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List of abbreviations

Abbreviation Definition

ADR adverse reaction

AE adverse event

AESI adverse event of special interest

ALT alanine transaminase

ARDS acute respiratory distress syndrome
BiPaP bilevel positive airway pressure

BLA (US FDA) Biologics License Application
BMI body mass index

BNP B-type natriuretic peptide

CBER (US FDA) Center for Biologics Evaluation and Research
CDC (US) Centers for Disease Control and Prevention
CFR case fatality rate

CoV Coronavirus

COVID-19 Coronavirus Disease 2019

CPaP continuous positive airway pressure
CRP C-reactive protein

CSR Clinical Study Report

CVA cerebrovascular accident

DART developmental and reproductive toxicity
ECMO extracorporeal membrane oxygenation
e-diary electronic diary

EMA European Medicines Agency

EU European Union

EUA Emergency Use Application

FDA (US) Food and Drug Administration
FIH first-in-human

FiO2 fraction of inspired oxygen

GCP Good Clinical Practice

GLP Good Laboratory Practice

GMFR geometric mean-fold rise

GMT geometric mean titer

HIV human immunodeficiency virus

ICH International Council on Harmonisation
IgG immunoglobulin G

IL-6 Interleukin 6

M intramuscular(ly)

IND Investigational New Drug application
iPSP initial Pediatric Study Plan

IRC (US Study) Internal Review Committee
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Abbreviation

Definition

LDH lactate dehydrogenase

LLN lower limit of normal

LNP lipid nanoparticle

MedDRA Medical Dictionary for Regulatory Activities
MIS-C multisystem inflammatory syndrome in children
mITT modified intent-to-treat

modRNA nucleoside-modified messenger RNA

mMRNA messenger RNA

NAAT nucleic acid amplification testing

NHP non-human primate

P2 S SARS-CoV-2 full-length, P2 mutant, “heads up,” prefusion spike glycoprotein
PaO; partial pressure of oxygen

PASC post-acute sequelae of COVID-19

PDCO Paediatric Committee

PCR polymerase chain reaction

PIP Paediatric Investigational Plan

PSP Pediatric Study Plan

PT Preferred Term

RBD receptor binding domain

RNA-LNP RNA lipid nanoparticle

SAE serious adverse event

SARS severe acute respiratory syndrome

SARS-CoV-2 SARS Coronavirus-2; virus causing the disease COVID-19
SBP systolic blood pressure

S glycoprotein, S

spike glycoprotein

SMQ Standard MedDRA query

SOC System Organ Class

Sp02 peripheral oxygen saturation

UK United Kingdom

ULN upper limit of normal

us United States

VAE(R)D Vaccine-associated enhanced disease (VAED) including Vaccine-associated
enhanced respiratory disease (VAERD)

VE vaccine efficacy

WHO World Health Organization

Assessment report on extension of marketing authorisation

EMA/890761/2022

Page 5/155




1. Background information on the procedure

1.1. Submission of the dossier

BioNTech Manufacturing GmbH submitted on 08 July 2022 an extension of the marketing authorisation.

The MAH applied for an addition of a new strength (0.1 mg/mL). The MAH applied for the following indication
for COMIRNATY 0.1 mg/mL: Comirnaty 3 micrograms/dose concentrate for dispersion for injection is
indicated for active immunisation to prevent COVID-19 caused by SARS-CoV-2, in infants and children aged
6 months to 4 years.

1.2. Legal basis

The legal basis for this application refers to:

Article 19 of Commission Regulation (EC) No 1234/2008 and Annex I of Regulation (EC) No 1234/2008, (2)
point (c) - Extensions of marketing authorisations.

1.3. Information on Paediatric requirements

Pursuant to Article 8 of Regulation (EC) No 1901/2006, the application included an EMA Decision
P/0547/2021 on the agreement of a paediatric investigation plan (PIP).

At the time of submission of the application, the PIP P/0547/2021 was not yet completed as some measures
were deferred.

1.4. Information relating to orphan market exclusivity

1.4.1. Similarity

Pursuant to Article 8 of Regulation (EC) No. 141/2000 and Article 3 of Commission Regulation (EC) No
847/2000, the MAH did not submit a critical report addressing the possible similarity with authorised orphan
medicinal products because there is no authorised orphan medicinal product for a condition related to the
proposed indication.

1.5. Scientific advice

The MAH did not seek Scientific advice at the CHMP on the paediatric development of Comirnaty.

1.6. Steps taken for the assessment of the product

The Rapporteur and Co-Rapporteur appointed by the CHMP were:
Rapporteur: Filip Josephson Co-Rapporteur: Jean-Michel Race

The Rapporteur appointed by the PRAC was: PRAC Rapporteur: Menno van der Elst
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The application was received by the EMA on

08 July 2022

The procedure started on

18 July 2022

The PRAC Rapporteur's first Assessment Report was circulated to all
PRAC and CHMP members on

19 September 2022

The CHMP Rapporteur's first Assessment Report was circulated to all
CHMP and PRAC members on

28 September 2022

The PRAC agreed on the PRAC Assessment Overview and Advice to
CHMP during the meeting on:

29 September 2022

The CHMP Co-Rapporteur's Critique was circulated to all CHMP
members on

30 September 2022

BWP discussions took place on:

04 October 2022

ETF discussions took place on:

04 October 2022

The CHMP Rapporteur's updated Assessment Report was circulated to
all CHMP and PRAC members on

10 October 2022

The CHMP adopted a list of issues on:

13 October 2022

The CHMP Rapporteur's Assessment Report was circulated to all CHMP
and PRAC members on

17 October 2022

The CHMP, in the light of the overall data submitted and the scientific
discussion within the Committee, issued a positive opinion for granting
a marketing authorisation to COMIRNATY on

19 October 2022

2. Scientific discussion

2.1. Problem statement

The MAH applies for an extension of the indication to children 6 months to <5 years of age to receive three
doses of BNT162b2 3-ug (initial two doses 3 weeks apart followed by third dose at least 8 weeks after the
second dose), based on Study C4591007 Phase 1 dose level-finding and Phase 2/3 selected-dose data on
safety, tolerability, immune response, and supportive efficacy data from a population of approximately 4500
children, among whom those who received a third dose of BNT162b2 had a median of at least 2 months of
follow-up post-Dose 3. The clinical data are supplemented by a Chemistry, Manufacturing and Controls (CMC)
package supporting a line extension for the BNT162b2 3-ug Tris/Sucrose presentation to enable paediatric

dosing.
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2.1.1. Disease or condition

COVID-19 is caused by SARS-CoV-2, a zoonotic virus that first emerged as a human pathogen in China and
has rapidly spread around the world by human-to-human transmission. At the time of this submission, the
ongoing pandemic remains a significant challenge to public health, for which a licensed prophylactic vaccine
is a necessary and critical mitigation across all age groups. The new strength formulation for BNT162b2 (3
Hg), Comirnaty 3 micrograms/dose concentrate for dispersion for injection, includes a proposed extension of

indication and dosing administration as follows:

e Proposed indication: Active immunization to prevent COVID-19 disease caused by SARS-CoV-2
virus, in children aged 6 months to 4 years.

¢ Dosing administration: single 0.2-mL intramuscular (IM) dose followed by a second 0.2-mL dose 3
weeks later and a third 0.2-mL dose at least 8 weeks after the second dose.

2.1.2. Epidemiology and risk factors

All ages may present with the disease, but notably, case fatality rates (CFR) are elevated in persons >60
years of age. Comorbidities are also associated with increased CFR, including cardiovascular disease,
diabetes, hypertension, and chronic respiratory disease. Healthcare workers are over-represented among
COVID-19 patients due to occupational exposure to infected patients.

There are currently several vaccines approved for prevention of COVID-19 in adolescents, adults, elderly and
children 5 to 11 years old. COVID-19 in children is mostly a mild disease although severe cases occur rarely,
particularly in those with underlying, predisposing comorbidities.

2.1.3. Aetiology and pathogenesis

SARS-CoV-2 is an RNA virus with four structural proteins. One of them, the Spike protein is a surface protein
which binds the angiotensin-converting enzyme 2 (ACE-2) present on host cells. Therefore, the Spike protein
is considered a relevant antigen for vaccine development. It has been shown that antibodies against the
Spike protein neutralise the virus and prevent infection.

2.1.4. Clinical presentation, diagnosis

COVID-19 presentation is generally with cough and fever, with chest radiography showing ground-glass
opacities or patchy shadowing. However, many patients present without fever or radiographic changes, and
infections may be asymptomatic which is relevant to controlling transmission. For symptomatic patients,
disease progression may lead to acute respiratory distress syndrome requiring ventilation, subsequent multi-
organ failure, and death.

The US Centers for Disease Control and Prevention (CDC) defined COVID-19 symptoms as including 1 or
more of the following: fever, new or increased cough, new or increased shortness of breath, chills, new or
increased muscle pain, new loss of taste or smell, sore throat, diarrhoea, vomiting, fatigue, headache, nasal
congestion or runny nose, or nausea.
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2.1.5. Management

While care for individuals who have COVID-19 has improved with clinical experience, vaccination is the most
effective medical countermeasure to decrease risk and mitigate spread of the SARS-CoV-2 virus during the
ongoing pandemic. Currently, there is no approved vaccine against COVID-19 in EU for children below 5
years of age.

2.2. About the product

Conditional marketing authorization was granted for Comirnaty 30 ug by the European Commission (EC) on
21 December 2020 for individuals =16 years of age and was later expanded on 28 May 2021 to include
individuals =12 years of age. Comirnaty 10 ug for children 5-<12 years of age was approved in EU on 26
November 2021. The conditional marketing authorisation was converted into a standard marketing
authorisation, granted on the 10 October 2022.

The vaccine is based on SARS CoV-2 spike glycoprotein (S) antigens encoded in RNA formulated in lipid
nanoparticles (LNPs) and is referred to as BNT162b2 (BioNTech code number BNT162, Pfizer code number PF
07302048). The structural elements of the vector backbones of BNT162 vaccines are optimized for prolonged
and strong translation of the antigen-encoding RNA. The potency of RNA vaccines is further optimized by
encapsulation of the RNA into LNPs, which protect the RNA from degradation by RNAses and enable
transfection of host cells after IM delivery.

The vaccine as 2 dose primary series is presently indicated for active immunisation to prevent COVID-19
caused by SARS-CoV-2 virus, in individuals 12 years of age and older as 30 ug per dose and for individuals 5-
11 years of age as 10 pg per dose. In current application, the formulation for children at ages between 6
months to 4 years contains 3 pg per dose and primary series contain 3 doses.

2.3. Quality aspects

2.3.1. Introduction

Pfizer and BioNTech have developed the COMIRNATY vaccine to prevent Coronavirus Disease 2019 (COVID-
19) caused by the virus SARS-CoV-2. The vaccine is based on SARS CoV-2 spike (S) glycoprotein antigens
encoded in RNA and formulated in lipid nanoparticles (LNPs). The COMIRNATY vaccine is also referred to as
COVID-19 Vaccine (BioNTech code number BNT162b2, Pfizer code number PF 07302048).

Two formulations of the BNT162b2 vaccine, designated PBS/Sucrose and Tris/Sucrose, have been developed
which primarily differ in the buffer used for finished product formulation and the requirement for dilution prior
to administration. This application is related to the Tris/Sucrose finished product only, which is formulated as
0.1 mg/mL RNA in 10 mM Tris buffer, 300 mM sucrose, pH 7.4. The Tris/Sucrose formulation is currently
authorized for the 30 and 10 ug RNA dosages, where the strengths differ from each other and from the
proposed 3 pg RNA dose exclusively due to the filling volume and requirement for dilution prior to
administration as described below:

- The 30 pg RNA dosage presentation is filled at 2.25 mL per vial and is administered without dilution,
providing 6 doses, each containing a 30 pg RNA dose in 0.3 mL injection volume for individuals 12+
years of age.

Assessment report on extension of marketing authorisation
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The 10 pg RNA dosage is filled at 1.3 mL per vial and requires dilution with 1.3 mL 0.9% sodium
chloride prior to administration, providing 10 doses, each containing a 10 pg RNA dose in 0.2 mL
injection volume for individuals 5 to <12 years of age.

The primary purpose of this submission is to provide details supporting the Tris/Sucrose finished product line
extension to include the 3 ug RNA dose presentation, which is filled at 0.4 mL per vial. The 3 uyg RNA
presentation requires dilution with 2.2 mL 0.9% sodium chloride prior to administration and once diluted
provides 10 doses, each containing a 3 ug RNA dose in 0.2 mL injection volume. Supporting details for the 3
Mg RNA dose are provided in this application, with Process Performance Qualification (PPQ) lots FT9142 and
FW9711 manufactured at commercial scale at the Pfizer Puurs site and filled into vials at 0.4 mL fill volume.

Reference is made to Procedure EMEA/H/C/005735/X/0077, which includes details for Tris/Sucrose PPQ5b lot
FK5128 filled at 0.4 mL fill volume. Lot FK5128 was successfully validated and complied with the predefined
protocol acceptance criteria for Tris/Sucrose finished product.

2.3.2. Active Substance

The active substance used to manufacture the Tris/Sucrose finished products (30 micrograms/dose, 10
micrograms/dose and 3 micrograms/dose) is identical to that used for the currently approved PBS/Sucrose
finished product. Consequently, there are no changes to the active substance sections and full reference is
made to the active substance data of Comirnaty, concentrate for dispersion for injection (EMEA/H/C/005735).

2.3.3. Finished Medicinal Product

2.3.3.1. Description of the product and Pharmaceutical Development

The finished product is a preservative-free, sterile dispersion of RNA-containing lipid nanoparticles in an
aqueous cryoprotectant buffer for intramuscular injection. There are two formulations of Comirnaty vaccine,
one designated PBS/Sucrose or Comirnaty concentrate for dispersion for injection which received a
conditional approval in December 2020 and one designated Tris/Sucrose or Comirnaty dispersion for injection
which received an approval in November 2021 (line extension EMEA/H/C/005735/X/0044). The primary
difference is the buffer used for finished product formulation and requirement for dilution prior to
administration. The Tris/Sucrose finished product (Comirnaty dispersion for injection) is formulated at 0.1
mg/mL RNA in 10 mM Tris buffer, 300 mM sucrose, pH 7.4 and is filled into vials at 2.25 mL fill volume,
providing 6 doses of 30 ug RNA in 0.3 mL injection volume.

A recently approved line extension (EMEA/H/C/005735/X/0077) provided data in support of a 10 pg dosage
presentation of Tris/Sucrose finished product for immunization of children 5-11 years of age.

There are two approved dosages of the Tris/Sucrose finished product - 30 and 10 pg RNA per dose. The two
doses differ only in the fill volume and requirement for dilution prior to administration for the 10 pg RNA per
dose:

- The 30 ug RNA dose is filled at 2.25 mL fill volume and is administered without dilution, providing 6
doses, each a 30 ug RNA dose in 0.3 mL injection volume.
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- The 10 pg RNA dose is filled at 1.3 mL fill volume and requires dilution with 1.3 mL 0.9% sodium
chloride prior to administration, providing 10 doses, each a 10 pg RNA dose in 0.2 mL injection
volume.

The purpose of this submission is to provide details supporting the Tris/Sucrose finished product line
extension to include the 3 ug RNA dose presentation, which is filled at 0.4 mL per vial. The 3 uyg RNA
presentation requires dilution with 2.2 mL 0.9% sodium chloride prior to administration and once diluted
provides 10 doses, each containing a 3 ug RNA dose in 0.2 mL injection volume.

The formulation is identical for the 30, 10 and 3 pg RNA/dose-presentations and differ only in fill volume. The
formulation includes four lipids as well as some other excipients that are identical with the composition of the
currently approved 30 and 10 ug RNA/dose-presentations.

The composition of the finished product, including quality standard, function, concentration and amount per
dose for the 30, 10, and 3 ug doses are provided in Table P.1-1, Table P.1-2 and Table P.1-3, respectively.

Table P.1-1. Composition of BNT162b2 Tris/Sucrose Finished Product, 30 ug RNA dose in 0.3 mL Injection
Volume, 6 Dose Multi-dose Vial

Name of Ingredients Reference to Standard Function Concentration Amount per Amount per dose
(mg/mL) 2.25 mL vial®
BNT162b2 drug substance In-house specification Active ingredient 0.1 225 pg 30 ug
ALC-0315 In-house specification Functional lipad 143 3.22mg 043 mg
ALC-0159 In-house specification Functional lipid 0.18 041 mg 0.05 mg
DSPC In-house specification Structural lipid 031 0.70 mg 0.09 mg
Cholesterol Ph. Eur. Structural lipid 0.62 1.40 mg 0.19 mg
Sucrose USP-NF. Ph. Eur. Cryoprotectant 103 231.8 mg 3l mg
Tromethamine (Tris base)® USP-NF. Ph. Eur. Buffer component 0.20 0.45 mg 0.06 mg
Tris (hydroxymethyl) aminomethane In-house specification Buffer component 132 297 mg 0.4 mg
hydrochloride (Tris HCLF
Water for Injection USP-NF. Ph. Eur. Solvent/vehicle Q.s. qQ.s. Q.s.
Processing Aids/Residues’
Ethanol Ph. Eur. Processing aid N/A
Citric acid monohydrate Ph. Eur. Processing aid
Sodium citrate Ph Eur. Processing aid
Sodium hydroxide Ph. Eur. Processing aid
HEPES In-house specification Drug substance buffer
component
EDTA Ph. Eur.. USP-NF Drug substance buffer
component

a. Values are rounded to maintain the same level of precision as the label claim, with trailing decimals not shown, where applicable.
b.  Also known as Trometamol

c. Also known as Tromethamine HCl and Trometamol HC1

d. The processing aids and drug substance formulation buffer components are residues that are essentially removed through the manufacturing process and are
not considered ingredients (excipients).

Abbreviations:

ALC-0315 = ((4-hydroxybutyl)azanediyl)bis(hexane-6.1-diyl)bis(2-hexyldecanoate)

ALC-0159 = 2-[(polyethylene glycol)-2000]-N . N-ditetradecylacetamide

DSPC = 1.2-distearoyl-sn-glycero-3-phosphocholine

q.5. = quantum satis (as much as may suffice)

HEPES = 4-(2-hydroxyethyl)-1-piperazineethanesulfonic acid

EDTA = edetate disodium dihydrate

Assessment report on extension of marketing authorisation
EMA/890761/2022 Page 11/155



Volume, 10 Dose Multi-dose Vials

Table P.1-2. Composition of BNT162b2 Tris/Sucrose Finished Product, 10 ug RNA dose in 0.2 mL Injection

Name of Ingredients

Reference to Standard

Function

Concentration Prior to

Amount per vial

Amount per dose

Dilution after dilution™”

(mg/mL)
BNT162b2 drug substance In-house specification Active ingredient 0.1 130 pg 10 pg
ALC-0315 In-house specification Functional lipid 1.43 1.86 mg 0.14 mg
ALC-0159 In-house specification Functional lipid 018 023 mg 0.02 mg
DSPC In-house specification Structural lipid 0.31 0.40 mg 0.03 mg
Cholesterol Ph. Eur. Structural lipid 0.62 0.81 mg 0.06 mg
Sucrose USP-NF. Ph. Eur Cryoprotectant 103 1339 mg 10.3 mg
Tromethamine (Tris base)® USP-NF, Ph. Eur. Buffer component 0.20 0.26 mg 0.02 mg
Tris (hydroxymethyl) aminomethane In-house specification Buffer component 1.32 1.71 mg 0.13mg
hydrochloride (Tris HCD)3
Water for Injection USP-NF. Ph. Eur. Solvent/vehicle Q5. qQ.5. qQ.s.
Processing Aids/Residues®
Ethanol Ph. Eur. Processing aid N/A
Citric acid monohydrate Ph Eur. Processing aid
Sodium citrate Ph Eur. Processing aid
Sodium hydroxide Ph. Eur. Processing aid
HEPES In-house specification Drug substance buffer

component

EDTA Ph Eur., USP-NF Drug substance buffer

component

a.  Vials filled at 1.3 mL drug product and diluted to 2.6 mL with 0.9% sodium chloride (NaCl) prior to administration. NaCl at 11.7 mg/vial and 0.9 mg/dose

after dilution.

b.  Values are rounded to mamntain the same level of precision as the label claim. with trailing decimals not shown. where applicable.

c.  Also known as Trometamol

d.  Also known as Tromethamine HC] and Trometamol HCL
e. The processing aids and drug substance formulation buffer components are residues that are essentially removed through the manufactunng process and are

not considered ingredients (excipients)

Abbreviations:

AT.C-0315 = ((4-hydroxybutyl)azanediyl)bis(hexane-6,1-divl)bis(2-hexyldecanoate)
ALC-0159 = 2-[(polvethylene glycol)-2000]-N N-ditetradecylacetamide

DSPC = 1.2-distearoyl-sn-glycero-3-phosphocholine
q.5. = quantum satis (as much as may suffice)
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Table P.1-3. Composition of BNT162b2 Tris/Sucrose Finished Product, 3 ug RNA dose in 0.2 mL Injection

Volume, 10 Dose Multi-dose Vials

Name of Ingredients Reference to Standa#'d Function Concentration Prior to Amount per Amount per

Dilution vial *® dose

(mg/ml)
BNT162b2 drug substance In-house specification Active ingredient 0.1 40 ug 3 g
ALC-0315 In-house specification Functional lipid 143 0.57 mg 0.04 mg
ALC-0159 In-house specification Functional lipid 0.18 0.07 mg 0.005 mg
DSPC In-house specification Structural lipid 0.31 0.12mg 0.01 mg
Cholesterol Ph. Eur Structural hipid 0.62 0.25mg 0.02 mg
Sucrose USP-NF. Ph. Eur. Cryoprotectant 103 41.2mg 3.2mg
Tromethamine (Tris base) © USP-NF, Ph. Eur. Buffer component 0.20 0.08 mg 0.006 mg
Tris (hydroxymethyl) aminomethane In-house specification Buffer component 132 053 mg 0.04 mg
hydrochloride (Tris HCI)
Water for Injection USP-NF. Ph. Eur. Solvent/vehicle Q.5 q.s. q.5.
Processing Aids/Residues”®
Ethanol Ph. Eur. Processing aid N/A
Citric acid monohydrate Ph. Eur. Processing aid
Sodium citrate Ph. Eur. Processing aid
Sodium hydroxide Ph. Eur. Processing aid
HEPES In-house specification Drug substance buffer

component
EDTA Ph. Eur., USP-NF Drug substance buffer
component

a.  Vials filled at 0.4 mL drug product and diluted to 2.6 mL with of 0.9% NaCl prior to administration.
b.  Values are rounded to maintain the same level of precision as the label claim. with trailing decimals not shown, where applicable.
c. Also known as Trometamol
d.  Also known as Trometamol HC1

e. The processing aids and drug substance formulation buffer components are residues that are essentially removed through the manufacturing process and are
not considered ingredients (excipients).

Abbreviations:

AT.C-0315 = ((4-hydroxybutyl)azanedyl)bis(hexane-6,1-diyl)bis(2-hexyldecanoate)

AT.C-0159 = 2-[(polyethylene glycol)-2000]-N.N-ditetradecylacetanude

DSPC = 1.2-distearoyl-sn-glycero-3-phosphocholine

q.$. = quantum satis (as much as may suffice)

The container closure system for the commercial BNT162b2 Tris/Sucrose finished product is a 2 mL Type I
borosilicate or aluminosilicate glass vial and a 13 mm bromobutyl stopper. For further information and
assessor’'s comments regarding the vial, stopper and seal components, see section 3.2.P.7.

The processing aids used in the manufacture have been specified in the composition together with a foot note
that they are essentially removed through the manufacturing process and are not considered as ingredients
(excipients).

This is found acceptable.

Pharmaceutical development

The major part of the content in section P.2 for the Tris/Sucrose finished product is contained in the dossier
for already approved Line extensions EMEA/H/C/005735/X/0044 and in EMEA/H/C/005735/X/0077. However,
the section P.2 has been updated in various parts in this Line extension EMEA/H/C/005735/X/0138.

QTPP

The QTPP that was developed for the Tris/sucrose finished product has been updated to include the finished
product 3 ug dosage presentation, filled at 0.4 mL fill volume. No changes were made to the currently
approved 30 and 10 pg dosage presentations.

Finished product

The Tris/Sucrose finished product is formulated at 0.1 mg/mL RNA in Tris buffer and sucrose and is filled into
vials at 2.25 mL fill volume, providing 6 doses of 30 ug RNA in 0.3 mL injection volume
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(EMEA/H/C/005735/X/0044), filled into vials at 1.3 mL fill volume, providing 10 doses of 10 ug RNA in 0.2
mL injection volume after dilution with 0.9% sodium chloride (EMEA/H/C/005735/X/0077) and this specific
line extension (EMEA/H/C/005735/X/0138) supports a 3 ug dosage presentation of Tris/Sucrose finished
product for immunization of infants and children from 6 months to 4 years of age. The three doses 30 pg, 10
Mg and 3 ug differ only in the fill volume and requirement for dilution prior to administration for the 10 ug
and 3 pg RNA per dose.

Acceptable results have been provided demonstrating that the target fill volume for the 3 pg finished product
when diluted at the point of use with 0.9% sodium chloride is suitable for delivering 10 doses of 3 pg at 0.2
mL per multi-dose vial. This study includes assessment of hold-up volume and delivered dose volume for 3
Mg dose vials after dilution with 0.9% sodium chloride. The provided results also show that the 2 mL vial can
comprise a total volume of 2.6 mL, corresponding to 0.4 mL of finished product and 2.2 mL 0.9% sodium
chloride, as well as give an acceptable indication of appropriate mixing of the solution. These results also
show that 10 doses can be delivered for the 3 ug dose-presentation with the use of low dead-space syringes
and needles.

There are no formula overages in the finished product, only an overfill which has been acceptably justified.

In summary, the section on finished product has been acceptably updated to include finished product filled at
0.4 mL fill volume for 3 ug doses.

Process development and characterization

The section on process development and characterization has been updated with results and details from a
thawing study to determine the time required for complete thawing of the 3 ug dosage presentation and 0.4
mL fill volume. The provided results show that the thawing time required is 15 minutes at room temperature
and 30 minutes at 2-8 °C for single vials filled at 0.4 mL and 30 minutes at room temperature and 90
minutes at 2-8 °C for the 10-count pack. The information provided is found sufficient.

Container closure system

The container closure system for the commercial Tris/Sucrose finished product is a 2 mL Type I borosilicate
or aluminosilicate glass vial and 13 mm bromobutyl rubber stopper and is compliant with the compendial
requirements of the Ph. Eur. and is further addressed in section P.7.

The dossier has been updated with satisfactory data from a study on penetrability, fragmentation and self-
sealing capacity to support 11 punctures of the 3 ug dose/0.4 mL vial.

The development of the container closure system is found sufficiently presented and this is found acceptable.
Compatibility

The administration simulation and compatibility studies performed for the Tris/Sucrose finished product for
the 3 pg presentation including 0.4 mL fill volume demonstrate physical and chemical stability of undiluted
and diluted finished product for up to 24 hours at ambient temperature in vials. These studies also
demonstrate stability of both undiluted and diluted finished product in syringes for 12 hours at ambient
temperature or 24 hours at refrigerated temperature (2-8 °C).

In addition, the microbial studies performed for the Tris/Sucrose finished products with samples containing
0.9% sodium chloride to challenge the highest salt concentration and lowest pH, supports a hold time of up
to 12 hours at up to 25 °C following first puncture of the stopper for the 3 ug presentation. Based on
physicochemical stability and microbial in-use growth results, Tris/Sucrose finished product vials (for all three
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fill volumes, 2.25 mL, 1.3 mL and 0.4 mL fill volume) may be held at ambient temperatures for up to 24
hours, but once punctured, either for dilution or first use, may be held at 2°C to 25°C and should be used or
discarded within 12 hours.

In summary, compatibility of the Tris/sucrose finished product with 0.4 mL fill volume is acceptably
demonstrated by compatibility studies provided on physicochemical stability and microbial in-use hold time.

2.3.3.2. Manufacture of the product and process controls

The manufacturing sites and the manufacturing process are the same as for the Tris/Sucrose finished product
Comirnaty dispersion for injection 30 micrograms/dose (EMEA/H/C/005735/X/0044) and 10 micrograms/dose
(EMEA/H/C/005735/X/0077) except for a different fill volume. The GMP compliance of these sites has been
previously confirmed.

The manufacturing process consists of four major manufacturing steps — LNP fabrication, bulk finished
product formation, sterile filtration and aseptic filling.

The commercial batch size is XX L of finished product solution corresponding to approximately XX vials at 0.4
mL fill volume. The batch size range is similar to the approved original Tris/Sucrose vaccine. The
manufacturing process is sufficiently described, and suitable in-process controls (IPCs) are applied.

Process validation has been performed on two Process Performance Qualification (PPQ) batches at XX L bulk

finished product manufactured at Pfizer Puurs. The batches are split into 1.3 mL and 0.4 mL fill volume sub-

batches. All data complies with the pre-specified criteria and sufficiently demonstrate that the manufacturing
process is robust and provide a finished product with adequate quality. Since only the fill volume differs from
the approved Tris/Sucrose vaccines 30 micrograms/dose and 10 micrograms/dose, the process validation for
these products is considered as supportive, and the provided data is sufficient for process validation.

2.3.3.3. Product specification, analytical procedures, batch analysis

The finished product specifications at release and shelf life provided in Table P.5-1 include tests for
Appearance (Visual), Appearance (Visible Particulates), Subvisible Particles (Ph. Eur.), pH (Ph. Eur.),
Osmolality (Osmometry), LNP Size (Dynamic Light Scattering), LNP Polydispersity (Dynamic Light
Scattering), RNA Encapsulation (Fluorescence assay), RNA content (Fluorescence assay), ALC-0315 content
(HPLC-CAD), ALC-0159 content (HPLC-CAD), DSPC content (HPLC-CAD), Cholesterol content (HPLC-CAD),
vial content (volume) (USP), Lipid identities (HPLC-CAD), Identity of encoded RNA sequence (RT-PCR),
Potency / in Vitro Expression (Cell-based flow cytometry), RNA Integrity (Capillary Gel Electrophoresis),
Bacterial Endotoxin (Ph. Eur.), Sterility (Ph. Eur.) and Container Closure Integrity (Dye incursion). For all
quality attributes tested on stability except for RNA integrity and LNP size, the acceptance criteria for release
and stability testing throughout shelf life are the same.

The specifications and justifications of specifications for the Tris/Sucrose finished product are based on the
specifications as contained in the dossier for the already approved Line extensions EMEA/H/C/005735/X/0044
and EMEA/H/C/005735/X/0077. The acceptance criteria that differ between the specifications included in the
approved Line extensions EMEA/H/C/005735/X/0044 and EMEA/H/C/005735/X/0077 and this specific applied
Line extension EMEA/H/C/005735/X/0138 is only the vial content (volume), not less than 0.376 mL (for 0.4
mL fill volume).
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The vial content (volume) for the Tris/Sucrose finished product was determined to ensure that each 0.4 mL
filled vial can deliver ten 10 pg doses of 0.2 mL each, following the addition of 2.2 mL 0.9% sodium chloride.
The provided justification for vial content (volume) of 0.4 fill volume is found acceptable.

Batch analysis

The section on batch analysis data have been updated with release data for the 3 pg presentation/0.4 mL fill
volume for two PPQ lots FT9142 and FW9711. In addition, release data from PPQ lot FK5128 filled at 0.4 mL
was supplied in the previous line extension EMEA/H/C/005735/X/0077 and is resubmitted in this application.
All these three PPQ lots met all the release specifications of the specifications document in P.5.1.

The specification, analytical procedures and batch data are found acceptable, and no issues are raised.
Reference standard

Reference standards or material are identical to the already approved Tris/sucrose finished products of the 30
Hg-presentation (EMEA/H/C/005735/X/0044) and the 10 ug-presentation (EMEA/H/C/005735/X/0077).

Container closure system

The container closure system for the commercial Tris/Sucrose finished product is a 2 mL Type I borosilicate
or aluminosilicate glass vial and 13 mm bromobutyl rubber stopper, are compliant with the compendial
requirements of the Ph. Eur. and is identical to the already approved Tris/sucrose finished products of the 30
Hg-presentation (EMEA/H/C/005735/X/0044) and the 10 ug-presentation (EMEA/H/C/005735/X/0077).

2.3.3.4. Stability of the product

The proposed shelf life for this presentation is the same as the approved shelf-life for the existing
Tris/Sucrose finished products; 12 months when stored at the recommended long-term storage condition of -
90 to -60 °C. Additionally, 10 weeks storage at 2-8 °C is approved at the point of use within the 6 months
shelf-life. This 12 months shelf-life is based on the results provided in the recently approved line extensions
EMEA/H/C/005735/0044 (30 pg/dose/2.25 mL fill volume) and EMEA/H/C/005735/0077 (10 pg/dose/1.3 mL
fill volume) as well as from stability results for the 3 pg/dose/0.4 mL fill volume in this specific line extension
EMEA/H/C/005735/0138.

Stability for the 0.4 mL presentation is based on the 0.1 mg/mL Tris/Sucrose finished product which covers
all three dosage presentations, 30, 10 and 3 ug. Stability results are provided for three commercial scale PPQ
batches for the 3 ug presentation at 0.4 mL fill volume (PPQ batches FK5128, FT9142 and FW9711). Stability
data are available from on-going studies at long term storage conditions of -90 to -60°C (up to 6 months
data) and additional storage conditions at -20+£5°C and 5+£3°C (up to 3 months data). 6 months long-term
stability data are provided for batches FK5128 and FT9142 and 3 months data for batch FW9711. The
stability data from PPQ lot FK5128 supporting the 3 ug dose (0.4 mL fill volume) was submitted with a
previous application and is referenced in this application for completeness.

The stability samples are packaged in the currently registered glass vials used for commercial packaging.
The stability results met all acceptance criteria in the finished product specifications document.

Based on the totality of stability data available for the Tris/Sucrose finished product as well as the fact that
the only difference between the 30 ug, 10 ug and 3 pg dosage presentations is the fill volume, 2.25 mL and
1.3 mL versus 0.4 mL, the proposed shelf-life of 12 months at the recommended long-term storage condition
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of -90 to -60 °C and the additional 10 weeks storage at 2-8 °C at the point of use, is agreed to for the 3 ug
dosage presentation.

Post-approval stability protocol and stability commitment

No information is provided in section 3.2.P.8.2. However, the applicant has confirmed that the identical Post-
approval stability protocol and stability commitment in section 3.2.P.8.2 is valid for the 3 ug dosage
presentation as for the 30 ug- and 10 pg-presentations of the Tris/Sucrose finished product.

2.3.3.5. Post approval change management protocol(s)

Not applicable.

2.3.3.6. Adventitious agents

The active substance used to manufacture the Tris/Sucrose finished products (30 micrograms/dose, 10
micrograms/dose and 3 micrograms/dose) is identical to that used for the currently approved PBS/Sucrose
finished product. Consequently, there are no changes to the active substance sections and full reference is
made to the active substance data of Comirnaty, concentrate for dispersion for injection (EMEA/H/C/005735).
Adequate testing for bioburden, endotoxins and sterility are also included at appropriate stages of the
manufacturing process of the finished product.

2.3.3.7. GMO

Not applicable.

2.3.4. Discussion and conclusions on chemical, pharmaceutical and biological
aspects

The Tris/Sucrose finished product is formulated at 0.1 mg/mL RNA in 10 mM Tris buffer, 300 mM sucrose, pH
7.4. There are three dosages of the Tris/Sucrose finished product - 30, 10 and 3 ug RNA per dose. The three
doses differ only in the fill volume and requirement for dilution prior to administration:

- The 30 pg RNA dose is filled at 2.25 mL fill volume and is administered without dilution, providing 6
doses, each a 30 ug RNA dose in 0.3 mL injection volume.

- The 10 ug RNA dose is filled at 1.3 mL fill volume and requires dilution with 1.3 mL 0.9% sodium
chloride prior to administration, providing 10 doses, each a 10 pg RNA dose in 0.2 mL injection
volume.

- The 3 pg RNA dose is filled at 0.4 mL fill volume and requires dilution with 2.2 mL 0.9% sodium
chloride prior to administration, providing 10 doses, each a 3 pg RNA dose in 0.2 mL injection
volume.

The section on pharmaceutical development is found sufficiently comprehensive and acceptable.

The manufacturing sites and the manufacturing process are the same as for the already approved
Tris/Sucrose finished product, 30 ug/dose (EMEA/H/C/005735/X/0044) and 10 ug/dose
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(EMEA/H/C/005735/X/0077) except for a different fill volume. The manufacturing process is sufficiently
described, and suitable in-process controls (IPCs) are applied.

Process validation has been satisfactorily performed on two Process Performance Qualification (PPQ) batches
at XX L bulk finished product manufactured at Pfizer Puurs and this is found sufficient.

The specifications document for the Tris/Sucrose finished product includes a comprehensive set of relevant
tests and the proposed acceptance criteria are found acceptable and adequately justified for all quality
attributes included and no issues are raised.

The proposed 12 months shelf-life at -90 to -60 °C and 10 weeks storage at 2-8 °C at the point of use within
the 6 months shelf-life is agreed to.

2.3.5. Conclusions on chemical, pharmaceutical and biological aspects

In conclusion, based on the review of the quality data provided, this line extension application to register
Comirnaty (3 micrograms/dose) concentrate for dispersion for injection is approvable from the quality point
of view.

2.3.6. Recommendation(s) for future quality development

Not applicable.

2.4. Non-clinical aspects

No new clinical data have been submitted in this application, which was considered acceptable by the CHMP.

2.5. Clinical aspects

2.5.1. Introduction

GCP aspects
The Clinical trials were performed in accordance with GCP as claimed by the MAH

The MAH has provided a statement to the effect that clinical trials conducted outside the community were
carried out in accordance with the ethical standards of Directive 2001/20/EC.

e Tabular overview of clinical studies

Protocol No. Sponsor Treatment No. of Subjects Study Start/ Status

Agent Groups
Phase (Ag ) P
(Country)
C4591007 BioNTech Phase 1: Phase 1: Start Date: March
Phase 1 (Pfizer) 2021 (ongoing)
(United States) 2 to <5 years of 2 to <5 years of age

age BNT162b2 BNT162b2
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Protocol No. Sponsor Treatment No. of Subjects Study Start/ Status
Phase (Agent) Groups
(Country)
(10-pg, 3-Hg) 10-pg group
32 BNT162b2
6 months to
<2 years of age 3-ug group
BNT162b2 16 BNT162b2
(3-p9)
6 months to
<2 years of age
BNT162b2
3 ug group
16 BNT162b2
C4591007 BioNTech Phase 2/3: Phase 2/3: Start Date: July 2021
Phase 2/3 (Pfizer) (ongoing)
(United States, BNT162b2 2 to <5 years of age
Finland, Spain, (3-u9) 1835 BNT162b2
Poland, Brazil) Placebo 915 Placebo
6 months to
<2 years of age
1178 BNT162b2
598 Placebo

2.5.2. Clinical efficacy

2.5.2.1. Dose response study(ies)

Phase 1 was the open- label dose level-finding part of the study, conducted in the US. Dose levels were
tested in sentinel cohorts of children by age de-escalation, starting with the lowest dose level in the oldest

age group. All participants were eligible to receive 2 doses of vaccine 21 days apart.

For each age group, the dose level identified as safe and tolerable and immunogenic in C4591007 Phase 1
was advanced for further evaluation in Phase 2/3.

Phase 1 was planned to enrol 16 participants per dose level tested in each age group. The doses tested and
selected in each age group in current application during Phase 1 were:

® 2 to <5 years of age: dose levels 3, 10-ug

® 6 months to <2 years of age: dose level 3-ug

- selected dose level 3-ug

- selected dose level 3-ug

Inclusion criteria to be enrolled into Phase 1 of this study were healthy participants 6 months to <5 years of

age who were determined by medical history, physical examination, and clinical judgment of the investigator
to be eligible for inclusion in the study.
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The primary objective was to describe the safety and tolerability profiles and immune responses of
prophylactic BNT162b2 at each dose level in each age group.

Baseline characteristics. In the evaluable immunogenicity population, most Phase 1 participants 6 months
to <2 years of age were White (92.3%), with 7.7% Asian participants. There were 7.7% Hispanic/Latino
participants. The median age was 16.0 months and 69.2% of participants were male. The Phase 1
participants 2 to <5 years of age were White (80.4%), with 4.3% Black or African American participants
and 6.5% Asian participants, and other race groups were <10%. There were 2.2% Hispanic/Latino
participants. The median age was 3.0 years and 56.5% of participants were male.

Immunogenicity results 7 days after dose 2. For children 2 to <5 years of age, BNT162b2 elicited robust and
comparable SARS-CoV-2 50% neutralizing titers at 7 days after Dose 2 at both tested dose levels (3-ug and
10-pg) in a population who was without evidence of SARS-CoV-2 infection in the Phase 1 study.

For children 6 months to <2 years of age, BNT162b2 elicited robust SARS-CoV-2 50% neutralizing titers at 7
days after Dose 2 at the 3-ug dose level tested in a population who was without evidence of SARS-CoV-2
infection.

Overall, two doses of BNT162b2 3-ug elicited robust immune responses in children <5 years of age (see
Tables below).

Table 1. Summary of Geometric Mean Titers- participants without evidence of infections- Phase 1-2 to
<5yo-Evaluable Immunogenicity population

Vaccine Group (as Assigned)

3pg 10 pg
Assay Dose/ n® GMT® (95% CI9) n® GMT® (93% CI9)
Sampling
Time Point*
SARS-CoV-2 neutralization 2Day 7 13 13504 (973.1, 1873.9) 29 20395 (1679.1, 2526.0)

assay - NT30 (titer)

Abbreviations: GMT = geometric mean titer; LLOQ = lower limit of quantitation; NAAT = nucleic acid amplification test;
N-binding = SARS-CoV-2 nucleoprotein-binding; NT50 = 50% neutralizing titer; SARS-CoV-2 = severe acute respiratory
syndrome coronavirus 2.

Note: Participants who had no serological or virological evidence (prior to the Visit 3 blood sample collection) of past
SARS-CoV-2 infection (1e, N-binding antibody [serum)] negative at Visits 1, 2, and 3, SARS-CoV-2 not detected by
NAAT [naszal swab] at Visits 1 and 2, and negative NAAT [nasal swab] result

at any unscheduled visit prior to the Visit 3 blood sample collection) and had no medical history of COVID-19 were
included in the analysis.

a. Protocol-specified timing for blood sample collection.

b, n=Number of participants with valid and determinate assay results for the specified assay at the given dose/sampling
time point.

c. GMTs and 2-sided 95% Cls were calculated by exponentiating the mean logarithm of the titers and the corresponding
Cls

{(based on the Student t distribution). Assav results below the LLOQ were set to 0.5 x LLOQ.
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Table 2. Summary of Geometric Mean Titers- participants without evidence of infections- Phase 1- é6m to
<5yo-Evaluable Immunogenicity population

Vaccine Group (as Assigned)

3 g
Assay Dose/ n® GMT* (95% CI°)
Sampling
Time Point®
SARS-CoV-2 neutralization assay - NT50 (titer) 2/Day 7 13 16438 (1151.3,2347.1)

Abbreviations: GMT = geometric mean titer; LLOQ = lower Limut of quantitation; NAAT = nucleic acid amplification test;
N-binding = SARS-CoV-2 nucleoprotein-binding; NT30 = 50% neutralizing titer; SARS-CoV-2 = severe acute respiratory
syndrome coronavirus 2.

Note: Participants who had no serological or virological evidence (prior to the Visit 3 blood sample collection) of past
SARS-CoV-2 infection (ie, N-binding antibody [serum] negative at Visits 1, 2, and 3, SARS-CoV-2 not detected by
NAAT [nasal swab] at Visits 1 and 2, and negative NAAT [nasal swab] result

at anv unscheduled visit prior to the Visit 3 blood sample collection) and had no medical history of COVID-19 were
included in the analysis.

a. Protocol-specified timing for blood sample collection.

b. n=Number of participants with valid and determunate assay results for the specified assay at the given dose/sampling
time point.

c. GMTs and 2-sided 95% Cls were calculated by exponentiating the mean logarithm of the titers and the corresponding
Cls

{based on the Student t distribution). Assay results below the LLOQ were set to 0.5 = LLOQ.

Safety. For children 2 to <5 years of age, higher frequencies and greater severity of reactogenicity to the 10-
Mg dose level in comparison to the 3-ug dose level contributed to the decision to select a lower dose of 3 ug
of BNT162b2 to proceed to Phase 2/3 for this age group.

For children 6 months to <2 years of age, the single dose level of 3-ug dose level tested in Phase 1 was
informed by observed safety results from Phase 1 participants in the 2 to <5 years of age group. The 3-ug
dose level was well tolerated in children 6 months to <2 years of age, and the observed satisfactory safety
profile of 3-pg given supported its selection as the final dose level of BNT162b2 to proceed to Phase 2/3 for
this age group.

Overall, two doses of BNT162b2 3-ug were well-tolerated in participants <5 years of age in Phase 1.

Dose Selection Based on Phase 1 Data

For participants 2 to <5 years of age, final dose selection of BNT162b2 was based on the similarity in post-
vaccination immunogenicity reflected in Day 7 post-Dose 2 GMTs across 3-ug and 10-ug dose levels, along
with the more favourable reactogenicity profile observed at the 3-ug dose level compared to the 10-pg dose
level. The totality of these results led to the selection of BNT162b2 at the 3-ug dose level to proceed to Phase
2/3 evaluation for this age group.

For participants 6 months to <2 years of age, based on the age de-escalation design of the Phase 1 study,
the 3-pg dose level of BNT162b2 was the only dose level tested, and Phase 1 data showed a robust immune
response and favourable reactogenicity profile for this dose level in this age group.
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2.5.2.2. Main studies

Title of study: Phase 2/3 Study C4591007

Methods

Children 6 Months to <5 Years of Age: A Phase 2/3 Placebo- Controlled, Observer-Blinded Safety, Tolerability,
and Immunogenicity Study of a SARS-CoV-2 RNA Vaccine Candidate Against COVID-19 in Healthy Children
and Young Adults

Two schemes were used (2-dose and 3-dose), but the company is only seeking approval for the 3-dose
scheme so this assessment will solely focus on that subset of the study.

Study Participants

Inclusion criteria

Enrolled into Phase 2/3 of this study were healthy participants 6 months to <5 years of age who were
determined by medical history, physical examination, and clinical judgment of the investigator to be eligible
for inclusion in the study. Eligibility permitted enrolment of participants with medical conditions such as
stable Type 1 diabetes or hypothyroidism; stable and controlled HIV, HCV, or HBV infection; and past
serological or microbiological evidence of prior (not active) SARS-CoV-2 infection. Participants were
randomized 2:1 to receive vaccine or placebo at sites in the US, Finland, Poland, Spain, and Brazil.

Participants’ parent(s)/legal guardian(s) had to provide signed inform consent (and verbal or written assent
from the participant if appropriate); they also had to be willing and able to comply with all scheduled visits,
treatment plans, laboratory tests, lifestyle considerations, and other study procedures.

Exclusion criteria

Exclusions from Phase 2/3 study participation included prior receipt of a COVID-19 vaccine or medication
intended to prevent COVID-19, prior or current diagnosis of MIS-C, history of severe (ie, anaphylactic)
reaction associated with any vaccine or allergy to any component of the study intervention (ie, BNT162b2),
immunodeficiency or autoimmune disease requiring therapeutic intervention (other than diabetes) and other
medical conditions and/or therapeutic interventions deemed incompatible with study participation.

Treatments

Participants were randomized in a 2:1 ratio to receive either BNT162b2 (3 ug) or placebo (normal saline).
Participants were eligible to receive a 3-dose regimen. Doses were administered IM into the deltoid muscle
for children =2 years of age and into the anterior thigh muscle for children <2 years of age. There was
approximately 21-day interval between dose 1 and dose 2, and at least 8 weeks between dose 2 and dose 3.

The comparator group for immunobridging exercise consisted of participants 16 to 25 years of age from
Phase 2/3 of the C4591001 study, receiving 2 doses of BNT162b2 (30 ug) with 21-day interval.
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Objectives

Primary immunogenicity

e To immunobridge the immune response elicited by prophylactic BNT162b2 between Phase 2/3
participants at the dose selected in each age group and participants 16 to 25 years of age from the
C4591001 study without serological or virological evidence of past SARS-CoV-2 infection:

o In participants 22 to <5 years of age receiving 3 doses of 3 pg Comirnaty compared to
participants 16 to 25 years of age receiving 2 doses of 30 pg Comirnaty

o In participants 26 months to <2 years of age receiving 3 doses 3 pg Comirnaty compared to
participants 16 to 25 years of age receiving 2 doses of 30 ug Comirnaty.

Secondary immunogenicity

e To describe the immune responses elicited by prophylactic BNT162b2 at the dose level selected in
each age group and persistence of immune response in Phase 2/3 participants without serological or
virological evidence of past SARS-CoV-2 infection.

Secondary efficacy

e To evaluate the efficacy of prophylactic BNT162b2 against confirmed COVID-19 occurring from 7 days
after Dose 3 during the blinded follow-up period in participants 26 months to <5 years of age in the
selected-dose portion of the study without and with or without evidence of past SARS-CoV-2
infection.

Exploratory
e To describe the efficacy of prophylactic BNT162b2 against confirmed COVID-19:
— occurring from 7 days after Dose 2 to prior to Dose 3
— occurring from 7 days after Dose 3

through the blinded follow-up period in participants in the selected-dose portion of the study without, and
with and without, evidence of past SARS-CoV-2 infection in each age group and in 26 months to <2 years
and =2 to <5 years age groups combined.

e To describe the relative VE of prophylactic BNT162b2 against confirmed COVID-19 illness from 7 days
after Dose 3 of BNT162b2 to COVID-19 illness from 7 days after Dose 2 to prior to Dose 3 of
BNT162b2 during the same calendar time interval of interest. Participants from the original active
vaccine group receiving 3 doses of BNT162b2 will be compared to participants from the original
placebo group receiving 2 doses of BNT162b2 after unblinding in each age group and the =26-month
to <2-year and =2- to <5-year age groups combined.

e To evaluate the immune response over time to prophylactic BNT162b2 at the dose level selected in
each age group and persistence of immune response in Phase 2/3 participants with and without
serological or virological evidence of past SARS-CoV-2 infection.

e To describe severe COVID-19 cases in participants in the selected-dose portion of the study with and
without serological or virological evidence of past SARS-CoV-2 infection.

e To describe MIS-C cases with and without evidence of past SARS-CoV-2 infection in participants in
the selected-dose portion of the study.
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e To describe the immune response to emerging VOCs.

Outcomes/endpoints

Phase 2/3, primary and secondary immunogenicity:
. SARS-CoV-2 neutralizing titers (GMT)
Phase 2/3, secondary efficacy:

. Confirmed COVID-19 incidence from 7 days after Dose 3 per 1000 person-years of blinded follow-up

Sample size

The Phase 2/3 selected-dose portion of the study was to randomize approximately 4500 participants
(randomization ratio of 2:1 so that 3000 receive active vaccine and 1500 receive placebo) for each age
group, with a total of approximately 13,500 participants. The total sample size in Phase 2/3 is not based on
statistical hypothesis testing.

Sample size for immunobridging Evaluation of 3-Dose Series

For evaluation of the 3-dose series immunobridging objectives in the Phase 2/3 selected-dose evaluation
portion of the study, approximately 200 participants in each of the younger age groups (26 months to <2
years, =2 years to <5 years) who were enrolled prior to protocol amendment 6 and received 3 doses of
BNT162b2 was to be selected and the same number of participants 16 to 25 years of age who received 2
doses of BNT162b2 from Phase 2/3 of the C4591001 study were to be randomly selected as the
immunobridging subset. To maintain blinding, approximately 100 participants in each age group from the
C4591007 study and 50 participants 16 to 25 years of age from the C4591001 study who received placebo
were also to be selected for serology testing.

Assuming a non-evaluable rate of 35%, approximately 130 evaluable participants in each age group were
approximated to contribute to the immunobridging evaluation.

Assuming that the assay standard deviation at 1 month after Dose 3 and 1 month after Dose 2 in log scale is
0.93 based on data observed in the Phase 3 third-dose portion of the C4591001 study and the GMR of the
younger age group to the 16- to 25-year age group is 1, 130 evaluable participants in each age group were
to provide 93.3% power to demonstrate immunobridging success of each younger age group to the 16- to
25-year age group based on GMR using a 1.5-fold margin. For comparisons based on seroresponse, a 95%
response rate is assumed for each comparative group at the comparative time point. With 130 evaluable
participants, the study had 90.4% power to show the immunobridging based on seroresponse rate using a
10% margin.

Randomisation and blinding (masking)

Participants was to be randomized in a 2:1 ratio to receive active vaccine or placebo.

Allocation (randomization) of participants to vaccine groups will proceed through the use of an IRT system
(IWR). The site personnel were then provided with a vaccine assignment and randomization number from the
IRT system, which provided a confirmation report containing the participant number, randomization number,
and study intervention allocation assigned.
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The study staff receiving, storing, dispensing, preparing, and administering the study interventions were to
be unblinded. All other study and site personnel, including the investigator, investigator staff, and
participants, were to be blinded to study intervention assignments. In particular, the individuals who evaluate
participant safety were blinded. Because BNT162b2 and placebo are different in physical appearance, the
study intervention syringes were be administered in a manner that prevented the study participants from
identifying the study intervention type based on its appearance. Contact between the unblinded dispenser
and study participants and unblinded administrator and study participants was to be kept to a minimum. The
remaining site personnel were not to know study intervention assignments.

At the 6-month follow-up visit, all participants were to be unblinded. Participants who originally received
placebo were offered the opportunity to receive BNT162b2 as part of the study.

Statistical methods
Analysis methods

Analyses for Binary Data The exact 95% CI for binary endpoints for each group were computed using the F
distribution (Clopper-Pearson). The 95% CI for the between-group difference for binary endpoints were
calculated using the Miettinen and Nurminen method.

Analyses for Continuous Data A validated SARS-CoV-2 neutralization assay was used to obtain titers
(GMT) against the wild-type strain, with young adult group samples tested contemporaneously with pediatric
group samples for comparability. Immunobridging success criteria were based on both the geometric mean
ratio (GMR) of 50% neutralizing geometric mean titers (GMTs) and difference in seroresponse rates.

The geometric means were calculated as the mean of the assay results after making the logarithm
transformation and then exponentiating the mean to express results on the original scale. Two-sided 95% Cis
were obtained by taking log transforms of assay results, calculating the 95% CI with reference to Student’s t
distribution, and then exponentiating the confidence limits.

The GMR were calculated as the mean of the difference of logarithmically transformed assay results (e.g.,
SARS-CoV-2 neutralizing titers in the younger age group minus that in 16- to 25-year age group) and
exponentiating the mean. Two-sided CIs were obtained by calculating CIs using Student’s t distribution for
the mean difference of the logarithmically transformed assay results and exponentiating the confidence
limits.

GMFRs are defined as ratios of the results after vaccination to the results before vaccination. GMFRs are
limited to participants with non-missing values at both time points. GMFRs were calculated as the mean of
the difference of logarithmically transformed assay results (later time point minus earlier time point) and
exponentiating the mean. The associated 2-sided 95% CIs were obtained by constructing CIs using Student’s
t distribution for the mean difference on the logarithm scale and exponentiating the confidence

Seroresponse: defined as achieving a >4-fold rise in SARS-CoV-2 neutralizing titers from before Dose 1. If
the baseline measurement was below LLOQ, post-vaccination measure of 24 x LLOQ was considered to be
seroresponse. Data were summarized as the difference in percentages of participants achieving seroresponse
and associated 2-sided 95% CI calculated using the Miettinen and Nurminen method. Immunobridging
success was declared if the lower limit of the CI for difference in seroresponse rate was greater than -10%
and provided that the GMR success criteria had been met.
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GMTs and geometric fold-rises (GMFRs) were summarized with 2-sided 95% Cls obtained by taking log
transforms of results, calculating CIs with reference to Student’s t-distribution, then exponentiating
confidence limits. Titers below LLOQ were set to 0.5 x LLOQ.

Variant Neutralization assay

Descriptive analyses of SARS-CoV-2 variant neutralization were conducted on the Omicron neutralization
subset. For each of the pediatric groups in Phase 2/3 Study C4591007, this included approximately 40
BNT162b2 3-ug recipients and 5 placebo recipients randomly selected from the immunobridging subset who
had received three doses of study intervention, were without evidence of prior SARS-CoV-2 infection up to 1-
month post-Dose 3 and had sufficient blood volume for testing at Dose 3 and 1-month post-Dose 3. The
adult reference group from Phase 3 Study C4591001 included 40 participants 18 to 55 years of age randomly
selected from the C4591001 evaluable immunogenicity population who had received a booster (third) dose of
BNT162b2 30-ug at least 6 months after the second dose and were without evidence of prior SARS-CoV-2
infection up to 1-month post-Dose 3. Samples from the C4591007 pediatric groups and C4591001 adult
group were tested contemporaneously for comparability.

A non-validated fluorescent focus reduction neutralization test (FFRNT) was used to determine SARS-CoV-2
serum neutralizing titers before Dose 3 and 1-month post-Dose 3. The FFRNT is a non-validated assay similar
to the 50% plaque-reduction neutralization test (PRNT) assay which has been used to generate supportive
data against the reference strain and other variants. The FFRNT assay has higher throughput and correlates
well with the PRNT assay. All samples were tested at the same time to ensure comparability of results.

The 50% FFRNT titers were determined against the designated wild-type reference strain, which is a
recombinant USA-WA1/2020 (clinical strain isolated in January 2020), and against recombinant Delta and
Omicron (BA.1) variants, which are recombinant viruses with the Delta or Omicron variant full spike gene on
the genetic background of USA-WA1/2020. Titers obtained from the FFRNT assay were reported as GMTs and
GMFRs as described above.

Analysis sets
Enrolled: All participants who have a signed ICD.
Randomized: All participants who are assigned a randomization number in the IWR system.

Evaluable immunogenicity (2-dose): All eligible randomized participants who receive 2 doses of the
vaccine with the same dose level to which they are randomized, with Dose 2 received within the predefined
window (within 19-42 days after Dose 1 for 21-day interval, within 51-61 days after Dose 1 for 8-week
interval in the lower-dose evaluation portion), have at least 1 valid and determinate immunogenicity result
after Dose 2 from the blood sample collected within an appropriate window after Dose 2 (within 6-8 days
after Dose 2 for Phase 1 and within 28-42 days after Dose 2 for Phase 2/3), and have no other important
protocol deviations as determined by the clinician.

Evaluable immunogenicity (3-dose) All eligible randomized participants who receive 3 doses of the
vaccine with the same dose level to which they are randomized, with Dose 2 received within the predefined
window (within 19-42 days after Dose 1 for 21-day interval, within 51-61 days after Dose 1 for 8-week
interval in the lower-dose evaluation portion), with Dose 3 received within the predefined window (at least
175 days after Dose 2 for 25- to <12-year age group and the participants in the =2- to <5-year age group
turning 5 years of age prior to crossing over, at least 60 days after Dose 2 for 26-month to <2-year and >2-
to <5-year age groups enrolled before Protocol Amendment 6, within 54-70 days after Dose 2 for =6-month
to <2-year and =2- to <5-year age groups enrolled after Protocol Amendment 6), have at least 1 valid and
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determinate immunogenicity result after Dose 3 from the blood sample collected within an appropriate
window after Dose 3 (within 28-42 days after Dose 3), and have no other important protocol deviations as
determined by the clinician.

All-available immunogenicity Dose 2 all-available immunogenicity: All randomized participants who
receive 2 doses of the study intervention with at least 1 valid and determinate immunogenicity result after
Dose 2 from the blood sample collected at 1 month after Dose 2 visit regardless of visit window.

Dose 3 all-available immunogenicity: All randomized participants who receive 3 doses of the study
intervention with at least 1 valid and determinate immunogenicity result after Dose 3.

Evaluable efficacy (2-dose) All eligible randomized participants who receive 2 doses of the vaccine with
the same dose level to which they are randomized, with Dose 2 received within the predefined window
(within 19-42 days after Dose 1) and have no other important protocol deviations as determined by the
clinician before 7 days after Dose 2.

Evaluable efficacy (3-dose) All eligible randomized participants who receive 3 doses of the vaccine with
the same dose level to which they are randomized, with Dose 2 received within the predefined window
(within 19-42 days after Dose 1), with Dose 3 received within the predefined window (at least 175 days after
Dose 2 for 25- to <12-year age group and the participants in the >2- to <5-year age group turning 5 years
of age prior to crossing over, at least 60 days after Dose 2 for 26-month to <2-year and =2- to <5-year age
groups enrolled before Protocol Amendment 6, within 54-70 days after Dose 2 for 26-month to <2-year and
>2- to <5-year age groups enrolled after Protocol Amendment 6), and have no other important protocol
deviations as determined by the clinician before 7 days after Dose 3.

Evaluable efficacy (seroconversion) All eligible randomized participants who receive all vaccination(s) as
randomized, with Dose 2 received within the predefined window (within 19-42 days after Dose 1), have at
least 1 N-binding antibody test result available at a post-Dose 2 visit, and have no other important protocol
deviations as determined by the clinician prior to the first post-Dose 2 N-binding antibody test.

All-available efficacy (mITT) Dose 1 all-available efficacy: All randomized participants who receive at least
1 vaccination.

Dose 2 all-available efficacy: All randomized participants who complete 2 vaccination doses.
Dose 3 all-available efficacy: All randomized participants who complete 3 vaccination doses.
Safety All participants who receive at least 1 dose of the study intervention.

Missing data

A partial AE start date (missing day or missing both month and day) was to be imputed by assigning the
earliest possible start date using all available information. A complete missing start date for an AE was not
allowed in the data collection.

Values below the LLOQ for each assay, denoted as BLQ, were be set to 0.5 x LLOQ for analysis. However,
this calculation could be adjusted based upon additional data from the assay.

No additional imputation were applied to other missing data.
Subgroup analyses

For Phase 2/3, subgroup analyses based on sex, race, ethnicity, and baseline SARS-CoV-2 status were to be
performed on all primary safety and immunogenicity endpoints (as supplemental analyses).
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Multiplicity

For the immunogenicity objectives of immunobridging of BNT162b2 after the 2-dose series in each of the 5
age groups (=16 to <18 years, 212 to <16 years, =5 to <12 years, 22 to <5 years, and =26 months to <2
years of age) to the comparator group from Phase 2/3 of the C4591001 study, the hypothesis testing for
each age group was to be carried out separately. Each immunobridging analysis corresponds to a separate
analysis of the respective age group, with a separate objective. The age groups are included in the same
study to improve operational efficiency. Therefore, no type I error adjustments was to be applied in the
immunogenicity assessments for the 5 age groups.

Within each age group, immunobridging based on GMR and seroresponse difference was to be assessed
sequentially.

The primary immunogenicity and secondary efficacy objectives after the 3-dose series for the 26-month to
<2-year and =2- to <5-year age groups were to be evaluated separately from the objectives after 2-dose
series. The hypothesis testing for immunobridging of the >6-month to <2-year and >=2- to <5-year age
groups was to be carried out separately in the same way as for the 2-dose series; no type I error
adjustments were to be applied for the assessments of the 2 age groups for the same reason described
above. If immunobridging success was declared for both age groups, the secondary efficacy objectives was to
be tested sequentially in the order as stated for the 2 age groups combined.

Interim analyses

No formal interim analysis was to be conducted for this study, but statistical analyses were to be carried out
when the final data for specified objectives are available while the study is ongoing.

Results

Recruitment

The study started to recruit 24.03.2021 and is still ongoing.

Conduct of the study

The Phase 1/2/3 Study C4591007 was undertaken by Pfizer and BioNTech and conducted at a total of 84
sites as of the data cutoff date (29 April 2022): 11 in Finland, 8 in Poland, 10 in Spain, and 55 in the US.
There were an additional 2 study centers in the US that received study drug but did not enter any
participants. For Phase 1, participants were entered at US sites only.

The study was conducted by investigators contracted by and under the direction of Pfizer. The investigators
were responsible for adhering to the study procedures described in the protocol, for keeping records of the
study intervention, and for ensuring accurate completion of the CRFs and DCTs supplied by the sponsor.

No sites were terminated from the study as of the Phase 2/3 data cutoff date (29 April 2022).

The paediatric investigational Plan has label EMEA-002861-PIP02. The original protocol from 5.02.2021 has
been amended 7 times: 5.03.2021, 6.08.2021, 10.09.2021, 29.09.2021, 15.11.2021, 4.01.2022 and
10.03.2022. The 2 last amendments affected the results included in current application.
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The Study Protocol Amendment 6 dated on 04.01.2022 focussed on age group below 5 years. The primary
immunogenicity analysis demonstrated that the immune response elicited by BNT162b2 in participants =22 to
<5 years of age (2 doses at 3 ug) did not meet immunobridging criteria when compared to participants 16 to
25 years of age from the C4591001 study. As a result, and given the emerging data in individuals 16 years of
age and older, an additional (third) dose of BNT162b2 was to be administered to all Phase 1 dose-finding and
Phase 2/3 selected-dose participants and the protocol amended accordingly. Also, an additional 4500 Phase
2/3 selected-dose participants =6 months to <2 years and =2 to <5 years of age are permitted to enrol to
enlarge the size of the pediatric safety database. For participants <5 years of age, all positive RT-PCR cases
confirmed by the central laboratory would undergo BioFire testing to detect coinfections.

The Study Protocol Amendment 7 dated on 10.03.2022 added a relative VE objective for 3-dose BNT162b2
from original active vaccine group vs 2-dose BNT162b2 from placebo crossover. The relative VE calculation
for those receiving 3 doses of BNT162b2 is being compared to those who received 2 doses of BNT162b2 after
originally receiving placebo (as opposed to comparing to those who received 2 doses of BNT162b2, as
originally randomized) due to the emergence of different variants over time; the timing of cases for these 2
groups are similar, therefore making it more likely to compare cases of the same variant.

Immunogenicity Results post-dose 3 — Study C4591007, Phase 2/3

Children 2 to <5 years of age:

Disposition and Data Sets Analysed

The Dose 3 evaluable immunogenicity population included 204 children 2 to <5 years of age who received
three doses of BNT162b2 3-ug and 92 who received placebo, of whom 143 and 59 participants, respectively,
were without prior evidence of SARS-CoV-2 infection up to 1 month after Dose 3. The comparator group of
young adults 16 to 25 years of age included 183 participants in the BNT162b2 30-ug group and 45
participants in the placebo group of Study C4591001, of whom 170 and 38 participants, respectively, were
without prior evidence of SARS-CoV-2 infection up to 1 month after Dose 2.

Exclusions from the Dose 3 evaluable population were reported in similar proportions of the BNT162b2
groups of the pediatric (6.4%) and adult (8.5%) populations, most due to lack of a valid and determinate
assay immunogenicity result after Dose 3 or Dose 2, respectively.

Among children 2 to <5 years of age in the immunobridging subset who received three doses of BNT162b2 3-
Hg or placebo, 100% completed the 1-month post-Dose 3 visit. In the comparator adult group who received
two doses of BNT162b2 30-ug or placebo, most (=299.5%) completed the 1-month post-Dose 2 visit.

All children 2 to <5 years of age in the immunobridging subset received all three doses of BNT162b2 3-ug,
and all comparator adults 16 to 25 years of age received two doses of BNT162b2 30-ug. Most pediatric and
adult participants (>85%) received Dose 2 within the protocol defined window of 19 to 23 days after Dose 1.

Most pediatric participants in the immunobridging subset received Dose 3 of BNT162b2 3-ug at least 8 weeks
after Dose 2, most commonly between 8 and <13 weeks post-Dose 2 (84.4%). The median timing of Dose 3
administration after Dose 2 of BNT162b2 was 10.7 weeks (range: 8.1 to 15.6 weeks) and of placebo was
10.7 weeks (range: 8.6 to 16.0 weeks).
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Baseline data

Demographic Characteristics

The demographic characteristics of the evaluable immunogenicity population, immunobridging subset, are
summarised in the Table below.

In total, most participants in this pediatric population were White (69.2%). The median age was 3.0 years
and 44.1% of participants were male. There were 6.3% of participants reported as obese.

In the evaluable immunogenicity population (regardless of evidence of prior infection), 11/204 participants
(5.4%) were baseline positive for prior SARS-CoV-2 infection.

Table 3. Demographic Characteristics-Immunobridging subset-participants without evidence of infection-
Study C4591007 Phase 2/3 to <5 years of age and Study C4591001 Phase 2/3 16 through 25 years of age-
Evaluable Immunogenicity Population.

Vaccine Group (as Randomized)

BNT162b2 Placebo
Ins 30 ps 2 to =<5 Years 16-25 Years
2 to =5 Years 16-25 Years (C4591007) (C4591001)
(C4591007) (C4391001) (N*=39) (N"=38)
(Na=143) ™N2=170) nb (%) nb (%)
n® (%) n® (%)
Sex
Male 63 (44.1) 79 (46.5) 26 (44.1) 16 (42.1)
Female 80 (55.9) 01(53.5) 33(339) 22(379)
Race
White 99 (69.2) 130(76.5) 47 (79.7) 28(73.7)
Black or African American 8 (5.6) 15(8.8) 234 5(13.2)
American Indian or Alaska Native 0 3(1.8) 0 0
Asian 16 (11.2) 13(7.6) 4(6.8) 3(7.9)
Native Hawaiian or other Pacific Islander 0 1(0.6) 0 0
Multiracial 17(11.9) 7(4.1) 6(10.2) 2(53)
Not reported 3(2.1) 1(0.6) 0 0
Ethnicity
Hispanic/Latino 16(11.2) 51(30.0) 5(8.5) 7(184)
Non-Hispanic/Non-Latino 126 (88.1) 119 (70.0) 54 (91.5) 31(81.4)
Not reported 1(0.7) 0 0 0
Country
Argentina 0 24(14.1) 0 4(10.3)
Brazil 0 13(7.6) 0 1(2.6)
Germany 0 0 0 2(53)
South Africa 0 6(3.5) 0 5(13.2)
Turkey 0 1(0.6) 0 0
UsA 143 (100.0) 126 (74.1) 59 (100.0) 26 (68.4)
Apge at vaccination (vears)
Mean (SD) 2.7(0.76) 21.2(2.9%) 3.1(0.75) 21.0(3.30)
Median 3.0 220 30 215
Min, max (2.4 (16.25) 2.4 (16.25)
Obese*
Yes 9(6.3) 30(17.6) 30 7(184)
No 134 (937 140324 56 (94.9) 31(81.6)
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Abbreviations: CDC = Centers for Disease Control and Prevention; NAAT = nucleic acid amplification test;

N-binding = SARS-CoV-2 nmucleoprotein—binding; SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.

Note: Evaluable population refers to Dose 3 evaluable immunogenicity population for C4591007 and Dose 2 evaluable
immumogenicity population for C4391001.

Note: Participants mcluded in this analvsis had no serological or virological evidence of past SARS-CoV-2 infection prior to
the 1-month post-Dose 2 (C4591001) or 1-month post-Dose 3 (C4591007) study blood sample collection. Having no evidence
of past SARS-CoV-2 infection was defined as

having a negative N-binding antibody (semum) result at the Dose 1, Dose 3 (C4591007), and 1-month post—Dose 2 (C4591001)
or 1-month post—Dose 3 (C4591007) study visits; a negative NAAT (nasal swab) result at the Dose 1. Dose 2. and Dose 3
(C4591007) study visits and at any unscheduled visit

prior to the 1-month post-Dose 2 (C4521001) or 1-month post-Dose 3 (C4591007) study blood sample collection; and no
medical history of COVID-19.

a. N =number of participants in the specified group. This value is the denominator for the percentage calculations.

b. n=MNumber of participants with the specified characteristic.

c. Obese is defined as a body mass index (BMI) at or above the 95th percentile according to the growth chart for participants
2 to <5 years of age or

BMI =30 kg/m? for participants 16 to 25 years of age. Refer to the CDC growth charts at

https:/Awww.cde gov/growthcharts/htm] charts/bmiagerev him.

Numbers analysed

Active arm Placebo
Children 2- <5y Young adults 16-25 y Children 2- <5y Young adults 16-25y
143 170 59 38

Outcomes and estimation

Immunobridging results are presented for 50% SARS-CoV-2 neutralizing antibody responses against the
wild-type strain, for participants in the evaluable immunogenicity population without prior evidence of SARS-
CoV-2 infection. Immunobridging success criteria were based on the GMR and difference in seroresponse
rate, comparing neutralizing titers from children 2 to <5 years of age (1-month post-Dose 3) to those from
young adults (1-month post-Dose 2).

GMR of Neutralizing Titers - Children 2 to <5 Years of Age

Among participants in the evaluable immunogenicity population without prior evidence of SARS-CoV-2
infection, the GMR of SARS-CoV-2 50% neutralizing titers in children 2 to <5 years of age (at 1-month post-
Dose 3 of BNT162b2 3-ug) compared to young adults 16 to 25 years of age (at 1-month post-Dose 2 of
BNT162b2 30-ug) was 1.30 (2-sided 95% CI: 1.13, 1.50) (Table below).

The lower bound of the 2-sided 95% CI for GMR was >0.67 and the GMR point estimate was >0.8 (protocol
specified criterion) and >1.0 (requested by FDA), indicating the prespecified immunobridging success
criterion for the GMR was met.
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Table 4. Summary of Geometric Ratios NT50-Participants without evidence of Infection-Immunobridging
subset- Study C4591007 Phase 2/3 to <5 years of age (1 month after dose 3) and Study C4591001 Phase
2/3 16 through 25 years of age (1 month after dose 2) -Evaluable Immunogenicity Population.

Vaccine Group (as Randomized)

BNT162b2
3pg 30 pg 2 to =5 Years/16-25 Years
2 to <5 Years 16-25 Years
(C4591007) (C4591001)
(1 Month After Dose 3) (1 Month After Dose 2)
Assay n'  GMT? (95% CIY) n*  GMTP (95% CIY) GMR®  (05% CI9) Met Immunobridging
Objective?
(Yes/No)
SARS-CoV-2 neutralization 143 15352 (1388.2, 1697.8) 170 1180.0 (1066.6. 1305.4) 130 (1.13. 1.50) Yes

assay - NT50 (titer)

Abbreviations: GMR = geometric mean ratio; GMT = geometric mean titer; LLOQ = lower limit of quantitation; NAAT = nucleic acid amplification test;

N-binding = SARS-CoV-2 nucleoprotein—binding; NT50 = 50% neutralizing titer; SARS-CoV-2 = severe acute respiratory syndrome coronavins 2.

Note: Evaluable population refers to Dose 3 evaluable immunogenicity population for C4591007 and Dose 2 evaluable immunogenicity population for C4591001.

Note: Participants included in this analysis had no serological or virological evidence of past SARS-CoV-2 infection prior to the 1-month post-Dose 2 (C4591001) or 1-month
post—Dose 3 (C4591007) study blood sample collection. Having no evidence of past SARS-CoV-2 infection was defined as

having a negative N-binding antibody (serum) result at the Dose 1. Dose 3 (C4501007), and 1-month post—Daose 2 (C4391001) or 1-month post-Dose 3 (C4591007) study visits;
anegative NAAT (nasal swab) result at the Dose 1, Dose 2, and Dose 3 (C4591007) study visits and anv unscheduled visit prior to the 1-month post-Dose 2 (C4591001) or 1-
month post-Dose 3 (C4591007) study blood sample collection: and no medical history of COVID-19.

a. n=Number of participants with valid and determinate assay results for the specified assay at the given dose/sampling time point.

b.  GMTs and 2-sided 95% CIs were calculated by exponentiating the mean logarithm of the titers and the corresponding ClIs (based on the Student t distribution). Assay
results below the LLOQ were set to 0.5 ®x LLOQ.

c. GMRs and 2-sided 95% CIs were calculated by exponentiating the mean difference of the logarithms of the titers ([2 vears to <5 vears] - [16-25 vears]) and the
corresponding CI (based on the Student t distribution).

Difference in Seroresponse Rates — Children 2 to <5 Years of Age

Among participants in the evaluable immunogenicity population without prior evidence of SARS-CoV-2
infection, the difference in proportions who achieved seroresponse (=4-fold rise in SARS-CoV-2 neutralizing
titers from before Dose 1) among children 2 to <5 years of age (at 1-month post-Dose 3 of BNT162b2 3-ug)
compared to young adults 16 to 25 years of age (at 1-month post-Dose 2 of BNT162b2 30-ug) was 1.2% (2-
sided 95% CI: -1.5%, 4.2%) (Table below).

The lower limit of the 2-sided 95% CI for the difference in seroresponse rate was greater than -10%, and the
immunobridging success criterion based on the GMR was achieved, indicating the prespecified
immunobridging success criterion for difference in seroresponse was met.
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Table 5. Difference in % of participants with seroresponse-Participants without evidence of infection-
Immunobridging subset- Comparison of Study C4591007 Phase 2/3 to <5 years of age (1 month after dose
3) and Study C4591001 Phase 2/3 16 through 25 years of age (1 month after dose 2) -Evaluable
Immunogenicity Population.

Vaccine Group (as Randomized)

BNT162b2
3pg 30 pg Difference
2 to <5 Years 16-25 Years
(C4591007) (C4591001)
(1 Month After Dose 3) (1 Month After Dose 1)
Assay Na nb (%a) (95% CI9) Na ub (%) (95% CI9) Opd (95% CTI¢)
SARS-CoV-2 neutralization assay - NT50 (titer) 141 141 (100.0) (974, 100.0) 170 168 (98.8) (95.8.99.9) 12 (-1.5.42)

Abbreviations: LLOQ = lower limit of quantitation; NAAT = mucleic acid amplification test; N-binding = SARS-CoV-2 nucleoprotein-binding;

NT30 = 50% neutralizing titer; SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.

Note: Evaluable population refers to Dose 3 evaluable immunogenicity population for C4591007 and Dose 2 evaluable immunogenicity population for C4591001.

Note: Seroresponse is defined as achieving a =4-fold rise from baseline (before Dose 1). If the baseline measurement is below the LLOQ, a postvaccination assay result =4 =
LLOQ is considered a seroresponse.

Note: Participants included in this analvsis had no serological or virological evidence of past SARS-CoV-2 infection prior to the 1-month post-Dose 2 (C4591001) or 1-month
post—Dose 3 (C4591007) study blood sample collection. Having no evidence of past SARS-CoV-2 infection was defined as

having a negative N-binding antibody (serum) result at the Dose 1, Dose 3 (C4591007), and 1-month post-Dose 2 (C4591001) or 1-month post-Dose 3 (C4521007) study visits;
a negative NAAT (nasal swab) result at the Dose 1, Dose 2, and Dose 3 (C4591007) study visits and anv unscheduled visit prior

to the 1-month post—Dose 2 {C4591001) or 1-month post—Dose 3 (C4591007) study blood sample collection; and no medical history of COVID-19.

a. N =number of participants with valid and determinate assay results for the specified assay both before vaccination and at the given dose/sampling time point. These values
are the denominators for the percentage calculations.

b. n=Number of participants with seroresponse for the given assay at the given dose/sampling time point.

c.  Exact 2-sided CI based on the Clopper and Pearson method.

d.  Difference in proportions. expressed as a percentage (2 to <5 years — 16-23 years).

e, 2-Sided CL based on the Miettinen and Nurminen method for the difference in oronortions. expressed as a percentage.

SARS-CoV-2 Neutralizing Titers — Phase 2/3 - Children 2 to <5 Years of Age - Wild-type Strain

Results from the evaluable immunogenicity population (regardless of evidence of prior SARS-CoV-2 infection)
and the all-available immunogenicity population were generally similar, noting that inclusion of individuals
with prior SARS-CoV-2 infection typically results in elevated baseline (before vaccination) and post-
vaccination neutralizing titers compared with individuals without evidence of prior infection.

Subgroup analyses based on demographic characteristics at baseline generally showed no meaningful
differences in the immunogenicity profile. The subgroup with evidence of prior SARS-CoV-2 infection at
baseline (*baseline positive’) generally had higher neutralizing titers both at baseline (pre-vaccination) and
post-vaccination compared with the ‘baseline negative’ subgroup, which is predictable in the setting of
vaccinating after prior exposure. These should be interpreted with caution as some subgroups include a
limited number of participants.

Neutralizing titers are summarized below for children 2 to <5 years of age from before Dose 1 to 1-month
post-Dose 3, and for young adults from before Dose 1 to 1-month post-Dose 2.

GMTs - Children 2 to <5 Years of Age

Among children 2 to <5 years of age in the evaluable immunogenicity population without evidence of prior
SARS-CoV-2 infection, the observed GMT before vaccination (20.7) was still robust at post-Dose 2 and prior
to Dose 3 (401.1), and then substantially increased at 1-month post-Dose 3 (1535.2) (Table below). In the
comparator group of young adults 16 to 25 years of age, the observed GMT before vaccination (21.3) was
substantial increased at 1-month post-Dose 2 (1180.0).
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Table 6. Summary of Geometric Mean Titers-NT50- Participants without evidence of infection-
Immunobridging subset- Comparison of Study C4591007 Phase 2/3 to <5 years of age (1 month after dose
3) and Study C4591001 Phase 2/3 16 through 25 years of age (1 month after dose 2) -Evaluable
Immunogenicity Population.

Vaccine Group (as Randomized)

BNT162b2 Placebo
Ing 30 pg 2 to <5 Years 16-15 Years
2 to <5 Years 16-25 Years (C4591007) (C4591001)
(C4591007) (C4591001)
Assay Dose/ n® GMT* (95% CI9) n®  GMI* (95% CI%) n® GMI¢ (95%CI9) nP GMI* (95% CI%)
Sampling
Time Point®
SARS-CoV-2 neutralization  1Prevax 141 207 (20.3.212) 170 213 (20,0, 22.8) 57 205 (205,205 38 205 (20.5, 20.5)
assay - NT50 (titer)
2/1 Month 170 11800  (1066.6, 1305.4) 38 205 (20.5, 20.5)

3Prevax 143 4011 (361.7.444.7) 9 2009 (20.1,21.8)

3/1Month 143 15352  (1388.2.1697.8) g 220 (19.5,26.8)
Abbreviations: GMT = geometric mean titer; LLOQ = lower limit of quantitation; NAAT = nucleic acid amplification test; N-binding = SARS-CoV-2 nucleoprotein—binding;
NT30 = 50% neutralizing titer; SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.
Note: Evaluable population refers to Dose 3 evaluable immunogenicity population for C4591007 and Dose 2 evaluable imnmnogenicity population for C4591001.
Note: Participants included in this analysis had no serological or virological evidence of past SARS-CoV-2 infection prior to the 1-month post-Dose 2 (C4501001) or 1-month
post—Dose 3 (C4591007) study blood sample collection. Having no evidence of past SARS-CoV-2 infection was defined as
having a negative N-binding antibody (serum) result at the Dose 1. Dose 3 (C4591007). and 1-month post-Dose 2 (C4591001) or 1-month post-Dose 3 (C4591007) study visits;
anegative NAAT (nasal swab) result at the Dose 1, Dose 2. and Dose 3 (C4591007) study visits and any unscheduled visit prior to the 1-month post-Dose 2 (C4521001) or 1-
month post-Dose 3 (C4591007) study blood sample collection: and no medical history of COVID-19.
a.  Protocol-specified timing for blood sample collection.
b.  n=Number of participants with valid and determinate assay results for the specified assay at the given dose/sampling time point.
c.  GMTs and 2-sided 95% Cls were calculated by exponentiating the mean logarithm of the titers and the comresponding CIs (based on the Student t distribution). Assay
results below the LLOQ were set to 0.5 » LLOQ.

[

GMFRs - Children 2 to <5 Years of Age

Among children 2 to <5 years of age in the evaluable immunogenicity population without evidence of prior
SARS-CoV-2 infection, the GMFR of SARS-CoV-2 50% serum neutralizing titers from before vaccination to 1-
month post-Dose 3 was 73.3 (2-sided 95% CI: 66.3, 81.1) (Table below). The GMFR from before Dose 3 to
1-month post-Dose 3 was 3.8 (2-sided 95% CI: 3.5, 4.2). In the comparator group of young adults 16 to 25
years of age, the GMFR of SARS-CoV-2 50% serum neutralizing titers from before vaccination to 1-month
post-Dose 2 was 55.3 (2-sided 95% CI: 49.6, 61.6).
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Table 7. Summary of Geometric Mean fold rises from before vaccination to each subsequent time point-
NT50- Participants without evidence of infection- Immunobridging subset- Study C4591007 Phase 2/3 to <5
years of age (1 month after dose 3) and Study C4591001 Phase 2/3 16 through 25 years of age (1 month
after dose 2) -Evaluable Immunogenicity Population.

Vaccine Group (as Randomized)

BNT162b2 Placebo
3ng 30 pg 2 to <5 Years 16-15 Years
2 to <5 Years 16-25 Years (C4591007) (C4501001)
(C4591007) (C4591001)
Assay Dose/ n* GMFR: (95%CI) nP® GMFRS (05% CIY) n* GMFR: (95% CI) nd GMFRS (95% CI%)
Sampling
Time Point*
SARS-CoV-2 neutralization 2/1 Month 170 553 (49.6, 61.6) 38 1.0 (1.0, 1.0y
assay - NT50 (titer)
JPrevax 141 192 (174.21.3) 57 1.0 (1.0.1.1)
3/1Month 141 733 (66.3. 81.1) 57 11 (0.9.1.3)

Abbreviations: GMFR = geometric mean fold rise; LLOQ = lower limit of quantitation; NAAT = nucleic acid amplification test;

N-binding = SARS-CoV-2 mucleoprotein—binding; NT50 = 50% neutralizing titer; SARS-CoV-2 = severe acute respiratory svndrome coronavirus 2.

Note: Evaluable population refers to Dose 3 evaluable immunogenicity population for C4591007 and Dose 2 evaluable immunogenicity population for C4591001.

Note: Participants included in this analysis had no serological or virological evidence of past SARS-CoV-2 infection prior to the 1-month post-Dose 2 (C4591001) or 1-month
post—Dose 3 (C4591007) study blood sample collection. Having no evidence of past SARS-CoV-2 infection was defined as

having a negative N-binding antibody (semum) result at the Dose 1, Dose 3 (C4591007), and 1-month post—Dose 2 (C4591001) or 1-month post-Dose 3 (C4591007) study visits;
a negative NAAT (nasal swab) result at the Dose 1, Dose 2, and Dose 3 (C4591007) study visits and anv unscheduled visit prior to the 1-month post-Dose 2 (C4501001) or 1-
month post-Dose 3 (C4591007) study blood sample collection; and no medical historv of COVID-19.

a.  Protocol-specified timing for blood sample collection.

b.  n=Number of participants with valid and determinate assay results for the specified assay at both prevaccination and the given dose/sampling time point.

c. GMFRs and 2-sided 95% CIs were calculated by exponentiating the mean logarithm of the fold rises and the corresponding CIs (based on the Student t distribution). Assay
results below the LLOQ were set to 0.5 x LLOQ in the analysis.

Seroresponse Rates — Children 2 to <5 Years of Age

Among children 2 to <5 years of age in the evaluable immunogenicity population without evidence of prior
SARS-CoV-2 infection, the seroresponse rate at 1-month post-Dose 3 was 100% (2-sided 95% CI: 97.4%,
100%) (Table below). In the comparator group of young adults 16 to 25 years of age, the seroresponse rate
at 1-month post-Dose 2 was 98.8% (2-sided 95% CI: 95.8%, 99.9%).

Table 8. Number (%) of participants with seroresponse, Participants without evidence of infection-
Immunobridging subset- Study C4591007 Phase 2/3 to <5 years of age (1 month after dose 3) and Study
C4591001 Phase 2/3 16 through 25 years of age (1 month after dose 2) -Evaluable Immunogenicity
Population.

Vaccine Group (as Randomized)

BNT162b2 Placebo
Ipg 30 pg 2 to <5 Years 16-25 Years
2 to <5 Years 16-25 Years (C4591007) (C4591001)
(C4591007) (C4391001)
Assay Dose/ Nt e %o (95% CI9) Nt e % (95% CI9) Nb nt 9% (95% CIY) NP nf % (95% CT9)
Sampling
Time Point®

SARS-CoV-2 neutralization  2/1 Month 170 168 08.8 (05.8.90.9) B0 0.0(0.0,9.3)

assay - NT50 (titer)
3/Prevax 141 128 00.8 (84.7.95.0)
3/1Month 141 141 100.0(97.4. 100.0)

0.0(0.0,6.3)
1.8(0.0.94)

Lo Ln
=1 =l
=1
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Abbreviations: LLOQ = lower limit of quantitation; NAAT = nucleic acid amplification test; N-binding = SARS-CoV-2 nucleoprotein—binding;

NT50 = 50% neutralizing titer; SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.

Note: Evaluable population refers to Dose 3 evaluable immunogenicity population for C4591007 and Dose 2 evaluable immunogenicity population for C4591001.

Note: Seroresponse is defined as achieving a >4-fold rise from baseline (before Dose 1). If the baseline measurement is below the LLOQ. a postvaccination assay result =4 =
LLOQ is considered a seroresponse.

Note: Participants included in this analvsis had no serological or virological evidence of past SARS-CoV-2 infection prior to the 1-month post-Dose 2 (C4591001) or 1-month
post—Dose 3 (C4591007) study blood sample collection. Having no evidence of past SARS-CoV-2 infection was defined as

having a negative N-binding antibody (serum) result at the Dose 1, Dose 3 (C4591007), and 1-month post-Dose 2 (C4591001) or 1-month post-Dose 3 (C4521007) study visits;
anegative NAAT (nasal swab) result at the Dose 1, Dose 2. and Dose 3 (C4521007) study visits and any unscheduled visit prior

to the 1-month post—Dose 2 {(C4591001) or 1-month post—Dose 3 (C4591007) study blood sample collection; and no medical history of COVID-19.

a.  Protocol-specified timing for blood sample collection.

b. N =number of participants with valid and determinate assay results for the specified assay both before vaccination and at the given dose/sampling time point. These values
are the denominators for the percentage calculations.

c.  n=Number of participants with seroresponse for the given assay at the given dose/sampling time point.

d.  Exact 2-sided CI based on the Clopper and Pearson method.

Ancillary analyses

SARS-CoV-2 Neutralizing Titers — Phase 2/3 - Children 2 to <5 Years of Age — Omicron and Delta
Variants

Non validated FFRNT assay results are summarized below for the Omicron neutralization subset of the
evaluable immunogenicity population without prior evidence of SARS-CoV-2 infection. Titers were obtained in
the FFRNT assay against Omicron and Delta variants and a wild-type reference strain.

Results in the evaluable immunogenicity population (regardless of evidence of prior infection) and the all-
available immunogenicity population were generally similar, noting that inclusion of individuals with prior
SARS-CoV-2 infection typically results in elevated baseline (before vaccination) and post-vaccination
neutralizing titers compared with individuals without evidence of prior infection.

GMTs - Children 2 to <5 Years of Age

Among 34 children 2 to <5 years of age without evidence of prior SARS-CoV-2 infection who received three
doses of BNT162b2 3-ug, neutralizing GMTs prior to vaccination with Dose 3 against Delta (68.0) and
Omicron (14.0) were increased at 1-month post-Dose 3 with respect to both Delta (471.4) and Omicron
(82.5) (Table below). Correspondingly, increases were also observed for the reference strain from before
Dose 3 (70.1) to 1-month post-Dose 3 (471.4).

Similar patterns were observed for 40 adults 18 to 55 years of age without evidence of prior SARS-CoV-2
infection who received three doses of BNT162b2 30-ug, for whom neutralizing GMTs prior to vaccination with
Dose 3 against Delta (36.4) and Omicron (12.7) were increased at 1-month post-Dose 3 with respect to both
Delta (1153.6) and Omicron (340.0) titers. Increases were also observed for the reference strain from before
Dose 3 (33.9) to 1-month post-Dose 3 (1067.1).

Notably, the dosing interval between Dose 2 and Dose 3 in adults was approximately 6 months, as compared
with the dosing interval between Dose 2 and Dose 3 in the pediatric age group of approximately 2 to 3
months. The longer interval, as well as potential differences in antibody waning over time, may contribute to
the higher increase in GMTs observed in adults as compared to the pediatric population.

Noting that adults had a longer dosing interval between Dose 2 and Dose 3 (approximately 6 months) at a
time when antibody levels may be waning and the effects of a booster may be more pronounced, compared
with children in this age group (approximately 2 to 3 months), a higher GMFR in the adults compared to the
pediatric population may be expected.
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Table 9. Summary of Geometric mean Titers-Omicron neutralization subset- Participants without evidence of
infection- Study C4591007 Phase 2/3 to <5 years of age and Study C4591001 Phase 3 booster 18 through
55 years of age -Evaluable Immunogenicity Population.

Vaccine Group (as Randomized)

BNT162h2 Placebo
Ing 30 ng 2 to <5 Years
2 to <5 Years 18-55 Years (C4591007)
(C4591007) (C4591001)
Assay Dose/ n® GMI® (95% CI9) n®  GMI* (95% CI%) n® GMTI*® (95%, CI%)
Sampling
Time Point*
SARS-CoV-2 FFRENT - Omicron BA 1 - 3/Prevax 34 140 (106, 18.5) 40 127 (11.0,14.8) 4 100 (100, 10.09
TS50 (titer)
3/1 Month 34 825 (554,1229) 40 3400 (253.8,455.6) 4 10.0 (10.0, 10.09
SARS-CoV-2 FFRNT - Delta - NT50 3/Prevax 34 680 (495,933 40 364 (26.5,49.9) 4 100 (100, 10.09
(titer)
3/1 Month 34 4714 (341.2, 651.1) 40 11536 (886.4, 13014 4 10.0 (10.0, 10.00
SARS-CoV-2 FFRNT - reference strain - 3/Prevax 34 701 (51.1, 96.0) 40 339 (26.1,44.1) 4 100 (100, 10.09
TS50 (titer)
3/1 Month 34 4714 (344.6, 644.8) 40 10671 (8344, 1364.5) 4 10.0 (10.0, 10.0)

Abbreviations: FFENT = fluorescent focus reduction neutralization test; GMT = geometric mean titer; LLOQ = lower limit of quantitation;

NAAT =nucleic acid amplification test; N-binding = SARS-CoV-2 nucleoprotein—binding; NT50 = 50% neutralizing titer; SARS-CoV-2 = severe acute respiratory syndrome
coronavirus 2.

Note: Participants included in this analysis had no serological or virelogical evidence of past SARS-CoV-2 infection up to the 1-month post-Dase 3 study blood sample
collection. Having no evidence of past SARS-CoV-2 infection up to 1-month post-Dose 3 was defined as having a negative N-binding antibody (serum) result at the Dose 1. 1-
month post-Dose 2 (if available), Dose 3, and 1-month post-Dose 3 study visits; a negative NAAT (nasal swab)

result at the Dose 1. Dose 2. and Dose 3 study visits and any unscheduled visit prior to the 1-month post-Dose 3 blood sample collection; and no medical history of COVID-19.
a. Protocol-specified timing for blood sample collection.

b. n=Number of participants with valid and determinate assay results for the specified assays at the given dose/sampling time point.

c.  GMTs and 2-sided 95% Cls were calculated by exponentiating the mean logarithm of the titers and the corresponding Cls (based on the Student t distribution). Assay
results below the LLOQ were set to 0.5 * LLOQ.

GMFR - Children 2 to <5 Years of Age

For children 2 to <5 years of age without evidence of prior SARS-CoV-2 infection who received three doses of
BNT162b2 3-ug, there was an observed 6.9-fold increase in Delta and 5.9-fold increase in Omicron
neutralizing titers obtained in the FFRNT assay from before Dose 3 to 1-month post-Dose 3 (Table below).
The GMFR for the reference strain from before Dose 3 to 1-month post-Dose 3 was 6.7.

For adults 18 to 55 years of age without evidence of prior SARS-CoV-2 infection who received three doses of
BNT162b2 30-ug, there was an observed 31.7-fold increase in Delta and 26.7-fold increase in Omicron
neutralizing titers obtained in the FFRNT assay from before Dose 3 to 1-month post-Dose 3. The GMFR for
the reference strain from before Dose 3 to 1-month post- Dose 3 was 31.5.
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Table 10. Summary of Geometric mean fold rises from before dose 3 to 1 month after dose 3- Omicron
neutralization subset- Participants without evidence of infection- Study C4591007 Phase 2/3 to <5 years of
age and Study C4591001 Phase 3 booster 18 through 55 years of age -Evaluable Immunogenicity Population.

Vaccine Group (as Randomized)

BNT162b2 Placebo
3pg 30 pg 2 to <5 Years
2 to <5 Years 18-55 Years (C4591007)
(C4591007) (C4591001)
Assay Dose/ n®*  GMFR® (95% CI%) n®  GMFR® (95% CI%) n®  GMFR® (95% CI9
Sampling
Time Point®
SARS-CoV-2 FFRNT - Omicron BA.1 - 3/1 Month 34 59 (3.9.9.0) 40 26.7 (20.2,35.2) 4 1.0 (1.0. 1.0y
NTS50 (titer)
SARS-CoV-2 FFRINT - Delta - NT30 (titer) 3/1 Month 34 6.9 (4.9.9.8) 40 317 (233.43.2) 4 1.0 (1.0, 1.0y
SARS-CoV-2 FFRINT - reference strain - 3/1 Month 34 6.7 (5.1.8.9) 40 315 (23.6,41.9) 4 1.0 (1.0. 1.0y
NT50 (titer)

Abbreviations: FFRNT = fluorescent focus reduction neutralization test; GMFR = geometric mean fold rise; LLOQ = lower limit of quantitation;

NAAT =nucleic acid amplification test; N-binding = SARS-CoV-2 nucleoprotein—binding; NT 30 = 50% neutralizing titer; SARS-CoV-2 = severe acute respiratory svadrome
coronavirus 2.

Note: Participants included in this analysis had no serological or virological evidence of past SARS-CoV-2 infection up to the 1-month post-Dose 3 study blood sample
collection. Having no evidence of past SARS-CoV-2 infection up to 1-month post-Dose 3 was defined as having a negative N-binding antibody (serum) result at the Dose 1, 1-
month post—Dose 2 (if available). Dose 3. and 1-month post-Dose 3 study visits; a negative NAAT (nasal swab)

result at the Dose 1. Dose 2. and Dose 3 study visits and any unscheduled visit prior to the 1-month post-Dose 3 blood sample collection; and no medical history of COVID-19.

a.  Protocol-specified timing for blood sample collection.
b. n=Number of participants with valid and deternunate assay results for the specified assay at both before Dose 3 and the given dose/sampling time point.
c.  GMFRs and 2-sided 95% CIs were calculated by exponentiating the mean logarithm of the fold rises and the corresponding CIs (based on the Student t distribution). Assay

results below the LLOQ were set to 0.5 = LLOQ in the analysis.
Updated Supportive Analysis

An additional descriptive immunogenicity analysis of Omicron neutralizing titers was conducted using the
FFRNT assay, to compare children with adults who received a third dose of BNT162b2 at a similar interval
between Dose 2 and Dose 3. This analysis compared Phase 2/3 pediatric participants in Study C4591007 with
a subset of adults 18 to 50 years of age in Phase 3 Study C4591017 (lot consistency study) who had received
a two-dose primary series followed by a booster (third) dose of BNT162b2 30-ug. The dosing interval
between Dose 2 and Dose 3 was a median of 13.0 weeks (range: 11.9 to 14.3 weeks) for adults and 10.6
weeks (range: 8.6 to 13.7 weeks) for children 2 to <5 years of age. At 1-month post-Dose 3, among 34
children 2 to <5 years of age without evidence of prior SARS-CoV-2 infection, the neutralizing GMT was
114.3; correspondingly, among 27 adults 18 to 50 years of age without evidence of prior SARS-CoV-2
infection, the neutralizing GMT at 1-month post-Dose 3 was 164.2. These data show that for populations who
received three doses of BNT162b2 at the age-appropriate dose level and administered at a comparable
dosing interval, the Omicron specific neutralization titers are very similar across pediatric population and an
adult comparator group (18 to 50 years of age) for whom high efficacy was observed.

Children 6 months to <2 years of age:

Disposition and Data Sets Analysed

The Dose 3 evaluable immunogenicity population included 132 children 6 months to <2 years of age who
received three doses of BNT162b2 3-ug and 67 who received placebo, of whom 82 and 49 participants,
respectively, were without prior evidence of SARS-CoV-2 infection up to 1 month after Dose 3 (Table below).

The comparator group of young adults 16 to 25 years of age included 183 participants in the BNT162b2 30-
Mg group and 45 participants in the placebo group of Study C4591001, of whom 170 and 38 participants,
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respectively, were without prior evidence of SARS-CoV-2 infection up to 1 month after Dose 2. (Note: this is
the same adult group used for immunobridging analysis for the 2 to <5 years of age group.)

Exclusions from the Dose 3 evaluable population were reported in similar proportions of the BNT162b2
groups of the pediatric (10.8%) and adult (8.5%) populations, most due to lack of a valid and determinate
assay immunogenicity result after Dose 3 or Dose 2, respectively.

Among children 6 months to <2 years of age in the immunobridging subset who received three doses of
BNT162b2 3-ug or placebo, 100% completed the 1-month post-Dose 3 visit. In the comparator adult group
who received two doses of BNT162b2 30-ug or placebo, most (>99.5%) completed the 1-month post-Dose 2
visit.

Vaccine Administration and Timing — Children 6 Months to <2 Years of Age

All children 6 months to <2 years of age in the immunobridging subset received all three doses of BNT162b2
3-ug, and all comparator adults 16 to 25 years of age received two doses of BNT162b2 30-ug. Most pediatric
and adult participants (>88.5%) received Dose 2 within the protocol defined window of 19 to 23 days after
Dose 1.

Most pediatric participants in the immunobridging subset received Dose 3 of BNT162b2 3-ug at least 8 weeks
after Dose 2, most commonly between 8 and <13 weeks post-Dose 2 (50.0%). The median timing of Dose 3
administration after Dose 2 of BNT162b2 was 12.9 weeks (range: 8.6 to 20.0 weeks) and of placebo was
12.2 weeks (range: 8.4 to 20.0 weeks).

Baseline data

Demographics of the evaluable immunogenicity population without prior evidence of SARS-CoV-2 infection up
to 1 month after Dose 3 of BNT162b2 3-ug, which was comprised of 82 participants 6 months to <2 years of
age, are included in table below. The adult comparator population is also shown for reference.

In total, most participants in this pediatric population were White (72.0%). The median age was 16.0 months
and 62.2% of participants were male. In the evaluable immunogenicity population (regardless of evidence of
prior infection), 6/132 participants (4.5%) were baseline positive for prior SARS-CoV-2 infection.
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Table 11. Demographic characteristics-Immunobridging subset- Participants without evidence of infection-
Study C4591007 Phase 2/3 6m to <5 years of age and Study C4591001 Phase2/ 3 16 through 25 years of
age -Evaluable Immunogenicity Population.

Vaccine Group (as Randomized)

BNT162b2 Placebo
3Ins 30 ns 6 Months to =2 16-25 Years
6 Months to <2 Years 16-25 Years Years (C4591001)
(C4591007T) (C4591001) (C4591007) (IN3=38)
(IN2=82) (INa=170) (N3=49) n® (%)
n® (%) n® (%) n® (%)
Sex
Male 51 (62.2) 79 (46.5) 23 (46.9) 16 (42.1)
Female 31(37.8) 91 (53.5) 26 (53.1) 22 (57.9)
Race
White 59 (72.0) 130 (76.5) 33(67.3) 28 (73.7)
Black or African American 1(1.2) 15(8.8) 3(6.1) 5(13.2)
American Indian or Alaska Native 1(1.2) 3(1.8) 0 0
Asian 11 (13.4) 13 (7.6) 7(14.3) 3(7.9)
Wative Hawaiian or other Pacific 0 1(0.6) 0 0
Islander
Multiracial 10 (12.2) 74D 6(12.2) 2(5.3)
WNot reported 0 1(0.6) 0 0
Ethnicity
Hispanic/Latino 13 (15.9) 51 (30.0) 3(6.1) 7(18.4)
Non-Hispanic/Non-Latino 69 (84.1) 119 {70.00 46 (93.9) 31 (81.6)
Country
Argentina 0 24(141) ] 4(10.5)
Brazil 0 13 (7.6) ] 1(2.6)
Germany 0 0 ] 2(5.3)
South Africa 0 61(3.3) ] 5(13.2)
Turkey 0 1(0.6) ] 0
UsA 82 (100.0) 126 (74.13 40 (100.0) 26 (68.4)
Age at vaccination®
Mean (5D) 157 (4.84) 21.2(295) 158 (5.534) 2100330
Median 16.0 220 160 215
Min, max (6,23) (16, 25) (6.23) (16, 25)

Abbreviations: NAAT = mucleic acid amplification test; N-binding = SARS-CoV-2 nucleoprotein—binding:
SARS-CoV-2 = severe acute respiratory syndrome coronavims 2.

Note: Evaluable population refers to Dose 3 evaluable immmunogenicity population for C4591007 and Dose 2 evaluable
immmunogenicity population for C4501001.

Note: Participants included in this analysis had no serological or virological evidence of past SARS-CoV-2 infection prior to
the 1-month post-Dose 2 (C4591001) or 1-month post-Dose 3 (C4591007) study blood sample collection. Having no evidence
of past SARS-CoV-2 infection was defined as

having a negative N-binding antibodv (serum) result at the Dose 1. Dose 3 (C4591007). and 1-month post-Dose 2 (C4591001)
or 1-month post-Dose 3 (C4591007) study visits; a negative NAAT (nasal swab) result at the Dose 1. Dose 2, and Dose 3
(C4591007) study visits and at anv unscheduled visit

prior to the 1-month post-Dose 2 (C4521001) or 1-month post-Dose 3 (C4591007) study blood sample collection; and no
medical history of COVID-19.

a. N =number of participants in the specified group. This value is the denominator for the percentage calculations.

b.  n=Number of participants with the specified characteristic.

c.  Ape at vaccination in months for C4591007 6 months to <2 vears age group. age at vaccination in vears for C4591001 16
throungh 25 years age group.
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Numbers analysed

Active arm Placebo
Children 6m- <2 y Young adults 16-25y 6m- <2y Young adults 16-25y
82 170 49 38

Outcomes and estimation

Immunobridging results are presented for 50% SARS-CoV-2 neutralizing antibody responses against the
wild-type strain, for participants in the evaluable immunogenicity population without prior evidence of SARS-
CoV-2 infection. Immunobridging success criteria were based on the GMR and difference in seroresponse
rate, comparing neutralizing titers from children 6 months to <2 years of age (1-month post-Dose 3) those
from young adults (1-month post-Dose 2).

GMR of Neutralizing Titers — Children 6 Months to <2 Years of Age

Among participants in the evaluable immunogenicity population without prior evidence of SARS-CoV-2
infection, the GMR of SARS-CoV-2 50% neutralizing titers in children 6 months to <2 years of age (at 1-
month post-Dose 3 of BNT162b2 3-ug) compared to young adults 16 to 25 years of age (at 1-month post-
Dose 2 of BNT162b2 30-ug) was 1.19 (2-sided 95% CI: 1.00, 1.42) (Table below).

The lower bound of the 2-sided 95% CI for GMR was >0.67 and the GMR point estimate was >0.8 (protocol
specified criterion) and >1.0 (requested by FDA), indicating the prespecified immunobridging success
criterion for the GMR was met.

Table 12. Summary of Geometric mean ratios-NT50- Participants without evidence of infection-
Immunobridging subset- Study C4591007 Phase 2/3 6m to <5 years of age (1 month after dose 3) and
Study C4591001 Phase 2/3 16 through 25 years of age (1 month after dose 2) -Evaluable Immunogenicity
Population.

Vaccine Group (as Randomized)

BNT162b2
3pg 30 ng 6 Months to <2 Years/16-25 Years
6 Months to <2 Years 16-25 Years
(C4501007) (C4591001)
(1 Month After Dose 3) (1 Month After Dose 2)
Assay n*  GMT® (95% CT7) "  GMT® (95% CI%) GME® (95% CTY) Met Immunobridging
Ohjectived
(Yes/No)
SARS-CoV-2 neutralization 82 14065 (12113, 1633.1) 170 11800 (1066.6, 1305.4) 1.19 (1.00, 1.42) Yes

assay - NT50 (titer)

Abbreviations: GMR = geometric mean ratio; GMT = geometric mean titer; LLOQ = lower limit of quantitation; NAAT = nucleic acid amplification test;

N-binding = SARS-CoV-2 nucleoprotein—binding; NT50 = 50% neutralizing titer; SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.

Note: Evaluable population refers to Dose 3 evaluable immunogenicity population for C4591007 and Dose 2 evaluable immunogenicity population for C4591001.

Note: Participants included in this analysis had no serological or virological evidence of past SARS-CoV-2 infection prior to the 1-month post-Dose 2 (C4591001) or 1-month
post—Diose 3 (C4501007) study blood sample collection. Having no evidence of past SARS-CoV-2 infection was defined as

having a negative N-binding antibody (serum) result at the Dose 1. Dose 3 (C4591007), and 1-month post-Dose 2 (C4591001) or 1-month post-Dose 3 (C4591007) study visits;
a negative NAAT (nasal swab) result at the Dose 1, Dose 2, and Dose 3 (C4591007) study visits and anv unscheduled visit prior to the 1-month post-Dose 2 (C4591001) or 1-
month post-Dose 3 (C4591007) study blood sample collection; and no medical history of COVID-19.

a  n=Number of participants with valid and determinate assay results for the specified assay at the given dose/sampling fime point.

b.  GMTs and 2-sided 93% CIs were calculated by exponentiating the mean logarithm of the titers and the corresponding Cls (based on the Student t distribution). Assay
results below the LLOQ were set to 0.5 = LLOQ.

c. GMRs and 2-sided 95% CIs were calculated by exponentiating the mean difference of the loganthms of the titers ([6 months to =2 vears] - [16-25 vears]) and the
corresponding CI (based on the Student t distribution).

d. Immunobridsing is declared if the lower bound of the 2-sided 95% CI for the GMR is = 0.67 and the point estimate of the GMR is = (0.8,
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Difference in Seroresponse Rates — Children 6 Months to <2 Years of Age

Among participants in the evaluable immunogenicity population without prior evidence of SARS-CoV-2
infection, the difference in proportions who achieved seroresponse among children 6 months to <2 years of
age (at 1-month post-Dose 3 of BNT162b2 3-ug) compared to young adults 16 to 25 years of age (at 1-
month post-Dose 2 of BNT162b2 30-ug) was 1.2% (2-sided 95% CI: -3.4%, 4.2%) (Table below).

The lower limit of the 2-sided 95% CI for the difference in seroresponse rate was greater than -10%, and the
immunobridging success criterion based on the GMR was achieved, indicating the prespecified
immunobridging success criterion for difference in seroresponse was met.

Table 13. Difference in percentages of Participants with seroresponse- Participants without evidence of
infection- Immunobridging subset- Comparison of Study C4591007 Phase 2/3 6m to <5 years of age (1
month after dose 3) and Study C4591001 Phase 2/3 16 through 25 years of age (1 month after dose 2) -
Evaluable Immunogenicity Population.

Vaccine Group (as Randomized)

BNT162b2
Ing 30 pg Difference
6 Months to <2 Years 16-25 Years
(C4591007) (C4591001)
(1 Month After Dose 3) (1 Month After Dose 2)
Assay N2 n® (%) (95% CI°) Na n® (%) (95% CI%) %pd (95% CI¥)
SARS-CoV-2 neutralization assay - NT50 (titer) 80 80 (100.0) (95.5. 100.0) 170 168 (98.8) (95.8,90.9) 1.2 (-34.42)

Abbreviations: LLOQ = lower limit of quantitation: NAAT = mucleic acid amplification test; N-binding = SARS-CoV-2 micleoprotein-binding;

NT50 = 50% neutralizing titer; SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.

Note: Evaluable population refers to Dose 3 evaluable immunogenicity population for C4591007 and Dose 2 evaluable immunogenicity population for C4591001.

Note: Seroresponse is defined as achieving a >4-fold rise from baseline (before Dose 1). If the baseline measurement is below the LLOQ. a postvaccination assay result =4 =
LLOQ is considered a seroresponse.

Note: Participants included in this analysis had no serological or virological evidence of past SARS-CoV-2 infection prior to the 1-month post-Dose 2 (C4391001) or 1-month
post—Dose 3 (C4591007) study blood sample collection. Having no evidence of past SARS-CoV-2 infection was defined as

having a negative N-binding antibody (serum) result at the Dose 1. Dose 3 (C4591007). and 1-month post-Dose 2 (C4591001) or 1-month post-Dose 3 (C4591007) study visits:
anegative NAAT (nasal swab) result at the Dose 1, Dose 2. and Dose 3 (C4591007) study visits and anv unscheduled visit prior

to the 1-month post—Dose 2 (C4591001) or 1-month post—Dose 3 (C4591007) study blood sample collection; and no medical history of COVID-19.

a. N =number of participants with valid and determinate assay results for the specified assav both before vaccination and at the given dose/sampling time point. These values
are the denominators for the percentage calculations.

b. n=Number of participants with seroresponse for the given assay at the given dose/sampling time point.

c.  Exact 2-sided CI based on the Clopper and Pearson method.

d.  Difference in proportions. expressed as a percentage (6 months to <2 vears — 16-25 years).

e, 2-Sided CI. based on the Miettinen and Nurminen method for the difference in proportions. expressed as a percentage.

SARS-CoV-2 Neutralizing Titers — Phase 2/3 - Children 6 Months to <2 Years of Age — Wild-Type
Strain

Immunogenicity results are presented for 50% SARS-CoV-2 neutralizing antibody responses against the wild-
type strain, for participants in the evaluable immunogenicity population without prior evidence of SARS-CoV-
2 infection. Results from the evaluable immunogenicity population (regardless of evidence of prior SARS-CoV-
2 infection) and the all-available immunogenicity population were generally similar, noting that inclusion of
individuals with prior SARS-CoV-2 infection typically results in elevated baseline (before vaccination) and
post-vaccination neutralizing titers compared with individuals without evidence of prior infection.

Subgroup analyses based on demographic characteristics at baseline generally showed no meaningful
differences in the immunogenicity profile. The subgroup with evidence of prior SARS-CoV-2 infection at
baseline (*baseline positive’) generally had higher neutralizing titers both at baseline (pre-vaccination) and
post-vaccination compared with the ‘baseline negative’ subgroup, which is predictable in the setting of
vaccinating after prior exposure. These should be interpreted with caution as some subgroups include a
limited number of participants.

Assessment report on extension of marketing authorisation
EMA/890761/2022 Page 42/155



Neutralizing titers are summarized below for children 6 months to <2 years of age from before Dose 1 to 1-
month post-Dose 3, and for young adults from before Dose 1 to 1-month post- Dose 2.

GMTs - Children 6 Months to <2 Years of Age

Among children 6 months to <2 years of age in the evaluable immunogenicity population without evidence of
prior SARS-CoV-2 infection, the observed GMT before vaccination (20.8) was still robust at post-Dose 2 and
prior to Dose 3 (317.0), and then substantially increased at 1-month post-Dose 3 (1406.5) (Table below). In
the comparator group of young adults 16 to 25 years of age, the observed GMT before vaccination (21.3)
was substantially increased at 1-month post-Dose 2 (1180.0).

Table 14. Summary of Geometric mean titers-NT50- Participants without evidence of infection-
Immunobridging subset- Study C4591007 Phase 2/3 6m to <5 years of age (1 month after dose 3) and
Study C4591001 Phase 2/3 16 through 25 years of age (1 month after dose 2) -Evaluable Immunogenicity
Population.

Vaccine Group (as Randomized)

BNTI162b2 Placebo
3ng 30 ng 6 Months to <2 Years 16-25 Years
6 Months to <2 Years 16-25 Years (C4501007) (C45901001)
(C4591007) (C4591001)
Assay Dose/ n® GMI* (95% CT9) nt  GMT® (95% CI%) n* GMI¢ (95% CI) n® GMI® (95% CI7)
Sampling
Time Point*
SARS-CoV-2 newtralization  1/Prevax 80 208 (20.2,21.5) 170 213 (20.0,22.8) 48 205 (205,205) 38 205 (20.5.20.3)
assay - NT50 (titer)
2/1 Month 170 11800  (1066.6, 1305.4) 38 205 (20.5.20.5)
IPrevax 81 3170 (268.8.373.9) 40 242 (19.7,298)
3/1 Month 82 14065  (1211.3.1633.1) 40 223 (188.264)

Abbreviations: GMT = geometric mean titer; LLOQ = lower limit of quantitation; NAAT = nucleic acid amplification test; N-binding = SARS-CoV-2 mucleoprotein—binding;
NT350 = 50% neutralizing titer; SARS-CoV-2 = severe acute respiratory syndrome coronavims 2.

Note: Evaluable population refers to Dose 3 evaluable immunogenicity population for C4501007 and Dose 2 evaluable immunogenicity population for C4591001.

Note: Participants included in this analysis had no serological or virological evidence of past SARS-CoV-2 infection prior to the 1-month post—Daose 2 (C4391001) or 1-month
post—Diose 3 (C4591007) study blood sample collection. Having no evidence of past SARS-CoWV-2 infection was defined as

having a negative N-binding antibody (serum) result at the Dose 1. Diose 3 (C4591007), and 1-month post—Dose 2 (C4391001) or 1-month post-Diose 3 (C4591007) study visits;
a negative NAAT (nasal swab) result at the Dose 1, Dose 2, and Dose 3 (C4591007) study visits and any unscheduled visit prior to the 1-month post-Dose 2 (C4591001) or 1-
month post-Dose 3 (C4591007) study blood sample collection; and no medical history of COVID-19.

a. Protocol-specified timing for blood sample collection.

b. n=Number of participants with valid and determinate assay results for the specified assay at the given dose/sampling time point.

c. GMTs and 2-sided 95% CIs were calculated by exponentiating the mean logarithm of the titers and the comresponding CIs (based on the Student t distribution). Assay
results below the LLOQ were set to 0.5 = LLOQ.

GMFRs - Children 6 Months to <2 Years of Age

Among children 6 months to <2 years of age in the evaluable immunogenicity population without evidence of
prior SARS-CoV-2 infection, the GMFR of SARS-CoV-2 50% serum neutralizing titers from before vaccination
to 1-month post-Dose 3 was 68.4 (2-sided 95% CI: 58.2, 80.4) (Table below). The GMFR from before Dose 3
to 1-month post-Dose 3 was 4.4 (2-sided 95% CI: 3.8, 5.2). In the comparator group of young adults 16 to
25 years of age, the GMFR of SARS-CoV-2 50% serum neutralizing titers from before vaccination to 1-month
post-Dose 2 was 55.3 (2-sided 95% CI: 49.6, 61.6).
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Table 15. Summary of Geometric mean fold rises from before vaccination to each subsequent time point -
NT50-Participants without evidence of infection- Immunobridging subset- Study C4591007 Phase 2/3 6m to
<5 years of age (1 month after dose 3) and Study C4591001 Phase 2/3 16 through 25 years of age (1 month
after dose 2) -Evaluable Immunogenicity Population.

Vaccine Group (as Randomized)

BNT162b2 Placebo
Ipg 30 pg 6 Months to <2 Years 16-25 Years
6 Months to <2 Years 16-25 Years (C4501007) (C4501001)
(C4591007) (C4591001)
Assay Dose/ nt GMFR: (95%CI) n* GMFR® (95%CI) n* GMFR® (95% CI) n® GMEFR® (95% CI)
Sampling
Time Point®
SARS-CoV-2 neutralization 2/1 Month 170 553 (49.6, 61.6) 38 1.0 (1.0. 1.0
assay - NT50 (titer)
3/Prevax 79 154 (12.9,18.3) 48 1.2 (1.0.1.5)
3/1Month 80 684 (58.2,80.4) 48 1.1 (0.9.1.3)

Abbreviations: GMFR = geometric mean fold rise; LLOQ = lower limit of quantitation; NAAT = micleic acid amplification test;

N-binding = SARS-CoV-2 nucleoprotein—binding; NT50 = 50% neutralizing titer; SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.

Note: Evaluable population refers to Dose 3 evaluable immunogenicity population for C4591007 and Dose 2 evaluable imnmnogenicity population for C4591001.

Note: Participants included in this analysis had no serological or virological evidence of past SARS-CoV-2 infection prior to the 1-month post-Dose 2 (C4591001) or 1-month
post—Dose 3 (C4591007) study blood sample collection. Having no evidence of past SARS-CoV-2 infection was defined as

having a negative N-binding antibody (serum) result at the Dose 1. Dose 3 (C4591007), and 1-month post—Dose 2 (C4591001) or 1-month post-Dose 3 (C4591007) study visits;
anegative NAAT (nasal swab) result at the Dose 1, Dose 2. and Dose 3 (C4591007) study visits and any unscheduled visit prior to the 1-month post-Dose 2 (C4591001) or 1-
month post-Dose 3 (C4591007) study blood sample collection; and no medical history of COVID-19.

a.  Protocol-specified timing for blood sample collection.

b. n=Number of participants with valid and determinate assay results for the specified assay at both prevaccination and the given dose/sampling time point.

c.  GMFRs and 2-sided 95% CIs were calculated by exponentiating the mean logarithm of the fold rises and the corresponding CIs (based on the Student t distribution). Assay
results below the LLOQ were set to 0.5 x LLOQ in the analysis.

Seroresponse Rates — Children 6 Months to <2 Years of Age

Among children 6 months to <2 years of age in the evaluable immunogenicity population without evidence of
prior SARS-CoV-2 infection, the seroresponse rate from before vaccination to 1-month post-Dose 3 was
100% (2-sided 95% CI: 95.5%, 100%) (Table below). In the comparator group of young adults 16 to 25
years of age, the seroresponse rate from before vaccination to 1-month post-Dose 2 was 98.8% (2-sided
95% CI: 95.8%, 99.9%).
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Table 16. Number (%) of participants with seroresponse - Participants without evidence of infection-
Immunobridging subset- Study C4591007 Phase 2/3 6m to <5 years of age (1 month after dose 3) and
Study C4591001 Phase 2/3 16 through 25 years of age (1 month after dose 2) -Evaluable Immunogenicity
Population.

Vaccine Group (as Randomized)

BNT162b2 Placebo
Ipg 30 pg 6 Months to <2 Years 16-25 Years
6 Months to <2 Years 16-25 Years (C4591007) (C4501001)
(C4591007) (C4591001)
Assay Dose/ Nboope % (95% CI4) NEopF % (95% CT9) Nt ot % (05% CI§) Nb nf % (95% CI9)
Sampling
Time Point*
SARS-CoV-2 neutralization  2/1 Month 170 168 08.8(958.99.9) 38 0 0.0(0.0,93)
assay - NT50 (titer)
3/Prevax 79 65 823 (72.1.90.0) 48 2 42(05.143)
3/1Month 80 80 100.0 (95.5, 100.0) 448 1 21(0.1,11.1)

Abbreviations: LLOQ = lower limit of quantitation; NAAT = nucleic acid amplification test; N-binding = SARS-CoV-2 mucleoprotein—binding;

NT 350 = 50% neutralizing titer; SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.

Note: Evaluable population refers to Dose 3 evaluable immunogenicity population for C4591007 and Dose 2 evaluable immunogenicity population for C4591001.

Note: Seroresponse is defined as achieving a =4-fold nise from baseline (before Dose 1). If the baseline measurement is below the LLOQ), a postvaccination assay result =4 x
LLOQ is considered a seroresponse.

Note: Participants included in this analysis had no serological or virological evidence of past SARS-CoV-2 infection prior to the 1-month post-Dose 2 (C4591001) o 1-month
post—Dose 3 (C4591007) study blood sample collection. Having no evidence of past SARS-CoV-2 infection was defined as

having a negative N-binding antibody (serum) result at the Dose 1. Dose 3 (C4591007), and 1-month post-Dose 2 (C4591001) or 1-month post-Daose 3 (C4591007) study visits;
anegative NAAT (nasal swab) result at the Dose 1, Dose 2. and Dose 3 (C4591007) study visits and any unscheduled visit prior

to the 1-month post-Dose 2 (C4591001) or 1-month post-Dose 3 (C4591007) study blood sample collection: and no medical history of COVID-19.

a.  Protocol-specified timing for blood sample collection.

b. N =number of participants with valid and determinate assav results for the specified assay both before vaccination and at the given dose/sampling time point. These values
are the denominators for the percentage calculations.

c. n=Number of participants with seroresponse for the given assay at the given dose/sampling time point.

d.  Exact 2-sided CI based on the Clopper and Pearson method.

Ancillary analyses

SARS-CoV-2 Neutralizing Titers — Phase 2/3 - Children 6 Months to <2 Years of Age — Omicron
and Delta Variants

Non validated FFRNT assay results are summarized below for the Omicron neutralization subset of the
evaluable immunogenicity population without prior evidence of SARS-CoV-2 infection. Titers were obtained in
the FFRNT assay against Omicron and Delta variants and a wild-type reference strain.

Results in the evaluable immunogenicity population (regardless of evidence of prior infection) and the all-
available immunogenicity population were generally similar, noting that inclusion of individuals with prior
SARS-CoV-2 infection typically results in elevated baseline (before vaccination) and post-vaccination
neutralizing titers compared with individuals without evidence of prior infection.

Note that the adult booster population used for reference in this analysis is the same as included for the 2 to
<5 years of age group.

GMTs - Children 6 Months to <2 Years of Age

Among 32 children 6 months to <2 years of age without evidence of prior SARS-CoV-2 infection who received
three doses of BNT162b2 3-ug, neutralizing GMTs prior to vaccination with Dose 3 against Delta (94.1) and
Omicron (16.3) were increased at 1-month post-Dose 3 with respect to both Delta (606.3) and Omicron

Assessment report on extension of marketing authorisation
EMA/890761/2022 Page 45/155



(127.5) (Table below). Correspondingly, increases were also observed for the reference strain from before
Dose 3 (103.7) to 1-month post-Dose 3 (640.0).

Similar patterns were observed for 40 adults 18 to 55 years of age without evidence of prior SARS-CoV-2
infection who received three doses of BNT162b2 30-ug, for whom neutralizing GMTs prior to vaccination with
Dose 3 against Delta (36.4) and Omicron (12.7) were increased at 1-month post-Dose 3 with respect to both
Delta (1153.6) and Omicron (340.0) titers. Increases were also observed for the reference strain from before
Dose 3 (33.9) to 1-month post-Dose 3 (1067.1).

Notably, the dosing interval between Dose 2 and Dose 3 in adults was approximately 6 months, as compared
with the dosing interval between Dose 2 and Dose 3 in the pediatric age group of approximately 2 to 3
months. The longer interval, as well as potential differences in antibody waning over time, may contribute to
the higher increase in GMTs observed in adults as compared to the pediatric population.

Table 17. Summary of Geometric mean titers-Omicron neutralization subset-Participants without evidence
of infection- Study C4591007 Phase 2/3 6m to <5 years of age and Study C4591001 Phase 3 booster 18
through 55 years of age -Evaluable Immunogenicity Population.

Vaccine Group (as Randomized)

BNT162h2 Placebo
Ipg 30 pg 6 Months to <2 Years
6 Months to <2 Years 18-55 Years (C4501007)
(C4501007) (C4591001)

Assay Dose/ nt  GMTIe (95% CI) n®  GMI- (95% CI) n* GMI* (95% CI°)

Sampling

Time Point®

SARS-CoV-2 FFRENT - Omicron BA 1 - 3/Prevax 32 163 (12.8,20.8) 40 127 (11.0, 14.8) 5 10.0 (10.0, 10.0)
NTS50 (titer)

3/1 Month 32 1275 (90.2, 180.1) 40 3400 (2538, 455.6) 5 10.0 (10.0, 10.0)
SARS-CoV-2 FFRNT - Delta - NT50 3/Prevax 32 941 (67.9. 130.5) 40 364 (26.5,49.9) 5 10.0 (10.0, 10.0)
(titer)

3/1 Month 32 6063 (455.5, 806.9) 40 11536 (886.4, 1501.4) 5 100 (10.0, 10.0)
SARS-CoV-2 FFRNT - reference strain - 3/Prevax 32 1037 (784, 1373) 40 339 (261, 4.1) 5 10.0 (10.0, 10.0)
NT30 (titer)

3/1 Month 32 6400 (502.6. 815.0) 40 10671 (834.4, 1364.5) 5 100 (10.0, 10.0)

Abbreviations: FFRNT = fluorescent focus reduction neutralization test; GMT = geometric mean titer; LLOQ = lower limit of quantitation;

NAAT = nucleic acid amplification test; N-binding = SARS-CoV-2 nucleoprotein-binding; NT30 = 50% neutralizing fiter; SARS-CoV-2 = severe acute respiratory syndrome
coronavirus 2.

Note: Participants included in this analysis had no serological or virological evidence of past SARS-CoV-2 infection up to the 1-month post-Dose 3 study blood sample
collection. Having no evidence of past SARS-CoV-2 infection up to 1-month post-Dose 3 was defined as having a negative N-binding antibodv (serum) result at the Dose 1, 1-
month post-Dose 2 (if available), Dose 3, and 1-month post-Dose 3 study visits; a negative NAAT (nasal swab)

result at the Dose 1, Dose 2, and Dose 3 study visits and any unscheduled visit prior to the 1-month post-Dose 3 blood sample collection; and no medical history of COVID-19.
a. Protocol-specified timing for blood sample collection.

b. n=Number of participants with valid and determinate assay results for the specified assays at the given dose/sampling time point.

c.  GMTs and 2-sided 95% Cls were calculated by exponentiating the mean logarithm of the titers and the comresponding CIs (based on the Student t distribution). Assay
results below the LLOGQ were set to 0.5 = LLOQ.

GMFR - Children 6 Months to <2 Years of Age

For children 6 months to <2 years of age without evidence of prior SARS-CoV-2 infection who received three
doses of BNT162b2 3-ug, there was an observed 6.4-fold increase in Delta and 7.8-fold increase in Omicron
neutralizing titers obtained in the FFRNT assay from before Dose 3 to 1-month post-Dose 3 (Table below).
The GMFR for the reference strain from before Dose 3 to 1-month post-Dose 3 was 6.2.
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For adults 18 to 55 years of age without evidence of prior SARS-CoV-2 infection who received three doses of
BNT162b2 30-ug, there was on observed 31.7-fold increase in Delta and 26.7-fold increase in Omicron
neutralizing titers obtained in the FFRNT assay from before Dose 3 tol-month post-Dose 3. The GMFR for the
reference strain from before Dose 3 to 1-month post- Dose 3 was 31.5.

Noting that adults had a longer dosing interval between Dose 2 and Dose 3 (approximately 6 months) at a
time when antibody levels may be waning and the effects of a booster may be more pronounced, compared
with children in this age group (approximately 2 to 3 months), a higher GMFR in the adults compared to the
pediatric population may be expected.

Table 18. Summary of Geometric mean fold rises from before dose 3 to 1 month after dose 3-Omicron
neutralization subset-Participants without evidence of infection- Study C4591007 Phase 2/3 6m to <5 years
of age and Study C4591001 Phase 3 booster 18 through 55 years of age -Evaluable Immunogenicity
Population.

Vaccine Group (as Randomized)

BNT162h2 Placebo
Ing 30 pg 6 Months to =2 Years
6 Months to <2 Years 18-55 Years (C4391007)
(C4591007) (C4591001)
Assay Dose/ nt  GMFR: (95% CI¢) n*  GMFR: (95% CI%) nt  GMFR: (95% CI9)
Sampling
Time Point®
SARS-CoV-2 FFRNT - Omicron BA 1 - 3/1 Month 32 78 (6.0,10.2) 40 26.7 (20.2,35.2) 5 10 (1.0, 1.0y
NT30 (titer)
SARS-CoV-2 FFRNT - Delta - NT30 (titer) 3/1 Month 32 6.4 (4.6,0.1) 40 31.7 (233,432 5 1.0 (1.0, 1.0)
SARS-CoV-2 FFENT - reference strain - 3/1 Month 32 6.2 (47.8.2) 40 315 (23.6,41.9) 5 10 (1.0, 1.0y
NT50 (titer)

Abbreviations: FFRNT = fluorescent focus reduction neutralization test; GMFR = geometric mean fold nise; LLOQ = lower limit of quantitation;

NAAT =nucleic acid amplification test; N-binding = SARS-CoV-2 nucleoprotein-—binding; NT30 = 50% neutralizing titer; SARS-CoV-2 = severe acute respiratory syndrome
coronavirus 2.

Note: Participants included in this analysis had no serological or virological evidence of past SARS-CoV-2 infection up to the 1-month post-Dose 3 study blood sample
collection. Having no evidence of past SARS-CoV-2 infection up to 1-month post-Dose 3 was defined as having a negative N-binding antibody (serum) result at the Dose 1, 1-
month post—Dose 2 (if available). Dose 3. and 1-month post-Dose 3 study visits; a negative NAAT (nasal swab)

result at the Dose 1, Dose 2, and Dose 3 study visits and anv unscheduled visit prior to the 1-month post—Dose 3 blood sample collection; and no medical history of COVID-19.
a. Protocol-specified timing for blood sample collection.

b. n=Number of participants with valid and determinate assay results for the specified assay at both before Dose 3 and the given dose/sampling time point.

c.  GMFEs and 2-sided 95% CIs were calculated by exponentiating the mean logarithm of the fold rises and the corresponding CIs (based on the Student t distribution). Assay
results below the LLOQ were set to 0.5 # LLOQ in the analysis.

Updated Supportive Analysis

An additional descriptive immunogenicity analysis was conducted using the FFRNT assay, to compare children
with adults who received a third dose of BNT162b2 at a similar interval between Dose 2 and Dose 3. This
analysis compared Phase 2/3 pediatric participants in Study C4591007 with a subset of adults 18 to 50 years
of age in Phase 3 Study C4591017 (lot consistency study) who had received a two-dose primary series
followed by a booster (third) dose of BNT162b2 30-ug. The dosing interval between Dose 2 and Dose 3 was a
median 13.0 weeks (range: 11.9 to 14.3 weeks) for adults and 12.9 weeks (range: 8.6 to 20.0 weeks) for
children 6 months to <2 years of age). At 1-month post-Dose 3, among 32 children 6 months to <2 years of
age without evidence of prior SARS-CoV-2 infection, the neutralizing GMT was 128.8; correspondingly,
among 27 adults 18 to 50 years of age without evidence of priorSARS-CoV-2 infection, the neutralizing GMT
at 1-month post-Dose 3 was 164.2. These data show that for populations who received three doses of
BNT162b2 at the age-appropriate dose level and administered at a comparable dosing interval, the Omicron
specific neutralization titers are very similar in the pediatric population and an adult comparator group for
whom high efficacy was observed.
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Immunogenicity results for entire immunogenicity study population Children 6 months to <5
Years of Age

GMR of Neutralizing Titers — Children 6 months to <5 Years of Age

As a response to the list of questions at the primary round, the MAH submitted immunogenicity analyses for
entire study population. The result is very similar to the one demonstrated for two separate young cohorts as
expected.

Table 19. Summary of Geometric Mean Ratios — NT50 - Participants Without Evidence of Infection -
Immunobridging Subset - Study C4591007 Phase 2/3 6 Months to <5 Years of Age (1 Month After Dose 3)
and Study C4591001 Phase 2/3 16 Trough 25 Years of Age (1 Month After Dose 2) - Evaluable
Immunogenicity Population

Vaccine Group (as Randomized)

BNT162h2
3 pg 30 pg
6 Months to <5 Years 16-25Years
(C4591007) (C4591001) 6 Months to <5 Years/16-25
(1 Month After Dose 3) (1 Month After Dose 2) Years
Assay n* CMT 95% C1% ot GAT {95% ClI¥) GMR: {95% Cl7)
SARS-CoV-2 neutralizaton 225 1487.0 (1367.9,1616.5) 170 11800 (1066.6, 1 305.4) 126 (1.11,143)

assay-NT50(tter)

Abbreviabons: GME = geometne meanmitio; GMT = peomdne meantiter; LLOO = lowerlmit of qua ntitaton; NAAT = nucleic acid amphification tesi;
N-bnding = SARS-CoV-2 nucleoprotem—binding: NT50= 50% neutralizing titer; SARS-CoV-2 =severe acule respiratory syndrome comonavirus 2.
Note: Evaluable population refers to Dose 3 evaluable immunegenicity population for C439 1007 and Dose 2 evaluable immun ogenicity population for
C4591001.

Mote: Participants mcluded in this analbysis had noserological orvirologica l evidence ufpa:.t SARS-CoV-2mfection prior to the | -month post-Dese 2
(C459 1001} or 1 -month post-Dose 3 (C4591007) study blood sample collection. Having no evidenceof past SARS-CoV-2 infectionwa s definedas
havinga negative N-bindmg antibody {serum)result atthe Dose |, Dose 3 (C4391007), and | -month post-Dose 2 {C4591001) or | -month post-Dose 3
(C4591007) study visits; anegative NAAT (nasal swab)result at the Dose 1, Dose 2, and Dose 3 (C4391 007) study visits and any unscheduled visit prior
tothe 1-month post-Dose 2 (C4 591001 ) or 1 -month post-Dose 3 (C4591007) study blood samp le collection; and nomedical history o fCOVID-19.

1. n=Numberofparticipants with valid and determinate assay results for the specifiedassayat the grven dose/ssmpling time pomt

b. GMTsand 2-ssded 95% Cls were cakculated by exponentiatimg the mean loganthm of the triers and the corresponding Cls (based on the Student t
distribution ). Assay resultsbelow the LLOO) were set to 0.5 = LLOG.

. GMRsand 2-ssded 95% Cls were ca kulated by ex ponentiating the mean difference of the loganthms of the titers ([6 months 1o <5 years] -[16-23
vears[yand the correspending Cl (based on the Student 1 dstnbution).
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Seroresponse Rates - Children 6 months to <5 Years of Age

Table 20. Difference in Percentages of Participants With Seroresponse - Participants Without Evidence of
Infection - Immunobridging Subset — Comparison of Study C4591007 Phase 2/3 6 Months to <5 Years of Age
(1 Month After Dose 3) and Study C4591001 Phase 2/3 16 Through 25 Years of Age (1 Month After Dose 2) -
Evaluable Immunogenicity Population

e e e e o e g —

Vaecine Group (as Randomized )

BNT16Zb2
Ipg g
[} 6 Months 1o <5 Years 16-25 Years
(C4591007) (C4591001)
(1 Month Alter Dose 3) (1 Month Alter Dase 2) I ITeremce
Assay Wi (%) (95% C1°) = n® (%) (95% 1) et (95% 1Y)

SARS-CoV-2 neumleatonassy - NTS0 (titer) 221 221 (100.0) (985, 10000 170 168 (98.8) (95.8.999) 12 (0542

Abbrevanons: LLOO = lower hmit of quantitatson ; MAAT = nuckoc acid amphificabon test; N-bmdmg = SARS-CoV-2 nucleoprotan-bnd mg;

NT50 =50% neutralizmg tiier; SARS-CoV-2 = severe acuic respiraiory syndrome coronavirus 2.

Mote: Evaluable population refers to Dose 3 evahmble immunogenscity population forC459 1007 and Dose 2 evaluable immuniogenicity population for
CA591001.

MNote: Seroresponse & deflined as achieving a >4-fold n=e from baseline (before Dose ). 11 the baseline measurement s below the LLOGO, a postvaccination
assayresuli =4 = LLOO s considered a serorcsponsc,

Mote: Participants meluded in this analysik had no serological or virologica levidence ofpast SARS-CoV-2 mfection priorto the | -month post—Dose 2
(C459 1001 ) or | -month post-Diose 3 (C4591007) study blood sample collecton, Having no evidenceof past SARS-CoV-2 mfecton wasdefinedas
havmga negative N-binding antibody (serum) result at the Dose |, Dose 3 (C4391007), and 1 -month post—Dose 2 (C4.391 (01 or | -month post—Dose 3
(C4591007) study visits; a negative NAAT (nasal swab)resuli at the Dose 1. Dose 2, and Dose 3 (C4591 007 study visits and any unscheduled visit pror
to the | -month post-Dose 2 (C4 391001 ) or | -month post—Dose 3 (C4391007) study blood sample collection; and nomedscal history ofCOVID-19.

a. N = numberofparicipants with valid and determimate assay resulis for the specified a say both before vacanation and at the mven dosesampling
tme pomt, Thesevalies are the denominators forthepercentape calculations

b.  n=Numberof participants with scroresponse forthe given assay at the given dose’'sampling time point.

Exact 2-suded Clbased on the Clopperand Pearson method.

Difference in proportions, expressed as a percentage (6 months 1o<5 vears — 16-25 years).

2-Sided C1, based onthe Micttinen and Nurmmen method for the differences n proporions, ¢ pressed a s a percentage.

-

Efficacy Results — Study C4591007

Combined analysis across age groups from 6 months to <5 years of age:

e VE from at least 7 days after Dose 3 in blinded placebo-controlled follow-up in the total population of
participants 6 months to <5 years of age randomized 2:1 to BNT162b2 3-ug vs placebo, including 992
BNT162b2 recipients and 464 placebo recipients who received three doses of study intervention; RVE
comparing three vs two doses of BNT162b2 during the same calendar interval of 07 February 2022 to 29
April 2022.

Vaccine Efficacy from at Least 7 Days After Dose 3 to Cutoff Date

The observed VE from at least 7 days after Dose 3 to the cutoff date (29 April 2022) across the total
population of children 6 months to <5 years of age was 80.3% (2-sided 95% CI: 13.9%, 96.7%) based on 3
cases in the BNT162b2 group and 7 cases in the placebo group, adjusted for surveillance time (noting 2:1
randomization of vaccine: placebo) (Table below). Note the post-Dose 3 cases were all reported in February
through April 2022. None of these participants had reported evidence of prior SARS-CoV-2 infection at
baseline.
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Table 21. Vaccine efficacy-first COVID-19 Occurrence from 7 Days after dose 3-blinded follow up period-
phase 2/3- 6m to <5yo-Dose 3-All available efficacy population

Vaccine Group (as Randomized)

BNT162b2 (3 pg) Placebo
(N*=001) (N*=464)
Efficacy Endpoint nl® Swrveillance nl® Swrveillance VE (%) (95% CI¢)
Subgroup Time* (n2%) Time* (n29)

First COVID-19 occurrence from 7 days after Dose 3 3 0.086 (758) 7 0.039 (348) 803 (139,967

Abbreviations: VE = vaccine efficacy.

a N =mmber of participants in the specified group.

b. nl=MNumber of participants meeting the endpoint definition.

c.  Total surveillance time in 1000 person-vears for the given endpoint across all participants within each group at nisk for the
endpoint. Time period for COVID-19 case accrual is from 7 davs after Dose 3 to the end of the surveillance period.

d. 02 =Number of participants at risk for the endpoint.

e Two-sided 95% confidence interval (CT) for VE is derived based on the Clopper and Pearson method adjusted for

surveillance time.

Relative Vaccine Efficacy of Three vs Two Doses

The RVE of BNT162b2 3-ug against symptomatic COVID-19 based on 4 cases reported at least 7 days after
Dose 3 (original BNT162b2 group who received three doses) compared with 6 cases reported at least 7 days
after Dose 2 (original placebo group who were unblinded and received two doses of BNT162b2) during the
period of 07 February 2022 to 29 April 2022 was 76.2% (2-sided 95% CI: -0.5%, 95.1%) (Table below).

Table 22. Relative Vaccine Efficacy -1st COVID-19 occurrence from 7FEB2022 TO 29APR 2022-Participatns
who received 3 doses of vaccine or placebo crossover participants who received 2 doses of vaccine -6m to
<5yo- Dose 1-All available efficacy population.

Vaccine Group

Original Placebo Crossover to
BNT162b2 (3 pg) BNT162b2 (3 pg)
Efficacy Endpoint nl*  Surveillance nl* Swrveillance RVE (95% CI9)
Time® (n2°) Time? (n27) (%)
First COVID-19 occurrence from 7 days after the third dose of BNT162b2 (original BNT162b2) or 4 0170(1212) 6 0.061 (516) 76.2 (-0.5.95.1)

second dose of BNT162b2 (placebo crossover) and from 07FEB2022¢ to 20APR2022f

Abbreviation: RVE = relative vaccine efficacy.

NWote: Participants who turned 5 vears of age and received BNT162b2 10 pg at Dose 2. Dose 3, or crossover Dose 1 or Dose 2 are excluded.

a. nl=Number of participants meeting the endpoint definition.

b. Total surveillance time in 1000 person-vears for the given endpoint across all participants within each group at risk for the endpoint. Time period for COVID-19 case
accrual is from latest of 7 days after the third dose of BNT1620b2 (original BNT162b2) or second dose of BNT162b2 (placebo crossover to BNT16202) and 07FEB2022 to the
earliest of confirmed case, death. withdrawn from the study. third dose of BNT162b2 (placebo crossover only), or 20APR2022.

c. 02 =Number of participants at risk for the endpoint.

d.  Confidence interval (CT) for RVE is derived based on the Clopper and Pearson method adjusted for surveillance time.

e. Date of 7 days after the first Dose 3 BNT162b2 vaccination in original BNT162b2 participants.

f  Data catoff date of this analvsis

Pediatric (6 Months to <5 Years of Age) Updated Interim Efficacy Data, cut-off 17.06.2022

After receiving a preliminary list of questions, the MAH submitted an updated report to present an updated
efficacy analysis that was conducted in accordance with the C4591007 protocol-specified and hypothesis-
testing secondary efficacy objective, which was to evaluate vaccine efficacy (VE) when at least 21 confirmed
COVID-19 cases had accrued among the combined population of children 2 to <5 years and 6 months to <2
years of age following completion of the three-dose vaccination series.
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This updated analysis presents observed VE against symptomatic COVID-19 for the three-dose series of
BNT162b2 3-ug during blinded placebo-controlled follow-up. The analysis is based on 34 cases confirmed at
least 7 days post-Dose 3 up to the data cutoff date of 17 June 2022, in the combined Dose 3 evaluable
efficacy population of children 6 months to <5 years of age without evidence of prior SARS-CoV-2 infection.
Analyses include post-Dose 3 VE by SARS-CoV-2 variant of concern (which were all identified from
sequencing data as sub-lineages of Omicron), and analyses excluding cases involving coinfection with other
respiratory pathogens.

Duration of follow-up

Table 23. Follow-Up Time After Dose 3 - Participants Without Evidence of Infection Prior to 7 Days After
Dose 3 - Blinded Follow-Up Period — Phase 2/3 - 6 Months to <5 Years of Age - Evaluable Efficacy (3-Dose)
Population

Vaccine Group (as Randomized)

BNT162b2 (3 pg) Placebo Total n* (%)
n* (%) n* (%)
Time from Dose 3 to cutoff date
6 months to <5 years
Nb 873 381 1254
<1 Month 148 (17.0) 59 (15.5) 207 (16.5)
>1 to <2 Months 265 (30.4) 109 (28.6) 374 (29.8)
>2 to <3 Months 157 (18.0) 78 (20.5) 235 (18.7)
>3 Months 303 (34.7) 135 (35.4) 438 (34.9)
Mean (SD) 2.2 (1.34) 2.2 (1.22) 2.2 (1.31)
Median 2.1 23 22
Min, max (0.0, 4.9) (0.0, 4.1) (0.0, 4.9)
2 to <5 years
Nb 554 224 778
<1 Month 108 (19.5) 41 (18.3) 149 (19.2)
>1 to <2 Months 132 (23.8) 49 (21.9) 181 (23.3)
>2 to <3 Months 98 (17.7) 41 (18.3) 139 (17.9)
>3 Months 216 (39.0) 93 (41.5) 309 (39.7)
Mean (SD) 2.3 (1.40) 2.3 (1.28) 2.3 (1.36)
Median 24 2.6 24
Min, max (0.0, 4.9) (0.0, 4.1) (0.0, 4.9)
6 months to <2 years
Nb 319 157 476
<1 Month 40 (12.5) 18 (11.5) 58 (12.2)
>1 to <2 Months 133 (41.7) 60 (38.2) 193 (40.5)
>2 to <3 Months 59 (18.5) 37 (23.6) 96 (20.2)
>3 Months 87 (27.3) 42 (26.8) 129 (27.1)
Mean (SD) 2.1(1.23) 2.1(1.13) 2.1(1.20)
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Median 1.8 2.1 1.9
Min, max (0.0, 4.9) (0.0, 4.1) (0.0, 4.9)

Abbreviations: NAAT = nucleic acid amplification test; N-binding = SARS-CoV-2 nucleoprotein—binding; SARS-CoV-2 = severe
acute respiratory syndrome coronavirus 2.

Note: Participants who had no serological or virological evidence (prior to 7 days after receipt of Dose 3) of past SARS-CoV-2 infection
(ie, negative

N-binding antibody [serum] result at Dose 1, 1-month post-Dose 2 (if available), and Dose 3 (if available) study visits, SARS- CoV-2
not detected by

NAAT [nasal swab] at Dose 1, Dose 2, and Dose 3 study visits, and a negative NAAT [nasal swab] result at any unscheduled visit
[prior to 7 days after

receipt of Dose 3]) and had no medical history of COVID-19 were included in the analysis.

a. n=Number of participants with the specified characteristic.

b. N =number of participants in the specified group, or the total sample. These values are the denominators for the

percentage and summary statistics calculations.

Demographics

Table 24. Demographic Characteristics - Participants Without Evidence of Infection Prior to 7 Days After
Dose 3 - Blinded Follow-Up Period - Phase 2/3 - 6 Months to <5 Years of Age - Evaluable Efficacy (3-Dose)
Population

Vaccine Group (as Randomized)

BNT162b2 (3 pg) Placebo Total
(N*=873) (\N*=381) (N*=1254)
n® (%) n® (%) n® (%)
Sex
Male 427 (48.9) 173 (45.4) 600 (47.8)
Female 446 (51.1) 208 (54.6) 654 (52.2)
Race
White 666 (76.3) 296 (77.7) 962 (76.7)
Black or African American 30 (34) 12 (3.1) 42 (3.3)
American Indian or Alaska Native 2(0.2) 0 2(0.2)
Asian 87 (10.0) 38 (10.0) 125 (10.0)
Native Hawaiian or other Pacific Islander 0 1(0.3) 1(0.1)
Multiracial 85(9.7) 33(8.7) 118 (9.4)
Not reported 3(0.3) 1(0.3) 4(0.3)
Ethnicity
Hispanic/Latino 98 (11.2) 27(7.1) 125 (10.0)
Non-Hispanic/Non-Latino 774 (88.7) 354 (92.9) 1128 (90.0)
Not reported 1(0.1) 0 1(0.1)
Country
Poland 24 (2.7) 4 (1.0) 28 (2.2)
USA 849 (97.3) 377 (99.0) 1226 (97.8)
Comorbidities®
Yes 76 (8.7) 37.(9.7) 113 (9.0)
No 797 (91.3) 344 (90.3) 1141 (91.0)
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Abbreviations: MMWR = Morbidity and Mortality Weekly Report; NAAT = nucleic acid amplification test;

N-binding = SARS-CoV-2 nucleoprotein—binding; SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.

Note: Participants who had no serological or virological evidence (prior to 7 days after receipt of Dose 3) of past SARS-CoV-2
infection (ie, negative

N-binding antibody [serum] result at Dose 1, 1-month post-Dose 2 (if available), and Dose 3 (if available) study visits, SARS-
CoV-2 not detected by

NAAT [nasal swab] at Dose 1, Dose 2, and Dose 3 study visits, and a negative NAAT [nasal swab] result at any unscheduled
visit [prior to 7 days after

receipt of Dose 3]) and had no medical history of COVID-19 were included in the analysis.

a. N =number of participants in the specified group, or the total sample. This value is the denominator for the percentage
calculations.

b. n=Number of participants with the specified characteristic.

c.  Number of participants who have 1 or more comorbidities that increase the risk of severe COVID-19 disease: defined as
participants who had at least one of the prespecified comorbidities based on MMWR 69(32);1081-8 and/or obesity (BMI > 95th
percentile) for 2 to <5 years.

Efficacy Against Symptomatic COVID-19

This section presents results of analyses across the combined population of children 6 months to <5 years of
age, conducted according to the protocol prespecified secondary efficacy objectives.

Dose 3 Evaluable Efficacy Populations - Children 6 Months to <5 Years of Age
Participants Without Evidence of Prior SARS-CoV-2 Infection

The first secondary VE hypothesis for 6 months to <5 years was evaluated in participants without evidence of
prior SARS-CoV-2 infection. The observed VE from at least 7 days after Dose 3 across the total evaluable
population of children 6 months to <5 years of age without evidence of prior SARS-CoV-2 infection before or
during the vaccination regimen was 73.2% (2-sided 95% CI: 43.8%, 87.6%) based on 13 cases in the
BNT162b2 group and 21 cases in the placebo group, adjusted for surveillance time (noting 2:1 randomization
of vaccine: placebo) (Table below ). The predefined success criterion, lower bound of 95% CI for VE >30%,
was met.

Table 25. Vaccine Efficacy — First COVID-19 Occurrence From 7 Days After Dose 3 - Blinded Follow-Up
Period - Participants Without Evidence of Infection Prior to 7 Days After Dose 3 — Phase 2/3 - 6 Months to <5
Years of Age - Evaluable Efficacy (3-Dose) Population

Vaccine Group (as Randomized)

BNT162b2 (3 pg) Placebo

(N*=873) (N*=381)
Efficacy Endpoint nl® Surveillance nl® Surveillance  VE (%) (95% CI°)
Subgroup Time* (n29) Time® (n2%)
First COVID-19 occurrence from 7 days after
Dose 3
6 months to <5 years 13 0.124 (794) 21 0.054 (351) 732 (43.8,87.6)
2 to <5 years 9 0.081 (498) 13 0.033 (204) 718 (28.6,89.4)
6 months to <2 years 4 0.042 (296) 8 0.020 (147) 75.8  (9.7,94.7)
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Abbreviations: NAAT = nucleic acid amplification test; N-binding = SARS-CoV-2 nucleoprotein—binding;

SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2; VE = vaccine efficacy.

Note: Participants who had no serological or virological evidence (prior to 7 days after receipt of Dose 3) of past SARS-CoV-2
infection (ie, negative

N-binding antibody [serum] result at Dose 1, 1 month post-Dose 2 (if available), Dose 3 (if available) visits, SARS-CoV-2 not
detected by NAAT

[nasal swab] at Dose 1, Dose 2 and Dose 3 study visits, and a negative NAAT [nasal swab] result at any unscheduled visit prior
to 7 days after receipt of

Dose 3) and had no medical history of COVID-19 were included in the analysis.

a. N =number of participants in the specified group.

b. nl = Number of participants meeting the endpoint definition.

c. Total surveillance time in 1000 person-years for the given endpoint across all participants within each group at risk for the
endpoint. Time period for COVID-19 case accrual is from 7 days after Dose 3 to the end of the surveillance period.

d.  n2=Number of participants at risk for the endpoint.

e. Two-sided 95% confidence interval (CI) for VE is derived based on the Clopper and Pearson method adjusted for
surveillance time.

Participants With and Without Evidence of Prior SARS-CoV-2 Infection

Since the first secondary VE hypothesis was met, the second VE hypothesis was evaluated sequentially in
participants with or without evidence of prior SARS-CoV-2 infection. The observed VE from at least 7 days
after Dose 3 across the total evaluable population of children 6 months to <5 years of age with or without
evidence of prior SARS-CoV-2 infection before or during the vaccination regimen was 72.5% (2-sided 95% CI:
44.3%, 86.9%) based on 14 cases in the BNT162b2 group and 23 cases in the placebo group, adjusted for
surveillance time (noting 2:1 randomization of vaccine:placebo). The predefined success criterion, lower
bound of 95% CI for VE >30%, was met.

Dose 3 All- Available Efficacy Populations — Children 6 Months to <5 Years of Age

The observed VE from at least 7 days after Dose 3 across the total Dose 3 all-available population of children
6 months to <5 years of age was 72.3% (2-sided 95% CI: 43.7%, 86.8%) based on 14 cases in the
BNT162b2 group and 23 cases in the placebo group, adjusted for surveillance time (noting 2:1 randomization
of vaccine:placebo) (Table below).

Table 26. Vaccine Efficacy — First COVID-19 Occurrence From 7 Days After Dose 3 - Blinded Follow-Up
Period - Phase 2/3 - 6 Months to <5 Years of Age — Dose 3 All-Available Efficacy Population

Vaccine Group (as Randomized)

BNT162b2 (3 pg) Placebo

(N*=1351) (N*=642)
Efficacy Endpoint nl® Surveillance n1® Surveillance ~ VE (%) (95% CI)
Subgroup Time* (n29) Time* (n29)
First COVID-19 occurrence from 7 days after
Dose 3
6 months to <5 years 14 0.153 (1018) 23 0.070 (482) 723 (43.7,86.8)
2 to <5 years 10 0.104 (668) 15 0.046 (301) 70.6  (30.1, 88.2)
6 months to <2 years 4 0.049 (350) 8 0.024 (181) 75.6  (8.9,94.6)
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Abbreviations: VE = vaccine efficacy.

a. N =number of participants in the specified group.

b. nl =Number of participants meeting the endpoint definition.

c. Total surveillance time in 1000 person-years for the given endpoint across all participants within each group at risk for the
endpoint. Time period for COVID-19 case accrual is from 7 days after Dose 3 to the end of the surveillance period.

d. n2=Number of participants at risk for the endpoint.

e. Two-sided 95% confidence interval (CI) for VE is derived based on the Clopper and Pearson method adjusted for
surveillance time.

Substantial separation of the Kaplan-Meier curves is evident very early starting from at least 7 days after
Dose 3, with placebo cases steadily accruing and comparative fewer cases occurring more distantly after
BNT162b2 vaccination (Figure 1).

Figure 1. Cumulative Incidence Curves for the First COVID-19 Occurrence After Dose 3 — Blinded Follow-Up Period
Phase 2/3 — 6 Months to <5 Years of Age — Dose 3 All-Available Efficacy Population
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In the analysis by SARS-CoV-2 variant of concern in this population (Table below), the observed VE after
Dose 3 was 72.6% to 82.9% against the most frequently identified variants (Omicron sublineages
BA.2.12.1 and BA.2). Few cases were identified as BA.4 or BA.5, precluding meaningful interpretation of VE
for these sublineages whether considered separately or combined.
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Table 27. Vaccine Efficacy by Variant of Concern - First COVID-19 Occurrence From 7 Days After Dose 3 -
Blinded Follow-Up Period - Phase 2/3 - 6 Months to <5 Years of Age — Dose 3 All-Available Population

Vaccine Group (as Randomized)

BNT162b2 (3 pg) Placebo

(N*=1351) (N?=642)
Efficacy Endpoint nl® Surveillance  n1®  Surveillance VE (%) (95% CI°)
Variant of Concern Time* (n2%) Time* (n2%)
First COVID-19 occurrence from 7 days
after Dose 3
Overall 14 0.153 (1018) 23 0.070 (482) 72.3 (43.7, 86.8)
Omicron 14 0.153 (1018) 22 0.070 (482) 71.0 (40.7, 86.3)
Omicron BA.1.1 0 0.153(1018) 2 0.070 (482) 100.0 (-142.7, 100.0)
Omicron BA.2 3 0.153(1018) 8 0.070 (482) 82.9 (28.8,97.1)
Omicron BA.2.10 0 0.153(1018) 1 0.070 (482) 100.0 (-1677.9, 100.0)
Omicron BA.2.12.1 6 0.153(1018) 10 0.070 (482) 72.6 (16.9, 91.8)
Omicron BA.2.21 1 0.153(1018) 0 0.070 (482) UND (NA, NA)
Omicron BA.4 2 0.153(1018) 1 0.070 (482) 8.8 (-5279.1,95.3)
Omicron BA.5 2 0.153(1018) 0 0.070 (482) UND (NA,NA)
Unknown 0 0.153(1018) 1 0.070 (482) 100.0 (-1677.9, 100.0)

Abbreviations: NA = not applicable; UND = Undefined; VE = vaccine efficacy.

a. N =number of participants in the specified group.

b. nl=Number of participants meeting the endpoint definition.

c. Total surveillance time in 1000 person-years for the given endpoint across all participants within each group at risk for the
endpoint. Time period for COVID-19 case accrual is from 7 days after Dose 3 to the end of the surveillance period.

d.  n2=Number of participants at risk for the endpoint.

e. Two-sided 95% confidence interval (CI) for VE is derived based on the Clopper and Pearson method adjusted for
surveillance time.

Vaccine Efficacy from Dose 1 to Cutoff Date- Children 6 Months to <5 Years of Age

The observed VE for BNT162b2 3-pg against any confirmed COVID-19 from Dose 1 onwards in the
Dose 1 all-available population for children 6 months to <5 years of age was 27.9%

(2-sided 95% CI: 13.3%, 40.0%) based on 292 cases in the BNT162b2 group and 199 cases in the
placebo group, adjusted for surveillance time (noting 2:1 randomization of vaccine: placebo), as of the
data cutoff date 17 June 2022 (Table below).

When excluding participants who had evidence of coinfection with other respiratory pathogens the
observed VE after Dose 1 was 27.0% (2-sided 95% CI: 9.4%, 41.0%) based on 220 cases in the
BNT162b2 group and 148 cases in the placebo group (which excluded 72 cases in the BNT162b2 group
and 51 cases in the placebo group that involved coinfections).
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Table 28. Vaccine Efficacy -1st CPVID-19 occurrence after dose 1-Blinded follow-up period-Phase 2/3- 6
months to < 5yo-Dose 1 all-available efficacy population

Vaccine Group (as Randomized)

BNT162b2 (3 pg) Placebo
(N*=3793) (N*=1891)
Efficacy Endpoint nl® Surveillance n1® Surveillance ~ VE (%) 95% CI)
Subgroup Time* (n2%) Time* (n29)
First COVID-19 occurrence after Dose 292 1.307 (3407) 199 0.642 (1689) 27.9 (13.3, 40.0)
1
Dose 1 to before Dose 2 55 0.198 (3407) 21 0.098 (1689) -29.4 (-125.2,23.0)
Dose 2 to <7 days after Dose 2 12 0.058 (3072) 13 0.029 (1531) 54.0 (-9.3, 80.8)
>7 Days after Dose 2 to before Dose 208 0.877 142 0.436 (1496) 272 (9.3, 41.5)
(3009)
3
Dose 3 to <7 days after Dose 3 3 0.020 (1181) 0 0.009 (510) UND (NA, NA)
>7 Days after Dose 3 14 0.153(1018) 23 0.070 (482) 723 (43.7, 86.8)

Abbreviations: NA = not applicable; UND = undefined; VE = vaccine efficacy.

N = number of participants in the specified group.

nl = Number of participants meeting the endpoint definition.

Total surveillance time in 1000 person-years for the given endpoint across all participants within each group at risk for the endpoint. Time period
for COVID-19 case accrual is from Dose 1 to the end of the surveillance period for the overall row and from start to the end of range stated for
each interval.

n2 = Number of participants at risk for the endpoint.

Two-sided 95% confidence interval (CI) for VE is derived based on the Clopper and Pearson method adjusted for surveillance time.

Children 2 to <5 years of age:

Disposition and Datasets Analyzed - Children 2 to <5 Years of Age

The Dose 1 all-available efficacy population of children 2 to <5 years of age included 2349 participants in the
BNT162b2 group and 1173 participants in the placebo group (Table below), which reflects the 2:1
randomization. Populations of participants who received three doses of study intervention were:

e Dose 3 all-available efficacy population: 864 BNT162b2 recipients and 405 placebo recipients.

® Dose 3 evaluable efficacy population with or without evidence of prior SARS-CoV-2 infection: 820
BNT162b2 recipients and 383 placebo recipients.

® Dose 3 evaluable efficacy population without evidence of prior SARS-CoV-2 infection: 554
BNT162b2 recipients and 224 placebo recipients.

Exclusions from the Dose 3 evaluable efficacy population were primarily due to participants not receiving
three vaccine doses prior to unblinding (63.2% of BNT162b2 group and 65.5% of placebo group).

Note that Dose 3 administration began on 31 January 2022 and the study was still actively enrolling at
that time. Analysis populations included participants who received BNT162b2 3-ug or placebo, and
therefore excluded participants who turned 5 years of age and received the age appropriate BNT162b2
10-pg dose level (which per protocol would have occurred after unblinding).
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Table 29. Efficacy Populations — Phase 2/3 - 2 to <5 Years of Age

Vaccine Group (as

Randomized)

BNT162b2 (3 pg) Placebo  Total n? (%)

n? (%) n* (%)
Randomized® 2349 (100.0) 1173 (100.0) 3522 (100.0)
Dose 1 all-available efficacy population 2349 (100.0) 1173 (100.0) 3522 (100.0)
Dose 3 all-available efficacy population 864 (36.8) 405 (34.5) 1269 (36.0)
Participants excluded from Dose 3 all-available efficacy population 1485 (63.2) 768 (65.5) 2253 (64.0)
Reason for exclusion®
Did not receive 3 vaccinations prior to unblinding Evaluable 1485 (63.2) 768 (65.5) 2253 (64.0)
efficacy (3-dose) population 820 (34.9) 383 (32.7) 1203 (34.2)
Participants without evidence of infection prior to 7 days after Dose 3 554 (23.6) 224 (19.1) 778 (22.1)
Participants excluded from evaluable efficacy (3-dose) population Reason 1529 (65.1) 790 (67.3) 2319 (65.8)
for exclusion®
Did not receive all vaccinations as randomized prior to unblinding 1485 (63.2) 768 (65.5) 2253 (64.0)
Did not receive Dose 2 within the predefined window (19-42 days after Dose 27 (1.1) 16 (1.4) 43(1.2)
1)
Did not receive Dose 3 within the predefined window (at least 60 days after 24 (1.0) 15(1.3) 39 (1.1)
Dose 2
for participants enrolled before protocol amendment 6 and 54-70 days for
participants enrolled
after protocol amendment 6)
Had other important protocol deviations on or prior to 7 days after Dose 3 22(0.9) 4(0.3) 26 (0.7)

n = Number of participants with the specified characteristic.
These values are the denominators for the percentage calculations.
Participants may have been excluded for more than 1 reason.

Demographics — Children 2 to <5 Years of Age

Demographic characteristics for participants 2 to <5 years of age in the Dose 3 evaluable efficacy population
without evidence of prior SARS-CoV-2 infection were generally similar in BNT162b2 and placebo groups
(Table below).

Most participants were White (77.6%) and the population included 3.7% Black or African American
participants, 10.0% Asian participants, 8.0% multiracial participants, with other race subgroups
comprising <1%. In total, 9.8% of participants were Hispanic/Latino. The population was balanced with
regard to sex with 45.9% male and 54.1% female participants. Comorbidities present at baseline that
increase the risk of severe COVID-19 disease (which included obesity in this age group) were reported in
similar proportions of participants in the BNT162b2 group (11.9%) and placebo group (13.8%). Obesity in
this age group was reported in 6.0% of participants in the BNT162b2 group and 4.0% in the placebo
group.

Among participants in the Dose 3 evaluable efficacy population with or without evidence of prior SARS-
CoV-2 infection, 13.2% in the BNT162b2 group and 17.8% in the placebo group were baseline positive
for prior SARS-CoV-2 infection. Other demographic characteristics were generally similar to the
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population without evidence of prior infection. The demographics of the Dose 1 all-available and Dose 3

all-available efficacy populations were also overall similar.

Table 30. Demographic Characteristics - Participants Without Evidence of Infection Prior to 7 Days After

Dose 3 - Blinded Follow-Up Period — Phase 2/3 - 2 to <5 Years of Age - Evaluable Efficacy (3-Dose)

Population
Vaccine Group (as Randomized)
BNT162b2 (3 pg) Placebo Total
(N?=554) (N?=224) (N*=778)
n® (%) n® (%) n® (%)
Sex
Male 262 (47.3) 95 (42.4) 357 (45.9)
Female 292 (52.7) 129 (57.6) 421 (54.1)
Race
White 427 (77.1) 177 (79.0) 604 (77.6)
Black or African American 23 (4.2) 6(2.7) 29 (3.7)
American Indian or Alaska Native 1(0.2) 0 1(0.1)
Asian 53 (9.6) 25(11.2) 78 (10.0)
Native Hawaiian or other Pacific Islander 0 1(0.4) 1(0.1)
Multiracial 47 (8.5) 15 (6.7) 62 (8.0)
Not reported 3(0.5) 0 3(0.4)
Ethnicity
Hispanic/Latino 60 (10.8) 16 (7.1) 76 (9.8)
Non-Hispanic/Non-Latino 493 (89.0) 208 (92.9) 701 (90.1)
Not reported 1(0.2) 0 1(0.1)
Country
Poland 14 (2.5) 2 (0.9) 16 (2.1)
USA 540 (97.5) 222 (99.1) 762 (97.9)
Age group (at vaccination)
2 Years 215 (38.8) 72 (32.1) 287 (36.9)
3 Years 218 (39.4) 97 (43.3) 315 (40.5)
4 Years 121 (21.8) 55 (24.6) 176 (22.6)
Age at vaccination (years)
Mean (SD) 2.8 (0.76) 2.9 (0.75) 2.9 (0.76)
Median 3.0 3.0 3.0
Min, max 2,4 2,4 2,4
Obese®
Yes 33 (6.0) 9 (4.0) 42 (5.4)
No 519 (93.7) 215 (96.0) 734 (94.3)
Missing 2(0.4) 0 2(0.3)
Comorbidities?
Yes 66 (11.9) 31(13.8) 97 (12.5)
No 488 (88.1) 193 (86.2) 681 (87.5)

Abbreviations: MMWR = Morbidity and Mortality Weekly Report; NAAT = nucleic acid amplification test;

N-binding = SARS-CoV-2 nucleoprotein-binding; SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.

Note: Participants who had no serological or virological evidence (prior to 7 days after receipt of Dose 3) of past SARS-CoV-2 infection

(ie, negative
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N-binding antibody [serum] result at Dose 1, 1-month post-Dose 2 (if available), and Dose 3 (if available) study visits, SARS- CoV-2
not detected by

NAAT [nasal swab] at Dose 1, Dose 2, and Dose 3 study visits, and a negative NAAT [nasal swab] result at any unscheduled visit
[prior to 7 days after

receipt of Dose 3]) and had no medical history of COVID-19 were included in the analysis.

a. N =number of participants in the specified group, or the total sample. This value is the denominator for the percentage
calculations.

b. n=Number of participants with the specified characteristic.

c. Obese is defined as a body mass index (BMI) at or above the 95th percentile according to the growth chart. Refer to the CDC
growth charts at https://www.cdc.gov/growthcharts/html charts/bmiagerev.htm.

d.  Number of participants who have 1 or more comorbidities that increase the risk of severe COVID-19 disease: defined as
participants who had at least

Dose 3 All-Available Efficacy Population — Children 2 to <5 Years of Age

The observed VE from at least 7 days after Dose 3 among children 2 to <5 years of age in the Dose 3 all-
available population was 70.6% (2-sided 95% CI: 30.1%, 88.2%) based on 10 cases in the BNT162b2
group and 15 cases in the placebo group, adjusted for surveillance time (noting 2:1 randomization of
vaccine:placebo).

In the analysis by SARS-CoV-2 variant of concern in this population, the observed VE after Dose 3 was
68.5% to 82.4% against the most frequently identified Omicron sublineages (BA.2.12.1 and BA.2). Few
cases were identified as BA.4 or BA.5, precluding reliable estimation of VE for these sublineages whether
considered separately or combined.

Relative Vaccine Efficacy of Three vs Two Doses— Children 2 to <5 Years of Age

The RVE of BNT162b2 3-ug against symptomatic COVID-19 based on 2 cases reported at least 7 days after
Dose 3 (original BNT162b2 group) compared with 4 cases reported at least 7 days after Dose 2 (original
placebo group who were unblinded to receive BNT162b2) during the period of 07 February 2022 to 29 April
2022 was 84.0% (2-sided 95% CI: -11.8%, 98.6%)

Vaccine Efficacy from Dose 1 to Cutoff Date — Children 2 to <5 Years of Age Dose 1 All-Available Efficacy
Population — Children 2 to <5 Years of Age

The observed VE from Dose 1 onwards in the Dose 1 all-available population of children 2 to <5 years of age
was 32.3% (2-sided 95% CI: 13.8%, 46.7%) based on 169 cases in the BNT162b2 group and 121 cases in
the placebo group, adjusted for surveillance time (noting 2:1 randomization of vaccine:placebo) (Table
below).

Clear separation of the Kaplan-Meier curves for BNT162b2 and placebo groups is evident by
approximately 4 months after the first dose which generally coincides with completion of the three-
dose series for this age group.

When excluding participants who had evidence of coinfection with other respiratory pathogens the
observed VE after Dose 1 was 33.6% (2-sided 95% CI: 12.2%, 49.7%) based on 126 cases in the
BNT162b2 group and 92 cases in the placebo group (which excluded 43 cases in the BNT162b2 group
and 29 cases in the placebo group that involved coinfections).
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Table 31. Vaccine Efficacy — First COVID-19 Occurrence After Dose 1 - Blinded Follow-Up Period - Phase
2/3 - 2 to <5 Years of Age - Dose 1 All-Available Efficacy Population

Vaccine Group (as Randomized)

BNT162b2 (3 pg) Placebo

(N*=2349) (N*=1173)
Efficacy Endpoint nl® Surveillance nl® Surveillance ~ VE (%)  (95% CI)
Subgroup Time® (n2%) Time® (n2%)
First COVID-19 occurrence after Dose 169  0.787 (2135) 121 0.381 (1058) 323 (13.8,46.7)
1
Dose 1 to before Dose 2 35  0.123(2135) 11 0.061 (1058) -57.6 (-244.0, 21.8)
Dose 2 to <7 days after Dose 2 8 0.036 (1913) 7 0.018 (953) 43.0 (-84.6, 81.9)
>7 Days after Dose 2 to before Dose 115 0.511 (1874) 88 0.251 (934) 359 (14.4, 51.8)
3
Dose 3 to <7 days after Dose 3 1 0.013 (764) 0 0.006 (324) UND (NA, NA)
>7 Days after Dose 3 10  0.104 (668) 15 0.046 (301) 70.6 (30.1, 88.2)

Abbreviations: NA = not applicable; UND = undefined; VE = vaccine efficacy.

N = number of participants in the specified group.

nl = Number of participants meeting the endpoint definition.

Total surveillance time in 1000 person-years for the given endpoint across all participants within each group at risk for the
endpoint. Time period for COVID-19 case accrual is from Dose 1 to the end of the surveillance period for the overall row and
from start to the end of range stated for each interval.

n2 = Number of participants at risk for the endpoint.

Two-sided 95% confidence interval (CI) for VE is derived based on the Clopper and Pearson method adjusted for

surveillance time.

Signs and Symptoms of COVID-19 - Children 2 to <5 Years of Age

Confirmed cases occurring after Dose 1 among participants 2 to <5 years of age had signs and
symptoms (per protocol case criteria) consistent with mostly mild to moderate illness, similar in both
groups (Table below). The most commonly reported were new or increased cough (63.4%) and fever
(59.0%) from protocol-defined symptoms and including nasal congestion or runny nose (37.2%) from
additional CDC-defined symptoms. Most participants in both groups reported <3 concurrent signs or
symptoms.

The reported signs and symptoms for each age subgroup (ie, 2 years, 3 years, or 4 years of age) were

generally similar.

Table 32. Signs and Symptoms for First COVID-19 Occurrence After Dose 1 - Blinded Follow-Up Period -
Phase 2/3 - 2 to <5 Years of Age - Dose 1 All-Available Efficacy Population

Vaccine Group (as Randomized)

BNT162b2 (3 pg) Placebo Total (N*=290)
(N*=169) (N*=121) n® (%)
Signs and Symptoms n® (%) n® (%)
Participants with specific signs and symptoms of COVID-19 169 (100.0) 121 (100.0) 290 (100.0)
Fever 97 (57.4) 74 (61.2) 171 (59.0)
New or increased cough 116 (68.6) 68 (56.2) 184 (63.4)
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New or increased shortness of breath 1(0.6) 0(0.0) 1(0.3)
Chills 9(5.3) 12 (9.9) 21(7.2)
New or increased muscle pain 11 (6.5) 7 (5.8) 18 (6.2)
Sore throat 25 (14.8) 15 (12.4) 40 (13.8)
Diarrhea 21 (12.4) 9(7.4) 30 (10.3)
Vomiting 16 (9.5) 12 (9.9) 28 (9.7)
Inability to eat/poor feeding 16 (9.5) 19 (15.7) 35(12.1)
Additional CDC-defined symptoms

Fatigue 30 (17.8) 16 (13.2) 46 (15.9)
Headache 6 (3.6) 8 (6.6) 14 (4.8)
Nasal congestion or runny nose 70 (41.4) 38 (31.4) 108 (37.2)
Nausea or abdominal pain 7(4.1) 15(12.4) 22 (7.6)
Lethargy 1 (0.6) 2(1.7) 3 (1.0)
Participants with specific number of signs and symptoms

1 34 (20.1) 33(27.3) 67 (23.1)
2 65 (38.5) 36 (29.8) 101 (34.8)
3 38 (22.5) 33 (27.3) 71 (24.5)
4 18 (10.7) 8 (6.6) 26 (9.0)
5 11 (6.5) 8 (6.6) 19 (6.6)
>5 3(1.8) 3(2.5) 6(2.1)

N = number of participants with COVID-19 occurrence from 7 days after Dose 1 in the specified group. This value is used as the

denominator for the percentage calculations.

n = Number of participants with the specific criteria meeting the definition. A participant can have more than 1 symptom.

Participants with Multiple Episodes of COVID-19 During the Study — Children 2 to <5 Years of Age

As of the data cutoff date (17 June 2022), several participants in the 2 to <5 years of age group had
virologically and clinically confirmed multiple episodes of COVID-19. Narratives for these participants are in

Module 5.3.5.1.

e Inthe BNT162b2 group, 6 participants had multiple episodes of COVID-19; all of these cases occurred
post-Dose 2 (and prior to Dose 3). Two participants had initial illness in Q3 2021 followed by subsequent
iliness in early 2022; all other cases occurred from early 2022 onwards (ie, after an Omicron surge had

begun).

e In the placebo group, 2 participants had multiple episodes of COVID-19; one participant had both initial

and subsequent ilinesses post-Dose 2 (and prior to Dose 3), and the other participant had both initial and
subsequent illnesses post-Dose 3. All cases occurred from early 2022 onwards.

Note, several participants had multiple PCR-positive results confirming COVID-19, for which the last reported
symptom of the initial case confirmation was followed within a brief period (eg, a month or less) by a
subsequent PCR-positive result and new report of associated symptoms.

Such instances are unlikely to represent separate illnesses. For participants meeting these criteria, all of the
reported symptoms and PCR results were in early 2022 or later.

The reported signs and symptoms associated with the initial and the subsequent episodes generally reflected
mild to moderate illness for the BNT162b2 and placebo cases, with none of the cases meeting any criteria for
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severe illness. None of the participants with multiple episodes had serological and/or virological evidence of
prior infection with SARS-CoV-2 at baseline.

Severe COVID-19 and MIS-C - Children 2 to <5 Years of Age

As of the data cutoff date (17 June 2022), 9 participants in the 2 to <5 years of age group had confirmed
COVID-19 which met one or more of the severe case criteria, including 6 in the BNT162b2 group and 3 in
the placebo group (taking into account 2:1 randomization).

As of the data cutoff date, no cases of MIS-C were reported in this age group.

Note, for all of the participants who met a single protocol defined criterion for severe iliness, the symptoms
were considered by the investigator as not clinically significant based on examination at the illness visit,
vital signs being near normal limits, and contributing circumstances such as the child crying during
examination. Note that protocol criteria were adapted from the FDA definition and designed to
conservatively identify possible severe illness.

In the BNT162b2 group there were 6 cases that fulfilled severe criteria as summarized below.

Table 33. Characterization of COVID-19 Cases Assigned as Severe per FDA Criteria Among Children 2 to <5
Years of Age

Group Age at Timing® Severity Criteria  Severity = Meets CDC Coinfection
Randomization Met Range* Criteria
BNT162b2 4 years 32 days HR=132 bpm >131 No
BNT162b2 4 years 62 days RR=32 breaths/min ~ >29 No
BNT162b2 3 years 183 days® RR=32 breaths/min ~ >29 No
BNT162b2 3 years 208 days® RR=32 breaths/min  >29 No
BNT162b2 2 years 44 days HR=150 bpm >142 No
BNT162b2 2 years 100 days ~ HR=150 bpm >142 Yes Parainfluenza virus type 3
RR=40 breaths/min >38 (Hospitalization)
Sp02=91% <92%
Hospitalization
Placebo 2 years 40 days Sp02=92% <92% No Human Rhinovirus/
Enterovirus
Placebo 4 years 92 days HR=132 bpm >131 No Human Rhinovirus/
Enterovirus
Placebo! 2 years 162 days  Sp0.=88% <92% No

a. All cases occurred post-Dose 2.

b. COVID-19 illness was reported after the participant was unblinded.

c. Severity range was based on the participant’s age at the time of the confirmed COVID-19 case.

d. Participant had evidence of prior infection with SARS-CoV-2 at Visit 1, determined by N-binding assay and NAAT.
Highlighted row (gray) presents the only case meeting >1 severity criteria including CDC criterion of hospitalization.

One case in the BNT162b2 group (identified as Omicron sublineage BA.2.3 infection) fulfilled multiple
severe illness criteria including the CDC criterion of hospitalization, and notably involved parainfluenza
coinfection and clinical assessment including fever, cough, shortness of breath, and wheezing requiring
salbutamol administration and O2 supplementation. All other cases met a single protocol-defined criterion
for severe illness, with symptoms considered by the investigator as not clinically significant based on
examination at the illness visit, vital signs near normal limits, and other contributing circumstances such
as the child crying during examination.
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Children 6 months to <2 years of age:

Disposition and Datasets Analyzed — 6 Months to <2 Years of Age

The Dose 1 all-available efficacy population of children 6 months to <2 years of age included 1444
participants in the BNT162b2 group and 718 participants in the placebo group (Table below), which
reflects the 2:1 randomization. Populations of participants who received three doses of study

intervention were

e Dose 3 all-available efficacy population: 487 BNT162b2 recipients and 237 placebo recipients

e Dose 3 evaluable efficacy population with or without evidence of prior SARS-CoV-2 infection: 474

BNT162b2 recipients and 229 placebo recipients.

® Dose 3 evaluable efficacy population without evidence of prior SARS-CoV-2 infection: 319

BNT162b2 recipients and 157 placebo recipients.

Exclusions from the Dose 3 evaluable efficacy population were primarily due to participants not receiving
three vaccine doses prior to unblinding (66.3% of BNT162b2 group and 67.0% of placebo group).

Note that Dose 3 administration began on 31 January 2022 and the study was still actively enrolling at that

time.

Table 34. Efficacy Populations — Phase 2/3 — 6 Months to <2 Years of Age

Vaccine Group (as

Randomized)
BNT162b2 3 pg)  Placebo Total
n* (%) n* (%) n* (%)
Randomized® 1444 (100.0) 718 (100.0) 2162 (100.0)
Dose 1 all-available efficacy population 1444 (100.0) 718 (100.0) 2162 (100.0)
Dose 3 all-available efficacy population 487 (33.7) 237 (33.0) 724 (33.5)
Participants excluded from Dose 3 all-available efficacy population 957 (66.3) 481 (67.0) 1438 (66.5)
Reason for exclusion®
Did not receive 3 vaccinations prior to unblinding 957 (66.3) 481 (67.0) 1438 (66.5)
Evaluable efficacy (3-dose) population 474 (32.8) 229 (31.9) 703 (32.5)
Participants without evidence of infection prior to 7 days after Dose 3 319 (22.1) 157 (21.9) 476 (22.0)
Participants excluded from evaluable efficacy (3-dose) population 970 (67.2) 489 (68.1) 1459 (67.5)
Reason for exclusion®
Did not receive all vaccinations as randomized prior to unblinding 957 (66.3) 481 (67.0) 1438 (66.5)
Did not receive Dose 2 within the predefined window (19-42 days after 26 (1.8) 10 (1.4) 36 (1.7)
Dose 1)
Did not receive Dose 3 within the predefined window (at least 60 days after 2(0.1) 4 (0.6) 6(0.3)
Dose 2
for participants enrolled before protocol amendment 6 and 54-70 days for
participants enrolled
after protocol amendment 6)
Had other important protocol deviations on or prior to 7 days after Dose 3 12 (0.8) 3(04) 15 (0.7)

a. n=Number of participants with the specified characteristic.
b.  These values are the denominators for the percentage calculations.
c. Participants may have been excluded for more than 1 reason.
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Demographics — 6 Months to <2 Years of Age

Demographic characteristics for participants 6 months to <2 years of age in the Dose 3 evaluable efficacy
population without evidence of prior SARS-CoV-2 infection were generally similar in BNT162b2 and
placebo groups (Table below).

Most participants were White (75.2%) and the population included 2.7% Black or African American
participants, 9.9% Asian participants, 11.8% multiracial participants, with other race subgroups
comprising <1%. In total, 10.3% of participants were Hispanic/Latino. The population was balanced with
regard to sex with 51.1% male and 48.9% female participants. Comorbidities present at baseline that
increase the risk of severe COVID-19 disease were reported in similar proportions of participants in the
BNT162b2 group (3.1%) and placebo group (3.8%).

Among participants in the Dose 3 evaluable efficacy population with or without evidence of prior SARS-
CoV-2 infection, 8.4% in the BNT162b2 group and 7.0% in the placebo group were baseline positive for
prior SARS-CoV-2 infection. Other demographic characteristics were generally similar to the population
without evidence of prior infection. The demographics of the Dose 1 all-available and Dose 3 all-
available efficacy populations were also overall similar.

Table 35. Demographic Characteristics — Participants Without Evidence of Infection Prior to 7 Days After
Dose 3 - Blinded Follow-Up Period — Phase 2/3 - 6 Months to <2 Years of Age - Evaluable Efficacy (3-Dose)
Population

Vaccine Group (as Randomized)

BNT162b2 (3 pg) Placebo Total (N*=476)

(\N*=319) (N*=157) n® (%)

n® (%) n® (%)
Sex
Male 165 (51.7) 78 (49.7) 243 (51.1)
Female 154 (48.3) 79 (50.3) 233 (48.9)
Race
White 239 (74.9) 119 (75.8) 358 (75.2)
Black or African American 7(2.2) 6(3.8) 13 (2.7)
American Indian or Alaska Native 1(0.3) 0 1(0.2)
Asian 34 (10.7) 13 (8.3) 47 (9.9)
Multiracial 38 (11.9) 18 (11.5) 56 (11.8)
Not reported 0 1(0.6) 1(0.2)
Ethnicity
Hispanic/Latino 38 (11.9) 11 (7.0) 49 (10.3)
Non-Hispanic/Non-Latino 281 (88.1) 146 (93.0) 427 (89.7)
Country
Poland 10 (3.1) 2 (1.3) 12 (2.5)
USA 309 (96.9) 155 (98.7) 464 (97.5)
Age group (at vaccination)
6 to <12 Months 87 (27.3) 45 (28.7) 132 (27.7)
12 to <18 Months 104 (32.6) 47 (29.9) 151 (31.7)
18 to <24 Months 128 (40.1) 65 (41.4) 193 (40.5)

Age at vaccination (months)
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Mean (SD) 15.3 (5.09) 15.2 (5.28) 15.3 (5.15)

Median 16.0 16.0 16.0

Min, max (6, 23) (6,23) (6, 23)
Comorbidities®

Yes 10 (3.1) 6(3.8) 16 (3.4)
No 309 (96.9) 151 (96.2) 460 (96.6)

Vaccine Efficacy from at Least 7 Days After Dose 3 to Cutoff Date — 6 Months to <2 Years of Age

Dose 3 All-Available Efficacy Population — Children 6 Months to <2 Years of Age

The observed VE from at least 7 days after Dose 3 among children 6 months to <2 years of age in the
evaluable population without evidence of prior SARS-CoV-2 infection before or during the vaccination regimen
was 75.8% (2-sided 95% CI: 9.7%, 94.7%) based on 4 cases in the BNT162b2 group and 8 cases in the
placebo group, adjusted for surveillance time (noting 2:1 randomization of vaccine:placebo). The observed
VE in the evaluable population with or without evidence of prior SARS-CoV-2 infection before or during the
vaccination regimen was 76.2% (2-sided 95% CI: 11.1%, 94.8%) based on 4 cases in the BNT162b2 group
and 8 cases in the placebo group,

In the analysis by SARS-CoV-2 variant of concern in this population, the observed VE after Dose 3 was 83.9%
against both of the most frequently identified Omicron sublineages (BA.2.12.1 and BA.2). Few cases were
identified as BA.4 or BA.5, precluding reliable estimation of VE for these sublineages whether considered
separately or combined.

When excluding participants who had evidence of coinfection with other respiratory pathogens the observed
VE after Dose 3 was 79.3% (2-sided 95% CI: 9.2%, 96.5%) based on 3 cases in the BNT162b2 group and 7
cases in the placebo group (which excluded 1 case in the BNT162b2 group and 1 case in the placebo group

that involved coinfections).

Relative Vaccine Efficacy of Three vs Two Doses — Children 6 Months to <2 Years of Age

The RVE of BNT162b2 3-ug against symptomatic COVID-19 based on 2 cases reported at least 7 days after
Dose 3 (original BNT162b2 group) compared with 2 cases reported at least 7 days after Dose 2 (original
placebo group who were unblinded to receive BNT162b2) during the period of 07 February 2022 to 29 April
2022 was 59.4% (2-sided 95% CI: -459.5%, 97.1%).

Vaccine Efficacy from Dose 1 to Cutoff Date — Children 6 Months to <2 Years of Age

Dose 1 All-Available Efficacy Population — Children 6 Months to <2 Years of Age

The observed VE from Dose 1 onwards in the Dose 1 all-available population of children 6 months to <2 years
of age was 20.9% (2-sided 95% CI: -6.4%, 40.9%) based on 123 cases in the BNT162b2 group and 78 cases
in the placebo group, adjusted for surveillance time (noting the 2:1 randomization of vaccine:placebo) (Table
below).

Clear separation of the Kaplan-Meier curves for BNT162b2 and placebo groups is evident by
approximately 5 months after the first dose which generally coincides with completion of the three-
dose series for this age group.

When excluding participants who had evidence of coinfection with other respiratory pathogens the
observed VE after Dose 1 was 15.8% (2-sided 95% CI: -19.4%, 40.2%) based on 94 cases in the
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BNT162b2 group and 56 cases in the placebo group (which excluded 29 cases in the BNT162b2 group
and 22 cases in the placebo group that involved coinfections).

Table 36. Vaccine Efficacy — First COVID-19 Occurrence After Dose 1 - Blinded Follow-Up Period - Phase
2/3 - 6 Months to <2 Years of Age — Dose 1 All- Available Efficacy Population

Vaccine Group (as Randomized)

BNT162b2 (3 pg) Placebo

(N*=1444) (N*=718)
Efficacy Endpoint nl® Surveillance nl® Surveillance ~ VE (%)  (95% CI)
Subgroup Time® (n29%) Time* (n29)
First COVID-19 occurrence after Dose 123 0.520 (1272) 78 0.261 (631) 20.9 (-6.4,40.9)
1
Dose 1 to before Dose 2 20 0.076 (1272) 10 0.037 (631) 1.7 (-135.2,56.1)
Dose 2 to <7 days after Dose 2 4 0.022 (1159) 6 0.011 (578) 66.9 (-39.6, 93.1)
>7 Days after Dose 2 to before Dose 93 0.366 (1135) 54 0.185 (562) 12.9 (-24.1, 38.4)
3
Dose 3 to <7 days after Dose 3 2 0.007 (417) 0 0.004 (186) UND (NA, NA)
>7 Days after Dose 3 4 0.049 (350) 8 0.024 (181) 75.6 (8.9, 94.6)

Abbreviations: NA = not applicable; UND = undefined; VE = vaccine efficacy.

N = number of participants in the specified group.

nl = Number of participants meeting the endpoint definition.

Total surveillance time in 1000 person-years for the given endpoint across all participants within each group at risk for the
endpoint. Time period for COVID-19 case accrual is from Dose 1 to the end of the surveillance period for the overall row and
from start to the end of range stated for each interval.

n2 = Number of participants at risk for the endpoint.

Two-sided 95% confidence interval (CI) for VE is derived based on the Clopper and Pearson method adjusted for
surveillance time.

Signs and Symptoms of COVID-19 - Children 6 Months to <2 Years of Age

Confirmed cases occurring after Dose 1 among participants 6 months to <2 years of age had signs and
symptoms consistent with mostly mild to moderate illness, similar in both groups (Table below). The most
commonly reported were new or increased cough (69.7%) and fever (65.2%) from protocol-defined
symptoms and including nasal congestion or runny nose (46.3%) from additional CDC-defined symptoms.
Most participants in either group reported <3 concurrent signs or symptoms.

The reported signs and symptoms for each age subgroup (i.e., 6 to <12 months, 12 to <18 months, or 18 to
<24 months of age) were generally similar.
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Table 37. Signs and Symptoms for First COVID-19 Occurrence After Dose 1 - Blinded Follow-Up Period -
Phase 2/3 - 6 Months to <2 Years of Age - Dose 1 All- Available Efficacy Population

Vaccine Group (as Randomized)

BNT162b2 (3 pg) Placebo Total (N*=201)

(N*=123) (N2=78) n® (%)
Signs and Symptoms n® (%) n® (%)
Participants with specific signs and symptoms of COVID-19 123 (100.0) 78 (100.0) 201 (100.0)
Fever 80 (65.0) 51(65.4) 131 (65.2)
New or increased cough 92 (74.8) 48 (61.5) 140 (69.7)
New or increased shortness of breath 1(0.8) 0(0.0) 1(0.5)
Chills 0(0.0) 1(1.3) 1(0.5)
New or increased muscle pain 2 (1.6) 1(1.3) 3(1.5)
Sore throat 8 (6.5) 3(3.8) 11 (5.5)
Diarrhea 12 (9.8) 11 (14.1) 23 (11.4)
Vomiting 8 (6.5) 13 (16.7) 21(10.4)
Inability to eat/poor feeding 14 (11.4) 9(11.5) 23 (11.4)
Additional CDC-defined symptoms
Fatigue 12 (9.8) 11 (14.1) 23 (11.4)
Headache 2 (1.6) 1(1.3) 3(1.5)
Nasal congestion or runny nose 57 (46.3) 36 (46.2) 93 (46.3)
Lethargy 2 (1.6) 2 (2.6) 4 (2.0
Participants with specific number of signs and symptoms
1 27 (22.0) 15 (19.2) 42 (20.9)
2 50 (40.7) 31(39.7) 81 (40.3)
3 30 (24.4) 22(28.2) 52(25.9)
4 10 (8.1) 6(7.7) 16 (8.0)
5 43.3) 4 (5.1 8 (4.0)
>5 2(1.6) 0 (0.0) 2(1.0)

N = number of participants with COVID-19 occurrence from 7 days after Dose 1 in the specified group. This value is used as the

denominator for the percentage calculations.

n = Number of participants with the specific criteria meeting the definition. A participant can have more than 1 symptom

Participants with Multiple Episodes of COVID-19 During the Study — Children 6 Months to <2 Years of Age

As of the data cutoff date (17 June 2022), several participants in the 6 months to <2 years of age group had
virologically and clinically confirmed multiple episodes of COVID-19. Narratives for these participants are

available in Module 5.3.2.1.

e In the BNT162b2 group, 3 participants had multiple episodes of COVID-19; these cases occurred
post-Dose 2 (and prior to Dose 3), with exception of one participant who had initial illness 180
days post-Dose 2 and subsequent illness 23 days post-Dose 3. Two participants had initial iliness
in Q4 2021 followed by subsequent illness in Q1 2022; the third participants had initial illness in
Q1 2022 and subsequent illness after two months. All cases occurred during a period in which an

Omicron surge had begun.

e In the placebo group, 3 participants had multiple episodes of COVID-19; one participant had both
initial and several subsequent illnesses 3 days, 11 days, and 36 days post-Dose 1; one
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participant had both initial and subsequent ilinesses 21 days and 51 days post-Dose 2 (both prior
to Dose 3); and the remaining participant had initial illness 18 day post-crossover Dose 1 of
BNT162b2 3-ug and subsequent iliness 7 days post-crossover Dose 2 of BNT162b2 3-ug.

Note, several participants had multiple PCR-positive results confirming COVID-19, for which the last reported
symptom of the initial case confirmation was followed within a brief period (eg, a month or less) by a
subsequent PCR-positive result and new report of associated symptoms. Such instances are unlikely to
represent separate illnesses.

The reported signs and symptoms associated with the initial and the subsequent episodes generally reflected
mild to moderate illness for the BNT162b2 and placebo cases, with none of the cases meeting any criteria for
severe illness. None of the participants with multiple episodes had serological and/or virological evidence at
baseline of prior infection with SARS-CoV-2.

Severe COVID-19 and MIS-C - Children 6 Months to <2 Years of Age

As of the data cutoff date (17 June 2022), 3 participants in the 6 months to <2 years of age group had
COVID-19. Criteria for severe illness were fulfilled for 2 cases (both occurring post-Dose 2) in the
BNT162b2 group and 1 case (occurring post-Dose 3) in the placebo group (taking into account 2:1
randomization), among them one case in the BNT162b2 group reported after the participant was
unblinded which could have introduced potential bias (Table below). No participants with cases meeting
severe criteria had evidence of prior infection with SARS-CoV-2.

One case in the BNT162b2 group (identified as Omicron sublineage BA.2.12.1 infection) fulfilled multiple
severe illness criteria including CDC criteria of hospitalization and admission to the ICU, and notably
involved parainfluenza coinfection and clinical assessment including wheezing, cough, fatigue, and fever.
The remaining two cases (1 each in the BNT162b3 and placebo groups) fulfilled a single criterion of
increased heart rate and were reported post-Dose 2. For these participants who met a single protocol-
defined criterion for severe illness, symptoms were considered by the investigator as not clinically
significant based on examination at the illness visit, vital signs near normal limits, and other contributing
circumstances such as the child crying during examination.

Table 38. Characterization of COVID-19 cases assigned as severe per FDA criteria among children 6m to
<2yo

Group Age at Timing Severity Severity Meets CDC Coinfection
Randomization Criteria Met Range® Criteria
BNT162b2 21 months 293 dayg HR=132bpm =149 No
BNT162b2 21 months 33 days Hospitalized, Yes Parainfluenza virs type 3
admatted to ICU (Hospitalization, ICTT)
Placebo 14 months 44 g@:ﬁg HE=172 bpm =156 No Human Ehinoviras/
Enterovirus

a. COVID-19 illness was reported after the participant was unblinded.

b. Case occurred post-Dose 3.

¢. Severity range (Table 3) was based on the participant’s age at the time of the confirmed COVID-19 caze.
Highlighted row (gray) presents the only case meeting CDC criteria of hospitalization and ICU admission |

As of the data cutoff date, no cases of MIS-C were reported in this age group.
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¢ Summary of main efficacy results

The following tables summarise the efficacy results from the main studies supporting the present application.
These summaries should be read in conjunction with the discussion on clinical efficacy as well as the benefit
risk assessment (see later sections)

Table 39. Children 6 months to <5 Years of Age: Phase 2/3 Placebo-Controlled, Observer-Blinded Safety,
Tolerability, and Immunogenicity Study of a SARS-CoV-2 RNA Vaccine Candidate Against COVID-19 in
Healthy Children

Study identifier C4591007
Design Phase 1/2/3 randomized, observer-blind, placebo-controlled
Follow-up for efficacy 31.08. 2020- 29.04.2021 (immunogenicity)
and 07.02.2022- 29.04.2022 (efficacy)
Hypothesis immunobridging of antibody response younger vs. older age group (non-
inferiority). Descriptive efficacy analysis
Treatments groups Active arm BNT162b2 (3 pg), 3 doses, 21 days apart
dose 1 and 2, and 8 weeks apart dose 2
and 3
Randomized, age groups 6m-<2y and 2y-
<5y
Control arm Saline placebo, 3 doses, 21 days apart

dose 1 and 2, and 8 weeks apart dose 2
and 3 randomized, age groups 6m-<2y and
2y-<5y

Control arm C4591001 BNT162b2 (30 ug), 2 doses, 21 days apart,

Randomized, age group 16-25

Endpoints and Immunogenicit GMT geometric mean titers (GMTs) at 1 month
definitions y endpoint after Dose 3

Immunogenicit GMR geometric mean ratio (GMR) of titers

y endpoint (GMTs) at 1 month after Dose 3 children

vs. young adults. Immunobridging
success was declared if the lower bound of
the CI was >0.67 and GMR point estimate

was =0.8
Immunogenicit Sero percentage of participants with a >4-fold
y endpoint respon rise in neutralizing titers from before
se rate vaccination to 1 month after Dose 3

(seroresponse rate). Immunobridging
success was declared if the lower limit of
the CI for difference in seroresponse rate
was greater than -10% and provided that
the GMR success criteria had been met.
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Efficacy VE-no- COVID-19 incidence per 1000 person-years
endpoint SARS- of follow- up in participants without
Cov-2 evidence of past SARS-CoV-2 infection
before and during vaccination regimen -
cases confirmed =7 days after Dose 3 or
from Dose 1 to the data cutoff date
Efficacy RVE 3 COVID-19 incidence per 1000 person-years
endpoint doses of follow- up in participants receiving 3
vs 2 doses or 2 doses, cases confirmed =7 days
dose after
Database lock 29.04.2022

Results and Analysis

Analysis
description

Immunogenicity Analysis

Analysis population
and time point
description

1 month after dose 3 Evaluable Immunogenicity population

Effect estimate per Treatment 2-<5yo 3 ug 16-25 yo 30
comparison group 3 doses Mg 2 doses
Number of 143 170 ratio,
subject immunobridgin
g (Y/N)
GMT (95% CI) 1535.2 1180.0 GMR 1.3
(1388.2, 1697. (1066.6, 1305. (1.13,1.5Y
8) 4)
Number of 141 170 % difference,
subject immunobridgin
g (Y/N)
Seroresponse 141 (100 %) 168 (98.8 %) 1.2% (-1.5,
rate % (95% (95.8; 99.9%) 4.2) Y
cI) (97.4, 100%)
Treatment 6m-<2vyo 3 16-25 yo 30 Ratio, non-
group Hg Hg inferiority
(Y/N)
Number of 82 170 ratio,
subject immunobridgin
g (Y/N)
GMT (95% CI) 1406.5 1180.0 GMR 1.19
(1211.3, 1633. (1066.6, 1305. (1.00,1.42) Y
1) 4)
Number of 80 170 % difference,
subject immunobridgin

g (Y/N)
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Seroresponse 80 (100 %) 168 (98.8 %) 1.2% (-3.4,
rate % (95% (95.8; 99.9%) 4.2)Y
CI) (95.5, 100%)
Analysis Efficacy Analysis
description
Effect estimate per Age group VE-7d-no-SARS- CoV-2 Cases in Active arm
comparison 6m-<5y ] N=3/992
Evaluable Efficacy
population Cases in Placebo arm N=
7/464
Vaccine Efficacy VE % 80.3 %
95% CI (13.9, 96.7)
RVE 3 doses vs 2 doses Cases in Original arm
N=4/1212
7.02-29.04.2022
Cases in Placebo cross
over arm N= 6/516
Relative Vaccine 76.2 %
Efficacy RVE %
95% CI (-0.5, 95.1)
Notes 7 participants in the 2 to <5 years of age group had confirmed severe
COVID-19, including 6 in the BNT162b2 group and 1 in the placebo group.
1 participant in the 6 months to <2 years of age group, a placebo
recipient, had confirmed severe COVID-19.
No cases of MIS-C were reported.

2.5.3. Discussion on clinical efficacy

Design and conduct of clinical studies

Based upon review of safety and immunogenicity results from the Phase 1 portion of the study, the
BNT162b2 dose level selected for further evaluation in Phase 2/3 was 3 pg for the 6 months -<5 years age
group. The selected dose is agreed based on the antibody response and safety results.

In Phase 2/3, the efficacy of BNT162b2 was established by immunobridging of the SARS-CoV-2 neutralizing
antibody response in paediatric participants aged 6m to <2 years old and 2 to <5 years of age group in
Study C4591007 to the response in young adult participants 16 to 25 years of age in Phase 2/3 efficacy study
C4591001. This is the same approach which was used for the extension of the indication to for 12-15 year
olds (EMA/H/C/005735/11/0030) and for 5 to <12 years old (EMA/H/C/005735/X/077). The reason to divide
6m-<5 year old group into younger (6m-<2 year) and older (2-<5 year old) age groups based on
assumption that immunogenicity and safety of 3 ug BNT162b2 may differ even in rather narrow age range
due to the developmental status of the young children.

Preliminary, immunogenicity of 2 doses of 3 ug BNT162b2 in 6m to <2 years old and 2 to <5 years of age
group was compared to 2 doses of 30 ug BNT162b2 in 16 to 25 years old. The immunobridging exercise
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failed for 2 to < 5 years old groups as the GMR was lower than in young adults. Therefore, MAH after
consulting with EMA continued the study with comparison of 3 doses of 3 ug BNT162b2 in 6m to <2 years old
and 2 to <5 years of age group as primary series compared to 2 doses of 30 ug BNT162b2 in 16 to 25 years
old.

The design of the immunobridging exercise is endorsed and the use of the historical controls (16-25 yo) from
study C4591001 are acceptable as these serology samples were analysed side by side with samples from 6m
to <2 and 2 to <5 years old. The time shift between receipt of vaccine for study arms is expected to have no
impact for immunogenicity.

The Phase 2/3 evaluable immunogenicity population for participants 6m to <2 years of age included 82
participants in the BNT162b2 group and 49 participants in the placebo group, and for 2-<5 years old group
included 143 participants in the BNT162b2 group and 59 participants in the placebo group. Study C4591001
participants 16 to 25 years of age included 170 participants in the BNT162b2 group and 38 participants in the
placebo group.

According to the study protocol, approximately 250 participants (200 in the active vaccine group and 50 in
the placebo group) were planned to be randomized in each younger age group (=6 months to <2 years and
>2 to <5 years of age). These numbers in the sample size calculation are inconsistent with the actual
number of patients in the analysis. It instead seems that this part of the study was powered for
immunogenicity comparison between entire age group of children from 6m to <5 year as altogether there
was 225 subjects in entire active arm. The sample size (N=82) in active arm among younger age group is
considerably smaller than in older group (N=143), but large enough for immunogenicity evaluation. The
immunogenicity analyses for entire active arm of 6m-<5 year old (N= 225) vs. control arm of 16-25 yo
(N=170) was not presented, but were requested at the primary round. Updated data were submitted by
MAH.

The MAH also submitted supportive immunogenicity data for SARS-CoV-2 serum neutralizing titers against
USA-WA1/2020 (reference), B.1.617.2 (Delta) and Omicron BA.1 variant strains. Cohorts were limited in
size: 40 participants (34 in active and 4 in placebo arm) in 2 to <5 year old and 37 (32 in active and 5 in
placebo arm) in 6m-<2 year old and 40 (only active arm) in 16-26 year old age groups. The sample size in
this supportive analysis was small and the neutralization assay not yet validated, therefore these data are
considered supportive, but important in light of the Delta and Omicron BA1 variant epidemiology. Also,
additional descriptive immunogenicity analysis of neutralizing titers was conducted, to compare children with
adults who received a third dose of BNT162b2 at a similar interval between Dose 2 and Dose 3.

A supportive vaccine efficacy analysis was planned to be evaluated for the combination of 26 months to <2
years and =2 to <5 years of age if immunobridging is successful, depending on accrual of a sufficient number
of cases in those age groups. According to SAP, sufficient number was 21 cases from 7 days after Dose 3. In
reality, for the analysis at the cut-off 29.04.2022, there were only 10 cases in study population. The
statistical methods for calculating Vaccine Efficacy are considered appropriate. The efficacy analysis was
based on confirmed cases among the initially enrolled N~ 1500 participants in the 6 months to <5 year years
of age group of Study C4591007. The MAH submitted updated VE data from cut-off 17.06.2022. The MAH
stated that this efficacy analysis was conducted in accordance with the C4591007 protocol-specified and
hypothesis-testing secondary efficacy objective, which was to evaluate vaccine efficacy (VE) when at least 21
confirmed COVID-19 cases had accrued among the combined population of children 2 to <5 years and 6
months to <2 years of age following completion of the three-dose vaccination series. The Committee did not
agree totally here with the MAH and was asked to discuss the statistical analysis plan as well as the study
conduct, including the peek before the accrual of 21 cases, and justify that the VE data presently proposed
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for the SmPC are type 1 error controlled. The company clarified that the first submitted analysis was
descriptive and that the descriptive nature of this analysis was documented in the SAP. As a consequence,
this analysis does not affect the type I error control of the hypothesis testing of the second VE analysis. The
second VE analysis is therefore considered to have type I error control.

Among randomized participants, 992 participants were included in the BNT162b2 group and 464 participants
in the placebo group. This part of the study was designed and powered for vaccine efficacy evaluation
between active and placebo arm. The design and study protocol for the vaccine efficacy part is endorsed. The
analysis appears to have been performed before the pre-defined number of cases had been accrued, but at
the same cut-off date 19.04.2022 as primary immunogenicity analysis was done. As the presented data were
preliminary, the final report with final analysis is requested and will be submitted when available.

The blinding procedure appears appropriate. However, due to reactogenicity it seems likely that some of the
study subjects and/or their guardians, may have guessed their treatment allocation. This is however unlikely
to impact immunogenicity or efficacy conclusions.

Assessment of paediatric data on immunogenicity and clinical efficacy

Among participants in the evaluable immunogenicity population without prior evidence of SARS-CoV-2
infection, the GMR of SARS-CoV-2 50% neutralizing titers in children 2 to <5 years of age (at 1-month post-
Dose 3 of BNT162b2 3-ug) compared to young adults 16 to 25 years of age (at 1-month post-Dose 2 of
BNT162b2 30-ug) was 1.30 (2-sided 95% CI: 1.13, 1.50). GMR in children 6 months to <2 years of age
compared to young adults was 1.19 (2-sided 95% CI: 1.00, 1.42). The post-hoc immunogenicity analysis for
entire age group showed very similar result, as expected. GMR in children 6 months to <5 years of age
compared to young adults was 1.26 (2-sided 95% CI: 1.11, 1.43).

As the lower bound of the 2-sided 95% CI for GMR was >0.67 and the GMR point estimate was >0.8
(protocol specified criterion) and >1.0 (requested by FDA), indicating the prespecified immunobridging
success criterion for the GMR was met for both age groups 6 months to <2 years and 2 to <5 years old. Both
of the age groups fulfilled the immunobridging criterion despite of the lower sample size than initially
planned. No immunobridging results were presented for entire 6 months to <5-year-old cohort compared to
the young adults. The Committee thought that this data would be suitable to be presented in SmPC instead
of separate chapter for younger and older age group as it saves space and would be easier for the prescriber
to gasp. Therefore, it was requested. The MAH clarified that the protocol-specified hypothesis for
immunobridging was separate for the age groups 6 months to <2 years and 2 to <5 years. The results were
therefore presented separately in the CSR and resulting manuscripts.

Almost equal proportions (100 % each of children 2- <5 years of age and 6m-<2 yo and 99% young adults
16 to 25 years of age) of participants achieved a seroresponse. The difference in the proportions of
participants who had seroresponse between the 2 age groups (children - young adults) was 1.2% (2-sided
95% CI: -1.5%, 4.2% for 2- <5 yo and -3.4%, 4.2% for 6m-<2 yo). The lower limit of the 95% CI for the
difference in seroresponse rate were -1.5% and -3.4%, which is greater than the prespecified margin of -
10%. Therefore, immunobridging based on seroresponse rate was achieved. The post-hoc analysis showed
the difference of the seroresponse rate in children 6 months to <5 years of age compared to young adults
was 1.2% (2-sided 95% CI: -0.5%, 4.2%).

As immunobridging was successful, the MAH continued with VE analysis. Among participants without prior
evidence of SARS-CoV-2 infection before or during the vaccination regimen, the observed VE for BNT162b2 3
Mg against any confirmed COVID-19 from at least 7 days after Dose 3 was 80.3% (2-sided 95% CI: 13.9%,
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96.7%) which included 3 cases in the BNT162b2 group and 7 cases in the placebo group. All these post-Dose
3 cases were reported in February through April 2022, when Omicron BA1l. was most prevalent circulating
strain in USA.

Relative Vaccine Efficacy (RVE) of three vs two doses of BNT162b2 3-ug against symptomatic COVID-19
based on 4 cases reported at least 7 days after Dose 3 (original BNT162b2 group who received three doses)
compared with 6 cases reported at least 7 days after Dose 2 (original placebo group who were unblinded and
received two doses of BNT162b2) during the period of 07 February 2022 to 29 April 2022 was 76.2% (2-
sided 95% CI: -0.5%, 95.1%). It indicates that third dose may have a positive impact compared to only two
doses.

As a response to the preliminary list of questions, the MAH submitted an updated VE analysis with cut-off
date 17.06.2022. The median follow-up time for entire cohort, from 6 months to <5 year old children was 2.2
months. Among participants without prior evidence of SARS-CoV-2 infection before or during the vaccination
regimen, the observed VE for BNT162b2 3 ug against any confirmed COVID-19 from at least 7 days after
Dose 3 was 73.2% (2-sided 95% CI: 43.8%, 87.6%) which included 13 cases in the BNT162b2 group
(N=873) and 21 cases in the placebo group (N=381). Similar VE was shown for both younger (6m-<2y) and
older (2y-<5y) age groups and also for population with and without previous COVID-19 and for all- available
efficacy population. All cases, expect one which was undefined, were caused by Omicron strain. The most
common were Omicron BA.2 and Omicron BA.2.12.1.

For COVID-19 cases confirmed from Dose 1 onwards in the Dose 1 all-available (mITT) population, the
observed VE for BNT162b2 3 ug for 2 to < 5 year-old was 32.6% (2-sided 95% CI: 10.8, 48.8%) based on
127 cases in the BNT162b2 group (N=1835) and 92 cases in the placebo group (N= 915). In 6 months to
<2-year age group, VE from Dose 1 onwards was 14.0 % (2-sided 95% CI: -21.2, 38.4%) based on 98 cases
in the BNT162b2 group (N=1178) and 58 cases in the placebo group (N= 598). As stated above, these
analyses for entire 6 months to <5 years population was not presented at the submission, and it was
requested. The updated analysis with cut-off 17.06.2022 showed VE for BNT162b2 3-pg against any
confirmed COVID-19 from Dose 1 onwards in the Dose 1 all-available population for children 6 months to <5
years of age was 27.9% (2-sided 95% CI: 13.3%, 40.0%) based on 292 cases in the BNT162b2 group and
199 cases in the placebo group, adjusted for surveillance time. Very similar VE was observed also, when the
children with respiratory coinfections were excluded from the analysis.

There were 8 severe cases of COVID-19 in age group 6m-<5-year-old in active arm after 2-doses, whereas in
placebo arm 4 severe case appeared (according to FDA definition). Notably, none of the cases showed clinical
signs that would suggest VAERD.

No MIS-C were reported in the 6 months to <5 years of age group, per protocol definition or per CDC
definition.

Overall, BNT162b2 administered as a primary series of three doses of 3 ug given 3 weeks apart of first and
second dose and at least 8 weeks apart of second and third dose for children 6 months to <5 years of age is
protective against symptomatic COVID-19. The efficacy against symptomatic COVID-19 was demonstrated in
the age group 6 months to <5 years. The effect size was smaller to that seen in adults preliminary due to
the changed epidemiological situation (Omicron BA1l. Strain prevalence). As the study is still ongoing the MAH
is requested to submit the final results of the study when available. Since the submission of this application
to extend the indication for Comirnaty to children 6 months to <5 years of age, updated efficacy analyses
became available. Efficacy data presented in the SmPC were updated accordingly. In addition, according to
the study protocol, updated efficacy analysis at the end of the blinded follow-up period is planned. The MAH
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should provide complete safety and persistence-of-immunogenicity analysis after complete data are available
in each age group or at the end of the study. Interim analysis, 6 months post dose 3 immunogenicity and
safety data will be presented. The final report for the supportive vaccine efficacy analysis should be also
submitted by the MAH when ready. The study duration for each individual is expected to be approximately 21
months.

Specific risk groups among children, including those immunosuppressed, or otherwise with risk of more
severe disease, were not specifically studied. A study in immunocompromised children is included in the PIP.

The duration of protection conveyed by the vaccine is unknown.

The study was conducted under Omicron wave. Majority of the confirmed cases were BA2. And BA 2.12.1.
The VE against other Sars-Cov-2 virus variants is unknown.

2.5.4. Conclusions on the clinical efficacy

The immunobridging results demonstrate that 3 doses of 3 ug BNT162b2 given to children 6 months to -< 2
yo and 2-<5 years of age resulted in very similar neutralising antibody responses (GMTs, GMR, GMFR and
seroresponses) compared to the efficacy population; that is, 16-25 year old subjects receiving 2 doses of 30
Mg BNT162b2. Thus, efficacy may be inferred based on immunobridging. This is supported by a descriptive
clinical efficacy data.

The CHMP considers the following measure necessary to address issues related to efficacy:

New REC: According to the study protocol of study C4591007, updated efficacy analysis at the end of the
blinded follow-up period is planned. The MAH should provide complete safety and persistence-of-
immunogenicity analysis after complete data are available in each age group or at the end of the study.
Interim analysis, 6 months post dose 3 immunogenicity and safety data will be presented. The final report for
the supportive vaccine efficacy analysis should be also submitted by the MAH when ready.

2.5.5. Clinical safety

Study C4591007 is an ongoing, randomized, placebo-controlled, Phase 1/2/3 pediatric study in healthy
children and young adults aged 6 months to <12 years. For these pediatric groups, the study was designed
to evaluate BNT162b2 vaccination in an age de-escalation Phase 1 dose finding part and Phase 2/3 selected
dose part, in protocol defined age groups: 5 to <12 years, 2 to <5 years, and 6 months to <2 years of age.
Initiation of the study with the oldest pediatric group (5 to <12 years of age) was based on acceptable safety
and tolerability demonstrated in adolescents in Study C4591001. The series of BNT162b2 was initially
planned as a two-dose series; however, based on emerging clinical and real-world data, the protocol was
amended to add a third dose at the selected dose level for each age group.

This report summarizes interim data for participants in the 2 to <5 years and 6 months to <2 years of age
groups comprised of Phase 1 dose-finding safety and immunogenicity analysis results, and Phase 2/3
selected-dose results including the primary safety objective and select secondary and exploratory
immunogenicity and efficacy objectives.

Safety analyses were conducted on the safety population. Phase 1 data are based on analyses up to 1 month
after Dose 2. Phase 2/3 data are based on analyses up to 1 month after Dose 3 and up to the data cutoff
date of 29 April 2022. Reactogenicity and antipyretic/pain medication use were recorded daily for 7 days after
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each dose administration using prompts from an electronic diary (e-diary). This allowed recording only within
a fixed time window to provide an accurate representation of the participant’s experience. Grading scales
were based on FDA guidance.18 Events included:

Children 2 to <5 years of age:

e Local reactions: pain, redness, and swelling at the injection site

e Systemic events: fever, fatigue, headache, chills, vomiting, diarrhea, new or worsened
muscle pain, and new or worsened joint pain

Children 6 months to <2 years of age:

e Local reactions: tenderness, redness, and swelling at the injection site

e Systemic events: fever, decreased appetite, drowsiness, and irritability

Unsolicited adverse events (AEs) were collected from Dose 1 through 1 month after Dose 2 and from Dose 3
through 1 month after Dose 3, and serious AEs (SAEs) were collected from Dose 1 through 6 months after
Dose 3. Deaths are recorded to the end of study.

AEs were categorized by frequency, maximum severity, seriousness, and relationship to study intervention
(per investigator assessment) using system organ class (SOC) and preferred term (PT) according to MedDRA.
AEs were also categorized as Tier 1 (prespecified events of clinical importance; none designated at this time)
and Tier 2 (‘common’ PTs, reported in >=1% of participants in any vaccine group).

Myocarditis and pericarditis are designated in the C4591007 protocol as AEs of special interest (AESIs). For
other events of specific clinical interest, the MAH evaluates a dynamic list of MedDRA AE terms during clinical
safety data review and signal detection; these include events of interest due to association with COVID-19
and vaccines in general, taking into consideration the CDC list of AESIs for COVID-19 that include events
potentially indicative of severe COVID-19 or autoimmune and neuroinflammatory disorders. Evidence of
SARS-CoV-2 infection at baseline was determined by serological testing (N-binding assay) and virological
testing (NAAT) on anterior nares swab at Dose 1 visit (baseline) and medical history of COVID-19.

Safety narratives were prepared for participants in cases of death, vaccine-related SAEs, safety-related
withdrawals, and AEs of clinical interest including those requested by FDA.

Safety data were reported as descriptive summary statistics including counts and percentages of participants
with the indicated endpoint and the associated Clopper-Pearson 2-sided 95% confidence intervals (CIs).
Incidence rates per 1000 person-years are provided for safety data up to the data cutoff date to adjust for
surveillance time. Missing reactogenicity e-diary data were not imputed.
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2.5.5.1. Patient exposure

Phase 1

Disposition

A total of 49 participants in the 2 to <5 years of age group were assigned into dose level groups (ina 1:1
ratio) to receive 3-ug or 10-ug BNT162b2. Of these, 48/49 were vaccinated and received both doses of
BNT162b2 (N=32 in 10-pg group and N=16 in 3-pug group) and were in the safety population. For
participants 2 to <5 years of age, almost all were administered study intervention as assigned. Overall, 48
(98.0%) of participants received Dose 1 and Dose 2. Most participants received Dose 2 between 19 to 23
days after Dose 1 in the 3-ug and 10-pg dose level groups (93.8% and 97.0%, respectively).

A total of 16 participants in the 6 months to <2 years of age group were assigned to receive 3 ug
BNT162b2. Of these, 16/16 were vaccinated and received both doses of BNT162b2 and were in the safety
population. For participants 6 months to <2 years of age, all were administered study intervention as
assigned. Overall, 16 (100.0%) of participants received Dose 1 and Dose 2. All participants received Dose 2
between 19 to 23 days after Dose 1 (100.0%).

No important protocol deviations occurred, and no participants were withdrawn from the Phase 1 part of the
study.

Demographics

Most participants 2 to <5 years of age were White (79.2%), the median age was 3.0 years and 58.3% of
participants were male. Most 6 months to <2 years of age were White (87.5%), the median age was 15.5
months and 62.5% of participants were male.

Participants in the safety population had a medical history profile consistent with that of individuals in the
general population in the same age group. There were no participants with a history of any cardiac disorder.
No participants received concomitant vaccines after Dose 1.

Phase 2/3 -2 to <5 years of age

Disposition of participants

Most participants 2 to <5 years of age randomized to either group (>99%) received two doses, and 32.2%
received the third dose of study intervention prior to unblinding, as of the data cutoff date (29 April 2022).
The safety population constitutes of 2750 phase 2/3 participants e BNT162b2 (N=1835) and placebo
(N=915) groups. No participants in the safety population were excluded from the study. No participants
included in the safety population were HIV+.

Few participants, who were all in the placebo group, discontinued from the vaccination period due to AEs.
Few participants were withdrawn from the study (1.6%). The most common reason was due to withdrawal by
parent/guardian.

Among participants originally randomized to the BNT162b2 group, unblinding (per protocol, at 6-months
post-Dose 2 or when turning 5 years of age) occurred for 1 child (0.1%) who received open-label Dose 2 and
for 435 children (51.7%) who received open-label Dose 3.
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Among participants originally randomized to the placebo group, unblinding during the vaccination period
occurred for 370 children (87.3%) who received the first, 350 children (82.5%) who received the second
dose, and for 98 children (23.1%) who received a third dose of open-label BNT162b2.

Few participants (5.0%) from the original placebo group reached the 1-month post-Dose 3 visit after
unblinding and initiating the series of BNT162b2. For this age group, BNT162b2 administered after unblinding
was at the age-appropriate dose level at the time of vaccination (3-ug if <5 years of age, 10-ug if 5 years of
age); see below regarding children who turned 5 years and received the higher dose. Data from participants
who were unblinded are included in safety endpoint analyses up to the point at which they were unblinded.
Safety endpoint analyses are focused on blinded placebo-controlled follow-up. Separate analyses that include
safety data obtained after participant unblinding are additionally provided for reactogenicity and AEs.

Table 40. Disposition of al randomized participants prior to unblinding -phase 2/3 2 to <5 yo

Vaccine Groap (a: Randomized)
ENT162b2 (3 ne} Placebo Total
n* (%) o* (&g} o* (&)
Ranidomizad 1835 (10003 L3100V 2750 (100u0)
Mot vaccinated 0 a i
Vaccinated 1835 (10003 LIS{1000 2750 (10000)
Dozz ] 1835 (10003 13100V 2750 (10000)
Dioze 2 LELG oo 1) LT (R 1Y 2716 (90.1)
Dozs i G606 (33.00 IR0 (30.4) IBE(32.
Zompletad 1-moenth pest-Doze 2 visit (vacconation peried) [Blaeag LT el 2711 (9B.9)
ampletsd 1-menth pest-Doze 3 visit (vaociestion peried) 503 (27.4) 174 (I8 TIT(28.3)
Dizcontirned from vaccination period bat contimesd in the study 0 EX{E)] 3000
Crzooniimed after Doze 1 and before Doze 2 0 {03 2{0.1y
Cizcantimed after Dioze 2 and bafiore 1-month pest-Daoss I vish 0 1 {01} 1400
Crizcomtimued afier Doze 3 and befors 1-month pest-Doss 3 visi 0 i ]
F.eazon for discontimoaten fom vaccmaron period
Adverss gvent 0 1 {01} 1{0.0
Withdrawal by participant 0 1{1) 14000
Crher 0 1 {01} 140.0
Withdranm from shady 4 (13 21(23) 43 (1.6
Withdrawn after Dose | and befors Dose 1 G (03] {00 10(04)
Withdrawn after Dass 1 and before [-maorth pozt-Diose I vizit 0 ] i
Withdrawn ar ar after [-montk past-Dese I vizit 2nd befora L4 (0.8 16 (1.7 30{1.1)
Dioze 3
Withdranm after Doza 3 and befors [-manth paz-Dese 3 visit 201} 1 {01} 300
Withdrawn on or afier [-month pozi-Dese 3 visit 201} i 20010
F.eazon for withdrawal fem study
Adverss gvent 1 (0.1} ] 1{0.M
Lozt to follow-up 4 (023 3403 103
Protocn] deviation (0.1} {03 500
Withdrawal by perticipant 4 (0.2} {02 §{0.00
Withdranzl by parent/ muzrdizn 13 (0.7} 13(14) 26 (00

2 r=lhumbsr of pamicipants with the speafied charartenziic
B _Thessvalues are the denaminators for the percaninge calculations.
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Important protocol deviations

Important protocol deviations were reported for 41 participants (2.2%) in the BNT162b2 group and 16
participants (1.7%) in the placebo group. Most protocol deviations in the BNT162b2 group were related to
investigational product (23 [1.3%] compared with 9 [1.0%] in the placebo group), which included dosing
errors, vaccination delay criteria related to non-study vaccine administration, or being deemed unsuitable for
use (as BNT162b2 must be thawed/diluted prior to administration, whereas saline placebo does not).

Duration of follow-up

The median duration of blinded follow-up for after Dose 3 was 1.4 months (range: 0.0 to 3.2 months) (Table
below).
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Table 41. Follow up time after dose 2 or dose 3-phase 2/3 2 to <5yo-Safety population

Vacdne Group (a: Admisiztered)
BNT162b2 (3 uzi Flacebo Taotal
o* (%o} n* {%a) o® {%0)
COrigmal blindsd placebo-contelled follow-ap pertad
Tima from Dieze 2 to Doze 3 or coofE date
e 1512 907 1726
<] Month 162 (3.0 TH(E3) 237087
=] -<2 Months 116 (&.4% 67 (7.4 183 (&7
=2 -3 Momths 417135 34 B30 (23.1)
=3 -4 Months 04 (113 W3 (114 WT(1LE)
>4 -3 Momths 158 (8.7 TAET) 37D
=5 -8 Months T8 {4.3) 4143 11244
=8 -<7 Momths 835 (36.00 312(346.3) DB4 (35.1%
=7 -<f Months 1207 708 19{0T
=B -2 Momths 4 {02 303 T3
=2 -1l Manths L {01} ] 1 0.0
=10 Maonths 1{01) ] 100
Mlzam (ST 4.1 {207 41208 41 (10T
Madian 40 4.0 40
Win, max (0.0, 10.4) {03,858 0, 104
Tims from Diese 3 to ool daie
W= ik 280 4B6
<1 Month 143 (13.8) 54 (12.9 WT34)
=1-<1 Mipaths 232(41.4) 117 4LE) 369 (41.6)
=2-<3 NWipath: 113 (19.00 §1(12.13 177 (20.0)
=3 Months Q6 (15.8) 3713 133 {15.0
Mlzam (31N 1.7 {0az) 1.7 (0es) L7 {0az)
Madian 14 14 14
Min, max (0, 3.2 0, 3.0 {00, 3.2y
Blindzd and apsn-lakel paried
Tims from Diose 2 to Dose 3 or ootodF date
e 1820 207 2717
<1 Month 157 (8.6% TaEDL 231 (8.5}
=1 -2 Months 112{62) 67 (T4} 179 (6.6}
=2 -<3 Months 410 (125 168 (21.5) &8 (123
=3 -4 Months 167 (0.2) 02 (115 26900
=4 -5 Momths 12971y 3290 2177
=5 -2 Months Gl (3.4} 3047 104 (3.8}
=8 -<7 Momths 136 (14.13 I (314) 41198
=7 -8 Months TE(0.8) ERRER AT
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28§ <0 Months 205 (11.3) 17 (1.8) 222 (3.13

0 <10 Mortks 36 (3.1) 1(02) /(L1
=10 Motk 02 (3.1} 1(02) 94 (3.4)
AM=en (3T) 400207 42 (220) 47(17D
Mzdian 14 4.1 43
Mir m (0.0, 10.4) {03.10.4) (0.0, 10.4)

Time from Dose 3 to ooboff date

N 1041 280 1321
<1 Manth 173 (16.6) 63 (22.5) 136 (17.8)
21-<2 Months 272 (26.1) 113 (40.4) 383 (29.1
3-¢3 Months 470 (45.1) 66 (23.6) 536 (40.6)
=3 Momths 126 (12.1) 38(13.4) 164 (12.4)
Mezn (3D 2.0 (08T 1.7 (0.85) 15 (0.90)
Medizm 22 1.6 21

Min, max 00,30 00,33 {0.0,3.2;

Note: “Crigiral blinded placebe-comtroll=d follow-up peried” = dafinad 23 period from the first dese of smdy vaccmation
1o before the participant was unblindsd. If the unblinding dats is missing, conzider the cuteff dats as the peried end date
“Blind=d and apzn-labal period” is d=fimed 25 the period from the first dese of sudy vaccmation fo the cutedf dat=
{origmal ENT16202 zroup) or befors the first dose of open-label BNT 16262 {orizinal placsbo sroup).
If the daie of open-label BT 18201 is miszing for orzinal placsboe sroup, consider the ootoff dzie 2s the pariod end

date

2 r=Number of participants with the spacifisd characteristic

b M =mumber of participants who received Dose 1 in the specified group, or the total sampla. These vahoss ars the
deraminators for the percentase and summany statistics caloulations

o W=munber of pamticipamts whe received Dose 3 in the specifisd sroap. or the totz] s2mpls. These values ara the
deraminaters fof the pescentass and summary statistics caloulatons

Vaccine administration and timing

Data on vaccine administration and timing in phase 2/3, children 2 to <5 Years of Age as of the data cutoff
date (29 April 2022) are presented in the table below.

All participants in the original placebo group received Dose 1 of placebo as randomized, and 99.1% and
30.6% received Dose 2 and Dose 3, respectively, during blinded follow-up. After unblinding (per protocol) to
receive active vaccination with BNT162b2, 305 children (33.3%) received a first active dose of BNT162b2 at
the 3-ug dose level and 65 (7.1%) received the 10-ug dose level.
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Table 42. Vaccine as administered- phase 2/3 2 to <5yo-all randomized participants

Vaccine Groop {a: Eandomized)
ENTL62bD (3 ug) Placebo
(¥*=1535) [M=R15)
Vaccne {r: Adminizterad) n® (%4) Bt )
Orizinal placebo-coniralled period
Vaccinated 1835 (100.0) L15{100.00
Dioze ]
BNT16201 {3 pug) 1835 (100.0) 1]
Placeba 0 215 {100.00
Dipze 20
BNT16202 {3 pg 1]
BNT16202 {10 p=) ]
Placeba Q0T (Bl
Doze 3
BWT182b2 {3 pg 920 (30.1) il
BNT16202 {10 =) 131 (6.6) 1]
Placeho 0 280 (30.5

Open-labe] ENTL6202 vaccination for arizinal placsbo racipients
First crozsever dose

184 (31.0)
6 {7.2)
B9 (5.T)
00

W= mumnber of pamicipants in the specifisd zreap. This vales is the denominator for the percentaze caloulation:
n=Mumber of participants with the specified characteristic
Participants who turned 3 vears of 222 received the aze approprizte dose of BNT16202 10 pe.

Mo i

Demographic and other baseline characteristics

Demographic characteristics for phase 2/3 pediatric participants 2 to <5 years of age were similar in
BNT162b2 and placebo groups in the safety population (Table below).

Comorbidities present at baseline that increase the risk of severe COVID-19 diseasel9 (excluding obesity)
were present in similar proportions of participants in the BNT162b2 group (6.4%) and placebo group (9.7%).
The most common baseline comorbidities (BNT162b2 vs placebo) were:

e Asthma (2.8% vs 4.7%)
e Disabilities (0.9% vs 1.4%)
e Premature birth (1.1% vs 1.0%)

One participant who was in the BNT162b2 group had an immunocompromised condition reported at baseline
(neutropenia). Demographics of participants in the original placebo group who were unblinded to receive
active vaccination with BNT162b2 were generally similar to those of the blinded vaccine groups.
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Table 43. Demographic characteristics -phase 2/3- 2 to <5yo-Safety population
Vaccine Group {a: Adminiztered)

ENT16IB2 (3 ue) Placeho Toral
(=183 [(MNa=015) {MNa=1720)
n® (%) m* { %) e { %)
Eem
Male anl 4.1y 471 (31.5) 1372 (429
Femals 234 (309 444 (48.5) 1378 (30.1)
TWhits L2628 (30.10 T2 (78T 2182 (7.8
Black or African American BAE1 4l (4.3 135 (4.8
American Indian or Alaska Native ER (M 404 TN
Azian 137 (5.9 76 (8.3) 203 (74
Wative Hawaiian ar other Pacific Islandsr {01} 1 {01} {01
Multiracial 131(7.13 69 (7.5} 200(7.3)
Hot reported Q{05 4{0.4) 13 (0.5}
Ethricity
Hizpemic Lating 264 (124 1201313 B4 (1400
HNow-Hisparic Non-Lating 1568 (83.4) TEE(E6E 1363 (85.9)
Mot reported 3 (0. ] ELLINN
Coumtry
Finland 63 (3.4 30(3.3) 34
Poland 205 (1L W3 (115 J0R(LLY
Zpain T340 ERTER:] e E.,
JREE 1404 (31.4) T4T (318 1241 (315
Ags at vaccmation (vears)
Nean {5TH) 00T 3007 30078y
Madian ia ERI] in
Min, max 2.4 (L4 (1,4
Obazat
e 1045 4349 165 (6.0
Ho 1712(93.3) 370 (05.13 1582 (05.9)
Llizzing 3 {02 a ELLONN]
Baselips BARS-CoV-2 stzfus
Pozitives 2330127 125 (13.7) 358 (13.00
Megative® 1597 (87.0 TRI (85.6) 1380 (84.5)
Llizzing 5{0.3) T{0E) 12 (0.4}
Comoerkidities®
e 230210 L30 (14.29 352{12.8)
Ho 1613 (879 THI (85.5) LesELn

Abbraviations: CDC = Centers far Dissaze Contrel and Prevention, MAWE = Merbidity and Mortabity Weakly Report;
WAAT = muclsic 20d amplification test; W-binding = BARS-CoV-2 mucl=oprotsie-hinding; SARS-CoV-I = savers acuts
respiraary syndrome coromavines 2.

2 N=number of pamicipants in the specifisd sroeup, of the tote] sampls. This valos iz the derommatar for the
percentazs caloalations.

b n=Mamber of participants with the specifiad characteriztic

. Ohkese iz defined 23 2 body mass index (BMI) 2t or above the 05th percentils according te the srowsh chart. Rafer o
tha CDZ zrowth charts at kitps wovw ode. gov’zrowthchanz himl_charz beniagesev kim.

d  Posifive N-binding antibody rezult at Visit 1. positve NAAT resulf at Visit 1, or medical kistery of COVID-19

= Negzdve M-bindins aptibedy resalt ar Visit 1, negative WAAT remule at Visit |, and no medical hiztary of SOVID-19.
f  Number of participants who have 1 or mare comarbidities that increase the rzk of ssvere COVID-19 disszze: defined
2z participants wha had 2t leam | of the prespecified comarbidities basad an MAIWE Rlark Momal Wy

PRap 2020.62{32): 1081-8 and or obesity (BMI = 85th percantils).
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Medical History

The safety population included children with medical histories consistent with the general population. The
SOCs with the most reported medical history PTs, and other select SOCs, were:

Immune system disorders: 13.6% in BNT162b2 and 16.5% in placebo mostly consisting of a variety of non-
drug allergies, also including drug hypersensitivity (1.7% in BNT162b2 and 2.8% in placebo) and
anaphylactic reaction (0.1% in BNT162b2 and 0.2% in placebo).

Infections and infestations: 10.6% in BNT162b2 and 12.0% in placebo including a variety of viral and
bacterial infections commonly seen in this age group. History of COVID-19 was reported in 0.9% of
participants each in BNT162b2 and placebo groups (17 vs 8).

Skin and subcutaneous tissue disorders: 9.0% in BNT162b2 and 10.1% in placebo mostly consisting of
eczema (5.1% in BNT162b2 and 5.9% in placebo) and various types of rashes and dermatitis that may be
commonly seen in this age group.

Nervous system disorders: 2.8% in BNT162b2 and 2.2% in placebo including various types of epilepsy and
sensory or developmental disorders that may be commonly seen in this age group.

Psychiatric disorders: 1.4% in BNT162b2 and 1.2% in placebo including autism spectrum disorder (0.5% in
BNT162b2 and 0.7% in placebo), attention deficit hyperactivity disorder (0.2% in BNT162b2), and a variety
of behavioural disorders that may be commonly seen in this age group.

Cardiac disorders: reported in 6 (0.3%) participants in the BNT162b2 and 4 (0.4%) participants in the
placebo group including bradycardia, tachycardia, supraventricular tachycardia (n=1 each in the BNT162b2
group) and pulmonary valve stenosis (n=2 in the BNT162b2 group and n=1 each in the placebo group).
Additionally, congenital cardiac conditions (e.g., atrial or ventricular septal defects, pulmonary valve disorder,
patent ductus arteriosus, cardiomyopathy, Prader-Willi syndrome) were reported in both the BNT162b2 and
placebo groups at low frequencies (<1%).

Concomitant vaccines were administered in 13.1% in BNT162b2 and 11.6% in placebo group.

Phase 2/3 - 6 months to <2 years of age

Disposition

Disposition of children 6 months to <2 years of age until cutoff date (29APR2022) is presented in the table
below. The safety population of 1776 Phase 2/3 participants 6 months to <2 years of age was: BNT162b2
(N=1178) and placebo (N=598) groups. No participants in the safety population were excluded from the
study. No participants included in the safety population were HIV+.
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Table 44. Disposition of all randomised participants prior to unblinding-phase 2/3 6m to <5yo

Vaccine Group (az Bandomized)

BNT162b2 (3 p=) Placeho Total
o= (%) n® (%0) n® (%)
Fandomized® 1178 (100.0% 39301000y 177a (100.00
Not vaccinated J 0 0
Vaccmated 1178 (100.0% 39371000y 177& (100.00
Dese 1 1178 {100.0% 3931000y 177A (10000
Dioze d 1186 (99.0) 3659 1762 (99 1)
Dioza 3 IB632.E 134 {30.8) 5T0(32.1)
Completed 1-month post-Dosze 2 visit (vaceination period) 1185 (98.9) 396 (99.T) 1761 (99 2]
Completed 1-month post-Diose 3 visit (vaccination penod) 262220 179299 441 24.3)
Dhizeomtinued from vaceinztion period but continued in the study 1{0.1) 0 100.1)
Dhzcomtinued after Doze 1 and before Dioza 2 1{0.1) 0 100.1)
Dizcomtinued after Dose 2 and before L-month post-Diose 2 vizit J 0 0
Dizcontmued after Doze 3 and before 1-meonth post-Doze 3 visit J i) 0
Feazon for dizcontimuation from vaccmation pariod
Adverza gvent 1{0.1) 0 100.1)
Withdrawn from study 9{0.8) 40.7) 13{0.7
Withdrawn after Doze 1 and befors Doze 2 3{0.4) 0 J(0.3)
Withdrawn after Dose 2 and before 1-month post-Dose 2 visit 0 0
D‘;‘.'Lfildmﬁn on or after 1-month post-Dozas 2 vizit and befora 3{0.3) 3005 6003
ze 3
Withdrawn after Doze 3 and before L-menth post-Dose 3 visst J 0 0
Withdrawn on or after 1-month pest-Deosa 3 =t 1{0.11 100.2) 200.1)
Feason for withdrawal from study
Adverza svent 1{0.10 0 101}
Last to follow-up 1{0.1) 0 1{0.1%
Withdrawal by parficipant 2{0.2) i) 200.1)
Withdrawal by parent'zuzardizn 504 400,73 9005

a. n=MNumber of parficipants with the epecified characterishic.
b. Thasavalues ara tha denominators for the percentase calenlztions.

Important protocol deviations

Important protocol deviations were reported in 22 participants in the BNT162b2 group and 8 participants in
the placebo group. Most protocol deviations in the BNT162b2 group were related to investigational product
(17 compared with 4 in the placebo group), such as dosing errors, vaccination delay criteria related to non-
study vaccine administration, or being deemed unsuitable for use.

Duration of follow-up

Duration of Follow-Up — Phase 2/3 - Children 6 Months to <2 Years of Age until cutoff date (29APR2022) is
presented in the table below.
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Table 45. Follow up time after dose 2 or dose 3-phase 2/3 6m to <5yo-Safety population

Table 23. Follow-Up Time After Doze 2 or Dose 3 — Phasze 2/3 — 6 Months to =2 Years

of Age — Safety Population

Vaccine Groap {a: Adminiztered)

BNTI162bI (3 pe) Flacebo Total
n* [%a) n* (%) n* {&a)
Crizmal blindsd placebe-controlled follow-up period
Tim= from Diese 2 to Dose 3 or cutof date
N 1156 304 1762
<] Month 6B (3.8) 3G (600 43
=1 -<2 Momths Flisdy 17 (4.5 TR 44
=2 -<3 Momths 160 (137 1129 13T(13.5)
=3 -4 Months (T4 024y 136 (7.T)
=4 -3 Months 102{8.T) 42 (T 0% 144 (B3
=5 -<f Momths G334y 39 (6.5 102 (3.8
=8 -<7 Months 615 (317 31730 Q32 (32.5%
=7 -8 Months 18(1.5) a6 (100 M4ly
e R s EF(E}] 1 (0.2} 4.{0.2)
=10 hamtks o 1 (0.2} 1{0.1)
Mlzam (3TN 4 2(1.048) 4.8 (108 48187
Madian 6.3 i3 a3
Mir, max (02, B.43 (0.1, 10.4) (01, 10.4)
Tima frowm Dese 3 to oataff date
N 384 134 370
<] Month 4 (16.4) i | 23 (16.3)
=1-<1 Mnathz 124 (5008) 100 (34 3) 196 (519
#2-<3 Mpaths 25 (12.3) 36 (19.8) 122 {214y
=3 Months 40 (1043 19410.3) 3o {104y
Mlzam (31N LE{0AT 1608 16 {083
Madian 13 13 13
Mie, max (000, 3.2) {00, 3.2 (0.0, 3.3
Blind=d and op=n-labe] peripd
Tim= from Diese 2 to Dose 3 or cutof date
N 1147 304 1763
<] Month T3 30 (6.0 103 (5.8)
=1 -<2 Momths EINC R TR TE (44
=2 -<3 Momths 160137 1129 BT (1343
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=3 =4 Months 25 (1.3) 50 (8.4} 135 (1.7
=4 <3 Months 102 {8.7) 41 (6.9} 143 (2.1)
=5 =5 Months 63 (5.4) 38 (6.5} 102 (5.8)
=6 -=7 Months 240 (21.3) 276 (46.3) 325(29.8)
=7 =5 Months 158 (13.9) (T 192 {10.9)
=8 =8 Months 152 (13.0) 10 (1.7} 162 (0.1
=0 <10 Marths BRY 4 (0.7} 37021}
=10 Manths 47 (4.00 2 (0.3} 49 (2.9}
Mzem (3T 5.5 (2.66) 5.0(214) 5402150
Madian 53 53 8.3
Mir, max (0.2, 10.4) (0.1, 10.4) (0.1, 10.4)

Tims from Deze 3 to ooboff date

e 735 184 542
<1 Marsh 101 (13.3) 28(15.2) 120 (13.7)
=121 Mouths 186 (25.9) 38 (47.5) 284 (30.1
223 Months 388 (51.2) 46(25.0) 434 (46.1)
=3 Months 73 (0.6) 231 (12.0) 85 (10.1)
Mzem (3T 2.1(0.83) 1.7 (0.85) 2.0 {085
Median 22 13 2.1

Mir, mas (0.0,3.2) 0.0,33) 0.0, 33

Mote: "Crizieal blindad placebe-contrell=d follow-up period” iz definad 2= period from the first dose of study vaccination
1o before the pardcipant was unblindsd I the unblinding date is missing, comzider the cutodd dats as the peripd end date
“Blinded and open-label period” is defined as the period fram the first dose of study vaccmation to the cuteff date
{orizmal BMT1802 sroup) or befors the frst doze of open-label BNT 162102 (original placebo sroug).
If tha dais of open-labs] BWT 13201 is mizsing for erizinal placebo sroup, consider the oobofT date 2s the period snd
dats
2 r=bMumber of participamts with the specifisd characteri=fic
b W =mamber of participants wiho received Doszs 1 in the specifisd grougp, or the fotal sampls. These vahoes ars the
deraminatars for the percentaze and summany statistics caloulation:
. W=mmmber of participants who recaived Dose 3 in the specifisd zroap, o the totz] s2mpls. These vahes are the
demomimatars for the percentaze and susmmane statistics calodatons

Vaccine administration and timing

Vaccine Administration and timing in phase 2/3 in children 6 months to <2 Years of age until cutoff date
(29APR2022) is presented in the table below.

All participants in the original placebo group received Dose 1 of placebo as randomized, and 99.7% and
30.8% received Dose 2 and Dose 3, respectively, during blinded follow-up. After unblinding (per protocol) to
receive active vaccination with BNT162b2, as of the data cutoff date, 344 children (57.5%) received a first
active dose, 296 children (49.5%) received a second active dose, and 77 children (12.9%) received a third
active dose of open-label BNT162b2.
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Table 46. Vaccine as administered- phase 2/3- 6m to <5yo-all randomized participants

Vaccine Groop (s Rasdomized)
BNTI1462b2 (3 pg) Placebo
(=1175) [Nr=50E)
Vaccine (a: Adminiztered) n® (B BE (B0)
Original placeba-comiralled period
Vaccmated 1178 (10000 398 {10d.00
Dipze 1
BMTL16202 {3 pg) 1178 {100.00 0
Placeba ] 398 {10000
Dipza 2
BMTL16202 {3 ug) 1157 (99.1) ]
Placeba ] IR
Dinze 3
BMTL16202 {3 ug) 738 (643 0
Placeba ] 184 (30.8)
Op=en-lake]l ENT18202 vaccination for origira] placebo racpients
First croszover doss
BMT16202 {3 ug) 44 (37.5)
Becond crozzover dose
BNT16202 {3 ug) 26 (405
Third crossover doze
BMT14262 {3 ugh TT{118)

2 N=mumbar of paricipants in the specified zreap This vahe is the denominatar for the percentaze caloulations
b n=Maomber of participantz with the specified charactaristic

Demographic and other baseline characteristics

Demographic characteristics for phase 2/3 pediatric participants 6 months to <2 years of age were similar in
BNT162b2 and placebo groups in the safety population (Table below).

Comorbidities present at baseline that increase the risk of severe COVID-19 diseasel9 were present in similar
proportions of participants in the BNT162b2 group (4.2%) and placebo group (5.7%). The most common
baseline comorbidities (BNT162b2 vs placebo) were:

e Premature birth (1.6% vs 2.0%)

e Asthma (0.8% vs 0.8%)

e Congenital heart disease (0.8% vs 1.8%)

No participants in this age group reported having an immunocompromised condition at baseline.
Demographics of participants in the original placebo group who were unblinded to receive active vaccination
with BNT162b2 were generally similar to those of the blinded vaccine groups.
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Table 47. Demographic characteristics -phase 2/3- 6m to <5yo-Safety population

Vaccine Groop {a: Adminiztered)
ENT162b2 (3 pe) Placebo Total
(M=1178) (Wa=508) {M=1T76)
n® (%a) m* {4} m® Lo
Zem
Mlzle 589050 1Bl (48T R0 [49.3)
Famals 588030 307 (31.3) 306 (30.3)
Race
Whits 212 (7R3 480 {30 3) 1402 (789
Black ar African Amsrican 42 (3.8 24040 6 (3.7)
Amarican Indian or Alaska Nathve 303} 1403 4{0.2)
Azian QLT 4067 13174y
hlultiracial 117 L0 164 (8.3}
Wot report=d 303y 4{0.7 T{04)
Ethricity
Hizpenic Laiing 161 (13.T) a4 {107} RI(12T
Won-Hizparic Non-Lating 1014 (BE.1) 330 (32.6) L34 (259
Wot report=d 303y 4{0.7 T{04)
Coumiry
Brazil ] 2§03 1{0.1)
Finland M4 26 (4.3 B0 (4.5
Paoland 135 (1006) 43 {1005} 188 (10.6)
Spam 42 (3.6 2237 {4 (3.4)
UsA 237 (810 483 (210 1442 (£1.2]
Age af vaccination (months)
Misan (5L 1320407 154 {3.08) 15.3 (3.000
Madian 1640 16.0 16.0
Min, maz (4, 23) {6.23) {6.23)
Bzseline BARS-Co\-1 stams
Pozitive? A Y 44074 133 (7.5
MWaganve® 1078 (91.5) 41 (B3 1519 (91.2)
Mlzzinz 11 ¢0.9% 13213 2414
Comprbidites:
Yas B 345 54047
No 11280838 34 R 3 1662 (85.3)

Abbreviatons: MAOWE. = Marbidity and Alorzlity Weekly Repart; WAAT = mocleic arid amplification test; M-binding =
2ARS-CoV'-2 nucleoprotein-binding; SARS-Col'-1 = severs acuts respirtony syndroms cononavinzs 2,

2 W=mmber of paricipants o the spedified sroup, ar the fotal :ample This vahes is the denominator for the
parcentaze caloalations.

b n=Nuamber of parbcipaniz with the specified charactemistic

¢ Posithve N-binding antibedy result at Visit 1, pesitive WAAT result 2t Visit 1, or medical history of SOVID-18.

d  Megame N-binding andbody result 2t Visit 1, mezatve WAAT result 2t Visit 1. and ro medical histary of SOVID-
12

& Number of pamicipants who have 1 or mare comosbidities that inoezse the risk of severs COVID-19 dissase: defined
23 participants wha had 21 least | of the prespecified comarbidities based an MAIWE Mlork Blomal Wily

Rep 2020,62{32}: 1081-8.
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Medical history

The safety population included children 6 months to <2 years of age with a medical history profile consistent
with the general population. The SOCs with the most reported medical history PTs, and other select SOCs,
were:

Immune system disorders: 9.8% in BNT162b2 and 8.7% in placebo mostly consisting of a variety of non-
drug allergies, also including drug hypersensitivity (0.8% in BNT162b2 and 0.8% in placebo).

Skin and subcutaneous tissue disorders: 9.3% in BNT162b2 and 11.5% in placebo mostly consisting of
eczema (5.5% in BNT162b2 and 6.9% in placebo) and various types of rashes and dermatitis that may be
commonly seen in this age group.

Infections and infestations: 9.3% in BNT162b2 and 10.2% in placebo including a variety of viral and bacterial
infections that may be commonly seen in this age group. History of COVID-19 (including asymptomatic
COVID-19) was reported in 8 participants (0.7%) in BNT162b2 group and 8 participants in the placebo group
(1.3%).

Respiratory, thoracic, and mediastinal disorders: 3.3% in BNT162b2 and 3.2% in placebo consisting of
asthma and other respiratory illnesses that may be commonly seen in this age group.

Nervous system disorders: 1.1% in BNT162b2 and 0.7% in placebo including seizures and developmental
disorders that may be commonly seen in this age group.

Cardiac disorders: reported in 6 participants (0.5%) in the BNT162b2 group including aortic valve stenosis,
cardiac valve disease, coronary artery disease, left ventricular hypertrophy, long QT syndrome, and
pulmonary valve stenosis (n=1 each); and 1 participant (0.2%) in the placebo group with history of cardiac
disorder (not unspecified). Additionally, congenital cardiac conditions (e.g., atrial or ventricular septal
defects, aorta or aortic valve defects, cardiomyopathy, Fallot's tetralogy) were reported in both BNT162b2
and placebo groups at low frequencies (<1%).

A similar percentage of participants in either group (27.2% in BNT162b2 and 28.8% in placebo) received any
concomitant vaccine after Dose 1. Most concomitant vaccines received were for influenza and other routine
pediatric immunizations.

2.5.5.2. Adverse events

Reactogenicity- Phase 1

Local reactions

In the 2 to <5 years of age group, pain at the injection site was the most commonly reported local
reaction within 7 days, incidence after any dose was 65.6% in the 10-pg group compared with 43.8% in the
3-pg group; redness was reported after any dose in 28.1% versus 0.0%; and swelling after any dose was
reported in 12.5% versus 0.0%, in the 10-ug and 3-pg groups, respectively. All local reactions were mild or
moderate in severity. No Grade 4 events were reported at any dose levels. Across dose levels, the median
onset for most local reactions was 1 to 2 days after Dose 1 or Dose 2, and most events resolved within 1 or 2
days of onset.
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Based on the reactogenicity profile observed in the 2 to <5 years of age group, BNT162b2 at the 3-ug dose
level was the only dose level tested in the 6 months to <2 years of age group. After Dose 1, the only
reported local reactions in children 6 months to <2 years of age were mild redness and swelling at the
injection site (18.8% and 6.3%, respectively). After Dose 2, the only reported local reaction was mild
tenderness at the injection site (6.3%). All local reactions were mild in severity. No moderate, severe, or
Grade 4 events were reported. The median onset for most local reactions was within 1 day after Dose 1 or
Dose 2, and most events resolved within 1 to 4 days of onset.

Systemic events

Figure 2. Participants Reporting Systemic Events, by Maximum Severity, Within 7 Days After Each Dose — Phase 1 -
2 to =5 Years of Age Group — Safety Population

Fever Fatigue Headache Chills Vomdting Diamhea Muscle pain Joint padn Medication
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Hate: Severiry waz not collected for wee of antipyretc of pain medicatlon
Hote: Number abowe each bar denotes percentage of paticipants reporting the event with any severity

In the 2 to <5 years of age group, fever was reported in 6 participants in the 10-ug dose group after
either dose. Of these, 2 participants reported fever >38.9 °C to 40 °C after each dose. Fever was reported in
only 1 participant in the 3-pg dose level group (>38.4 °C to 38.9 °C), after Dose 2. All systemic events were
mild or moderate in severity. No Grade 4 events were reported at any dose levels. Across dose levels, the
median onset for most systemic events was 1 to 2 days after Dose 1 or Dose 2, and most events resolved
within 1 to 2 days of onset.

In the 6 months to <2 years of age group reported incidences of systemic events (Dose 1 vs Dose 2) were:
e Irritability: 43.8% vs 31.3%

e Drowsiness: 25.0% vs 6.3%

e Decreased appetite: 6.3% vs 12.5%

e Fever: 6.3% vs 12.5%

Fever was reported in 1 participant after Dose 1, and in 2 participants after Dose 2; all of the reported fevers
were <38.4 °C. Antipyretic or pain medication use was dose number dependent, reported by 18.8% of
participants after Dose 1 with no reported use after Dose 2. All systemic events were mild or moderate in
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severity within 7 days after Dose 1 and Dose 2. No severe or Grade 4 events were reported. The median
onset for most systemic events was 1 to 2 days after Dose 1 or Dose 2, and most events resolved within 1 to
3 days of onset.

Reactogenicity — Phase 2/3

Local reactions

Among children aged 2 to <5 Years, local reactions and systemic events were assessed for Phase 2/3
participants 2 to <5 years of age for 7 days after each dose, with e-diary data from N=1825 after Dose 1,
N=1779 after Dose 2, and N=552 after Dose 3 of BNT162b2 3-ug; and N=909 after Dose 1, N=878 after
Dose 2, and N=262 after Dose 3 of placebo.

Most local reactions were mild or moderate, with severe local reactions reported infrequently after any dose
(£0.1%). No Grade 4 local reactions were reported after any dose. The median onset for all local reactions
after any dose of BNT162b2 3-ug was 1 to 2 days, and all events resolved within a median duration of 1 day
after onset.

Figure 3. Participants reporting local reactions by maximum severity within 7d after each dose-phase 2/3-blinded placebo-
controlled follow up period 2 to <5yo-safetu population.
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A separate analysis was performed for 120 participants with e-diary data who received Dose 1 and Dose 2 at
the randomized dose level of BNT162b2 3-ug, and then turned 5 years of age prior to Dose 3 and therefore
received Dose 3 at the age-appropriate 10-ug dose level in an open-label manner. For these participants,
local reactions showed a dose level-dependent increase after Dose 3 compared to after Dose 2.

After any of three doses of BNT162b2 3-ug, the frequency and pattern of local reactions in baseline positive
children was similar to those who were baseline negative and did not suggest any clinically meaningful
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difference based on prior infection status. Subgroup analyses were performed based on sex, race and
ethnicity, and there were no meaningful differences in the overall patterns of local reactions across these
subgroups.

Among children aged 6 Months to <2 Years, local reactions and systemic events were assessed for Phase
2/3 participants 6 months to <2 years of age for 7 days after each dose, with e-diary data from N=1173 after
Dose 1, N=1147 after Dose 2, and N=365 after Dose 3 of BNT162b2 3-ug; and N=595 after Dose 1, N=591
after Dose 2, and N=170 after Dose 3 of placebo.

Incidences of any local reactions at the injection site after each dose in children aged 6 Months to <2 Years
were:

Daose 1 Daose 2 Daose 3
BNT162b2 Placebo BNT162h2 Placebo BNT162b2 Placebo
s Tenderness: 16.6% 11.2% 15.0% 8.5% 16.0% 11.8%
+ Bedness: 10.6% T4% 0.3% 6.6% T.1% 53%
«  Swelling: 3.9% 25% 30% 1.5% 27 1.8%

Most local reactions were mild or moderate, with severe local reactions reported infrequently after any dose
(<£0.3%). No Grade 4 local reactions were reported after any dose. The median onset for all local reactions
after any dose of BNT162b2 3-ug was 1 to 2 days, and most events resolved within a median duration of 1
day after onset.

Subgroup analyses were performed based on sex, race and ethnicity, and there were no meaningful
differences in the overall patterns of local reactions across these subgroups.

Systemic events

Among children aged 2 to <5 Years, Fatigue was the most frequently reported systemic event reported
within 7 days after each dose, at similar frequencies in the BNT162b2 and placebo group. Most systemic
events were mild or moderate, with severe systemic events reported infrequently after any dose (<£0.6%).
No Grade 4 events were reported after any dose. The median onset for most systemic events after any dose
of BNT162b2 3-ug was 2 days (noting that some events had median onset of up to 6 days post-dose, which
was similar in BNT162b2 and placebo groups), and most events resolved within a median duration of 1 day
after onset.

Incidences of any svstemic events after each dose and antipyvretic 'pain medication use werea:

Dose 1 Dose 2 Dose 3
BENT162b2 Placebo BNT162b2 Placebo BNT162b2 Placebo
s Fatigue: 20.7% 30.6% 25 7% 22.9% 24.5% 21.8%
s Diarrhea: T.7% 8.0% 6.7% T.3% 51% 5.0%
s Fever 5.2% 53% 4.0% 5.2% 51% 4 2%
s Headache: 4.5% 400 4.6% 41% 4.0% 4 2%
s  Vomiting: 3.0% 2.7% 34% 3.3% 1.6% 3.8%
s Chills: 2.3% 24% 30% 2.6% 33% 2. 7%
s Muscle pain: 24% 1.7% 2.6% 2.4% 2.0% 1.5%
s Toint pain: 0.8% 2.0% 1.4% 1.0% 1.3% 0.8%
¢ DMNedicationuse:  10.8% 21% 0.0% 3.4% 8.53% G.9%
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Fever 38.9 °C to 40 °C was reported by <1.1% of participants in the BNT162b2 group and <1.1% in the
placebo group, after each of the three doses. The overall median onset for fevers in either group was 4 to 5
days post-dose, and fevers all resolved in a median duration of 1 to 1.5 days. Three participants, all in the
BNT162b2 group, reported a fever >40.0 °C after Dose 1 or Dose 2, one of whom had a clinical presentation
suggestive of viral exanthem. These include:

e A participant reported a fever of 40.8 °C on Day 2 post-Dose 1 and persisting through Day 5
(temperatures on Days 3 to 5 were: 40.7 °C, 40.5 °C, 38.4 °C) and returned to normal body
temperature (37.7 °C) on Day 6 with reported antipyretic/pain medication use. The fever was also
reported as a nonserious AE of pyrexia considered by the investigator as related to study intervention
and led to withdrawal. This participant reported no other AEs or Grade 3 systemic events.

e A participant reported fever starting on Day 3 post-Dose 2 and persisting through Day 7
(temperatures on Days 3 to 7 were: 39.5 °C, 40.3 °C, 39.6 °C, 39.1 °C, 38.0 °C). The fever was also
reported as a severe SAE of pyrexia, with a concurrent SAE of pain in extremity (calf pain) with onset
6 days post-Dose 2 and nonserious AE of rash (chest, upper back, and ear) with onset 7 days post-
Dose 2, all considered by the investigator as related to study intervention and resolved within 2 to 4
days of onset. This participant reported no other AEs or Grade 3 systemic events. Antipyretic/pain
medication use was reported for the event(s). The events are described with severe AEs, SAEs and
AESI of rash. The clinical presentation, (i.e., defervescence and development of a rash on the face
and chest) is suggestive of a viral exanthem such as roseola as a possible diagnosis (based on
sponsor assessment).

e A participant reported fever of 39.9 °C on Day 5 post-Dose 2, persisting to Day 7 (temperatures on
Days 6 and 7 were: 40.3 °C 38.7 °C). This participant reported no other Grade 3 systemic events or
any AEs. No antipyretic/pain medication use was reported

A separate analysis was performed for 120 participants with e-diary data who received Dose 1 and Dose 2 at
the randomized dose level of BNT162b2 3-ug, and then turned 5 years of age prior to Dose 3 and therefore
received Dose 3 at the age-appropriate 10-ug dose level in an open-label manner. For these participants,
events of fever, fatigue, headache, and chills showed a dose level-dependent increase after Dose 3 compared
to after Dose 2, whereas other events remained similar or showed no clear pattern after each subsequent
dose.

Subgroup analyses were performed based on sex, race, ethnicity and baseline SARS-CoV-2 status, and there
were no meaningful differences in the overall patterns of systemic events across these subgroups.

Among children 6 Months to <2 Years of Age, irritability was the most frequently reported systemic event
reported within 7 days after each dose, followed by drowsiness and decreased appetite.

Incidences of any systemic events and antipyretic/pain medication use after each dose in children aged 6
Months to <2 Years were:

Dose 1 Dose 2 Dose 3
BNT162b2 Placebo BNT162b2 Placebo  BNT162b2 Placebo
s Trritability: 512% 47.2% 47.4% 40.7%% 436%  37.6%
s  Drowsiness: 270%  29.3% 23.8% 21.2% 19.9% 12.9%
s Decreased appetite:  22.2%  21.2% 22 2% 18.0% 20.2% 13.5%
s TFever 7.2% 7.2% 74% 6.1% 6.8% 3.9%
s Nedication use: 24.0% 19.7% 21.2% 18.3% 19.2% 16.3%
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Most systemic events were mild or moderate, with severe systemic events reported infrequently after any
dose (£1.1%). No Grade 4 events were reported after any dose. The median onset for most systemic events
after any dose of BNT162b2 3-ug was 2 days (noting that some events had median onset of up to 4.5 days
post-dose, which was similar in BNT162b2 and placebo groups), and all events resolved within a median
duration of 1 to 2 days after onset. Fever 38.9 °C to 40 °C was reported by <2.0% of participants in the
BNT162b2 group and <1.2% in the placebo group, after each of the three doses. The overall median onset
for fevers in either group was 2 to 4.5 days post-dose, and all reported fevers resolved in a median duration
of 1 day. Three participants in the BNT162b2 group reported a fever >40.0 °C (n=1 each post-Dose 1, Dose
2, Dose 3), two of whom had a concurrent viral infection (roseola or unknown). These were:

e A participant reported fever of 40.6 °C on Day 2 post-Dose 1 that persisted through Day 4
(temperatures on Days 3 to 4 were: 39.0 °C, 38.1 °C) and returned to normal body temperature
(37.2 °C) on Day 5 with reported antipyretic medication use. The fever was also reported as a
nonserious AE of severe pyrexia considered by the investigator as related to study intervention and
leading to withdrawal; this participant had a concurrent nonserious AE of exanthema subitum
(attributed to a viral infection) considered as not related to study intervention that resolved in 4 days.
This participant reported no other AEs or Grade 3 systemic events.

e A participant reported fever starting on Day 1 post-Dose 2 and persisting through Day 5
(temperatures on Days 1 to 5 were: 39.2 °C, 39.5 °C, 40.5 °C, 38.4 °C, 39.1 °C) and returned to
normal body temperature (37.1 °C) on Day 6 with reported antipyretic/pain medication use. Other
reported Grade 3 systemic events, all of which were post-Dose 2, were drowsiness on Days 1-2 and
Days 5-6 and irritability on Day 2 and Day 5. Based on clinical presentation at an unscheduled illness
visit, the participant was diagnosed with roseola. This participant reported no AEs in blinded follow-
up; after unblinding, an unrelated AE of vomiting (attributed to food exposure) was reported post-
Dose 2 (prior to open-label Dose 3).

e A participant reported fever of 40.5 °C starting on Day 3 post-Dose 3 and persisting through Day 4
(temperatures on Day 3 and Day 4 were: 40.5 °C and 39.5 °C, with no temperature reported on Day
5) and returned to normal body temperature on Day 6 (37.8 °C). The fever was also reported as an
AE leading to withdrawal and is included in severe AE analysis. The event was considered by the
investigator as related to study intervention. This participant reported no other AEs or Grade 3
systemic events. No antipyretic/pain medication use was reported.

One participant in the placebo group had fever >40.0 °C (post-Dose 1). This was:

e A participant reported fever of 40.4 °C on Day 5 post-Dose 1 that returned to normal on Day 6 (37.5
°C). This participant reported no AEs or other Grade 3 systemic events.

Due to an anomaly in the eCRF data collection on symptom resolution for events of fever in the 6 months to
<2 years of age group, if a fever was ongoing on Day 7 of the reactogenicity period, duration was considered
‘unknown’. This data collection issue was documented as a quality event expected to be resolved by the time
of the future licensure application for this age group. Additional analyses of systemic events that included any
e-diary data reported after a participant was unblinded did not suggest any meaningful differences in the
reactogenicity profile.

Subgroup analyses were performed based on sex, race, ethnicity and baseline SARS-CoV-2 status, and there
were no meaningful differences in the overall patterns of systemic events across these subgroups.
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Adverse events

Phase 1 -2 to <5 Years of Age

All AEs through the data cutoff date of 16 July 2021 were mild to moderate. Immediate AEs reported within
30 minutes post-dose included injection site pain in 1 participant each in the 3-pg and 10-ug dose groups

after Dose 1, and in 1 participant in the 10-pg dose group after Dose 2 (Table below).

No SAEs, deaths, or AEs leading to withdrawal were reported in Phase 1 participants 2 to <5 years of age as
of the data cutoff date of 16 July 2021, which represents up to approximately 3 months of follow-up.

Table 48. Number (%) of participants reporting at least 1 adverse event from dose 1 through cutoff date -

16JUL2021-phase 1- 2 to <5yo-safety population.

Vaccine Group (az Adminiztered)

s 10 pg
(N==16) (N==31)
Adverze Event n® (%) n® (%)
Ay adverze event 4(23.00 12(37.3)
Falated® 20125 T21.9)
Sevars 0 0
Lifa-thraatening 0 0
Ay serious adverze event 0 (]
Ralated® 0 o
Sevare 0 0
Life-thraatening 0 0
Amny nonsaricus adverse evant 4(23.00 12 (37.5)
Ralated® 2(12.5) 7219
Sevare 0 0

Lifa-thraatening
Ary adverze event leadms to withdrawal
Falatad:
Sevars
Lifa-thraatening
Dieath

L= = I = = =]

L=

2. N =number of parhcipants m the specifiad group. Thiz value iz the denomunator for the percentage caleulafions.
b.  n=HMNumber of participants reporting at least | ocowrrence of the specified event catesory. For "any adverze svent," n
c.

the mumber of participants reporting at least 1 ocowrrence of any adverze event.
Aszgeszad by the imvestisator as related to investigational vaccine.

Number of participants reporting at least 1 AE from Dose 1 through 1 months after Dose 2, by SOC and PT is
described in supplemental table below. No Phase 1 participants 2 to <5 years of age had any cases reported

of anaphylaxis, appendicitis, Bell’s palsy, myocarditis/pericarditis, or MIS-C.

Assessment report on extension of marketing authorisation
EMA/890761/2022

Page 97/155



Table 49. Number (%) of participants reporting at least 1 adverse event from dose 1 through 1month after
dose 2, by system Orgam class and preferred term -phase 1- 2 to <5yo-safety population.

Svitem Crrgan Clas:
Preferred Term

Ay adverse avan

Elood ard hrmphatic sysiem disardars
Lymphkaderapathy

Crastraintsstirz] dispsders
Abdomira] pain
Abdomira] dizcamfion

Creneral diserders and administration site conditions
Injactian ite pain
Inmjectian site hnusing

Injury, podzaning and procedural complications
Canhazion
Arimal bite
Foreizn body mzastion
5kin laceratian

hsouleskelst] and conmective tizsue disorders
Zostechondrits

Skin and subootamepas tasus dizorders
Dematifis diapsr
Ruazh
Rk pagular

ut (B4}

1(46.3)

Vaccine Groap (a5 Adminiztered)

3z
(e=le)
(@58 CT9)

(0.0, 20.6)
(0.0, 20.6}
(0.0, 20.6)
(0.0, 20.6)
(0.0, 20.6)
(16,353
(14,333
(0.0, 206}
(1.6,33.3)
(02, 3020

Eazsnx
(0.0, 20.6
(0.0, 20.8
(0.0, 20.6]
(0.0, 20.6
(0.2, 30.0)
(0.0, 20.6
(0.0, 206

(0.2,30.2;

Lo,

mt | %a)

JLITE:
=32)
(REkp CI%)
21.1, 36.3)
(0.1, 16.2)
(0.1, 16.20
(2.0, 25.0
(0.8, 0.8
(0.1, 16.2

(3.5, 20.0)
(2.0, 25.00
(0.1, 16.2)
(2.0, 25.00
(0.1, 16.7)
(0.0, 1090
(0.1, 16.2)
0l 163
|:I:I_'_, '.5.:]
(0.1, 162
(0.8, 2.8
(0.1, 16.2)
(0.1, 16.2)
(0.0, 1090

Mote: MedDEA (w2400 coding dictionary applied

3. M =munber of participants in the specified sroup. This valos iz the derominatar for the perceniaze caloulations
2 of the specified svent For "amy adverze event," n=

mamber of participants raporting at least 1 eoourrence of 2y advarss svaet.
£ Exact 2-zided CI bazed on the Clopper and Pearzon methad

b n=Wumber of participants reporting at least 1 oo

AEs that were considered related to study intervention included 2 subjects in the 3ug and 4 subjects in the

10 pg with pain at injection site, 2 subjects in the 10ug group with abdominal pain. One event of

lymphadenopathy was reported in the 10ug group. Physical examinations were performed at baseline and
after vaccination, with any abnormal findings reported per protocol.

Phase 1- 6 months to <2 years of age

Adverse Events in Phase 1, in children 6 months to <2 years of age until cutoff date (16Jul2022) which
represents up to approximately 3 months of follow-up is presented in the table below.
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Table 50. Number (%) of participants reporting at least 1 adverse event from dose 1 through cutoff date -
16JUL2021-phase 1- 6m to <5yo-safety population.

Vacdne Group (a5 Admimistered)

dpe

(N=16)

Adverze Event n® (%)

Ay adverze svant 1(12.5)

Belated: L (6.3}
Zavers o
Life-threatznins 1
Amy zerionz: adverss avant o
B=lated: ]
Zavere ]
Life-threatenins 1

Amy nonssrions adverzs svant {125

R=lated: L (6.3
Zzvers o
Life-threatenins 1
Army adverse event leadins to withdrawal 1
B=lated: ]
Zevers o
Life-threatsninzg o
Ceath ]

3. N =number of panicipants in the :pecified zroup. Thiz vabos iz the depomimator for the percentags caloulations

b m=Mumber of participarts reparting at least 1 occumrenee of the specified event catazary. For "any advarse event," n
= the munber of pariicipants repoming 21 least [ ecoamence of amy advarse event.

.. Aszeszed by the Invesiizator as relzted to Drvestigational vaodns

Number of participants reporting at least 1 AE from Dose 1 through 1 months after Dose 2, by SOC and PT is
described in the supplemental table below. No Phase 1 participants had any cases reported of
lymphadenopathy, anaphylaxis, appendicitis, Bell’s palsy, myocarditis/pericarditis, or MIS-C.
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Table 51. Number (%) of participants reporting at least 1 adverse event from dose 1 through 1month after
dose 2, by system organ class and preferred term -phase 1- 6m to <5yo-safety population.

Vaccine Groap (s Adminizteread)

dpg
(¥=16)
Svitem Orzan Claz: ] (92ko CI¥
Preferred Term
Ay adverse evanl 20113 (1.6, 38.3)
Fazpiratney, tharacic and mediastinal dizordess 1{6.3) 02 30.3
Rhinerrhesa 1{6.3) 0.2, 30.3)
Slin and sobogtanspas teaee dizondary 1¢6.3) (0.2, 30.2)
TUriicaria 1{6.3) 0.2, 30.2)

Mate: MedDEA (w2407 coding dictionany applied

3. W=mumber of participent: in the wpecified sroup. Thisz valas i3 the dapominatar for the parcentags calowlations
b.  m=NWumbsr of participarts repartins af least 1 accurrence of the spacified event For "amy adverze event,"n=
mamber of participants reporting at least 1 ooourrencs of 2y advarze svent.

£.  Exact 2-zided CI bazed on the Clopper and Pearsan method.

Physical examinations were performed at baseline and after vaccination, with any abnormal
findings reported per protocol.

Phase 2/3 -2 to <5 Years of Age

An overview of AEs reported in the 2 to <5 years of age group from Dose 1 to 1 month after Dose 3 of
BNT162b2 3-ug or placebo is shown in the table below.

Table 52. Number (%) of participants reporting at least 1 adverse event from dose 1 through 1month after
dose 3, phase 2/3 -blinded placebo-controlled follow -up period - 2 to <5yo-safety population.

Vaccine Group (as Administered)

BNT162b2 (3 pg) Placebo
(N2=1835) (N==015)
Adverse Event n" (%) n" (%)
Any adverse event 344 (18.7) 171 (18.7)
Related® 3720 18 (2.0)
Severe 9(0.3) 6(0.7)
Life-threatening 0 0
Any serious adverse event 12(0.7) 809
Related® 1(0.1) 0
Severe 3(0.3) 3(0.3)
Life-threatening 0 0
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Any nonserious adverse event 339(18.5) 169 (18.5)

Related® 37(2.0) 18 (2.0)
Severe 4(0.2) 3(0.3)
Life-threatening 0 0
Anvy adverse event leading to withdrawal 3(0.2) 1(0.1)
Related® 2(0.1) 1{0.1)
Serious 1(0.1) 0
Severe 1(0.1) 1(0.1)
Life-threatening 0 0
Death 0 0

N = number of participants in the specified group. This value is the denominator for the percentage calculations.

n = Number of participants reporting at least | occurrence of the specified event category. For "any adverse event," n
the number of participants reporting at least 1 occurrence of any adverse event.
c.  Assessed by the investigator as related to the study intervention.

e

Subgroup Analyses on AEs from Dose 1 to 1 Month After Dose 3, Phase 2/3, 2 to <5 years

Subgroups of Phase 2/3 pediatric participants 2 to <5 years of age had similar AE profiles from Dose 1 to 1
month after Dose 3, overall and categorically (i.e., related, or severe events) across the BNT162b2 and
placebo groups when evaluated by sex, race, ethnicity, and baseline SARS-CoV-2 status.

Subgroups of race (Black or African American, Asian, multiracial), ethnicity (Hispanic/Latino) and baseline
SARS-CoV-2 status (positive) included a limited number of participants, and their results should be
interpreted with caution. While there were some numerical differences between subgroups, there were no
meaningful differences in the overall patterns of AEs by category across these subgroups. There were some
higher frequencies reported in females compared to males. However, in the BNT162b2 group, the overall
incidences of participants 2 to <5 years of age reporting at least 1 AE were 18.5% for male participants and
19.0% for female participants.

Adverse Events from Dose 1 to Data Cutoff Date

From Dose 1 to the data cutoff date, the proportions of participants with any AE up to the cutoff date were
similar in the BNT162b2 (18.8%) and placebo (18.9%) groups. To events already reported up to 1 month
after Dose 3 (Table below), a limited number of additional events were reported up to the data cutoff date.
As of the data cutoff date, any related or any SAEs were reported across the BNT162b2 and placebo groups
by 2.0% or <£0.7% of participants, respectively. No additional SAEs or withdrawals due to AEs were reported
in either group beyond 1-month post-Dose 3. No study participants died.
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Table 53. Number (%) and incidence rate of participants reporting at least 1 adverse event from dose 1
through cutoff (29APR2022) -phase 2/3 blinded placebo controlled follow- up period, 2 to <5yo-safety

population.

Vaccine Group (as Administered)

BNT162b2 (3 pg) Placebo
(N*=1835, TE*=7.6) (N"=015, TE"=3.8)
Adverse Event n° % (95% CIY) IR (95%% CTH) =n° %6 (95% CTY) IR (95% CIH
(/100 PY*) (/100 PY*)
Any adverse 345 185(17.0,20.7) 455 (40.8,508) 173 139(164, 21.6) 459 (39.3,533)
event
Eelated® 37 201428 49 3467 18 2001231 43 (2.8.7.3)
Severe S  03(0209) 2 (0.3, 23) 6 07(0214) 1Lé (0.6,3.5)
Life-threatening 0  0.0(0.0,0.2) 0.0 (0.0, 0.5) 0 0000 04) 0.0 (0.0, 1.0y
Any serious 12 0.7(03,1.1) 1.6 (0.8, 2.8) 5 090417 21 09,40
adverse event
Eelated® 1 0.1(0.0,03) 0.1 (0.0,0.7) 0 0000004 0.0 (0.0, 1.0y
Severe 5 03(0.1,086) 07 (02, 135) 3 03001, 1.00 08 (0.2, 2.3)
Life-threatemng 0 0.0(0.0,0.2) 0.0 (0.0, 0.5) 0 0000 04) 0.0 (0.0, 1.0y
Any nonserious 340 185 (16.8, 20.4) 445 (402, 499y 171 187162, 21.4) 454 (38.5,52.7)
adverse event
Eelateds 37 20014283 449 34,67 18 2001231 48 (2.8.7.5
Severe 02(0.1,086) 035 (01,14 3 03001, 1.00 08 (0.2, 2.3)
Life-threatening 0.0(00,02) 0.0 (0.0, 0.5) 0 0000 04) 0.0 (0.0, 1.0y
Any adverse 3 02000035 0.4 (0.1,1.2) 1 0.1 (0.0, 0.6) 0.3 (0.0, 1.5)
event leading to
withdrawal
Eelated® 2 0.1(0.0,04) 0.3 (0.0, 1.07 1 0.1 (0.0, 0.E) 0.3 (0.0, 1.3)
Severe 1 0.1(0.0,03) 0.1 (00,07 1 0.1 (0.0, 0.6) 03 (0.0, 1.5)
Life-threatening 0  0.0(0.0,0.2) 0.0 (0.0, 0.5) 0 00000 04) 0.0 (0.0, 1.0y
Deeath 0 00000 02) 0.0 (0.0,035) 0 0000004 0.0 (0.0, 1.0y

a W =mumber of participants in the specified group. This valoe is the denominator for the percentage calculations.
b.  TE =total exposure time in 100 person-years (PY) across all participants in the specified group. Exposure time fora
participant is the time from

dose 1 through unblinding or cutoff date. This value i3 the denominator for the incidence rate (IR) caleulation.

. n=Number of participants reporting at least 1 cceurrence of the specified event category. For "atyy adverze event' n
= munber of participants reporting at least 1 cccurrence of any event.
d.  2-Sided CI based on Clopper-Pearzon.
e. IR iz calenlated as number of participants reporting the event'total exposure time in 100 PY across all participants in

the specified group.

. 2-Sided CIbazed on Pofsson distribution.
g, Assessed by the investigator as related to the study intervention

Analysis of Adverse Events from Dose 1 to 1 Month After Dose 3
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Table 54. Number (%) of participants reporting at least 1 adverse event from dose 1 to 1month after dose
3, by system Orgam class and preferred term -phase 2/3- blinded placebo- controlled follow- up period - 2 to
<5yo-safety population.

Vaccine Group (as Administered)

BNT162b2 (3 ug) Placebo
(N*=1835) (N*=015)
System Organ Class n® (%) (95% CI9) n® (%4) (95% CT9)
Preferred Term
Any adverse event 344 (187 {17.0, 20.6) 171(18.7) (16.2,21.4)
Blood and lymphatic system dizorders 2(0.1) (0.0, 04) 0 (0.0, 0.4)
Angemia 1(0.1) (0.0, 0.3) 0 (0.0, 0.4)
Lymphadenopathy 1(0.1) (0.0,0.3) 0 (0.0, 0.4)
Congenital, familial and genetic dizorders 4{0.2) (0.1, 0.8) 1(0.1) (0.0, 0.6)
Anbvioglossia congenital 1(0.1} (0.0, 03) 0 (0.0, 0.4)
Dermoid cvst 1(0.11 (0.0.0.3) ] (0.0, 0.4y
Familial mediterranean fever 0 (0.0,02) 1(0.1) (0.0, 0.6)
Pectus excavatum 1(0.1) (0.0, 0.3) 0 (0.0, 0.4)
Phimozis 1(0.1) (0.0, 0.3) [t} {00, 0.4y
Ear and labyrinth disorders 11(0.6) (0.3, 1.1) 2(0.2) (0.0, 0.8)
Ear pain 4(0.2) (0.1, 0.6) 0 (0.0, 0.4)
Cerumen impaction 0 (0.0, 0.2) 1(0.1) (0.0, 0.6)
Deafniess bilateral 1(0.1) (0.0, 0.3) [t} (0.0, 0.4y
Ear disorder 1(0.1) (0.0, 0.3) 0 (0.0, 0.4)
Ear inflammation 1{0.1) (0.0, 0.3) 0 (0.0, 0.4y
External ear inflammation 0 (0.0, 0.2) 1(0.1) (0.0, 0.8)
Hypoacusis 1(0.1) (0.0,03) 0 (0.0, 0.4)
Motion sickness 1(0.1) (0.0, 0.3) 0 (0.0, 0.4)
Noninfective nryringitis 1(0.1) (0.0,0.3) 0 (0.0, 0.4)
Otorthoea 1(0.1) (0.0, 0.3) 0 (0.0, 0.4)
Eye disorders 2(0.1) (0.0,04) 2{0.2) (0.0, 0.8)
Astigmatism 0 (0.0, 0.2) 1(0.1) (0.0, 0.6)
Cormeal erosion 1(0.1) (0.0, 0.3) 0 (0.0, 0.4)
Papilloedema 0 (0.0,0.2) 1(0.1) (0.0, 0.8)
Strabizmus 0 (0.0, 0.2) 101y (0.0, 0.8)
Swelling of evelid 1(0.1) (0.0,0.3) [t} (0.0, 0.4)
Gastrointestinal disorders 3345 (3.6, 5.6) 3358 44, 7.5)
Vomiting 3027 (2.0,3.6) 3033 (22, 48)
Diarrhoea 26 (1.4 (08, 21) 1820y {1231y
Constipation 2{0.1) (0.0,04) 4(0.4) (0.1, 1.1)
Abdominal pain 2(0.1) (0.0, 0.4) 0 (0.0, 0.4y
Dryspepsia 0 (0.0, 0.2) 2(0.2) (0.0, 0.8)
Nausea 2(0.1) (0.0,04) 0 (0.0, 0.4)
Umbilical hernia 2(0.1) (0.0, 04) 0 (0.0, 0.4)
Abdominal distension 0 (0.0, 0.2) 101y (0.0, 0.8)
Arnal incontinence 0 (0.0,0.2) 1(0.1) (0.0, 0.6)
Coeliac dizease 0 (0.0, 0.2) 1(0.1) (0.0, 0.8)
Defaecation dizorder 1(0.1) (0.0, 0.3) 0 (0.0, 0.4)
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Tooth abscass 10.1) (0.0,0.3) 0 (0.0, 0.4)
Viral infaction 100.1) (0.0,0.3) 0 (0.0, 0.4)
Vuhrovaginal meyveotic mfection 1001 (0.0, 0.3) i) (0.0, 040

Injury, poizoning and procedural complications 17{0.9) (0.3, 1.5) 11{1.2) (0.6, 2.1)
Fall 6 (0.3) (0.1, 0.7 5(0.5) 0213
Skin lacaration 0.1 (0.1,06) 5(0.5) (02,13)
Head injury 1002) (0.0,0.5) 100.1) (0.0, 0.6)
Arthroped bite 2001 (0.0, 0.4) i) (0.0, 040
Amimal bite o (00, 0.2) 100.1) (0.0, 0.8)
Animal scratch 0 (0.0,0.2) 100.1) (0.0, 0.6)
Clavicle fracture 0 (0.0,0.2) 10.1) (0.0, 0.6)
Foreign body b {00, 0.23 1{0.1) (0.0, 0.8)
Humerus fracture 0 (00, 0.2) 1{0.1) (0.0, 0.8
Limb injury 0 (0.0,0.2) 10.1) (0.0, 0.6)
Lip injury 100.1) (0.0,0.3) 0 (0.0, 0.4)
Mouth mpry 1{0.1) (0.0, 0.33 0 (0.0, 047
&cratch 1(0.1} (00, 0.3 0 (0.0, 0.4)
Ekan abrasion 1001 (00, 0.3) ] (0.0, 049
Strazz fracture 1(0.1) (0.0, 0.3) 0 (0.0, 047
Therral burn 1(0.1} (00, 0.3) 0 (0.0, 047
Tocth fracture b {00, 0.23 1{0.1) (0.0, 0.8)

Investizations 3(0.2) (0.0, 0.5) 2{0.2) 0.0, 0.3)
Body temperzture increased 2¢0.1 (.0, 0.4) 100.1) (0.0, 0.8)
Anti-transglutzminase antibody incraased 0 (0.0,02) 10.1) (0.0, 0.6)
Cardizc murmur fmetional (0.1 (0.0,0.3) 0 (0.0, 0.4)

Metabolism and nutrition disorders 5(0.3) (0.1, 0.6) 2(0.2) (0.0, 0.8)
Diecreasad appetite 100,13 (0.0, 0.3) 2002 (0.0, 0.3)
Delrvdration 2¢0.1 (.0, 0.4) ] (0.0, 0.4)
Failure to thrive 10.1) (0.0,0.3) 0 (0.0, 0.4)
Hypoglycasmia 10.1) (0.0,0.3) 0 (0.0, 0.4)

Musculoskeletal and connactive tissue disordars 7 (0.4) (02,0.8) 4(0.4) (0.1, 1.1)
Pam in extremuty 3(0.2) {00, 0.5) 1{0.1) (0.0, 0.8)
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Arthralzia 2000 (0.0, 0.4) 1{0.1) (0.0, 0.6)
Mlvalziz 1{0.1} (0.0, 0.5) 1{0.1) (0.0, 0.8)
Meck pain 0 0.0, 0.2 1{0.1) (0.0, 0.8)
Swmovitis 1{0.1} (.0, 0.3) 0 (0.0, 04y
Marvous system disorders T{04) 0.2, 0.8 5(0.5) (02,13
Febrile comulsion 200.1) (00, 0.8 1.1 (0.0, 0.8)
Headache 2000 (0.0, 0.4) 1{0.1) (0.0, 0.8)
Epilepsy 10013 (00, 0.3 1{0.1) (0.0, 0.6)
Speech dizorder devalopmental 10013 (0.0, 0.3 1{0.1) (0.0, 0.6)
Parassthesia 10013 (00, 0.3 0 (00, 04y
Somnelanca 0 0.0, 0.2 1{0.1) (0.0, 0.6)
Status epilapticus 1{0.1) (0.0, 0.3) 0 (0.0, 0.4y
Psvchiatric dizerders 3(0.2) (0.0, 0.5) 6(0.7) (02,14)
Irritability 300.3) 0.0, 0.5) 3{0.3) (01, 1.0y
Attention deficit lvperactivity dizordar 0 (0.0, 0.2 2003 (0.0, 0.8)
Insomnia 0 (0.0, 0.2 1{0.1) (0.0, 0.6)
Fenal and urinary disorders 10013 (0.0, 0.3) 2003 (0.0, 0.8)
Cryzuria 0 (0.0, 0.2 1{0.1) (0.0, 0.8)
Pollakiuria 10013 (0.0, 0.3 0 (0.0, 0.4)
Urinary incontinence 0 (0.0, 0.2) 1{0.1) (0.0, 0.6)
Respiratory, thoracic and medizstinal disorders T2(3.9) (31,45 30(3.3) (2.2,.46)
Cough 3200 (1.2,2.5) 12{1.3) (0.7,2.3)
Rhinorrthosa 19 (1.0 (0.6, 1.6) 11{1.2) (06, 2.1)
Masal congestion 9{0.5) (02, 0% 1{0.1) (0.0, 0.6)
Oropharmeezl pain 100.5 (0.0, 0.5) 4004 (01, 1.1)
Tonsillar byperirophy 500.3) (0.1, 0.6) 0 (0.0, 0.4y
Asthma 100.5 (0.0, 0.5) 1{0.1) (0.0, 0.6)
Rhinitis allersic 2000 (0.0, 0.4 1{0.1) (0.0, 0.6)
Adenoidal hypertrophy 2{0.1) (0.0, 0.4) )] (0.0, 0.4)
Allergic cough 2000 (0.0, 0.4) 0 (0.0, 0.4y
Eronchial hyparraactivity 1{0.13 (0.0, 0.5) 1{0.1) (0.0, 0.8)
Obztructive slaep zpnoea syndrome 100.1} (0.0, 0.3) 0 (0.0, 0.4)
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Paranazal sinus hypersecretion 140.1} (0.0, 0.3) (] (0.0, 0.4
Productive cough 0 (0.0, 0.2) 1{0.1) (0.0, 0.6)
Respiratory disorder 140.13 (0.0, 0.3) o (0.0, 04)
Zneazmz 140.13 (0.0, 0.3) 0 (0.0, 0.4)
Upper-arway cough syndromea 1{0.1} (0.0, 0.3) 0 (0.0, 04)
Skin and subcutaneous fissue disorders 20(1.1) (0.7, 1.7 T{0.8) (0.3, 1.6)
Urticania 6{0.3) (0.1, 0.7 3103 (01, 1.0
Rash 4(0.3) (0.1, 0.6) 0 (0.0, 0.4)
Dlermatitis atopic 2{0.1) (0.0, 0.4) 0 (0.0, 0.4)
Dlermatitis contact 2(0.1} (0.0, 0.4) 0 (0.0, 0.4)
Ervthema 2{0.1) {00, 0.4) 0 (0.0, 0.4)
Miliaria 140.13 (0.0, 0.3) 1{0.1) (0.0, 0.6)
Dlermatifiz 0 (0.0, 0.2) 1{0.1) (0.0, 0.6)
Dlermatitis diaper 0 (0.0, 0.2) 1{0.1) (0.0, 0.6)
Eczema 140.13 {00, 0.3) 0 (0.0, 0.4)
Rash erythematonus 1{0.1} (0.0, 0.3 0 (0.0, 04)
Fazh macular 0 (0.0, 0.2) 140.1) (0.0, 0.6)
Faszh maculo-papular 140.13 (0.0, 0.3) 0 (0.0, 0.4)
Surgical and medicz] procedures 3(0.3) (0., 0.3) 3{0.3) (0.1, 1.0}
Adenoidectomy 10.1} (0.0, 0.3) 0 (0.0, 0.4)
Circumcisicn 140.13 (0.0, 0.3) 0 (0.0, 04)
Mail cperation 0 (0.0, 0.2 1{0.1) (0.0, 0.6)
Orchidepexy 140.13 (0.0, 0.3) 0 (0.0, 0.4)
Removal of foreizn body 0 (0.0, 0.2 1{0.1) (0.0, 0.6)
Tongzue tie operaticn 1{0.1} (0.0, 0.3) 0 (0.0, 04)
Tonsillactomy 140.13 (0.0, 0.3) 0 (0.0, 0.4)
Tooth extraction 0 (0.0, 0.2 1{0.1) (0.0, 0.5)
Vazeular dizorders 140.13 (0.0, 0.3) 0 (0.0, 0.4)
Hazmatoma 140.13 {00, 0.3) 0 (0.0, 0.4)

Three participants in the BNT162b2 group experienced nonserious AEs of pain in extremity. Two were
considered by the investigator as not related to study intervention and they resolved within 2 days. Arthralgia
was reported in 2 participants in the BNT162b2 group, both cases was related to fall from coach or tree.

Two cases of febrile convulsion were reported in the BNT162b2 group, one participant who experienced fever
and febrile convulsions 43 days after dose2 which resolved within 1 day, and one participant that
experienced febrile convulsions 21 days post dosel which resolved within 1 day (both cases are further
described in section SAE). Two events of epilepsy/status epilepticus were reported, one in a participant
who was hospitalized 47 days after receiving dose2 and 3 days after receiving influenza vaccine, one event
was reported 18 days after dosel in the setting of a urinary tract infection. Both events were reported as
unrelated SAEs.

One case with anaphylactic reaction was reported in a participant the BNT162b2 group 5 days after dose.
The participant did not have shortness of breath or hypotension. The participant developed a pruritic rash
around the mouth as well as a generalized rash on the body along with abdominal pain and wheezing. The
participant was seen at an urgent care clinic and the reaction resolved. The event was considered by the
investigator as not related to study intervention. A participant experienced hypoacusis (hearing
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impairment) 65 and 153 days after dose 2. According to otolaryngologist, the first episode of hypoacusis
was due to adenoid hypertrophy, and the second episode of hypoacusis was probably due to multiple
episodes of secretory otitis media. On Day 210, the hypoacusis resolved. The events were considered by the
investigator as not related to study intervention.

Related Adverse Events — Dose 1 to 1 Month After Dose 3 - 2 to <5 Years of Age

From Dose 1 to 1 month after Dose 3, AEs assessed by the investigator as related to study intervention were
reported with similar frequencies in the BNT162b2 (2.0%) and placebo (2.0%) groups. Most related AEs were
consistent with reactogenicity events and in the SOC of general disorders and administration site conditions,
reported by 1.4% of participants in the BNT162b2 group compared with 1.2% of participants in the placebo
group.

Immediate Adverse Events — After Each Dose - 2 to <5 Years of Age

Immediate AEs reported within 30 minutes of vaccination were low in frequency after any dose (<0.3%) of
BNT162b2 or placebo. No immediate events of anaphylaxis were reported after any vaccination. After Dose 1,
immediate AEs in the BNT162b2 group were skin abrasion, erythema, injection site bruising, and injury
associated with device (0.1% each); and in the placebo group were injection site pain (0.2%), injection site
erythema, and injection site swelling (0.1% each). After Dose 2, immediate AEs in the BNT162b2 group were
injection site pain, injection site erythema, rash erythematous, and urticaria (0.1% each); and in the placebo
group were injection site erythema and injection site swelling (0.1% each).No immediate AEs were reported
after Dose 3 in either group.

Severe or Life-Threatening Adverse Events — Dose 1 to 1 Month After Dose 3 - 2 to <5 Years of
Age

AEs were reported by <0.7% of participants in both the BNT162b2 and placebo groups. Most of the events
considered as severe were unrelated SAEs. No life-threatening (i.e., Grade 4) AEs were reported from Dose 1
to 1 month after Dose 3. In the BNT162b2 group, severe AEs included pyrexia, bilateral deafness,
appendicitis, viral gastroenteritis, skin laceration, epilepsy, status epilepticus, and adenoidal hypertrophy
(0.1% each).

The status epilepticus was reported as an unrelated SAE that led to study withdrawal.
The events of epilepsy, appendicitis, and viral gastroenteritis were also reported as unrelated SAEs.

The event of pyrexia was reported as a related SAE and recorded in the e-diary as a systemic event. The
unrelated bilateral deafness is discussed above in AE analysis by SOC/PT. Epilepsy and appendicitis events
are also included in the AESI analysis.

In the placebo group, severe AEs were macular rash, bronchial hyperreactivity, epilepsy, febrile convulsion,
fall, and conjunctivitis (0.1% each). The events of bronchial hyperreactivity, epilepsy, and febrile convulsion
were reported as unrelated SAEs. The events of febrile convulsions or epilepsy are also included in the AESI
analysis.
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Adverse Events from Dose 1 to Data Cutoff Date

Few additional AEs were reported from Dose 1 to the data cutoff date (29 April 2022). Overall, frequencies of
any AEs reported after Dose 1 up the data cutoff date were similar in the BNT162b2 and placebo groups
(18.8% vs 18.9%). Many of the AEs were consistent with reactogenicity events (e.g., vomiting, pyrexia, and
fatigue). Overall, most of the additional AEs reported after 1-month post-Dose 3 up to the data cutoff date
consisted of unrelated viral infections, fevers, and other minor illnesses and injuries typical for this age group
in the general pediatric population. Additional analyses of AEs from Dose 1 to the data cutoff that included
events reported after a participant was unblinded, or that were reported for the original placebo group after
unblinding to receive active vaccination with BNT162b2, did not suggest any meaningful differences in safety
profile.

Adverse Events of Special Interest (AESI) There were no cases reported in the 2 to <5 years of age
group as of the data cutoff date (29 April 2022) of myocarditis/pericarditis, Bell’s palsy (or facial
paralysis/paresis), or vaccine-related anaphylaxis. AEs of clinical interest that were identified in the safety
database as of the data cutoff date included lymphadenopathy and appendicitis, which are summarized
below.

Lymphadenopathy: Lymphadenopathy is considered an adverse reaction to this vaccine and is noted as
such in the product labelling. Based on AE analysis during blinded follow-up from Dose 1 to 1-month post-
Dose 3, 1 case of lymphadenopathy was reported by 1 participant (0.1%) in the BNT162b2 group and none
in the placebo group. The case of lymphadenopathy occurred 2 days post dose 2 and resolved within 6 days.
The event was considered related to study intervention. Lymphadenopathy is included in section 4.8 in the
product information.

Appendicitis: Two events of appendicitis were reported, both in the BNT162b2 group and both reported as
unrelated SAEs. In one case, the participant had acute appendicitis and localized peritonitis with onset 105
days post-Dose 2 and both resolved the next day. In the other case, the participant had appendicitis with
onset 11 days post-Dose 2 that resolved the same day (see details section SAE).

MedDRA Standardized MedDRA Query (SMQ) Analysis: Based on previous FDA requests for AEs of
clinical interest in prior submissions, the following MedDRA Standardized MedDRA Query (SMQ) searches
were performed on the safety data: Angioedema, Arthritis, Convulsions, Demyelination, Hypersensitivity,
Peripheral Neuropathy and Vasculitis. No events were identified consistent with demyelination, peripheral
neuropathy, or vasculitis. Additional notable pertinent negatives from safety review (i.e., no cases reported in
this population as of the data cutoff date) included but were not limited to thrombocytopenic events,
thromboembolic or intravascular coagulation events, autoimmune events, meningitis, encephalitis, neuritis,
Kawasaki disease, MIS-C, or acute respiratory distress syndrome. Events that were identified in the search
were in the angioedema, hypersensitivity, arthritis, and convulsions SMQs which are summarized below and,
in the following table. The incidence of angioedema (SMQ) events was similar in the BNT162b2 and placebo
groups (0.4%), and the incidence of hypersensitivity (SMQ) events was higher in the BNT162b2 group
(0.9%) compared to the placebo group (0.4%).Rash is considered an adverse reaction to this vaccine and is
noted as such in the product labelling. Rashes were reported infrequently in the SMQ analysis for children 2
to <5 years of age, but at a slightly higher incidence in the BNT162b2 group (0.4%) than placebo (0.1%).

Other events from this SMQ analysis reported in the BNT162b2 group included 6 events of urticaria (n=6),
contact or atopic dermatitis (n=2 each), eczema (n=1), eyelid swelling (n=1), and allergic cough or rhinitis
(n=2 each). Of these, 4 cases of urticaria were considered as related to study intervention and all others
were considered as not related.
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Convulsions were reported at the same incidence (0.2%) in the BNT162b2 and placebo groups and are
further described in section of SAE.

Table 55. Selected standardised MedDRA queries from dose 1 to 1 month after dose 3- 2 to <5yo-Phase 2/3
blinded placebo- controlled follow-up period-safety population

Vaccine Group (az Adminiztered)

BNT162bI (3 pg) Placebo
(N==1835) (N==815)
SAMQ Ovwerall SMQ n* (%) n® (%)
System Organ Class
Preferred Term
Participants with any unseheited adverse svents within SKQ 270147 50.98)
Angioadema (SMOQ) Any msolicitad adverse evants within Angicedema (3MQ) T{0.3E) 4044
Eye dizorders 1{0.05) o
Swelling of ayvelid 1{0.05) o
General disorders and administration site conditions 0 101
Swelling face 4] 1011
Ekin and subcutanecus tissus dizorders 6033 30033
Urticana 6033 30033
Arthritis (SMMQ) Any unsolicitad adverse events within Arthritis (SO 1{0.05) o
Musculoskelatal and connective tissue disordars 1{0.05) o
Synovitis 10003 0
Comulsions (SMQ) Any unsolicited adverse evants within Comnulsions (SMQ) 4023 2(022)
Mervous system dizorders 4023 24027
Epilepsy 10003 100.11)
Fehrile comvulsion 2001L 100.11)
Status epilepticus 1{0.05) o
Derryalination (LI} Any meolicited adverse evants within Demyelination (SA0) 0 o
Hyparsensitivrty (M) Avy unsoheitad adversa events within Hypersensitivity (S0 16 (0.8T) 40045
General dizorders and administration site conditions 1{0.05) o
Injection site rash 1(0.05) 0
Immime system dizorders [i] 1011
Hypersensiftraity 0 1(0.11)
Respiratory, theracie and mediastinal disorders 4(0.22) 1{0.11)
Allargic coush 20011 1]
Fhintis allergic 2(011) 100.11)
Zkin and subeutanecus tissue disorders 11 (0.60) 2{0.22)
Darmatitiz 0 1011y
Diarmatitis atopic 2{0.11) 0
Diarmatitis contact 20011} W]
Eczema 1 (0.03) o
Faszh 4(0.23) ]
Rash erythematous 1(0.03) 1]
F.ash macular 0 100.11)
Flzzh maculo-papular 1(0.0%) o
Peripharal neurepathy (2MI0) Amy umsolicited adverse events within Peripheral neuropathy (5M10) il 0
Vasculitis (SMJ) Any umsolicited adverse events within Vasculitis (SMO) il 0

Abbreviation: 3MQ) = standardizad MedDE A quary.

MNote: MedDERA (v25.0) coding dictionary appliad,

2. N = nmumber of participants in the spacified group. This value iz the danominator for the percentage caleulations.

b. n=MNumber of parficipants reporting at laast 1 ccowrance of the specified event category. For "any unselicitad adverss events within SMQ," n = the mumber of participants
reporting at least 1 occwrrence of any unsolicited advarse evants within ShQ.

Physical examinations were performed at baseline and after vaccination, with any abnormal
findings reported per protocol.
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Phase 2/3 Safety —6 Months to <2 Years of Age

An overview of AEs reported in the 6 months to <2 years of age group from Dose 1 to 1 month after Dose 3

is shown in the table below.

Table 56. Number (%) of participants reporting at least 1 adverse event from dose 1 to 1month after dose
3-phase 2/3- blinded placebo- controlled follow- up period - 6m to <5yo-safety population.

Adverze Event

Any zdvarse svent
Related:
Sevars
Life-thraatemng

Any zenious adverze event
Related®
Sevars
Life-thraatemng

Any nonsernious adverse event
Ralated:
Severs
Life-thraatening
Any advarse event leadimg o withdrawal
Related®
Serious
Sevars
Life-thraatening
Dizath

2. N =mnumber of parficipants i the specified zroup. This vahue 1= the denonunator for the parcentags caleulafions.

Vaccine Group (az Adminiztered)

BNT162b2 (3 ug)
(N*=1178)

n® (%)

355 (30.1)
35 (4.7)
12 (1.0)
0

17 (1.4)
0

8 (0.T)
0

343 (29.1)
35(4.7)
5 (0.4)

0
3(0.3)
3 (0.3)

0
1(0.1)

0

0

Flaczho
(M=508)
nf (%0}

162 (27.1)
2173.5)
10 (1.7)

1(0.2)
14 (2.3)
1(0.2)
8 (L.3)
1(0.2)

157 (26.3)
20(3.3)
1{0.2)
0

a
0
0
0
a

a

b, n=Number of participantz reporting at least 1 ocowrence of the specified event category. For "amy advarse svent," n
= the number of participants reporting at least 1 cccurrence of any adversa event.

¢, Azzeszed by the imrrestigator as related to the stody mtsrvenhion

Subgroup Analyses

Subgroups of Phase 2/3 paediatric participants 6 months to <2 years of age had similar AE profiles from
Dose 1 to 1 month after Dose 3, overall and categorically (i.e., related or severe events) across the
BNT162b2 and placebo groups when evaluated by sex, race, ethnicity, and baseline SARS-CoV-2 status.
Subgroups of race (Black or African American, Asian, multiracial), ethnicity (Hispanic/Latino) and baseline
SARS-CoV-2 status (positive) included a limited number of participants, and their results should be
interpreted with caution. While there were some numerical differences between subgroups, there were no
meaningful differences in the overall patterns of AEs by category across these subgroups.
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Adverse Events from Dose 1 to Data Cutoff Date

AEs reported from Dose 1 to the data cutoff date (29 April 2022) is presented in the table below.

Table 57. Number (%) and incidence of participants reporting at least 1 adverse event from dose 1 to 1
month though cutoff date (29APR2022)-phase 2/3- blinded placebo- controlled follow- up period - 6m to
<5yo-safety population.

Vaccine Group (as Administered)

BNT162b2 (3 pg) Placebo
(N*=1178, TE"'=5.5) (N*=508, TE'=2.8)
Adverse Event n° % (95% CT%) IR (9506 CT) n° 9 (95% CT% IR (9594 CTH)
(/100 PY") (100 PY*)

Anvy adverse 357 303(27.7,33.0) 64.3 (58.0,71.6) 163 27.3(23.7,31.0) 58.3 (49.7. 68.0)
event

Relateds 55 4.7(33.6.0) 29 (75,128) 21  35(2.2,53 7.3 (4.7, 11.9)

Severs 12 1.0(05, 1.8 22 (1.1,38) 10 17(08 31 6 (1.7, 6.6

Life-threatening 0 0.0(0.0,0.3) 0.0 (00,07 1 02(00 09 0.4 (0.0, 2.0
Any serious 17 14(08,23) 31 (18,497 14 23(1339 5.0 (2.7.8.4
adverse event

Relateds 0 0000003 0.0 (00,07 1 0200009 0.4 (0.0, 2.0)

Severe 8 070313 14 (06,28 9 1500728 £ (1.5, 6.1)

Life-threatening ¢ 0.0(0.0,0.3) 0.0 00,07y 1 02(00,05 0.4 (0.0, 2.0)
Any nonserions 343 203 (26.7,32.0) 62.4 (36.0,69.3) 158 26.4(22.9, 30.1) 56.3 (481, 66.1)

adverse event

Relateds 55 47(35.60) a9 (735,129) 20 33(21,51) 7.2 (44, 11.1%
Severe 5 0.4(0.1, 1.0Y 09 (0.3, 2.1) 1 0.2 (0.0, 0.9 0.4 (0.0, 2.0)
Life-threateming 0 0.0(0.0,0.3) 0.0 (0.0, 0.7 o 0.0(0.0 0.6) 0.0 {00, 1.3
Any adverse 3 0.3(0.1,07 0.5 (0.1, 1.8) O 0000 08 0.0 {00, 1.5)
event leading to
withdrawal
Relateds 3 0.3(0.1,07 0.5 (0.1, 1.8) o 0000 08 0.0 (0.0, 1.5
Severe 1 0.1(0.0,0.5) 0.2 (0.0, 1.0) o 0.0(0.0 0.6 0.0 {00, 1.3)
Life-threatening 0 0.0(0.0,0.3) 0.0 (00,07 o 0.0(0.0 08 0.0 {00, 1.5
Death 0 000003 0.0 (0.0,0.7) o 0.0(0.0 08 0.0 (0.0, 1.3)

a N =rnumber of participants in the specified group. This value is the denominator for the percentage caleulations.

L. TE =total exposure time in 100 person-years (PY) across all participants in the specified group. Exposure time for a
participant is the time from

dose 1 through unblinding or cutoff date. This value is the denominator for the incidence rate (IR) calculation.

¢.  n=Number of participants reporting at least 1 occurrence of the specified event category. For "any adverse event" n
= mumber of participants reporting at least 1 ccourrence of amy event.

d. 2-Sided CI bazed on Clopper-Pearson.

e. IR is calcolated as number of participants reporting the event'total exposure time in 100 PY across all participants in
the specified group.

£ 2-Sided CT bazed on Poisson distribution.

g Assessed by the investigator as related to the study intervention

Adverse Events from Dose 1 to 1 Month After Dose 3
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AEs reported from Dose 1 to 1 month after Dose 3 for participants 6 months to <2 years are presented in the
table below.

Infections and illnesses typical of this age group were also reported with no clinically meaningful imbalance
between groups. This AE profile is generally consistent with that observed for other age groups, that is, most
events are either reactogenicity or age-appropriate occurrences expected in the general population.

Analysis of AEs from Dose 1 to 1-month post-Dose 2 and from Dose 3 to 1-month post-Dose 3 overall and by
Tier 2 events did not suggest any safety concerns.

Table 58. Number (%) of participants reporting at least 1 adverse event from dose 1 to 1month after dose
3, by system Orgam class and preferred term -phase 2/3- blinded placebo- controlled follow- up period - 6m
to <5yo-safety population.

Vaeceine Group (az Adminiztered)

BNTL62bE (3 uz) Placebo
(M=1178) (N==205)
Syatem Organ Clazs n® (%) (95% CI7) n® (%) (55% CTI7)
Preferred Term
Amv adverse event 330301 (275,328 162271 (23.6, 30.8)
Elood and hrmphatic system disorders T {0.8) (02, 1.2) 0 (0.0, 0.8)
Ircn deficiency anaemia 3(0.3) (0.1, 0.7 0 (0.0, 0.6)
Lymphadencpathy 2(0.2) (0.0, 0.6) 0 (0.0, 0.6)
Leaukopenia 1{0.13 (0.0, 0.5) 0 (0.0, 0.6)
Neutropenia 1{0.1) (0.0, 0.5) 0 (0.0, 0.6)
Pancviopenia 1{0.1) (0.0, 0.5) 0 (0.0, 0.6)
Thrombocytopenia 1{0.13 (0.0, 0.5) 0 (0.0, 0.6)
Congenital, familial and ganetic disorders 1{0.1) (0.0, 0.5) 1¢0.2) (0.0, 0.9)
Dermoid cyst 1{0.1) (0.0, 0.5) 0 (0.0, 0.6)
Farnilizl mediterranean faver 0 (0.0, 0.3) 1{0.2} (0.0, 0.9y
Ear and labyrinth disordars 2{0.2) (0.0, 0.6) 3{0.8) (0.3, 1.9
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Ear pamn 0 (00, 03] 2003 0.0, 1.3
Ear inflammmation 0 (0.0, 0.3) 1¢0.2) (0.0,0.9
Eustachizn tube dysfinction 0 (0.0, 0.3) 1{0.2) (0.0,09
Morrhoaz 0 (0.0, 0.3) 1{0.2) 00.0,0.m
Tvmpanic membrane perforation 140.1) (0.0, 0.3) 1 (0.0, 0.8
Vertizo 140.1) (0.0, 0.3) 0 (0.0, 0.8
Eve disordars 1{0.1) (0.0, 0.5) 1{0.2) 00.0,0.m
Eve swelling 0 (0.0, 0.3) 1{0.2) (0.0,09
Swelling of avelid 1(0.1) (0.0, 0.3) 0 (0.0, 0.8)
Gastrointestinal dizorders 105 (B9 (73,107 320(8.T) (6.6, 11.2)
Vomiting 47 4. (2833 19048 (33,69
Dhiarrhosa 3333 (24,43 1702.8) (1.7,4.5)
Teathing 12(1.0) (0.3, 1.3 2013 (0.6, 2.6
Drespepaia 3{0.3) (0.1,0.7 1{0.2) 00.0,0.m
Censtipation 3003 (0.1, 0.7 1 (0.0, 0.8
Faecas dizcoloured 1{0.1) (0.0, 0.5) 1{0.2) 00.0,0.m
Abdominal pain 1{0.1) (0.0, 0.3) 0 (0.0, 0.8)
Abdominal pain upper 140.1) (0.0, 0.3) 1 (0.0, 0.8
Anzl ervthema 0 (00, 03] 1{0.2) (0.0, 0.9
Bowel mevement irragulanity 1{0.1) (0.0, 0.5) 0 (0.0, 0.8)
Ingzuinzl hernia 1{0.1) (0.0, 0.3) 0 (0.0, 0.8)
Oral mucosal aruption 140.1) (0.0, 0.3) 1 (0.0, 0.8
Stomatitis 1{0.1) (0.0, 0.3) 0 (0.0, 0.8)
Tocthache 1{0.1) (0.0, 0.3) 0 (0.0, 0.8)
(ranerzal disorders and admmustration site conditions 6705 4470 EXT )] (38,71
Purexia M8 (33,39 2347 (3.1,6.7)
Fatigua (0.7 (0.3, 1.3 2003 0.0, 1.3
Injection site ervthema 203 (03,14 1{0.2) (0.0,09
Injection sife pain 1{0.1) (0.0, 0.3) 1{0.2) (0.0, 0.9
Adverse food reaction 0 (0.0, 0.3) 1{0.2) 00.0,0.m
Chulls 1{0.1) (0.0, 0.3) 0 (0.0, 0.8)
Gait disturbance 140.1) (0.0, 0.3) 1 (0.0, 0.8
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Injection site hzemorrhage 1{0.1) (0.0, 0.5) 0 (0.0, 0.6)

Injection site swelling 1{0.1) (0.0, 0.5) i (0.0, 0.6)
Injection site warmth 1{0.1) (0.0, 0.5) 0 (0.0,0.8)
Irritability postiaccinal 0 (0.0, 0.3) 1{0.2) (0.0,0.9
Vessel punchre site rash 1{0.1D (0.0, 0.3) 0 (0.0, 0.8
Immume system disorders T {0.6) (02,12 3(0.%) i0.1,1.5
Zeazonal zllerzy 2{0.2) (0.0, 0.8) 1{0.2) (0.0,0.9
Anaphylactic reaction 140.1) (0.0, 0.3) 1{0.2) (0.0,0m
Allergy to zrthroped sting 1{0.1) (0.0, 0.5) 0 (0.0,0.8)
Drug hypersensitivity 0 (0.0, 0.3) 1{0.2) (0.0,0.9
Food allersy 1{0.1) (0.0, 0.5) i (0.0, 0.6)
Hyparsensitivity 1{0.1) (0.0, 0.5) 0 (0.0,0.8)
Serorn sicknass 1{0.1) (0.0, 0.5) 0 (0.0,0.8)
Infactions and infestations 11698 (82,117  58(87) (74 124)
Oiitis media 19(1.6) (1.0, 2.5) 1522 (12,37
Hand-foot-and-mouth dizeasze 18(1.5) (0.9, 2.4 1522 (12,37
Ear infaction 1201.0% (0.3, 1.8) 3013 (0.6, 2.6
Flhunitis 10 (0.8} 04, 1.8 0.8 03,19,
Conjunctivitis 116099 (0.5, 1.7) 2(0.3) 0.0,1.2
(Dtitis media acute &({0.3) 2, 1.1) 3{0.3) (0.1, 1.3
Upper respiratery tract infection 3403 (01, 0.7 3{0.3) 0.1, 1.3
Castroenteriti J04) (0.1, 1.07 0 (0.0,0.8)
Respiratery syncviial virs bronchiolitiz 4¢{0.3) (01, 0.9 1{0.2) (0.0,0m
Fungal skin infoction 4{0.3) (0.1, 0.5 0 (0.0,0.8)
Sinositis 2(0.2) (0.0, 0.5) 2(0.3) (0.0,1.2
Gastroenteritiz viral 303 (0.1, 0.7 0 (0.0, 0.6)
Imnpatizo 3(0.3) (0.1, 0.7) 0 (0.0, 0.8)
Masopharymgitis 2{0.2) (0.0, 0.8) 1{0.2) (0.0,0.9
Urinary fract infaction 2(0.2) (0.0, 0.6) 1(0.2) (0.0,0.9)
Viral upper respiratory tract infaction 3403 (01, 0.7 0 (0.0, 0.6)
Bronchiolitiz 0 (00, 0.3) 2{0.3) (0.0, 1.2
Gastroenterits rotavims 1{0.1) (0.0, 0.5) 1{0.2) (0.0,09
Genital candidiasiz 1{0.1) (0.0, 0.5) 1(0.2) (0.0,0.9
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Hordechm 0 (0.0, 0.3) 2003 0.0, 1.2

Orral herpes 2(0.2) (0.0, 0.8) 0 (0.0, 0.6
Ortitis media chronic 1{0.1) (0.0, 0.5) 1{0.2) (0.0, 0.9
Preumonia 2{0.2) (0.0, 0.8) 0 (0.0, 0.6)
Fozeola 1{0.1) (0.0, 0.3) 1{0.2) (0.0, 0.3
Viral infection 0 (0.0, 0.3) 2(0.3) (0.0, 1.0
Amnal ahsress 1{0.1) (0.0, 0.3) 0 (0.0, 0.6
Body tinea 1(0.1) (0.0, 0.3) 0 (0.0, 0.6
Boston exanthemz 0 (0.0, 0.3) 1¢0.2) (0.0, 0.9
Callalitz 1{0.1) (0.0, 0.5) 0 (0.0, 0.6
Coxsackie viral infection 0 (00, 0.3 1{0.2) (0.0,0.9
Enterchiasis 1{0.1) (0.0, 0.3) 0 (0.0, 0.8
Entercvirus infection 1{0.1) (0.0, 0.3) 0 (0.0, 0.6)
Ervthema infacticzum 1{0.1) (0.0, 0.5) 0 (0.0, 0.6
Exanthama subitom 1{0.1) (0.0, 0.3) 0 (0.0, 0.6)
Furunela 1{0.1) (0.0, 0.3) 0 (0.0, 0.6
Gastroemnterihis norovins 0 (0.0, 0.3) 1{02) (0.0, 0.,
Largs intestine infaction 1{0.1) (0.0, 0.5) 0 (0.0, 0.6
Lovwer respiratory fract infection 1¢0.13 (0.0, 0.5) 0 (0.0, 0.5
Loover rezpiratory fract infaction viral 1{0.1) (0.0, 0.3) 0 (0.0, 0.6)
hastoiditis 1{0.1) (0.0, 0.5) 0 (0.0, 0.6
hatapneumeonirus nfection 1{0.1) (0.0, 0.5) 0 (0.0, 0.6)
holhzeom contaziosum 0 (0.0, 0.3 1{0.2) (0.0, 0.3
Orral candidiasis 1{0.1) (0.0, 0.3) 0 (0.0, 0.6
Penile infaction 1{0.1) (0.0, 0.5) 0 (0.0, 0.6
Pharvngeitis straptococeal 1¢0.13 (0.0, 0.5) 0 (0.0, 0.5
Respiratory syneviial virue mfecton 1{0.1) (0.0, 0.3) 0 (0.0, 0.6)
Fhinovirus infection 1{0.1) (0.0, 0.3) 0 (0.0, 0.6
Staphylococcal skin mfechon 0 (0.0, 0.3) 1{0.2) (0.0, 0.9
Subeutaneous abscess 1{0.1) (0.0, 0.3) 0 (0.0, 0.6
Tinea infection 1{0.1) (0.0, 0.3) 0 (0.0, 0.6
Tinea versicolour 1{0.1) (0.0, 0.5) 0 (0.0, 0.6
Tonallitis 0 (0.0, 0.3) 1{0.2) (0.0, 0.9
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Viral rash 140.13 {0.0,0.3) 0 (0.0, 0.6)

Injury, poizoming and procedural complications 22019 (1.2, 2.8) 1302.3) (14,41
Fall 3(04) 0.1, 1.0 4{0.7 02,17
Head myry 1{0.1) (0.0, 0.3) 4{0.T 02,17
Thermal bam 3(0.3) {0.1,0m 1{0.2) (0.0, 0.8
Lk injury 2{0.2) (0.0, 0nE) 1{2) (0.0, 0.5
Skan laceration 3(0.3) {0.1,0m 0 (0.0, 0.6)
Upper limb fracture 1{0.1) (0.0, 0.3) 1{2) (0.0, 0.5
Apcidental orverdosa 1{0.1) (0.0, 0.3) 0 (0.0, 0.6)
Animal bita 1{0.1) (0.0, 0.3) 0 (0.0, 0.6)
Animal scratch 0 (0.0, 0.3) 1{2) (0.0, 0.5
Arthropod bits 1{0.1) (0.0, 0.3) 0 (0.0, 0.6)
Bums zecond dagree 0 (0.0, 0.3) 1{2) (0.0, 0.5
Contusion 1{0.1) (0.0, 0.3) 0 (0.0, 0.6)
Cramiocarsbral ijury 0 (0.0, 0.3) 1{2) (0.0, 0.5
Errironmental exposure 1¢0.1) (0.0, 0.3) 0 (0.0, 0.6)
Exposure to laad 1{0.1) (0.0, 0.3) 0 (0.0, 0.8)
Eve abrazion 1{0.1) (0.0, 0.3) 0 (0.0, 0.8)
Fermur fractura 1{0.1) (0.0, 0.5) 0 (0.0, 0.6)
Foreizn body ingesticn 140.1) (0.0, 0.3) 0 (0.0,0.8
Joumt dislocation 1{0.1) (0.0, 0.5) 0 (0.0, 0.6)
Ligament sprain 0 (0.0, 0.3) 1{2) (0.0, 0.5
Lip myury 1¢0.1) (0.0, 0.3) 0 (0.0, 0.6)
Periorhital hasmatoma 0 (0.0, 0.3) 1{0.2) (0.0, 0.5
Post procedural discomfort 1{0.1) (0.0, 0.3) 0 (0.0, 0.8)
Fadial head dizlocation 0 (0.0, 0.3) 1{0.2) (0.0, 0.5
Seratch 0 (0.0, 0.3) 1{2) (0.0, 0.5
Skan abrasion 1{0.1) (0.0, 0.5) 0 (0.0, 0.6)
Tibiz fracture 1{0.1) (0.0, 0.3) 0 (0.0, 0.8)
Wound 1¢0.1) (0.0, 0.5) 0 (0.0, 0.6)

Imvestizations 140.1) (0.0, 0.3) 3{03) (0.1,1.5)
Beody temperature increasad 0 (0.0, 0.3) 3{0.3) (0.1,1.5
Elactrocardiogram zhnormal 140.1) (0.0, 0.3) 0 (0.0, 0.6)
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Metzbolizm znd nutrition dizordars
Decreased appetite
Feeding dizordar
Feeding mtoleranca
Hyvpoglreasmia
Lactoze mntolerancs
Musculeskeletal and conmactive tizsue dizcrdars
Hypemmobility syndromes
hluzcular wezknaezz
Heoplazms benign, maliznant zand unspecified (inel cvsts
and polyps)
Hasmangziomaz of breast
Marvous systern dizerders
Somnclanca
Selzurs
Febrile comnmulsion
Headache
Latharzy
Hypogloszal nerve disorder
Hypotoma
Product iszues

Dievice dislocation
Pavchiatric dizordars
Irmitability
Staring
Eenzl and urinary disorders
Pollakuna

Eeproductive svetem and breast dizorders
Balanoposthitis

Bespiratory, thoracic and medizstinal disorders
Rhmomhosa

7 (0.6)
4(0.3)
2(0.2)
0
0
160.1)

100.13
100.13
0

1(0.13

100.13
14(1.3)
5(0.4)
2(0.2)
2{0.2)
2(0.2)
1¢0.1)
100.13
100.13
1¢0.1)
100.13
17 (1.4)
16 (1.4)
1¢0.1)

100.13
100.13
1¢0.1)
100.13
39 (5.0)
26 (2.2)

©2,
@1,
(0.0,
(0.0,
(0.0,
(0.0,
(0.0,
(0.0,
(0.0,

(0.0,

(0.0,
(0.7,
(0.1,
(0.0,
(0.0,
(0.0,
(0.0,
(0.0,
(0.0,
(0.0,
(0.0,
0.3,
0.3,
(0.0,
(0.0,
(0.0,
(0.0,
(0.0,
(3.3,

(L4,

12)
0.9)
0.6)
0.3)
0.3)
0.5)
0.5)
0.5)
0.3)
0.5)

0.5)
2.0)
1.0)
0.6)
0.6)
0.6)
0.5)
0.5)
0.5)
0.5)
0.5)
2.3)
2.2
0.5)
0.5)
0.5)
0.5)
0.5)
6.4)

3.0

3(0.5)
1(0.2)
1(0.2)

1(0.2)

o

(]

-
[
-

Tt

(=)
s
[ R s | [ R ) [t I s B ) [ R ) [t}

21 (3.5)
10 (L7

0.1,
0.0,
0.0,
0.0,
0.0,
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(0.0,
(0.0,
(0.0,

(0.0,

0.0,
.1,
0.0,
0.0,
(0.0,
0.0,
(0.0,

(0.0

1.3)
0.9)
0.6)
0.9)
0.9)
0.6)

0.9)
0.6)
0.9)

0.6)

0.6)
1.3)
0.9)
0.9)
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0.6)
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(0.0,
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(0.3,
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Couzh 19(1.6) (10,25 6 (L.0) (04,22

Mazal congestion 12 (100 (0.5, 1.8) 3{0L5) 01,15
Sneering (0.3 (0.0, 0.8) 1{0.3) (0.0,09
Asthma 2{0.2) (0.0, 0.8) 1 (0.0, 0.8
Bronchial hyparreaactivity 0 0.0, 0.3) 1{0.2) (0.0, 0.9
Childhood asthma 140.1) (0.0, 0.3) 1 (0.0, 0.8
Choling 0 {00, 03] 1{0.3) (0.0,09
Drvephonia 140.1) (0.0, 0.3) 1 (0.0, 0.8
Preumomedizstinmm 0 {00, 03] 1{0.3) (0.0,09
Rlespiratory distress 0 (0.0, 0.3) 1¢0.2) (0.0,09
Tonstllar lnpertrophy 1{0.1) (0.0, 0.5) a (0.0, 0.8
Uppar-arrway cough syndroms 1{0.1) (0.0, 0.5) 0 (0.0, 0.6)
Skin and subcotaneous tizsue disorders 350300 2.1.41) 1728} (1.7.43
Fash 507 (03,13 3005 01,13
Urticaria 8(0.T) (0.3, 1.3 3(0.%) 01,13
Eczema g (0.1, 1.00 4 (0.7 (02,17
Dienmatitiz diaper 3{0.3) {0.1,0.7 305 (0.1, 1.3
Flash macular 140.1) (0.0, 0.3) 2¢(0.3) 00,12
Rash maculo-papular 2{0.2) 0.0, 0.8) 1{0.2) (0.0, 0.9
Rash papular 1{0.1) (0.0, 0.5) 2(0.3) (00,12
Alopecia 1{0.1) (0.0, 0.3) 0 (0.0, 0.6
Diermatitis 1{0.1) (0.0, 0.5) 0 (0.0, 0.6
Dermatitis atopic 1{0.1) (0.0, 0.5) a (0.0, 0.8
Dermatitis contact 140.1) (0.0, 0.3) 1 (0.0, 0.8
Drug emption 1{0.1) (0.0, 0.3) 0 (0.0, 0.6
Ecchymosis 1{0.1) (0.0, 0.3) 0 (0.0, 0.6
Ervthema 0 (0.0, 0.3) 1¢0.2) (0.0,09
Patechiaa 1{0.1) (0.0, 0.3) 0 (0.0, 0.6
Rash ervthematous 1{0.1) (0.0, 0.5) a (0.0, 0.8
Rash prunitic 0 (0.0, 0.3) 1¢0.2) (0.0,09
Vazcolar disorders 1{0.1) (0.0, 0.3) 4 (0.7 (0.2, 1.7
Cyanosis 0 (0.0, 0.3) 3¢(0.3) 01,13
Fluzhing 0 {0.0, 0.3) 1{0.2) (00,09

Select AEs that were reported from Dose 1 to 1-month post-Dose 3 that according to the MAH merit
additional detail to provide a fuller clinical picture are summarized below.

Leukopenia/Thrombocytopenia

A participant with a medical history of long QT syndrome, received Dose 1 BNT162b2 (3 ug) in Q2 2021 and
Dose 2 BNT162b2 (3 pg) on Day 28. Fourteen days after receiving Dose 1 clinical laboratory tests showed
leukocytes 2400/mm?3 (RR: 4500-13,000/mm3) (reported as leukocytopenia, non-SAE, grade 2) and
thrombocyte platelets count 113,000/mm?3 (RR: 227,000-550,000/mm?3) (reported as thrombocytopenia,
non-SAE, Grade 2). COVID-19 test was negative. The participant developed a fever, loss of appetite, and
drowsiness, was less active on Day 15, and a diagnosis of stomatitis was made on Day 16 (reported as
herpetic stomatitis, non-SAE, grade 1, resolved on Day 18). Laboratory tests on Day 27, were within the RRs
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(leukocytes 6500/mm?3 and platelets 289,000/mm?3) and thrombocytopenia and leukocytopenia considered
resolved (in summary by the assessor with information from safety narrative) In the opinion of the
investigator, there was a reasonable possibility that the leukopenia and thrombocytopenia were related to the
study intervention. Thrombocytopenia and leukocytopenia are not described as AEs in the SmPC but nor
thrombocytopenia or leukocytopenia presented in this case were profound and both events fully resolved.
Stomatitis, fever and loss of appetite may indicate other infection(s), and this could also have caused this
transient and small affection on thrombocytes and leucocytes. At rechallenge (dose 2 on Day 28) no new AEs
were reported.

Neutropenia
further discussed also including other reported AE (gastroenteritis) in section SAEs
Gait disturbance

A participant developed nonserious mild right leg limping of unknown origin in 6 days post-Dose 1 of
BNT162b2 that resolved the next day The event was considered by the investigator as not related to study
intervention and did not recur with the second dose and agreed.

Vertigo

A participant had vertigo 12 days post-Dose 1 of BNT162b2 (reported as non-SAE, Grade 1) and was
assessed by the investigator as attributed to motion 12 days post-Dose 1 of BNT162b2. The vertigo resolved
and is assessed by the investigator as not related and this is agreed.

Seizure/febrile seizure
2 events of seizure were reported in the BNT162b2 group

A participant with no pertinent medical history, received Dose 1 BNT162b2 (3 pg) in Q1 2022 and Dose 2
BNT162b2 (3 pg) on Day 55. The participant experienced a febrile convulsion (reported as SAE, Grade 2), 38
days after receiving Dose 1, and was admitted to the hospital. This case is further described in Section SAE.

A participant with no pertinent medical history, received Dose 1 BNT162b2 (3 pg) in Q3 2021 and Dose 2
BNT162b2 (3 pg) on Day 22. The participant experienced a seizure (reported as non-SAE, Grade 3), 163
days after receiving Dose 2 and was unresponsive for approximately 60 seconds, with no jerking movements
and some blue discoloration of skin. After gaining consciousness, the participant experienced a period of
lethargy and fussiness for 10 to 15 minutes. Blood glucose was normal (84 mg/dL), but the participant was
noted to have chest congestion. Laboratory testing detecting rotavirus in a stool sample and 2
electrocardiograms (ECGs) that showed possible borderline left ventricular hypertrophy. The participant was
discharged from the hospital with a diagnosis of rotavirus infection. Approximately seven months after
receiving dose 1, the participant was evaluated by a neurologist and neurological examination results were
normal. The results of the EEG performed were normal. Later that month, the participant was evaluated by a
cardiologist: echocardiogram (normal) and ECG (normal).

Both cases described above occurred >30 days after vaccination and were considered by the investigator and
the MAH as not related to study intervention and is agreed.

A participant in the BNT162b2 group had an SAE of seizure (Grade 1) with unknown cause, with onset 3 days
post-Dose 2 and resolved. This case is further described in Section SAE.
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Serum sickness

A participant who had mild serum sickness (described as full body rash) (reported as non-SAE, Grade 1) with
onset 31 days post-Dose 2 of BNT162b2 and was according to the investigator attributed to antibiotic
treatment and resolved in 6 days. It is noted that the MAH informs that this case included in AESI analysis
but no further information is found.

Pyrexia

A participant experienced pyrexia (reported as non-SAE, Grade 2), 2 days after receiving Dose 3, duration 3
days with maximum temp 104.9°F (40.5°C). In the opinion of the investigator, there was a reasonable
possibility that the pyrexia was related to the study intervention and led to withdrawal. This case is further
described (in section discontinuation due to AEs).

A participant who developed pyrexia (reported as non-SAE, Grade 3, related). A diagnosis of exanthema
subitum was made on 1 day after receiving Dose 1. The participant was withdrawn from the study because of
the pyrexia. This case is further described in section discontinuation due to AEs.

Anaphylactic reaction

One participant in the BNT162b2 group and 1 participant in the placebo group each had unrelated SAEs of
anaphylaxis (both attributed to food allergic reactions), with the events resolving within a day of onset. These
cases are detailed in the section for SAE.

Cyanosis

A participant in the placebo group had a severe SAE of cyanosis with onset 5 days post-Dose 1 and resolved
the same day. The event was considered by the investigator as related to study intervention. An extensive
medical work-up was performed in the Emergency Room with normal findings, and the child was discharged
home with no further abnormalities noted.

One participant was reported with cyanosis 172 days post-Dose 2 placebo, assessed by the investigator as
caused by abdominal pain, and resolved.

Related Adverse Events - Dose 1 to 1 Month After Dose 3 - 6 Months to <2 Years of Age

AEs assessed by the investigator as related to study intervention were reported at a slightly higher frequency
in the BNT162b2 group (4.7%) than in the placebo group (3.5%). Most related AEs were consistent with
reactogenicity events, most reported in both the BNT162b2 and placebo groups from the SOCs of general
disorders and administration site conditions (1.6% and 0.7%) and gastrointestinal disorders (1.4% and
1.3%) (Table below).
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Table 59. Number (%) of participants reporting at least 1 adverse event from dose 1 to 1month after dose
3, by system Orgam class and preferred term -phase 2/3- blinded placebo- controlled follow- up period - 6m
to <5yo-safety population.

Vaccine Group (a3 Administered)
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Bezpiratory, tharacic and mediastmal dizarders 2004 700, D) 200.3) (00, 1.3
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Immediate Adverse Events

Immediate AEs reported within 30 minutes of vaccination were low in frequency after any dose (<0.5%) of
BNT162b2 or placebo. No immediate events of anaphylaxis were reported after any vaccination. After Dose 1,
immediate AEs in the BNT162b2 group were vomiting, injection site erythema, and hematoma (0.1% each);
and none in the placebo group.

After Dose 2, immediate AEs in the BNT162b2 group were injection site erythema (0.2%) and injection site
swelling and rash (0.1% each); and in the placebo group were vomiting, injection site erythema, scratch, and
flushing (0.2% each). No immediate AEs were reported after Dose 3 in either group.

Severe or Life-Threatening Adverse Events - Dose 1 to 1 Month After Dose 3

Severe (Grade 3) AEs reported from Dose 1 to 1-month post-Dose 3 were reported at similar incidences in
the BNT162b2 (1.0%) and placebo (1.8%) groups. Most severe AEs were gastrointestinal or respiratory
infections/illnesses reported as unrelated SAEs, with no imbalance between groups.

One life-threatening (i.e., Grade 4) AEs was reported from Dose 1 to 1 month after Dose 3, by a participant
in the placebo group who had a thermal burn that was reported as a non-related SAE.

In the BNT162b2 group, notable severe events included:
e 1 participant had severe, non-serious neutropenia (as described in section SAE).

e 1 participant had pyrexia 2 days after Dose 1 that led to withdrawal (see section discontinuation) and
was assessed by the investigator as severe and related to study intervention; a concurrent AE of
exanthema subitum (attributed to a viral infection) considered not related to study intervention; both
events resolved within 4 days.
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¢ 1 participant with a history of nut allergy reported had an unrelated event of severe anaphylactic reaction
caused by a nut allergy, also reported as an SAE (see section SAE) and included in the AESI analysis.

e 1 participant was reported having an anaphylactoid reaction that resolved (reported as SAE, grade 3)
directly after eating nut. The participant had received dose 1 BNT162b2 (3ug) 15 days before this event
and was assessed as by the investigator and MAH as not related to the study intervention or clinical trial
procedures but was considered related to a nut allergy, that is agreed by the assessor (for details see
section SAE).

e 2 participants had unrelated severe events of febrile convulsion or seizure (n=1 each), (for details see
section SAE).

In the placebo group, 2 severe events of cyanosis were reported as SAEs (described above), one attributable
to ‘abdominal pain’ and one of unknown aetiology both assessed as unrelated.

Subgroup Analyses

Subgroups had similar AE profiles from Dose 1 to 1 month after Dose 3, across the BNT162b2 and placebo
groups when evaluated by sex, race, ethnicity, and baseline SARS-CoV-2 status. Subgroups of race (Black or
African American, Asian, multiracial), ethnicity (Hispanic/Latino) and baseline SARS-CoV-2 status (positive)
included a limited number of participants, and their results should be interpreted with caution. In general, the
AE profiles within each subgroup were similar to the overall AE profile for the safety population as whole,
reflecting events consistent with reactogenicity and other childhood illnesses and injuries that are commonly
reported in the general pediatric population. While there were some numerical differences between
subgroups, there were no meaningful differences in the overall patterns of AEs by category across these
subgroups.

Adverse Events from Dose 1 to Data Cutoff Date

Few additional AEs were reported from Dose 1 to the data cutoff date (29 April 2022) for participants 6
months to <2 years. Overall, frequencies of any AEs reported after Dose 1 up to the data cutoff date were
similar in the BNT162b2 and placebo groups (30.3% vs 27.3%).

Many of the AEs were consistent with reactogenicity events (e.g., vomiting, pyrexia, and fatigue). Overall,
most of the additional AEs reported after 1-month post-Dose 3 up to the data cutoff date consisted of
unrelated viral infections, fevers, and other minor illnesses and injuries typical for this age group in the
general pediatric population. Additional analyses of AEs from Dose 1 to the data cutoff that included events
reported after a participant was unblinded, or that were reported for the original placebo group after
unblinding to receive active vaccination with BNT162b2, did not suggest any meaningful differences in the
safety profile.

e One nonserious case of anaphylactic reaction was reported in the BNT162b2 group, considered not
related to study intervention, by a participant after they were unblinded in the study (therefore not
included in summary tables of blinded placebo-controlled AEs). This participant had a pertinent medical
history of eczema, multiple food allergies, and eczema coxsackium, received Dose 1 BNT162b2 (3 ug) in
Q2 2021, Dose 2 BNT162b2 (3 ug) on Day 22, and Dose 3 BNT162b2 (3 ug) on Day 246. The participant
experienced an anaphylactic reaction, 64 days after receiving Dose 3 BNT162b2 (3 pg) (reported as non-
SAE grade). The trigger for this event was unknown. The participant presented with vomiting and

Assessment report on extension of marketing authorisation
EMA/890761/2022 Page 124/155



pruritus, which are the same symptoms that the participant experienced during prior allergic episodes.
The participant got treatment at home and at the hospital. All symptoms lasted no more than 1 hour, and
the event resolved the same day. In the opinion of the investigator, there was no reasonable possibility
that the anaphylactic reaction was related to the study intervention, and this is agreed.

Adverse Events of Special Interest (AESI)

There were no cases reported in the 6 months to <2 years of age group as of the data cutoff date (29 April
2022) of myocarditis/pericarditis, Bell’s palsy (or facial paralysis/paresis), appendicitis, or vaccine-related
anaphylaxis.

AEs of clinical interest that were identified in the safety database as of the data cutoff date included
lymphadenopathy as summarized below.

Lymphadenopathy

Lymphadenopathy is considered an adverse reaction to this vaccine and is noted as such in the product
labelling. Based on AE analysis from Dose 1 to 1-month post-Dose 3 during blinded follow-up ,
lymphadenopathy was reported in 2 participants (0.2%) in theBNT162b2 group and none in the placebo
group. Lymphadenopathy is already included in section 4,8 of the product information.

Details of these cases are as follows:

e A participant was noted to have a neck mass of unspecified size 24 days post-Dose 2 of BNT162b2
(administered in the left thigh), considered as not related to study intervention. The participant was seen
in Q1 2022 by an ear nose and throat specialist who conducted an ultrasound and diagnosed the mass as
a swollen lymph node of unknown etiology, with no other symptoms reported; follow-up with the
specialist and with the pediatrician was scheduled.

e A participant, had a mild enlarged left leg lymph node (groin) on 2 days post-Dose 2 of BNT162b2
(administered in the left thigh), resolved in 3 days, and was considered by the investigator as related to
study intervention and this assessment is agreed.

SMQ Analysis Based on previous FDA requests for AEs of clinical interest in prior submissions, the following
MedDRA Standardized MedDRA Query (SMQ) searches were performed on the safety data: Angioedema,
Arthritis, Convulsions, Demyelination, Hypersensitivity, Peripheral Neuropathy and Vasculitis. No events were
identified consistent with arthritis, demyelination, peripheral neuropathy, or vasculitis. Additional notable
pertinent negatives from safety review (ie, no cases reported in this population as of the data cutoff date)
included but were not limited to thrombocytopenic events, thromboembolic or intravascular coagulation
events, autoimmune events, meningitis, encephalitis, neuritis, Kawasaki disease, MIS-C, or acute respiratory
distress syndrome.

Events that were identified in the search were in the angioedema, hypersensitivity, and convulsions SMQs
which are summarized below. The safety review using SMQs was based on AEs reported from Dose 1 to 1-
month post-Dose 3 during blinded and placebo-controlled follow-up.
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Angioedema/Hypersensitivity

The incidence of angioedema (SMQ) events was similar in the BNT162b2 (0.8%) and placebo (0.7%) groups,
and the incidence of hypersensitivity (SMQ) events was similar in the BNT162b2 group (2.1%) compared to
the placebo group (2.0%). Rash is considered an adverse reaction to this vaccine and is noted as such in the
product labelling. Rashes were reported infrequently in the SMQ analysis for children 6 months to <2 years of
age and at similar incidences in the BNT162b2 (1.1%) and placebo (1.2%) groups. In the BNT162b2 group,
these included 13 events (including PTs of vessel puncture site rash, rash, rash erythematous, rash macular,
rash maculo-papular) of which 7 events were considered by the investigator as related to vaccination. Rashes
assessed as related to vaccination were typically mild to moderate, occurred in anatomical locations of
extremities (upper and lower), torso, or face with typical onset of 1 to 5 days post-dose, and most resolved
within 6 days of onset.

e One participant in the BNT162b2 group had a rash (generalized rash on face and trunk) on 6 days post-
Dose 1 resolving in 4 days, that led to withdrawal (described in section withdrawal).

Other events from this SMQ analysis reported in the BNT162b2 group included events of urticaria (n=8),
dermatitis or dermatitis atopic/contact (n=1 each), eczema (n=5), eyelid swelling (n=1), Of these, 1 case of
urticaria was considered as related to study intervention and all others were considered as not related.

e Two unrelated severe anaphylactic reactions (attributed to food allergic reactions) were reported (n=1
each in the BNT162b2 and placebo groups) in participants with medical histories of pre-existing food
allergies; both were reported as SAEs.

e One unrelated event of mild serum sickness (full body rash) was reported in 1 participant in the
BNT162b2 group (attributed to amoxicillin treatment), with onset 31 days post-Dose 2 and resolved in 6
days

e One unrelated event of drug eruption (attributed to Amoxicillin allergy) was reported by a participant in
the BNT162b2 group with onset on Day 30 post-Dose 2 and resolved in 3 days.

e One unrelated event of hypersensitivity (unknown cause) was reported by a participant in the BNT162b2
group with onset 59 days post-Dose 2 and resolved the same day.

e One unrelated event of mild drug hypersensitivity (attributed to a new drug allergy to penicillin) was
reported in a participant in the placebo group with onset 15 days post-Dose 1 who also had concurrent
urticaria (rash on trunk, face, and bilateral extremities) that was reported as resolved 5 days later.

Convulsions

Convulsions were reported at the similar incidences in the BNT162b2 (0.3%) and placebo (0.2%) groups. The
two events are described at section SAE.
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Table 60. Selected standardised MedDRA queries from dose 1 to 1 month after dose 3- 6m to <5yo-Phase
2/3 blinded placebo- controlled follow-up period-safety population

Vaccime Group (a5 Administered)
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Teporting at least 1 poowmence of amy unsolicited adverze events within SMAG)

Other Safety Evaluations

Physical examinations were performed at baseline and after vaccination, with any abnormal findings reported
per protocol.
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2.5.5.3. Serious adverse event/deaths/other significant events

Phase 2/3 - 2 to <5 Years of Age

Deaths
No deaths were reported in the Phase 2/3 pediatric population of children 2 to <5 years of age up to the data
cutoff date.

Serious Adverse Events from Dose 1 to Data Cutoff Date

Few SAEs were reported during blinded placebo-controlled follow-up in BNT162b2 3-ug (0.7%) and placebo
(0.9%) groups from Dose 1 to the data cutoff date.

Few SAEs were during blinded placebo-controlled follow-up in BNT162b2 3-ug (0.7%) and placebo (0.9%)
groups from Dose 1 to the data cutoff date. Most SAEs were gastrointestinal or respiratory
infections/illnesses, with no imbalance between groups (considering 2:1 randomization). SAEs are
summarized by the assessor below.

Pyrexia, pain in extremity, rash

Two SAEs reported by the same participant in the BNT162b2 group were considered by the investigator as
related to study intervention, which included pyrexia accompanied by viral exanthem after receiving the
second dose. This concerned a participant without a pertinent medical history who had pyrexia (40.3°C)
(reported as SAE, Grade 2) 2 days post-Dose 2 that resolved in 5 days (also reported as a systemic
event).The participant was seen in the hospital for the pyrexia and discharged home the same day in good
condition. The fever was followed 3 days later by a pain in extremity (reported as SAE, Grade 2),
characterized by limping while walking, that resolved in 3 days. The participant was hospitalized where his
physical examinations, X-rays and ultrasound of lower extremity were normal. Clinical laboratory showed
blood creatine kinase of 491, 1878 and 1503 IU/L (RR not reported), erythrocyte sedimentation rate of 17
and 20 mm/h (RR: 0-15 mm/h), C-reactive protein of 11, white blood cell count of 3.1, 2.9 and 1.8 (RR:4.5-
13.5 x 10°%/L), thrombocytes 137 x 10°/L (RR: 180-400 x 10°/L). On the day pyrexia resolved, a nonserious
AE of rash (Grade 2) on his chest, upper back, and ear developed that was also assessed as related and
resolved in 2 days. In the opinion of the investigator, there was a reasonable possibility that the pyrexia and
pain in extremity were related to the study intervention but not related to clinical trial procedures. The MAH
concurred with the investigator’'s causality assessment about pyrexia but assessed that the pain in extremity
could reasonably be of muscular origin and related to the second dose of blinded study intervention but also
be due to an unspecified viral infection. Assessment by the MAH is agreed.

Status epilepticus and hypoglycaemia

A participant with a pertinent medical history including e.g., Miller-Dieker syndrome and seizure, urinary tract
infection (UTI), with several concomitant medications. The participant received Dose 1 BNT162b2 (3 pg) in
Q2 2021. The participant developed status epilepticus (reported as SAE, Grade 3, 3 days duration), 17 days
after receiving Dose 1. On Day 13, the participant was diagnosed with UTI, and treated with Levofloxacin.
The participant initially improved, but after 48 hours started to have sporadic episodes of severe pain,
manifesting as crying and grimacing with an increase in seizures from baseline (5 to 10 times) to more than
20 seizures during that time. On Day18, the participant’s highest recorded temperature was 99.3°F (37.4°C).
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Respiratory panel tests (incl. SARS-CoV-2) were negative. On Day 18, the participant was diagnosed with
hypoglycaemia (reported as non-SAE, Grade 1) as well as seizures. On Day 19, the hypoglycaemia resolved,
and on Day 20, the status epilepticus was considered resolved. On Day 22, a urine culture showed normal
urogenital flora. The events of status epilepticus led to study withdrawal (Section discontinuation due to AEs)
and the participant did not receive Dose 2. In the opinion of the investigator, there was no reasonable
possibility that the status epilepticus was related to the study intervention or clinical trial procedures but was
related to the UTI. The MAH concurred with the investigator’s causality assessment and stated that the status
epilepticus was most likely due to hypoglycemia or a complication secondary to the intercurrent infectious
condition and this assessment is agreed.

Two unrelated SAEs of clinical interest (epilepsy, febrile convulsion) were reported in the BNT162b2 group:

Epilepsy

A participant with a pertinent family medical history of febrile seizures, received Dose 1 BNT162b2 (3 ug) in
Q3 2021 and Dose 2 BNT162b2 (3 pug) on Day 21. The participant received influenza vaccine (Influvacc
Tetra) on Day 65. The participant seizures reported as suspected epilepsy (SAE, Grade 3), 47 days after
receiving Dose 2 and 3 days after receiving the influenza vaccine. On Day 68, the participant presented to
the emergency department after experiencing a seizure, including an episode of vomiting, followed by
trembling of the left hand, mimic movements of half of the face, and disturbed consciousness without
fainting. The participant was hospitalized in good general condition. Laboratory test results showed
thrombocyte platelet count 472 g/L (reference range [RR]: 150-420 g/L) and thyroid -stimulating hormone of
6.3 IU/mL (RR: 0.4-6.0 IU/mL). During hospitalization, no symptoms were observed; a COVID-19 test result
was negative. A computed tomography scan of the head revealed no signs of pathology, and
electroencephalogram (EEG) results were not reported. The participant was treated with paracetamol and a
solution for infusion, no further seizures were observed, the participant was discharged from the hospital on
Day 70, and there were no seizures reported after the discharge. EEG performed while the participant was
drowsy on Day 98 showed abnormal results. On Day 126, the neurologist verified the EEG result and
reported that the diagnosis was still suspicion of epilepsy, since the seizure did not repeat. In the opinion of
the investigator and MAH, there was no reasonable possibility that the epilepsy was related to the study
intervention or clinical trial procedures, but it was suspected as being related to the influenza vaccine. Due to
limited medical data and inconclusive EEG, epilepsy cannot be confirmed but the assessor agrees with the
investigator and MAH that this reported SAE is, due to long time to onset after dose and that other
concomitant factors were obvious, probably not related to study intervention.

Febrile convulsions

A participant with no pertinent medical history, was reported having a seizure during fever (39.3°C) that
occurred 20 days after dose 1 BNT162b2 (3 pg) vaccine that lasted for 10 minutes (reported as febrile
convulsions, SAE, Grade 2, resolved). Thereafter no new seizures and at revaccination with second dose no
other AE/SAE was reported. Due to long time to onset after dose the assessor agrees that there was no
reasonable possibility that the febrile convulsion was related to the study intervention.

Furthermore, one case in the Placebo and thereafter crossover group receiving BNT162b2 (3 ug) vaccine
after unblinding was reported with febrile convulsion.

A participant with a pertinent medical history of a neurodevelopmental disorder for which prior febrile
seizures occurred, received 2 doses of Placebo. The participant received the first crossover dose of BNT162b2
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on Day 157 and the second crossover dose of BNT162b2 on Day 177. The participant experienced a febrile
convulsion (reported as non-SAE, grade 1), 1 day after receiving the second crossover dose of BNT162b2.
The seizure lasted 2 minutes and the temperature of the participant was 38°C with no other symptoms or
concomitant vaccinations reported. In the opinion of the investigator, there was a reasonable possibility that
the febrile convulsion was related to BNT162b2. This participant had one episode of 2-minute-long convulsion
during low fever. Since the fever was below 38.5 °C, it is not conclusive for febrile convulsions. It is possible
that this participant, with a medical history of a neurodevelopmental disorder for which prior febrile seizures
occurred, had a convulsion caused by low grade fever after vaccination and thereby no new safety concern
detected.

Appendicitis

Two unrelated SAEs of clinical interest were reported in the BNT162b2 group:

e A participant who had SAEs of acute appendicitis (Grade 2) and localized peritonitis (Grade 1), both
with onset 105 days post-Dose 2.

e A participant with no pertinent medical history was diagnosed with appendicitis, 11 days after
receiving Dose 2 BNT162b2 (3 pg) reported as SAE, grade 3 and resolved.

In the opinion of the investigator and MAH there was no reasonable possibility that the two cases of
appendicitis were related to the study intervention, concomitant medications, or clinical trial procedures and
this assessment is agreed by the assessor. Furthermore, after this event on Day 218 the latter participant
received Dose 3 BNT162b2 (3 pg), and no AEs/SAEs reported after rechallenging.

Viral gastroenteritis:

One participant is described / in participants 2 to <5 Years of Age in the in the BNT162b2 (3 pg) group
reported with viral gastroenteritis (reported as an SAE, Grade 3), 23 days after Dose 2 and resolved. This
case was assessed by the investigator as unrelated to study intervention and related to viral infection. This
assessment is agreed.
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Table 61. Number (%) and incidence rate of participants reporting at least 1 serious adverse event from
dose 1 through cutoff date (29APR2022), by system Orgam class and preferred term -phase 2/3- blinded
placebo- controlled follow- up period - 2 to <5yo-safety population.
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d  1-Sided CI bazed on Clopper-Pearsen.
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Phase 2/3 - 6 Months to <2 Years of Age

Deaths

No deaths were reported in the Phase 2/3 pediatric population of children 6 months to <2 years of age up to
the data cutoff date.

Serious Adverse Events from Dose 1 to Data Cutoff Date

Few SAEs were reported during blinded follow-up in BNT162b2 3-ug (1.4%) and placebo (2.3%) groups from
Dose 1 to the data cutoff date (Table below).

Most SAEs were gastrointestinal or respiratory infections/illnesses, with no imbalance between groups.

SAEs of potential clinical interest reported in the BNT162b2 group are further discussed below.

A participant with a pertinent medical history of food allergy (mild perioral rash in response to nuts; now
regularly eats nut following desensitization) was reported having an anaphylactoid reaction (reported as
SAE, Grade 3) directly after eating nut. The participant had received dose 1 BNT162b2 (3 ug) 15 days before
this event and was assessed as by the investigator and MAH as not related to the study intervention or
clinical trial procedures but was considered related to a nut allergy, and this is agreed.

A participant with no pertinent medical history, received Dose 1 BNT162b2 (3 pg) in Q1 2022 and Dose 2
BNT162b2 (3 pg) on Day 55. The participant experienced a febrile convulsion (reported as SAE, Grade 2),
fever (up to 40°C), 38 days after receiving Dose 1, and was admitted to the hospital. The febrile convulsion
resolved without antiseizure medication. The participant’s physical examination on admission included good
general condition, restlessness, and tiredness, with otherwise no abnormalities and otitis media was
confirmed by a laryngologist. On Day 39 CRP was 10.6 mg/L (RR: 0-5 mg/L). In the opinion of the
investigator, and MAH there was no reasonable possibility that the febrile convulsion was related to the study
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intervention, concomitant medications, or clinical trial procedures. The assessor agrees based on long time to
onset, other concomitant factors and at rechallenge no new AEs were reported.

A participant with no pertinent medical history. Two days after receiving Dose 2, episodes of the participant’s
eyes rolling back, along with an elevated temperature (38.0°C) and symptoms of a respiratory tract infection
were noticed, and these symptoms were reported as seizure (SAE, grade 1). On Day 4, the participant was
admitted to the hospital, eyeball turning upward once without deviations but otherwise the physical and
neurological examinations, were normal. Laboratory test not conclusive for other diseases and brain
ultrasound examination were normal. The participant was discharged and a few episodes per day of his eyes
rolling back were noticed. Symptoms resolved on Day 42. The participant was withdrawn from the study
because of an unblinding request. Summary of EEGs examinations at acute phase and follow up has been
provided but are inconclusive for diagnosis of seizure. The participant was seen in the neurological clinic and
the final diagnosis was convulsions, not elsewhere classified. In the opinion of the investigator and MAH,
there was no reasonable possibility that the seizure was related to the study intervention or clinical trial
procedures.

According to the CHMP the symptoms are not conclusive for epilepsy, nor results from EEG. Furthermore, the
follow-up EEG was normalized. The symptoms of eyes rolling back could have had other causes such as pain
or gastroesophageal reflux. There were other concomitant symptoms such as respiratory tract infection and
elevated temperature, however, the symptoms were not typical for seizures and temperature not above
38.5°C and thereby the event cannot be assessed as febrile seizure. The assessment that there was no
reasonable possibility that the seizure was related to the study intervention or clinical trial procedures, is
agreed with the investigator and MAH.

A participant had neutropenia (reported as non-SAE, Grade 3) of unknown etiology with onset 20 days
post-Dose 2 of BNT162b2, resolved 36 days after onset, and considered by the investigator as not related to
study intervention. This was reported after a routine screening with complete blood count conducted by her
pediatrician. Clinical laboratory tests showed a white blood cell count of 3.2 x 103/uL (RR not specified) and
ANC of 230 cells/uL (RR not specified). The participant was asymptomatic at the time with no fever, chills,
oral lesions, diarrhea, cough, vomiting, or any other symptoms and no further diagnostic work-up was
performed.

The participant also had another SAE reported of viral gastroenteritis 30 days post-Dose 2 that resolved in 4
days (reported as SAE, Grade 3); and considered by the investigator as not related to study intervention; this
event is included in the SAE analysis.

Further information is available that this participant is evaluated for potential ‘cyclical’ neutropenia due to an
additional event reported after the submission cutoff date (hospitalization 166 days post-Dose 2 for RSV
infection with clinical laboratory evidence of neutropenia).

None of the events are considered by the investigator as not related to study intervention This assessment is
agreed and the event of neutropenia could have been confounded by infection. It is noted that only whole
blood cell count without definition of RR but this does not change the assessment. No new safety concern
detected.

SAEs of potential clinical interest reported in the placebo group included anaphylactic reaction 111 days post
dose 1, severe cyanosis 5 days post dose 1, and viral bronchiolitis and pneumomediastinum 83 days post
dose 2.
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Table 62. Number (%) and incidence rate of participants reporting at least 1 serious adverse event from
dose 1through cutoff date (29APR2022), by system Orgam class and preferred term -phase 2/3- blinded
placebo- controlled follow- up period - 6m to <5yo-safety population.
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Phase 2/3 - 2-<5 Years of Age

Among participants 2 to <5 years of age, AEs leading to withdrawal during blinded follow-up from Dose 1 to
the data cutoff date (29 April 2022) were reported by 0.2% in the BNT162b2 group and 0.1% in the placebo
group. These included events of pyrexia, status epilepticus, or urticaria reported by 1 participant each in the
BNT162b2 group and swelling face/macular rash both reported by 1 participant in the placebo group.

A participant and withdrew due to a nonserious (Grade 2) AE of pyrexia with onset 2 days post-Dose 1 and
resolution in 5 days (recorded in the e-diary as a systemic event Section 5.2.3.1.1.2). The participant
developed a temperature of 40.8°C 1 day after receiving Dose 1 BNT162b2 (3 pg) and reported as pyrexia,
non-SAE, grade 2. No other reactogenicity symptoms were reported. On Day 3, the participant had a
temperature of 40.7°C. On Day 4, the pyrexia continued with a temperature of 40.5°C and had mild fatigue.
On Day 5, the temperature was 38.4°C and the mild fatigue continued. On Day 5; SARS-CoV-2 PCR, was
negative. On Day 6, the pyrexia resolved and considered by the investigator as related to vaccine and
agreed.

A participant and withdrew due to an event of status epilepticus 18 days post-Dose 1 that was reported as
an unrelated SAE (section SAE).

A participant who experienced urticaria (reported as non-SAE, grade 1), specifically pruritic maculopapular
rash located on the chest, back of thighs, and arms, 1 day after receiving Dose 1. On Day 5, the urticaria
resolved. In the opinion of the investigator, there was a reasonable possibility that the urticaria was related
to the study intervention leading to withdrawal. Urticaria described as a rare event in the SmPC.

The following subject did not receive dose 3, since withdrawal was requested by the parent(s)/legal guardian:

This concerns a participant who received Dose 1 BNT162b2 (3 ug) in Q3 2021 and Dose 2 BNT162b2 (3 ug)
on Day 23, who was diagnosed with bilateral deafness (reported as non-SAE, Grade 3) during a primary
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care audiometric evaluation in Q3 2021 (exact day not reported). The bilateral deafness resolved after
tympanostomy tube placement on Day 92. The participant’s parent(s)/legal guardian requested withdrawal
from the study. In the opinion of the investigator, there was no reasonable possibility that the bilateral
deafness was related to the study intervention.

In the placebo group, 1 participant had a nonserious AE of swelling face and macular rash 1-day post-Dose
1 that resolved the same day, leading to withdrawal from vaccination.

Phase 2/3 - 6 Months to <2 years of Age

Three AEs leading to withdrawal were reported during blinded follow-up from Dose 1 to the data cutoff date
(29 April 2022), all in theBNT162b2 group; these include 2 cases of pyrexia and one case of rash, all
considered by the investigator as related to study intervention.

Two participants in the BNT162b2 group were withdrawn due to events of pyrexia (>40 °C), which were both
also recorded in the e-diary as a systemic event and considered by the investigator as related to study
intervention. Both cases reported as pyrexia had concomitant causality factors. Nevertheless, pyrexia is
already described in the SmPC and thereby no new safety concern detected.

One participant with previous history of eczema developed generalized rash 6 days after Dose 1 which
resolved after 3 days. The participant discontinued from study intervention but remained in the study and
Dose 2 was administered on Day 268. Rash is already included in section 4.8 of the product information.

2.5.6. Discussion on clinical safety

This report concerns interim data for participants included the two age groups 6 months to <2 years and 2-
<5 years in study C4591007. Safety data from the Phase 1 studies where the two doses of 3ug (n=16) and
10pg (n=32) was evaluated in children aged 2-<5 years and two doses of 3ug dose (n=16) was evaluated in
children aged 6 months to <2 years. The main safety data base constitutes of two Phase 2/3 studies where
three doses of either 3ug BNT162b2 or placebo was administered. The age group 2-<5 years included 2,750
subjects (3pug n=1,835; placebo n=915) and the age group 6 months to<2 years included 1,776 subjects
(3ug n=1,178; placebo n=598). Reactogenicity was recorded daily for 7 days after each dose by using e-
diary. AEs were collected from Dose 1 through 1 month after Dose 2 and from Dose 3 through 1 month after
Dose 3, and serious AEs (SAEs) were collected from Dose 1 through 6 months after Dose 3. In both groups
>99% received dosel and 2, and dose 3 had been administered to 32-33% of the subjects in both age
groups at the cutoff date (29APR2022).

Reactogenicity

The results from the Phase 1 study suggest that the selected dose of 3ug is associated with a clearly lower
frequency of both local and systemic reactions compared to a dose of 10pg among children aged 2 - <5
years. In the phase 1 study for children aged 6 months to <2 years where only 3ug was administered, the
results do not suggest another reactogenicity profile to what was seen in children 2-<5 years.

In the Phase 2/3 study, children aged 2 - <5 years were randomized to receive three doses of either 3ug
BNT162b2 (n=1832) or placebo (n=915). Pain at injection site was the most common local reaction, reported
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at a higher frequency in the 3ug BNT162b2 group (dosel 31%; dose2 31%; dose3 27%) compared to
placebo group (dosel 21%; dose2 20%; dose3 13%). The difference between the two groups were smaller
for redness (9-11% vs 3-9%) and swelling (3-6% vs 1-3%), and the frequency was overall lower for dose 3
compared to the first two doses.

Fatigue was the most common systemic event, reported at an almost similar frequency in the 3ug BNT162b2
group (dosel 30%; dose2 26%; dose3 25%) and in the placebo group (dosel 31%; dose2 23%; dose3
22%). Fever was reported at a similar frequency between the two groups (5% vs 4-5%). Fever 38.9°C to
40°C was reported by <1.1% in both groups after each of the three doses. Three participants, all in the
BNT162b2 group, reported a fever >40.0°C after Dose 1 or Dose 2. No other differences in terms of systemic
events were noted between the groups and the use of antipyretic/pain medication was also similar (9-11% vs
7-10%).

In the Phase 2/3 study children aged 6 months to <2 years of age were randomized to receive three doses
of either 3ug BNT162b2 (n=1178) or placebo (n=598). Pain at injection site was the most common local
reaction, reported at a higher frequency in the 3ug BNT162b2 group (dosel 17%; dose2 15%; dose3 16%)
compared to placebo group (dosel 11%; dose2 9%; dose3 12%). The difference between the two groups
were smaller for redness (7-11% vs 5-7%) and swelling (3-4% vs 2-3%).

Irritability was the most common systemic event, reported at almost similar frequency in the 3ug BNT162b2
group (dosel 51%; dose2 47%; dose3 44%) and in the placebo group (dosel 47%; dose2 41%; dose3
38%). Fever was reported at a similar frequency between the two groups (7% vs 6-7%), and fever 38.9°C to
40°C was reported by <2.0% of participants in the BNT162b2 group and <1.2% in the placebo group, after
each of the three doses. Three participants in the BNT162b2 group reported a fever >40.0°C (n=1 each post-
Dose 1, Dose 2, Dose 3), two of whom had a concurrent viral infection (roseola or unknown). Drowsiness was
reported in 20-27% in the 3ug BNT162b2 group vs 13-30% in the placebo group. Decreased appetite was
reported in 20-22% in the 3ug BNT162b2 group and in 14-21% in the placebo group. For both drowsiness
and decreased appetite, the lowest frequency reported after dose 3. Use of antipyretic/pain medication was
reported in 20-24% vs 17-20% in both groups, the lowest frequency was reported after dose 3. It is noted
that drowsiness was reported at a frequency of >20%, which is not reflected in the SmPC. Therefore,
applicant was asked to update the SmPC section 4.8 accordingly.

In the Phase 2/3 studies, no Grade 4 local or systemic reactions were reported after any dose, and the
subgroup analysis did not show any clinically meaningful differences in terms of sex, race, ethnicity or
baseline SARS-CoV-2 status.

Overall, the reactogenicity profile in the Phase 2/3 studies seems acceptable for children aged 6 months-<5
years, it was noted that for several of the systemic events, a similar frequency events were reported for the
vaccine and the placebo group. There was no clear difference in reactogenicity profile between the three
administered doses. It is however noted that only 30% of the subjects had received dose 3 at cutoff date.

AEs

From Dose 1 to the data cutoff date (29 April 2022), the proportions of participants 2 to <5 years of age
with any AE were similar in the 3ug BNT162b2 (18.8%) and placebo (18.9%) groups. To events already
reported up to 1 month after Dose 3, a limited number of additional events were reported up to the data
cutoff date. Many of the AEs were consistent with reactogenicity events (e.g., vomiting, pyrexia, and fatigue).
Overall, most of the additional AEs reported after 1-month post-Dose 3 up to the data cutoff date consisted
of unrelated viral infections, fevers, and other minor illnesses and injuries typical for this age group in the

Assessment report on extension of marketing authorisation
EMA/890761/2022 Page 137/155



general paediatric population. In the general disorders and administration site conditions SOC, AEs were
reported at numerically higher incidence in the BNT162b2 group than the placebo group (4.3% vs 3.9%),
largely attributable to injection site reactions and fatigue.

Few SAEs were reported among participants 2 to <5 years of age during blinded placebo-controlled follow-up
in BNT162b2 3-ug (0.7%) and placebo (0.9%) groups from Dose 1 to the data cutoff date. Most SAEs were
gastrointestinal or respiratory infections/illnesses, with no imbalance between groups. Most of the events
considered as severe were unrelated SAEs. No life-threatening (i.e., Grade 4) AEs were reported from Dose 1
to 1 month after Dose 3.

Two SAEs reported by the same participant in the BNT162b2 group were considered by the investigator as
related to study intervention, which included pyrexia accompanied by viral exanthem after receiving the
second dose.

One participant with pertinent medical history including seizure, was reported with SAEs of status epilepticus
17 days after receiving Dose 1 of BNT162b probably due to a urinary tract infection and hypoglycemia.

Two unrelated SAEs of epilepsy and febrile convulsion, 47 days after receiving Dose 2 and 3 days after
receiving the influenza vaccine, were reported.

One case of 10 min seizure during fever (39.3°C) 20 days after dose 1 of 3ug BNT162b2. was reported. Two
unrelated SAEs of appendicitis were reported in the BNT162b2 group.

From Dose 1 to the data cutoff date, the proportions of participants in the 6 months to <2 years of age
group reported at least one AE were similar in the BNT162b2 (30.3%) and placebo (27.3%) groups. In
addition to events already reported up to 1 month after Dose 3, a limited number of additional events were
reported up to the data cutoff date. Many of the AEs were consistent with reactogenicity events that were
reported as AEs (e.g., vomiting, diarrhea, and pyrexia).

Few SAEs were reported among subjects aged 6 months to <2 years during blinded follow-up BNT162b2 3-ug
(1.4%) and placebo (2.3%) groups from Dose 1 to the data cutoff date. Most severe AEs were
gastrointestinal or respiratory infections/illnesses reported as unrelated SAEs, with no imbalance between
groups. One life-threatening (i.e., Grade 4) AE was reported from Dose 1 to 1 month after Dose 3, by a
participant in the placebo group who had a thermal burn that was reported as an SAE.

One SAE of anaphylactoid reaction was reported directly after eating nut, the first dose of BNT162b2 was
received 15 days before. One case of neutropenia (reported as non-SAE, Grade 3) and viral gastroenteritis
was reported 30 days post-Dose 2.

One case of febrile convulsion was reported 38 days after receiving Dose 1. One SAE of seizure (Grade 1)
was reported 3 days post-Dose 2 and resolved 17 days later. These cases were assessed by the CHMP as not
related to study vaccine.

In total three participants in the BNT162b2 group and none in the placebo group reported lymphadenopathy.
Lymphadenopathy is already included in section 4,8 of the product information.

AEs of clinical interest, such as the CDC's list of AESIs for COVID-19, which both include terms potentially
indicative of severe COVID-19 or serious autoimmune and neuroinflammatory disorders, were considered in
the review of reported events. Up to the cut-off no cases of myocarditis/pericarditis, Kawasaki disease,

Assessment report on extension of marketing authorisation
EMA/890761/2022 Page 138/155



peripheral neuropathy, MIS-C, autoimmune or demyelination events Bell’s palsy/facial paralysis/facial paresis
was reported in the two groups included in the Phase 2/3 study.

The rate of subjects discontinuing the study due to AE was low in both age groups. Three subjects in the
BNT162 arm 2 to <5 years of age discontinued due to AEs or SAEs (pyrexia, status epilepticus, or urticaria),
and three subjects 6 months to <2 years in the BNT162b2 discontinued due to AEs (pyrexia, rash).

Overall, in both age groups most of the reported AEs were either related to the reactogenicity of vaccination
or events that would be expected in a general population of healthy children in these age groups respectively.
No imbalance between the vaccine and placebo groups was noted. Furthermore, SAEs occurred at a very low
frequency in both placebo and vaccine arm in both study age groups.

The study size did not allow detection of rare adverse events, or to evaluate whether the characteristics of
identified, but rarer risks differ compared with the adolescent and adult populations.

There are still limited data available on interaction with other vaccines given concomitantly (missing
information), and limited data regarding long term safety (missing information).

2.5.7. Conclusions on the clinical safety

The safety evaluation is mainly based on the still ongoing Phase 2/3 study that at the cutoff (29APR2022)
included 2,750 subjects (3ug n=1,835; placebo n=915) aged 2-<5 years of age and 1,776 subjects (3ug
n=1,178; placebo n=598) aged 6 months to <2 months of age.

Overall, the reactogenicity profile are in line with what can be anticipated from a vaccine with mostly mild to
moderate reaction. For several of the systemic reaction, a similar frequency was reported in both the vaccine
and the placebo group.

The frequency of reported AEs and SAEs were low. The observed adverse reactions have been included in the
SmPC.
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2.6. Risk Management Plan

2.6.1. Safety concerns

Important Identified Risks

Myocarditis and Pericarditis

Important Potential Risks

Vaccine-associated enhanced disease (VAED) including Vaccine-associated
enhanced respiratory disease (VAERD)

Missing Information

Use in pregnancy and while breast feeding

Use in immunocompromised patients

disorders)

Use in frail patients with co-morbidities (e.g., chronic obstructive pulmonary
disease [COPD], diabetes, chronic neurological disease, cardiovascular

Use in patients with autoimmune or inflammatory disorders

Interaction with other vaccines

Long term safety data

2.6.2. Pharmacovigilance plan

Study Country Summary of Objectives Safety concerns Milestone Due
addressed dates
Status
Category 2
C4591001 Global The objective of the study is to Vaccine-associated CSR Any time
Ongoing evaluate the safety, tolerability, enhanced disease (VAED) submission
immunogenicity and efficacy of including vaccine- upon
COVID-19 mRNA vaccine. associated enhanced regulatory
An imbalance between the respiratory disease request:
vaccine and control groups in the | (VAERD) CSR 31-May-
frequency of COVID-19 disease, Use in frail patients with submission 6 2021
in particular for severe COVID-19 | co-morbidities (C4591001 months post
disease, may indicate the subset) Dose 2:
occurrence of vaccine associated Long term safety data. Final CSR 31-Dec-
enhanced disease. Surveillance is submission 2023
planned for 2 years following with
Dose 2. supplemental
follow-up:
C4591007 Global The purpose of the dose- Vaccine-associated Final CSR 03-Dec-
Ongoing finding/selected-dose study is to enhanced disease (VAED) submission: 2024
rapidly describe the safety, including vaccine-
tolerability, immunogenicity, and associated enhanced
efficacy of the BNT162b2 RNA- respiratory disease
based COVID-19 vaccine (VAERD)
candidate against COVID-19 in Long term safety data.
healthy children.

Assessment report on extension of marketing authorisation

EMA/890761/2022

Page 140/155




Category 3
C4591009 us To assess the occurrence of Myocarditis and Protocol 31-Aug-
Ongoing safety events of interest, pericarditis submission: 2021
including myocarditis and AESI-based safety events
pericarditis, among individuals in of interest Protocol 11-Jul-
the general US population and in Use in pregnancy amendment 2022
subcohorts of interest within Use in submission:
selected data sources immunocompromised Monitoring 31-Oct-
participating in the US Sentinel patients report 1 2022
System. submission:
Monitoring 31-Oct-
report 2 2024
submission:
Interim 31-Oct-
Analysis 2023
submission:
Final CSR 31-Mar-
submission: 2026
C4591011 us To assess whether individuals in Myocarditis and Interim 30-Sep-
Planned the US DoD MHS experience pericarditis reports 2022
increased risk of safety events of | AESI-based safety events submission: 31-Dec-
interest, following receipt of the of interest including 2022
COVID-19 mRNA vaccine. vaccine associated Final CSR 31-Dec-
enhanced disease submission: 2023
Use in pregnancy
Use in
immunocompromised
patients
Use in frail patients with
co-morbidities (e.g.,
chronic obstructive
pulmonary disease
[COPD], diabetes, chronic
neurological disease,
cardiovascular disorders)
Use in patients with
autoimmune or
inflammatory disorders
Long-term safety data.
C4591012 us To assess whether individuals in Myocarditis and Interim 30-Jun-
Ongoing the US Veteran’s Affairs Health pericarditis reports 2021
System experience increased risk | AESI-based safety events submission: 31-Dec-
of safety events of interest, of interest including 2021
following receipt of the COVID-19 | vaccine associated 30-Jun-
mRNA vaccine including the enhanced disease 2022
bivalent Omicron modified Use in 31-Dec-
vaccine, if feasible. immunocompromised 2022
patients. , Final CSR 31-Dec-
Use in frail patients with submission 2023
co-morbidities (e.g,
chronic obstructive
pulmonary disease
[COPD], diabetes, chronic
neurological disease,
cardiovascular disorders)
Use in patients with
autoimmune or
inflammatory disorders
Long-term safety data.
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C4591010 EU To estimate the incidence rates AESI-based safety events Final CSR 30-Sep-
Ongoing of medically attended safety of interest submission 2024
events of interest (based on the Use in pregnancy
list of AESI) and other clinically Long-term safety data.
significant events among persons
vaccinated with the COVID-19
mRNA vaccine and to assess
whether these rates elevated
relative to estimated expected
rates.
C4591015 Global To assess safety and Use in pregnancy and Final CSR 30-Apr-
Ongoing immunogenicity in pregnant while breast feeding. submission: 2023
women
In addition, exploratory
objectives include:
(a) To describe the immune
response in infants born to
breastfeeding maternal
participants vaccinated with
prophylactic COVID-19 mRNA
vaccine during pregnancy.
(b) To describe the safety of
maternal immunisation in infants
born to breastfeeding maternal
participants vaccinated with
prophylactic COVID-19 mRNA
vaccine during pregnancy.
C4591014 us To estimate the effectiveness of Not Applicable. Final CSR 30-Jun-
Ongoing COVID-19 mRNA vaccine against submission: 2023
hospitalisation and emergency
department admission for acute
respiratory illness due to SARS- Protocol 31-Dec-
CoV-2 infection and to assess the amendment 2022
effectiveness of bivalent (for bivalent
Omicron-modified vaccines Omicron-
following their introduction. modified
vaccine)
submission:
Final CSR (for 30-Jun-
bivalent 2024
Omicron-
modified
vaccine)
submission:
WI235284 usa To estimate the effectiveness of Not Applicable. Final CSR 30-Jun-
Ongoing 2 doses of COVID-19 mRNA submission: 2023
vaccine against hospitalisation for
acute respiratory illness due to
SARS-CoV-2 infection.
WI255886 Ex-EUP To estimate the effectiveness of Not Applicable. Final CSR 30-Jun-
Ongoing COVID-19 mRNA vaccine against submission: 2023
hospitalisation for acute
respiratory illness due to SARS-
CoV-2 infection and to assess the
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effectiveness of bivalent Protocol 31-Dec-
Omicron-modified vaccines amendment 2022
following their introduction. (for bivalent
Omicron-
modified
vaccine)
submission:
Final CSR (for 30-Jun-
bivalent 2024
Omicron-
modified
vaccine)
submission:
BNT162-01 EU To assess potentially protective Use in IA submission: | 30-Sep-
Cohort 13 immune responses in immunocompromised 2021
Ongoing immunocompromised adults. patients. Final CSR 31-Oct-
submission: 2023
C4591024 Global Safety, tolerability and Use in Protocol 30-Jun-
(former immunogenicity based on immunocompromised submission: 2021
Safety and representative medical conditions | patients Final CSR 30-Jun-
immunogeni (=18 years: NSCLC, CLL, in Use in frail patients with submission: 2023
city in high- hemodialysis for end-stage renal co-morbidities (e.g,
risk adults) disease). chronic obstructive
Ongoing pulmonary disease
(COPD), diabetes, chronic
neurological disease,
cardiovascular disorders)
Use in patients with
autoimmune or
inflammatory disorders.
C4591021 EU Assessment of potential Myocarditis and Final CSR 30-Sep-
(former increased risk of adverse events Pericarditis submission: 2024
ACCESS/VAC of special interest (AESI) after AESI-based safety events
4EU) being vaccinated with COVID-19 of interest including
Ongoing mRNA vaccine including bivalent vaccine associated
Omicron modified vaccine, if enhanced disease
feasible. Use in pregnancy
Use in
Estimating the time trend, in immunocompromised
relation to DHPC letter patients
dissemination, of the proportion Use in frail patients with
of individuals who received real- co-morbidities (e.g.,
world clinical assessments for chronic obstructive
myocarditis/pericarditis following pulmonary disease
Comirnaty vaccination. [COPD], diabetes, chronic
neurological disease,
cardiovascular disorders)
Use in patients with
autoimmune or
inflammatory disorders
Long term safety data.
C4591038 EU To describe the natural history of | Myocarditis and Protocol 31-Jan-
(former post-vaccination Pericarditis submission: 2022
C4591021 myocarditis/pericarditis, including | Long term safety data. Final CSR 30-Sep-
substudy) recovery status, risk factors, submission: 2024
Planned and/or identification of serious
cardiovascular outcomes within 1
year of myocarditis/pericarditis
diagnosis among individuals
vaccinated with BNT162b2 as
well as individuals not vaccinated
with a COVID-19 vaccine.
C4591022 US/CA To assess whether pregnant Use in pregnancy. 31-Jan-
Ongoing women receiving BNT162b2 2022
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experience increased risk of Interim 31-Jan-
pregnancy and infant safety reports 2023
outcomes, including major submission:
congenital malformations, 31-Jan-
spontaneous abortion, stillbirth, 2024
preterm delivery, small for Final CSR 31-Dec-
gestational age, and small for submission: 2024
age postnatal growth to one year
of age.
C4591036 US/CA To characterize the clinical Myocarditis/pericarditis Protocol 30-Nov-
(former course, risk factors, long-term Long term safety data. submission: 2021
Pediatric sequelae, and quality of life in
Heart children and young adults <21 Final CSR 31-Dec-
Network years with acute post-vaccine submission: 2029
Study) myocarditis including myocarditis
Planned after the bivalent Omicron
modified vaccine, if feasible
C4591030 Not Safety and immunogenicity of Interaction with other Protocol 17 Aug
(Co- available | COVID-19 mRNA vaccine and vaccines. submission: 2021
administratio quadrivalent seasonal influenza Final CSR 31-Dec-
n study with vaccine when administered submission: 2022
seasonal separately or concomitantly.
influenza
vaccine)
Ongoing
C4591031 Global To describe the safety and Not applicable® Interim 31-Aug-
Substudy E tolerability profile of BNT162b2 Reactogenicity as partial reports 2022
Ongoing (30 and 60 ug), BNT162b2 OMI proxy to the general submission
(30 and 60 pg), and bivalent safety profile (>55y):
BNT162b2 and BNT162b2 OMI
(30 pg or 60 ug) given as a Interim 31-Oct-
fourth dose to BNT162b2- reports 2022
experienced participants >55 submission
years of age. (18 - to 55 y):
6M Final CSR 31-Jan-
To obtain data on bivalent submission 2023
BNT162b2 and BNT162b2 OMI at (>55y):
60 ug (30 pg each), bivalent 6M Final CSR 30-Mar
BNT162b2 and BNT162b2 OMI at submission 2023
30 pg (15 pg each), and (18- to 55 y):
BNT162b2 OMI at 60 pg in
participants 18 to 55 years of
age.
C4591044 us To describe the safety/tolerability [ Not applicable® Protocol 14-Jun-
Ongoing and immune response to Reactogenicity as partial Submission: 2022
BNT162b5 Bivalent and proxy to the general
BNT162b2 Bivalents given as a safety profile Protocol 28-Jul-
2nd booster dose to COVID-19- amendment 1 2022
vaccine-experienced participants submission:
212 years of age. Final CSR 30-Sep-
submission: 2023

a. Case-control study nested in a prospective surveillance cohort, conducted as a research collaboration.
b. United Kingdom.

c. Vaccine effectiveness
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2.6.3. Risk minimisation measures

Safety Concern

Risk Minimisation Measures

Pharmacovigilance Activities

Myocarditis and
pericarditis

Routine risk minimisation
measures:

SmPC sections 4.4. and 4.8.

Additional risk minimisation
measures:

DHCP letter and communication
plan (see Error! Reference
source not found. and Annex
6).

Routine pharmacovigilance activities beyond adverse
reactions reporting and signal detection:

None.

Additional pharmacovigilance activities:

Studies (Final CSR Due Date)

C4591009 (31-Mar-2026)

C4591011 (31-Dec-2023)

C4591012 (31-Dec-2023)

C4591021 (former ACCESS/VAC4EU) (30-Sep-2024).
C4591038 (former C4591021 substudy) (30-Sep-2024)
C4591036 [former Pediatric Heart Network study] (31-
Dec-2029).

Vaccine-associated
enhanced disease
(VAED) including
Vaccine-associated
enhanced respiratory
disease (VAERD)

Routine risk minimisation
measures:

None.

Additional risk minimisation
measures:

No risk minimisation measures.

Routine pharmacovigilance activities beyond adverse
reactions reporting and signal detection:

DCA is intended to facilitate the capture of clinical details
about the nature and severity of COVID-19 illness in
individuals who have received the COVID-19 mRNA
vaccine and is anticipated to provide insight into potential
cases of vaccine lack of effect or VAED (PART Error!
Reference source not found. and Annex 4).

Additional pharmacovigilance activities:

Studies (Final CSR Due Date)

C4591001 (31-Dec-2023)

C4591007 (03-Dec-2024)

C4591009 (31-Mar-2026)

C4591011° (31-Dec-2023)

C4591012° (31-Dec-2023)

C4591021 (former ACCESS/VAC4EU) (30 Sep-2024)°.

Use in pregnancy and
while breast feeding

Routine risk minimisation
measures:
SmPC section 4.6; PL section 2.

Additional risk minimisation
measures:

No risk minimisation measures.

Routine pharmacovigilance activities beyond adverse
reactions reporting and signal detection:

None.

Additional pharmacovigilance activities:

Studies (Final CSR Due Date)

C4591009 (31-Mar-2026)

C45910102(30-Sep-2024)

C45910112(31-Dec-2023)

C4591015 (30-Apr-2023)

C4591021 (former ACCESS/VAC4EU)? (30-Sep-2024).
C4591022°2 (31-Dec-2024)

Use in
immunocompromised
patients

Routine risk minimisation
measures:

SmPC sections 4.4 and 5.1.

Additional risk minimisation
measures:

No risk minimisation measures.

Routine pharmacovigilance activities beyond adverse
reactions reporting and signal detection:

None.

Additional pharmacovigilance activities:

Studies (Final CSR or IA Due Date)

BNT162-01 Cohort 13 (IA: 30-Sep-2021, CSR: 31-Oct-
2023)

C4591010¢ (30-Sep-2024)

C4591011 (31-Dec-2023)
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Safety Concern

Risk Minimisation Measures

Pharmacovigilance Activities

C4591012_(31-Dec-2023)

C4591021 (former ACCESS/VAC4EU) (30-Sep-2024)
C4591024 (former Safety and immunogenicity in high-
risk adults)

(30-Jun-2023)Error! Bookmark not defined.

Use in frail patients with
co-morbidities (e.g.,
chronic obstructive
pulmonary disease
(COPD), diabetes,
chronic neurological
disease, cardiovascular
disorders)

Routine risk minimisation
measures:

SmPC section 5.1.

Additional risk minimisation
measures:

No risk minimisation measures.

Routine pharmacovigilance activities beyond adverse
reactions reporting and signal detection:

None.

Additional pharmacovigilance activities:

Studies (Final CSR Due Date)

C4591001 subset (31-Dec-2023)

C4591011 (31-Dec-2023)

C4591012 (31-Dec-2023)

C4591021 (former ACCESS/VACA4EU) (30-Sep-2024)
C4591024 (former Safety and immunogenicity in high-
risk adults)

(30-Jun-2023)Error! Bookmark not defined.

Use in patients with
autoimmune or
inflammatory disorders

Routine risk minimisation
measures:

None.
Additional risk minimisation
measures:

No risk minimisation measures.

Routine pharmacovigilance activities beyond adverse
reactions reporting and signal detection:

None.

Additional pharmacovigilance activities:
Studies (Final CSR Due Date)

C4591011 (31-Dec-2023)

C4591012 (31-Dec-2023)

C4591021 (former ACCESS/VAC4EU) (30-Sep-2024)
C4591024 (former Safety and immunogenicity in high-
risk adults) (30-Jun-2023)Error! Bookmark not
defined.

Interaction with other
vaccines

Routine risk minimisation
measures:

SmPC section 4.5.

Additional risk minimisation
measures:

No risk minimisation measures.

Routine pharmacovigilance activities beyond adverse
reactions reporting and signal detection:

None.

Additional pharmacovigilance activities:

Studies (Final CSR Due Date)
C4591030 (Co-administration study with seasonal
influenza vaccine) (31-Dec-2022).

Long term safety data

Routine risk minimisation
measures:

None.

Additional risk minimisation
measures:

No risk minimisation measures.

Routine pharmacovigilance activities beyond adverse
reactions reporting and signal detection:

None.

Additional pharmacovigilance activities:

Studies (Final CSR Due Date)

C4591001 (31-Dec-2023)

C4591007 (03-Dec-2024)

C4591010 (30-Sep-2024)

C4591011 (31-Dec-2023)

C4591012 (31-Dec-2023)

C4591021 (former ACCESS/VAC4EU) (30-Sep-2024).
C4591038 (former C4591021 substudy) (30-Sep-2024)
C4591036 (former PHN) (31-Dec-2029)

a. Please note that studies C4591009, C4591010, C4591011, C4591021 (former ACCESS/VAC4EU) and C4591022
address only “Use in pregnancy” and not “Breast feeding”.
b. Addresses AESI-based safety events of interest including vaccine associated enhanced disease
c. Addresses AESI-based safety events of interest.
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2.6.4. Conclusion

The CHMP considered that the risk management plan version 8.0 is acceptable.

2.7. Pharmacovigilance

2.7.1. Pharmacovigilance system

The CHMP considered that the pharmacovigilance system summary submitted by the MAH fulfils the
requirements of Article 8(3) of Directive 2001/83/EC.

2.7.2. Periodic Safety Update Reports submission requirements

The requirements for submission of periodic safety update reports for this medicinal product are set out in
the list of Union reference dates (EURD list) provided for under Article 107c(7) of Directive 2001/83/EC and
any subsequent updates published on the European medicines web-portal.

2.8. Product information

2.8.1. User consultation

A user consultation with target patient groups on the package information leaflet has been performed on the
basis of a bridging report making reference to Comirnaty 30 micrograms/dose concentrate for

dispersion for injection, EMEA/H/C/005735. The bridging report submitted by the applicant has been found
acceptable.

2.8.2. Labelling exemptions

The following exemptions from labelling requirements have been granted on the basis of article 63.3 of
Directive 2001/83/EC. In addition, the derogations granted should be seen in the context of the flexibilities
described in the Questions and Answers on labelling flexibilities for COVID-19 vaccines (EMA/689080/2020
rev.1l, from 16 December 2020)5 document which aims at facilitating the preparedness work of COVID-19
vaccine developers and the associated logistics of early printing packaging activities. The ultimate goal is to
facilitate the large scale and rapid deployment of COVID19 vaccines for EU citizens within the existing legal
framework.

Labelling exemptions

Outer and immediate labelling (from start of supply to end February 2023).

The following exemptions are temporarily agreed for the labelling. These exemptions are justified on the
necessity to label batches ahead of time.
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Outer carton

o Age range information: No range age information initially proposed, instead of children 6 months to 4

years' (age range agreed during evaluation).
o "(After dilution, each vial contains 10 doses of 0.2 mL.)" (initially proposed with brackets), instead of
"After dilution, each vial contains 10 doses of 0.2 mL." (without brackets, agreed during evaluation).

o MA number with XXX’ placeholder, instead of MA number will be used after approval.

2.8.3. Quick Response (QR) code

The review of the QR code request submitted by the MAH is discussed separately with the QRD group and is
based on previous discussions and assessment for other Comirnaty presentations.

2.8.4. Additional monitoring

Pursuant to Article 23(1) of Regulation No (EU) 726/2004, Comirnaty (tozinameran) is included in the
additional monitoring list as New active substance and new biological.

Therefore, the summary of product characteristics and the package leaflet includes a statement that this
medicinal product is subject to additional monitoring and that this will allow quick identification of new safety
information. The statement is preceded by an inverted equilateral black triangle.

3. Benefit-Risk Balance

3.1. Therapeutic Context

3.1.1. Disease or condition

COVID-19 is an infectious disease caused by a newly discovered coronavirus, SARS-CoV-2, which appeared in
the Wuhan province in China in 2019 and has spread world-wide during 2020 ever since, causing WHO to
declare a pandemic on 11 March 2020. The virus infects primarily the airways and causes a broad spectrum
of respiratory infections from asymptomatic infection to severe acute respiratory syndrome (SARS).

COVID-19 in children is mostly a mild disease. Severe cases occur rarely, and predominantly in subjects with
underlying conditions. The Applicant is seeking an indication for Comirnaty (BNT162b2) 3 ug formulation to
children 6 months to <5 years of age.

COVID-19 is mostly a mild disease in children although severe cases rarely occur, predominantly in subjects
with underlying conditions.

3.1.2. Available therapies and unmet medical need

There are currently no vaccines against COVID-19 approved in EU for the use in children below 5 years of
age.
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3.1.3. Main clinical studies

The application is based on a placebo-controlled, observer-blinded study in children 6 Months to <5 Years of
Age. Participants were randomized 2:1 to receive vaccine or placebo at sites in the US, Finland, Poland,
Spain, and Brazil.

The applicant selected to develop 3-dose regimen, since a two-dose regimen showed inferior immunogenicity
in the 2-5 years old stratum, compared to young adults.

There was approximately 21-day interval between dose 1 and dose 2, and at least 8 weeks between dose 2
and dose 3.

The primary endpoint was non-inferior immunogenicity 1 month after dose three, in two strata, 6 months-2
year, and 2-5 years. The reference for non-inferiority was neutralizing titres 1 month after dose 2 in
participants 16 to 25 years of age from Phase 2/3 of the C4591001 study, who had received 2 doses of
BNT162b2 (30 pg) with 21-day interval.

Vaccine efficacy was de facto managed as an exploratory endpoint: confirmed COVID-19 incidence from 7
days after Dose 3 per 1000 person-years of blinded follow-up.

The main safety data base constitutes of two Phase 2/3 studies where three doses of either 3ug BNT162b2 or
placebo was administered. The age group 2-<5 years included 2,750 subjects (3pg n=1,835; placebo n=915)
and the age group 6 months to<2 years included 1,776 subjects (3ug n=1,178; placebo n=598).
Reactogenicity was recorded daily for 7 days after each dose by using e-diary.

3.2. Favourable effects

Among participants in the evaluable immunogenicity population without prior evidence of SARS-CoV-2
infection, the GMR of SARS-CoV-2 50% neutralizing titers in children 2 to <5 years of age (at 1-month post-
Dose 3 of BNT162b2 3-ug) compared to young adults 16 to 25 years of age (at 1-month post-Dose 2 of
BNT162b2 30-pg) was 1.30 (2-sided 95% CI: 1.13, 1.50). GMR in children 6 months to <2 years of age
compared to young adults was 1.19 (2-sided 95% CI: 1.00, 1.42).

As the lower bound of the 2-sided 95% CI for GMR was >0.67 and the GMR point estimate was >0.8
(protocol specified criterion) and >1.0 (requested by FDA), indicating the prespecified immunobridging
success criterion for the GMR was met for both age groups 6 months to <2 years and 2 to <5 years old.

Almost equal proportions (100 % each of children 2- <5 years of age and 6m-<2 yo and 99% young adults
16 to 25 years of age) of participants achieved a seroresponse. The difference in the proportions of
participants who had seroresponse between the 2 age groups (children - young adults) was 1.2% (2-sided
95% CI: -1.5%, 4.2% for 2- <5 yo and -3.4%, 4.2% for 6m-<2 yo). The lower limit of the 95% CI for the
difference in seroresponse rate were -1.5% and -3.4%, which is greater than the prespecified margin of -
10%. Therefore, immunobridging based on seroresponse rate was achieved. The difference of the
seroresponse rate in children 6 months to <5 years of age compared to young adults was 1.2% (2-sided
95% CI: -0.5%, 4.2%.

In support of the immunobridging a preliminary analysis of efficacy was submitted with cut-off date
29.04.2022 and was updated along the procedure

Among participants without prior evidence of SARS-CoV-2 infection before or during the vaccination regimen,
the observed VE for BNT162b2 3 ug against any confirmed COVID-19 from at least 7 days after Dose 3 was
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80.3% (2-sided 95% CI: 13.9%, 96.7%) which included 3 cases in the BNT162b2 group and 7 cases in the
placebo group. All these post-Dose 3 cases were reported in February through April 2022, when Omicron
BA1l. was most prevalent circulating strain in USA.

The MAH submitted an updated VE analysis with cut-off date 17.06.2022. The median follow-up time for
entire cohort, from 6 months to <5 year old children was 2.2 months. Among participants without prior
evidence of SARS-CoV-2 infection before or during the vaccination regimen, the observed VE for BNT162b2 3
Mg against any confirmed COVID-19 from at least 7 days after Dose 3 was 73.2% (2-sided 95% CI: 43.8%,
87.6%) which included 13 cases in the BNT162b2 group (N=873) and 21 cases in the placebo group
(N=381). All cases, expect one which was undefined, were caused by Omicron strain. The most common
were Omicron BA.2 and Omicron BA.2.12.1.

There were 8 severe cases of COVID-19 in age group 6m-<5-year-old in active arm after 2-doses, whereas in
placebo arm 4 severe case appeared. Notably, none of the cases showed clinical signs that would suggest
VAERD.

A descriptive immunogenicity analysis of Omicron neutralizing titers was conducted using the FFRNT
unvalidated assay, to compare children (2 to <5Y) with adults (18 to 50Y) who received a third dose of
BNT162b2 at a similar interval between Dose 2 and Dose 3. Results showed the Omicron specific neutralization
titers are very similar across pediatric population (GMT 128.8 and 114.3 respectively in children 6 months to
<2 years and 2 to <5 years) and an 18 to 50 years adult comparator group (GMT 164.2) for whom high efficacy
was observed.

No MIS-C were reported in the 6 months to <5 years of age group, per protocol definition or per CDC
definition.

3.3. Uncertainties and limitations about favourable effects

The duration of protection in the target population is unknown. Indeed, the median duration of blinded
follow-up for after Dose 3 was only 1.4 months.

The efficacy against Omicron BA.5 has not been studied.

Vaccine efficacy in special groups among children, such as immunocompromised or those at high-risk of
severe disease were not assessed. A study in immunocompromised children is included in the PIP.

3.4. Unfavourable effects

The main safety data of Comirnaty 3ug in children 6 months to <5 years of age has been evaluated in a still
ongoing Phase 2/3 study (C4591007); the study includes two safety groups based on age. The group of
children 6 months to-<2 years constitutes of 1,776 subjects (3ug n=1,178; placebo n=598), and the group
of children aged 2-<5 years included 2,750 subjects (3ug n=1,835; placebo n=915). The cutoff date is 29
April 2022.

Among the children aged 2-<5 years, pain at injection site was the most common local reaction, reported at
a higher frequency in the 3ug BNT162b2 group (dosel 31%; dose2 31%; dose3 27%) compared to placebo
group (dosel 21%; dose2 20%; dose3 13%).
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Fatigue was the most common systemic event, reported at an almost similar frequency in the 3ug BNT162b2
group (dosel 30%; dose2 26%; dose3 25%) and in the placebo group (dosel 31%; dose2 23%; dose3
22%).

Fever was reported at a similar frequency between the two groups (5% vs 4-5%). Fever 38.9°C to 40°C was
reported by <1.1% in both groups after each of the three doses.

No other differences in terms of systemic events were noted between the groups and the use of
antipyretic/pain medication was also similar (9-11% vs 7-10%).

Among the children aged 6 months to <2 years, tenderness at injection site was the most common local
reaction, reported at a higher frequency in the 3ug BNT162b2 group (dosel 17%; dose2 15%; dose3 16%)
compared to placebo group (dosel 11%; dose2 9%; dose3 12%).

Irritability was the most common systemic event, reported at almost similar frequency in the 3ug BNT162b2
group (dosel 51%; dose2 47%; dose3 44%) and in the placebo group (dosel 47%; dose2 41%; dose3
38%).

Fever was reported at a similar frequency between the two groups (7% vs 6-7%), and fever 38.9°C to 40°C
was reported by <2.0% of participants in the BNT162b2 group and <1.2% in the placebo group, after each of
the three doses.

Most of the local and systemic events resolved within two days and were mild to moderate at intensity.

The frequency of AEs and SAEs was in general low and no new safety concerns have been detected compared
to what was reported for the adolescent and adult population. No cases of myocarditis or pericarditis were
observed.

Among the children aged 6 months to <2 years, Drowsiness was also frequently reported after administration
of BNT162b2 3ug vaccine. Therefore, such information is reflected in the adverse reaction table in section 4.8
of the SmPC.

3.5. Uncertainties and limitations about unfavourable effects

The present study size does not allow for the characterisation of less common child-specific risks, or if the
magnitudes of identified but rarer risks differ compared with higher age groups.

There are limited data available on interaction with other vaccines given concomitantly.
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3.6. Effects Table

Effect

Effects Table for Comirnaty 3ug

Short

Description

Favourable Effects

data cut-off:29 April 2022).

Placebo

Uncertainties/
Strength of

evidence

References

Vaccine e First % (95% 80.3 % (13.9; 96.7)
efficacy COVID-19 CI)
occurrence
from 7days Cases/ 3/ 992 7/464 Few cases, small
after Dose Number of sample size, short Evaluable
3, without subjects at follow-up efficacy
prior SARS- risk for the population (7
COV-2 endpoint days post
! dose
2) - Study
C4951007
Immunoge Endpoint Treatment 2-<5 16-25 yo Smaller sample 1 month after
nicity group yo size than planned, dose 2
30 pg 2 but sufficient Evaluable
3ug3 doses number of Immunogenicity
doses subjects to population
evaluate C4951001
immunogenicity
GMT GMR 1535.2 1180.0 Noninferior
(95% CI) (Ratio) (1388.2 (1066.6,
1.30 . 1305.4)
(1.13, 1697.8) N=170
1.50) N=143
Seroresponse e Di 141/ 168/170 Noninferior
rate % ffere 141 (99.2%)
(95% CI) nce% (100 (98.8; 99.9%)
(95% c1) - %)
1.2% (- (97.4, 10
1.5, 4.2) 0.0%)
Endpoint Treatment 6m- 16-25 yo Smaller sample 1 month after
group <2yo 30 pg 2 size than planned, dose 2
3pug 3 doses but sufficient Evaluable
doses number of Immunogenicity
subjects to population
evaluate C4951001
immunogenicity
GMT GMR 1406.5 1180.0 Noninferior
(95% CI) (Ratio) (1211.3, (1066.6,
1.19 1633.1) 1305.4)
(1.00, N=82 N=170
1.42)
Seroresponse Differ 80/80 168/170 Noninferior
rate % ence (100 (99.2%)
(95% CI) % %) (98.8; 99.9%)
(95% CI) - (95.5, 10
1.2% (- 0.0%)
3.4,4.2)

Unfavourable Effects
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Pain at
injection
site

Fatigue

Fever

Tenderness
at injection
site

Irritability

Fever

Severe
COVID-19

Short
Description

2-<5 years

2-<5 years

2-<5 years

6 months to
<2 years

6 months to
<2 years

6 months to
<2 years

2-<5 years

%

%

%

%

%

%

Dosel
31%
Dose2
31%
Dose3
27%

Dosel
30%
Dose2
26%
Dose3
25%
Dosel
5%
Dose2
5%
Dose3
5%
Dosel
17%
Dose2
15%
Dose3
16%
Dosel
51%
Dose2
47%
Dose3
44%
Dosel
7%
Dose2
7%
Dose3
7%

6 in
active
arm,
post
dose 2

Uncertainties/
Strength of
evidence

Dosel 21% Transient

Dose2 20% events,

Dose3 13% majority mild to
moderate
intensity

Dosel 31%
Dose2 26%
Dose3 25%

Dosel 5%
Dose2 5%
Dose3 4%

Dosel 11%
Dose2 9%
Dose3 12%

Dosel 47%
Dose2 41%
Dose3 38%

Dosel 7%
Dose2 6%
Dose3 6%

1 in placebo
arm

References

Phase 2/3
N=2,750 (3ug
n=1,835;
placebo
n=915)

Phase 2/3
N=1,776 (3ug
n=1,178;
placebo
n=598)
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3.7. Benefit-risk assessment and discussion

3.7.1. Importance of favourable and unfavourable effects

There are currently no vaccines against COVID-19 approved in EU for the use in children below 5 years of
age. The benefit of the vaccine in this age group is protection against symptomatic Covid-19. The known
unfavourable effects are considered acceptable in terms of reactogenicity. No cases of myocarditis were
observed in clinical trial. There are no new safety concerns based on the study conducted; however, the
study size did not allow detection of rare adverse events, or to evaluate whether the characteristics of such
identified.

3.7.2. Balance of benefits and risks

The favourable effects outweigh the unfavourable effects for Comirnaty 3ug in the sought indication.

3.8. Conclusions

The overall benefit /risk balance of Comirnaty 0.1 mg/ml is positive, subject to the conditions stated in the
“Recommendations” section

4. Recommendations

Based on the CHMP review of data on quality, safety and efficacy, the CHMP considers by consensus that the
benefit-risk balance of, COMIRNATY 0.1 mg/mL, is favourable in the following indication:

Comirnaty 3 micrograms/dose concentrate for dispersion for injection is indicated for active immunisation to
prevent COVID-19 caused by SARS-CoV-2, in infants and children aged 6 months to 4 years.

The use of this vaccine should be in accordance with official recommendations.
Conditions or restrictions regarding supply and use

Medicinal product subject to medical prescription.

Official batch release

In accordance with Article 114 Directive 2001/83/EC, the official batch release will be undertaken by a state
laboratory, or a laboratory designated for that purpose.

Conditions and requirements of the marketing authorisation

Periodic Safety Update Reports

The requirements for submission of periodic safety update reports for this medicinal product are set out in
the list of Union reference dates (EURD list) provided for under Article 107¢c(7) of Directive 2001/83/EC and
any subsequent updates published on the European medicines web-portal.
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Conditions or restrictions with regard to the safe and effective use of the medicinal product

e Risk Management Plan (RMP)

The Marketing authorisation holder (MAH) shall perform the required pharmacovigilance activities and
interventions detailed in the agreed RMP presented in Module 1.8.2 of the marketing authorisation and any
agreed subsequent updates of the RMP.

An updated RMP should be submitted:
® At the request of the European Medicines Agency;

e Whenever the risk management system is modified, especially as the result of new information being
received that may lead to a significant change to the benefit/risk profile or as the result of an important
(pharmacovigilance or risk minimisation) milestone being reached.
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