activities and additional
pharmacovigilance activities: Int$ with other vaccines

Interaction with other vaccines

Risk minimization Routine risk minimization Mes:
measures e SmPC section 4.5 (Iptgraction with other medicinal products and other forms of
interaction)

e PL section 2 q

Additional risk minimization measures:

None
Additional Additio macovigilance activities:
phgrm_acowgllance . 2 Supplemental Cohort 2 Clinical Study
activities

. 008 Open Label Extension

,0AT00007 Post-Authorization Safety Study

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

PL: Package LeaflcRmPC: mmary of Product Characteristics.

.\ pharmacovigilance activities: Long-term safety
Long er‘safety

i \imization Routine risk minimization measures:
res None
Additional risk minimization measures:

%‘ None
Additional

pharmacovigilance
activities

Table 52;@@9 information with corresponding risk minimization activities and additional

Additional pharmacovigilance activities:

e VAT00002 Supplemental Cohort 2 Clinical Study
o VAT00008 Open Label Extension

¢ VAT00006 Clinical Study

e VAT00007 Post-Authorization Safety Study
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Long-term safety

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

>

I.C Post-authorization development plan %
I.C. Studies which are conditions of the marketing authorizati {
There are no studies which are conditions of the marketing authorizat pecific obligation of

VidPrevtyn Beta.

o

I.C.II Other studies in post-authorization developmenV@,n

Table 53 - Other studies in post—authoriz?;kdevelopment plan

VAT00002 Supplemental Cohort 2 Clinical Study (C
Purpose of the study:

The purpose of this Phase Il Supplemental Cohort 2 Clinical
rvent|on group.

o To assess the safety profile of all participants in each

o To demonstrate that a booster dose of Monovalent (B.1.384) vaccine SARS-CoV-2 vaccine given to adults previously
vaccinated with the Pfizer/BioNTech mRNA COV vaccine induces an immune response that is non-inferior to
the response induced by a two-dose priming seri the Monovalent (D614) vaccine, and superior to that

observed immediately before booster.
VATO00008 - Open Label Extensiow;at. )

recombinant protein vaccine in adlt ars of age and older.
Secondary safety objectives:

o To describe the frequency pectrum of disease in episodes of symptomatic COVID-19 in SARS-CoV-2 non-naive
adults after the booster, ﬁ tion.

e To assess the safetq CoV2 preS dTM-AS03 vaccine after booster vaccination.
VATO00007 - Pqt—A orization Safety Study (Cat. 3)

Purpose of the study C
The purpose of this study is to asses;& ty of a monovalent booster dose (B.1.351) of SARS-CoV-2 adjuvanted

Purpose of the %\
To assess 2& ence of pre-specified AESIs and safety concerns following administration of VidPrevtyn Beta as a

booster doS&nn areal-world setting.
anar£ ;gwe
Tot e whether there is an increased risk of AESIs and safety concerns following vaccination with VidPrevtyn

B booster dose.

assess whether there is an increased risk of AESIs and safety concerns following vaccination with VidPrevtyn Beta as

booster dose stratified by characteristics including age, sex, comorbidities, previous SARS-CoV-2 vaccination or
infections, concomitant vaccinations, concomitant medications, immunocompromised status, autoimmune or
inflammatory disorder status, frailty (with unstable conditions or co-morbidities), if feasible.

Exploratory objective:
To describe the safety profile of VidPrevtyn Beta in pregnant or breast-feeding women, if feasible.
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VAT00006 - Clinical Study (Cat. 3)

Purpose of the study:

o To describe the safety profile of all healthy pregnant participants aged 18 to 35 years.
¢ To assess immunogenicity 21 days following booster dose of SARS-CoV-2 recombinant protein (B.1.351 ne
with AS03 adjuvant vaccine in pregnant participants.

Exploratory obijective:

*
To describe the safety of a monovalent booster dose (B.1.351) of SARS-CoV-2 adjuvanted recom M rotein vaccine
for study participants and their infants in the period following delivery and during the breast-feedingyeriod.

VATO00012 - Post-Authorization Safety Study (Cat. 3)

O8N
Purpose of the study: &\

To evaluate the occurrence of obstetric, neonatal, and infant outcomes among wome ated during pregnancy with
VidPrevtyn Beta. Specifically, the C-VIPER will estimate the risk of common obstetrigoui€omes, neonatal outcomes, and
infant outcomes among pregnant women exposed to VidPrevtyn Beta CoV2 pr: -AS03 vaccine from 30 days prior
to the first day of the LMP to end of pregnancy and their offspring from birth and the first 12 months of life relative
to a matched reference group who received no COVID-19 vaccines during@gnancy.

VBAOO0003 Post-Licensure Effectiveness Study (Cat. 3) )\

Purpose of the study:

As part of its European regulatory obligations, benefit of VidPre efadill be monitored in real-life setting using the
COVIDRIVE platform and partnership (https://covidrive.eu/) 76

Master protocol coprimary objectives:

To estimate CVE of VidPrevtyn Beta against hospitalization de to laboratory-confirmed SARS-CoV-2 in SARI patients
who previously completed a primary series with any @)D-w vaccine and have received at least one additional dose of
VidPrevtyn Beta as last dose, compared to unvacgi atients or patients who previously completed at least a
primary series with any COVID-19 vaccine but dﬂ@eceive the last additional dose of interest.

AESI: Adverse Event of Special Interest; COVW M: CoV-2 prefusion Spike delta TM; COVID-19: Coronavirus Disease-2019;

CVE: COVID Vaccine Effectiveness; C-VIPER; -19 Vaccines International Pregnancy Exposure Registry; LMP: Last Menstrual
Period; mRNA: Messenger Ribonucleic Acid; SARIy Severe Acute Respiratory Infection; SARS-CoV-2: Severe Acute Respiratory

Syndrome Coronavirus 2. 0

R

&
N
&>

QQJ
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sanofi
O

COVID-19 Like Illness Q/
Targeted Follow-up Form (coversh y

)

Please provide the below requested information in the dedicated sections of thels ort used to provide the

data (i.e., safety collection form or Sanofi Portal)

Suspect Product(s):

&
,00

Number of doses of COVID-19 vaccine with dates of vaccination&atch number, tradenames

Medical History/Risk Factors: @
;D

Personal history of smoking (current or former smoker) , respiratory and Gastro-Intestinal Tract
[GIT] infections, lymphoma, Human Immunodeficien irus [HIV] positive, Systemic Lupus
Erythematosus [SLE], vasculitis, other autoimmuge ders, Hypertension [HT], Diabetes Mellitus
[DM], heart disease, lung disease, kidney disease, liyer disease, coagulation disorders

Please provide details on start date (DD/MM/Y‘@top date (DD/MM/YY) and if the patient is treated for
the specified condition

Description of the Reported Event(g‘CIinical Course:
Please consider all the following Evengs) mptoms and if relevant, enter it/them as Reported
ion

Event(s)/Clinical course in safety c form or Sanofi Portal

- General symptoms/disord
o Fever
o Temper, > 38°C or = 100,4 °F during = 24h
Chills

Cough

Myalgia Q

Pharyr%

Anosmi

Ageuza

R yolysis
u

isystem inflammatory syndrome
iorgan failure (Please specify which organ systems were affected)
e, igns of severe systemic illness
\ o FDA definition: Respiratory rate > 30 per minute, heart rate = 125 per minute, SpO2
< 93% on room air at sea level or Pa02/Fi02 < 300 mm Hg
@- Others: Please provide details

espiratory symptoms/disorders
e Rhinorrhea

Pneumonia

Dyspnea

Tachypnea

Hypoxemia

Acute respiratory failure

Acute Respiratory Distress Syndrome (ARDS)

sanofi COVID-19 Like Illness TFF Coversheet - Version 1.0, Effective date: October-2022 1/3



o FDA definition: Needing high-flow oxygen, noninvasive ventilation, mecRanical
ventilation or Extra Corporeal membrane Oxygenation (ECMO)
e Others: Please provide details

- Cardiac symptoms/disorders %Z

« Chest pain ¢
¢ New onset arrhythmia {
e Pericarditis
¢ Myocarditis O
e Myocardial Infarction Q
e Acute coronary artery disease &
e Heart failure
e Cardiogenic shock
o Systolic Blood Pressure < 90 mm Hg, Diastolic B essure < 60 mm Hg, or
requiring vasopressors Vb
e Others: Please provide details {
- Hepato-gastrologic symptoms/disorders @

e Abdominal pain
Nausea
Diarrhea Q

¢ Vomiting

Acute hepatic dysfunction \O

Others: Please provide details

- Renal symptoms/disorders O
e Acute renal dysfunction
e Acute renal failure

e Others: Please provide detai

Neurologic symptoms/disorders (J
e Headache

Stroke éo

Guillain-Barré synd
Encephalitis
Meningitis O
Convulsions S
ness

Altered co
Another sig ant acute neurologic dysfunction
OthersN&ase rovide details

- Coagulatio @ﬂzoms/disorders
« C pathy
bocytopenia
K Q)g eminated intravascular coagulation symptoms/disorders

sculitis
6 emorrhage
Thromboembolic events:
@ o Deep vein thrombosis
o Pulmonary embolism
¢  Purpura fulminans
e Others: Please provide details

- Dermatologic symptoms/disorders

e Rash

e Erythema multiforme

e Chilblains

e Others: Please provide details
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- Endocrine system symptoms/disorders

Others: Please provide details

Subacute thyroiditis b
Acute pancreatitis @

*
- Ophthalmologic symptoms/disorders {
e Conjunctivitis
e Others: Please provide details
® Complementary Investigations (including lab tests): &

- Investigations in research of SARS-CoV-2 infection (providing deta@tes, results with units and
normal ranges, and clinical interpretation)

SARS-CoV-2 viral test on a respiratory sample (e.g., Poly ase Chain Reaction [PCR])

e SARS-CoV-2 Serology (IgM, 1gG, Specificity: spike-pgoteins, non-spike protein or unknown)

e SARS-CoV-2 Variant to be specified if available (AI eta, Delta, Gamma, ...)

e Other SARS-CoV-2 test to be specified

¢ Chest imaging (e.g., X-ray, Computed Tomogr T])

e Hematology (e.g., leucocyte count [mcludl hil and lymphocyte counts],
hemoglobin, platelet count, coagulation par [Prothrombin Time [PT], Partial
Thromboplastin Time [PTT], D-Dimer, In onal Normallzed Ratio [INR], fibrinogen, B and
T cell function, assays)

e Clinical chemistry (e.g., serum creatlnln Iomerular filtration rate [GFR], liver enzymes,
bilirubin, albumin, B-type natriureti ptide [BNP], troponin)

¢ Inflammatory markers (e.g., C- Re@e Protein [CRP], Erythrocyte Sedimentation Rate
[ESR], procalcitonin, ferritin, La ehydrogenase [LDH], cytokines [including IL-6],
others, please specify)

e Urinalysis

e« Evidence of hypoxemia (e 02/F|02 [P/F ratio], SpO2/FiO2 [S/F ratio]), hypercapnia
(PaC02) or acidosis (p

« Other, please specify é

- Have alternative etiologies ifferential diagnoses been ruled out (e.g., flu, bacterial or non-
COVID viral pneumonia, nfections ...)?

Other investigagi performed to be specified, including pertinent positive and negative
results with d%/ units / normal ranges (as applicable)

Discharge summary should be attached if needed/applicable.
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sanofi

Mvocarditis, Perimyocarditis ij

Targeted Follow-up Form (coversh y

data (i.e., safety collection form or Sanofi Portal).

Please provide the below requested information in the dedicated sections of tl'%@'t used to provide the

® Maedical History/Risk Factors: S’

® Concomitant Medicines (e.g

- Pertinent medical history of risk factors (if yes, please provide d )

within 2-3 weeks preceding myocarditis

History of systemic inflammatory disease (i.e., Sy
disease, sarcoidosis, rheumatoid arthritis), famj tory of myocarditis

Myocarditis, pericarditis, hypertension, venous boembolism, cardiac arrythmias,
myocardial infarction, coronary artery diseage

COVID-19 infection

Cancer \O

Radiation therapy

Hypothyroidism O
Renal failure

Recent history of pregnancy

Alcohol intake, exposure t xic (carbon monoxide, arsenic, lead, phosphorus, mercury,
cobalt)

Recent history of or flu-like symptoms, pharynagitis, L{er spiratory tract infection, diarrhea

s, devices, vaccines)

Other: please provide$

- Concomitant treatmek@e.g., antibiotics, sulfonamides, antihypertensive, anti-seizure,

amphetamines, cocai

If other, please provide details.

- Previously adminis @- COVID-19 and other vaccines

sanofi

. pain

e (Arfhythmia

. -
pitations

Dysones
&>

Cough

Peripheral edema

Fever, sweats, chills
Stomach pain

Nausea

Vomiting

Fatigue

Syncope

Near-syncope

Other: please provide details

Myocarditis, Perimyocarditis TFF-Version 5.0, Effective date: Nov-2022

i€ Lupus Erythematosus (SLE), Crohn'’s

1/3



Final diagnosis: myocarditis or myopericarditis
Have differential diagnoses been ruled out?

e.g., coronary artery vasospasm, myocardial infarction, pulmonary edema, interstiti ulmonary
fibrosis, sudden cardiac death, unstable angina, ventricular tachycardia, cardia onade,
cardiomyopathy. If other, please provide details. 0&

se)

Corrective treatment for reported events (drug name, start/stop date, route, cl{

® Complementary Investigations (including lab tests):

sanofi

Infectious check-up [Provide detailed pertinent Positive (+) / Negativ@Normal / Abnormal;
Results with units, normal range, date (NA= not available) and detai , IgM, blood, CSF PCR,
serology, culture, value)]

e« Coxsackievirus group B @
e Enterovirus

e Adenovirus {

« Cytomegalovirus @

e Epstein-Barr virus

e Influenza viruses
e HIV O
o Rubeola, Mumps, Varicella \

e« Bacterial culture

e Hepatitis viruses QQ

e Fungal culture O
e Parvovirus B-19

e SARS-CoV-2 Q

e Borrelia burgdorferi &

e Mycoplasma

e Legionella (J
o Other: please provi?e@ls
Blood tests (for each tesb

e Blood count
e« White blood celformula
o Erythrocyte @ imentation rate

e provide date, results and normal reference range)

e Trop and/or Troponin T
. .R id factor, cryoglobulins

. tédimmune antibodies
K QL? ate dehydrogenase
.\ partate aminotransferase
b Alanine aminotransferase
D-dimer

@. Others (please provide details)

e C-reactive protein
e Creati inase MB
Eo

Other investigations performed (for each investigation, please provide the date and the result)
e Echocardiography
« ECG
e Scintigraphy, PET scan, MRI, angiography
e Chest X Ray
e CT scan
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¢ Endomyocardial biopsy (EMB)
e Other: please provide details

Discharge summary should be attached if needed/applicable. : @
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