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16. APPENDICES
16.1. Study Information
16.1.1. Final Protocol and Protocol Amendments
16.1.2. Sample Case Report Form(s) (CRF)/Data Collection Tool(s) (DCT)

16.1.3. Independent Ethics Committees (IECs) or Institutional Review
Boards (IRBs) and Sample Standard Subject Information Sheet and
Informed Consent Document (ICD)

16.1.4. List and Description of Investigators and Service Providers

16.1.5. Signatures of Principal or Coordinating/Leading Investigator(s) or
Sponsor's Responsible Medical Officer, Depending on the Regulatory
Authority's Requirement

16.1.5.1. Sponsor and Sponsor Agent
16.1.5.2. CSR Investigator Declaration

16.1.6. Listing of Subjects Receiving Investigational Product From
Specific Batches, Where More Than One Batch Was Used

16.1.7. Randomization Scheme and Codes (Subject Identification and
Vaccine Assigned)

16.1.8. Audit Certificates
16.1.9. Documentation of Statistical Methods

16.1.10. Documentation of Interlaboratory Standardization Methods (and
Quality Assurance Procedures if Used) (Refer to Module 5.3.1.4 for
immunoassay and RT-PCR methods)

16.1.11. Publications Based on the Study

16.1.12. Important Publications Referenced in the Report (Available on
Request)

16.1.13. Independent Oversight Committees
16.2. Subject Data Listings
16.2.1. Discontinued Subjects
16.2.2. Protocol Deviations
16.2.3. Subjects Excluded From the Analysis
16.2.4. Demographic Data
16.2.5. Subject Compliance Data
16.2.6. Assay Data
16.2.7. Adverse Events by Subject
16.2.8. Individual Laboratory Measurements by Subject
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16.3. Case Report Form(s) (CRF) or Data Collection Tool(s) (DCT)

16.3.1. CRFs (or DCTs) For Deaths, Other Serious Adverse Events, and
Subject Withdrawals due to Adverse Events

16.3.2. Other CRFs (or DCTs)
16.4. Individual Subject Data Listings
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4. LIST OF ABBREVIATIONS AND DEFINITION OF TERMS

Abbreviation Definition

AE adverse event

AESI adverse event of special interest
BDR blinded data review

BLQ below the level of quantitation
BMI body mass index

CDC Centers for Disease Control and Prevention (United States)
COVID-19 coronavirus disease 2019

CRF case report form

CRO contract research organization
CSR clinical study report

CvV curriculum vitae

DCT data collection tool

DMC data monitoring committee
e-diary electronic diary

EU European Union

FIH first-in-human

FSFV first subject first visit

GCP Good Clinical Practice

GMC geometric mean concentration
GMFR geometric mean fold rise

GMR geometric mean ratio

GMT geometric mean titer

HBc Ab hepatitis B core antibody
HBsAg hepatitis B surface antigen
HBV hepatitis B virus

HCS human convalescent serum
HCV hepatitis C virus

HCV Ab hepatitis C virus antibody

HIV human immunodeficiency virus
1A interim analysis

ICD informed consent document
ICH International Council for Harmonisation
ICU intensive care unit

IEC independent ethics committee
IgG immunoglobulin G

IegM immunoglobulin M

IND Investigational New Drug

IRB institutional review board

IRC internal review committee

IRR illness rate ratio

IRT interactive response technology
LLOQ lower limit of quantitation

LNP lipid nanoparticle

MedDRA Medical Dictionary for Regulatory Activities
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Abbreviation Definition

MERS Middle East respiratory syndrome

modRNA nucleoside-modified messenger ribonucleic acid

NAAT nucleic acid amplification test

N-binding SARS-CoV-2 nucleoprotein binding

NT50 neutralizing titer 50

NT90 neutralizing titer 90

NVA nonvaccine antigen

P2 S SARS-CoV-2 full-length, P2 mutant, prefusion spike glycoprotein

PD protocol deviation

Prevax prevaccination

PT preferred term

QA quality assurance

QTL quality tolerance limit

RBD receptor-binding domain

RCDC reverse cumulative distribution curve

RDC remote data capture

RNA ribonucleic acid

SAE serious adverse event

SAP statistical analysis plan

SARS severe acute respiratory syndrome

SARS-CoV-2 severe acute respiratory syndrome coronavirus 2

SIRVA shoulder injury related to vaccine administration

SMQ standardized MedDRA queries

SOC system organ class

Tdap diphtheria vaccine toxoid; pertussis vaccine acellular 3
component; tetanus vaccine toxoid

TME targeted medical event

US United States

Vax vaccination

VE vaccine efficacy

WBC white blood cell count

WHO World Health Organization
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5. ETHICS
5.1. Independent Ethics Committee or Institutional Review Board

The final protocol, any amendments (Appendix 16.1.1), and ICD (Appendix 16.1.3.2) were
reviewed and approved by the IRBs and/or IECs for each of the investigational centers
participating in the study. The IRBs and IECs are listed in Appendix 16.1.3.1.

5.2. Ethical Conduct of the Study

This study was conducted in compliance with the ethical principles originating in or derived
from the Declaration of Helsinki and in compliance with all ICH GCP guidelines. In
addition, all local regulatory requirements were followed, in particular, those affording
greater protection to the safety of trial participants.

5.3. Participant Information and Consent

In this clinical study report, the terms “participant” and “subject” are used interchangeably.

A signed and dated informed consent was required before any study-specific activity was
performed. Informed consent was collected as detailed in the protocol. Refer to
Appendix 16.1.1, Protocol Section 10.1.2 for further information regarding informed consent.

6. INVESTIGATORS AND STUDY ADMINISTRATIVE STRUCTURE

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 Pfizer.

Refer to Appendix 16.1.4 for a list of investigators and sites (including participants by
country) and a list of service providers and external clinical testing laboratories involved in
this study. Refer to Appendix 16.1.10 for a list of internal and external clinical testing
laboratories involved in this study, with the tests that they performed.

No sites were terminated from the study to date.

7. INTRODUCTION

In December 2019, a pneumonia outbreak of unknown cause occurred in Wuhan, China.
In January 2020, a novel coronavirus was discovered as the underlying cause. Later in
January, the genetic sequence of the novel coronavirus became available to the WHO and
public (MN908947.3), and the virus was categorized as a Betacoronavirus. By sequence
analysis, the phylogenetic tree revealed a closer relationship to SARS coronavirus isolates
than to other coronaviruses that infect humans, including the MERS coronavirus. '

Infections by the virus, named SARS-CoV-2, and the resulting disease, COVID-19, have
spread globally.

On 11 March 2020, the WHO declared the COVID-19 outbreak to be a pandemic.’ The
United States currently has the most reported cases globally. At the time of this report, the
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number of confirmed cases exceeds 32 million globally and continues to rise.* There are
currently no licensed vaccines to prevent SARS-CoV-2 infections or COVID-19.°

An RNA-based prophylactic COVID-19 vaccine is one of the most flexible and fastest
approaches available to potentially protect against the emerging virus.®’

BioNTech has developed RNA vaccine platforms, including modRNA, with enhanced
intracellular stability and translation efficiency, blunted innate immune sensor activating
capacity and corresponding increased antigen expression in the host cell. BioNTech has also
licensed an LNP delivery system, with which the RNA is formulated. Each modRNA
candidate encodes either a P2 mutant S glycoprotein (P2 S) or the trimerized RBD of the

S glycoprotein. Each candidate is given a V number that indicates the specific version of the
optimized antigen coding sequence. Further details can be found in the investigator's
brochure.® The candidates tested in this study were:

e BNT162b1 (RBP020.3) modRNA encoding RBD (V5)
e BNT162b2 (RBP020.2) modRNA encoding P2 S (V9).

BioNTech has been conducting a FIH, dose level-finding, Phase 1/2 study (BNT162-01) in
Germany to gather safety and immunogenicity data to evaluate multiple vaccine candidates,
This study is conducted under an approved German Clinical Trial Agreement and not under
the US IND.

In order to facilitate the interpretation of the immunogenicity data generated by the Phase 1
study, a human convalescent serum (HCS) panel was obtained from Sanguine Biosciences
(Sherman Oaks, CA), the MT Group (Van Nuys, CA), and Pfizer Occupational Health and
Wellness (Pearl River, NY). The 38 sera in the HCS were collected from SARS-CoV-2
infected or /COVID-19 positive individuals 18 to 83 years of age at least 14 days after PCR-
confirmed diagnosis, and at a time when subjects were asymptomatic. The serum donors
predominantly had symptomatic infections (35/38), and one had been hospitalized.’

Following evaluation of Phase 1 safety and immunogenicity data for BNT162b1 and
BNT162b2 administered at different dose levels to adults in 2 age groups (18 to 55 years of
age and 65 to 85 years of age), Phase 2/3 evaluation commenced for this study on

27 July 2020 using BNT162b2 at the 30 pug dose level in adult individuals.

This study is ongoing, and participants are continuing to be enrolled and evaluated in Phase 3
at the time of this CSR. Efficacy data are presented at the data cutoff dates for the interim
and final analysis of efficacy. Demographic, disposition and safety data are presented as

2 cohorts. The first cohort includes 37,706 (N~38,000) participants who have a median
follow-up time of 2 months after the second dose. Safety data are also presented separately
for a subset of this cohort of 19,067 (N~19,000) participants who have 2 months or more of
safety follow-up. The second cohort comprises all participants enrolled in the study as of a
data cutoff date (N~44,000). The latter cohort is intended to provide a comprehensive
evaluation of safety as of the cutoff date, but the follow-up time will not be uniform across
all participants. This interim CSR summarizes:
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Phase 1 results of safety and immunogenicity for BNT162b1 and BNT162b2 in the
candidate- and dose level-finding part of the study for each dose level, age group, and
vaccine group (data cutoff date 24 August 2020) and long-term safety follow-up
(approximately 4 months after Dose 2 [as of cutoff date 14 November 2020]) for
BNT162b2 30-pg.

Phase 2 primary safety analyses (7 days after Dose 2) for the first 360 participants

(180 randomized to active vaccine BNT162b2 and 180 to placebo, and stratified
approximately equally between 18 to 55 years and >55 to 85 years) dosed at the
commencement of the Phase 2/3 part of the study (data cutoff date 02 September 2020)
and long-term safety follow-up (includes at least 2 months of follow-up after Dose 2 [as
of the cutoff date of 14 November 2020]).

Phase 2 exploratory immunogenicity analyses for the first 360 participants 1 month after
Dose 2 (data cutoff date 12 October 2020)

Phase 2/3 primary safety analysis (1 month after Dose 2) for 37,706 participants who had
a median of at least 2 months of follow-up after Dose 2 (data cutoff date 14 November
2020). Safety data are also presented separately for a subset of this cohort of 19,067
participants who have at least 2 months of safety follow-up after Dose 2.

¢ During the conduct of this study, 1 participant was identified to be randomized across
2 sites in this trial as 2 distinct participant identification numbers. This participant
was excluded entirely from all efficacy and safety analyses, including disposition and
demographic tabulations. Separate listings were generated for this participant
(Section 10.2.3).

e The actual dosing information from 3 participants included in this cohort was not
available at the data cutoff date for this CSR (Appendix 16.2.3.2.5); data from the
3 participants were not included tables/figures but were included in the listings.

Phase 2/3 safety analysis for all 43,448 participants, including the 37,706 participant
cohort (data cutoff date 14 November 2020, data summarized as is).

e There were 4 participants (5 participant identification numbers) with special data
issues: 1 multi-enrolled participant (2 participant identification numbers) and
3 participants whose actual treatment was not confirmed in IRT at the time of data
cutoff (Appendix 16.2.3.2.6). All 5 participants are described above for the primary
safety analysis.

Phase 2/3 first successful interim analysis (data cutoff date 04 November 2020) for the
primary efficacy analysis of prophylactic BNT162b2 against confirmed COVID-19
among participants without evidence of infection before vaccination 18 to 85 years of
age, and final efficacy analysis after the accrual of at least 164 cases of confirmed
COVID-19 (data cutoff date 14 November 2020) among participants without evidence of
infection before vaccination 12 to 91 years of age.
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At the time of this report, individuals 16 to 91 years of age were analyzed for the first
37,706 participants. Individuals 12 to 15 years of age were later permitted to enroll in the
study, and these results will be reported at a later time.

8. STUDY OBJECTIVES AND ENDPOINTS

8.1. Phase 1

Note: The primary safety estimand of SAEs from Dose 1 to 6 months after the last dose is not
presented in this interim CSR but will be summarized when results are available.

Table 1. Phase 1 Objectives, Estimands, and Endpoints
Objectives Estimands Endpoints
Primary: Primary: Primary:

To describe the safety and
tolerability profiles of
prophylactic BNT162
vaccines in healthy adults
after 1 or 2 doses

In participants receiving at least 1 dose of study
intervention, the percentage of participants reporting:

e Local reactions for up to 7 days following each dose
o Systemic events for up to 7 days following each dose
e AEs from Dose 1 to 1 month after the last dose

e SAEs from Dose 1 to 6 months after the last dose

In addition, the percentage of participants with:

e Abnormal hematology and chemistry laboratory
values 1 and 7 days after Dose 1; and 7 days after
Dose 2

e QGrading shifts in hematology and chemistry
laboratory assessments between baseline and 1 and
7 days after Dose 1; and before Dose 2 and 7 days
after Dose 2

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

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

e AEs

e SAEs

Hematology and chemistry laboratory

parameters detailed in Appendix 16.1.1

Protocol Section 10.2

Secondary:

Secondary:

Secondary:

To describe the immune
responses elicited by
prophylactic BNT162
vaccines in healthy adults
after 1 or 2 doses

In participants complying with the key protocol criteria
(evaluable participants) at the following time points
after receipt of study intervention: 7 and 21 days after
Dose 1; 7 and 14 days and 1, 6, 12, and 24 months after
Dose 2

e GMTs at each time point

e GMEFR from before vaccination to each subsequent
time point after vaccination

e Proportion of participants achieving >4-fold rise
from before vaccination to each subsequent time
point after vaccination

e GMCs at each time point

e GMFR from prior to first dose of study intervention
to each subsequent time point

e Proportion of participants achieving >4-fold rise
from before vaccination to each subsequent time
point after vaccination

e GMR, estimated by the ratio of the geometric mean
of SARS-CoV-2 neutralizing titers to the geometric
mean of binding IgG levels at each time point

SARS-CoV-2 neutralizing titers

S1-binding IgG levels and
RBD-binding IgG levels

e SARS-CoV-2 neutralizing titers
e Sl-binding IgG levels
e RBD-binding IgG levels

Source: Appendix 16.1.1, Protocol Section 3.1.
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8.2. Phase 2/3

Note: The objectives, estimands, and endpoints presented in Table 2 are from

Appendix 16.1.1, Protocol Amendment 9. The primary safety estimand of SAEs from Dose

1 to 6 months after the second dose in all participants in Phase 2/3, and most immunogenicity
endpoints are not presented in this interim CSR but will be summarized at a later time. Only
the exploratory immunogenicity estimand of GMTs/GMCs and GMFRs at 1 month after
Dose 2 for Phase 2 participants are presented.

Table 2.  Phase 2/3 Objectives, Estimands, and Endpoints
Objectives” Estimands | Endpoints
Primary Efficacy

To evaluate the efficacy of
prophylactic BNT162b2 against
confirmed COVID-19 occurring from
7 days after the second dose in
participants without evidence of
infection before vaccination

In participants complying with the
key protocol criteria (evaluable
participants) at least 7 days after
receipt of the second dose of study
intervention: 100 x (1 —IRR)
[ratio of active vaccine to placebo]

COVID-19 incidence per

1000 person-years of follow-up based on
central laboratory or locally confirmed
NAAT in participants with no serological
or virological evidence (up to 7 days after
receipt of the second dose) of past SARS-
CoV-2 infection

To evaluate the efficacy of
prophylactic BNT162b2 against
confirmed COVID-19 occurring from
7 days after the second dose in
participants with and without
evidence of infection before
vaccination

In participants complying with the
key protocol criteria (evaluable
participants) at least 7 days after
receipt of the second dose of study
intervention: 100 x (1 — IRR)
[ratio of active vaccine to placebo]

COVID-19 incidence per 1000 person-
years of follow-up based on central
laboratory or locally confirmed NAAT

Primary Safety

To define the safety profile of
prophylactic BNT162b2 in the first
360 participants randomized (Phase 2)

In participants receiving at least

1 dose of study intervention, the

percentage of participants reporting:

e Local reactions for up to 7 days
following each dose

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

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

e Systemic events for up to 7 days or worsened joint pain)
following each dose e AEs
e AEs from Dose 1 to 7 days after e SAEs
the second dose
e SAEs from Dose 1 to 7 days after
the second dose
To define the safety profile of In participants receiving at least e AEs
prophylactic BNT162b2 in all 1 dose of study intervention, the e SAEs

participants randomized in Phase 2/3

percentage of participants reporting:

e Local reactions for up to 7 days
following each dose

e Systemic events for up to 7 days
following each dose

e AEs from Dose 1 to 1 month after
the second dose

e SAEs from Dose 1 to 6 months
after the second dose

e Ina subset of at least 6000 participants:

o  Local reactions (pain at the
injection site, redness, and
swelling)

o Systemic events (fever, fatigue,
headache, chills, vomiting,
diarrhea, new or worsened
muscle pain, and new or
worsened joint pain)
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Table 2.

Phase 2/3 Objectives, Estimands, and Endpoints

Objectives®

Estimands

Endpoints

To define the safety profile of
prophylactic BNT162b2 in
participants 12 to 15 years of age in
Phase 3

In participants receiving at least

1 dose of study intervention, the

percentage of participants reporting:

e Local reactions for up to 7 days
following each dose

e  Systemic events for up to 7 days
following each dose

e  AEs from Dose 1 to 1 month
after the second dose

e  SAEs from Dose 1 to 6 months
after the second dose

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

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

e AEs

e SAEs

Secondary Efficacy

To evaluate the efficacy of
prophylactic BNT162b2 against
confirmed COVID-19 occurring from
14 days after the second dose in
participants without evidence of
infection before vaccination

In participants complying with the
key protocol criteria (evaluable
participants) at least 14 days after
receipt of the second dose of study
intervention:

100 x (1 —IRR) [ratio of active
vaccine to placebo]

COVID-19 incidence per 1000
person-years of follow-up based on
central laboratory or locally confirmed
NAAT in participants with no serological
or virological evidence (up to 14 days
after receipt of the second dose) of past
SARS-CoV-2 infection

To evaluate the efficacy of
prophylactic BNT162b2 against
confirmed COVID-19 occurring from
14 days after the second dose in
participants with and without
evidence of infection before
vaccination

In participants complying with the
key protocol criteria (evaluable
participants) at least 14 days after
receipt of the second dose of study
intervention:

100 x (1 —IRR) [ratio of active
vaccine to placebo]

COVID-19 incidence per 1000
person-years of follow-up based on
central laboratory or locally confirmed
NAAT

To evaluate the efficacy of
prophylactic BNT162b2 against
confirmed severe COVID-19
occurring from 7 days and from
14 days after the second dose in
participants without evidence of
infection before vaccination

In participants complying with the
key protocol criteria (evaluable
participants)

e atleast 7 days

and

e atleast 14 days

after receipt of the second dose of
study intervention: 100 x (1 — IRR)
[ratio of active vaccine to placebo]

Confirmed severe COVID-19 incidence
per 1000 person-years of follow-up in
participants with no serological or
virological evidence (up to 7 days and up
to 14 days after receipt of the second
dose) of past SARS-CoV-2 infection

To evaluate the efficacy of
prophylactic BNT162b2 against
confirmed severe COVID-19
occurring from 7 days and from
14 days after the second dose in
participants with and without
evidence of infection before
vaccination

In participants complying with the
key protocol criteria (evaluable
participants)

e atleast 7 days

and

o atleast 14 days

after receipt of the second dose of
study intervention: 100 x (1 —IRR)
[ratio of active vaccine to placebo]

Confirmed severe COVID-19 incidence
per 1000 person-years of follow-up

To describe the efficacy of
prophylactic BNT162b2 against
confirmed COVID-19 (according to
the CDC-defined symptoms)
occurring from 7 days and from

14 days after the second dose in
participants without evidence of
infection before vaccination

In participants complying with the
key protocol criteria (evaluable
participants)

e atleast 7 days

and

e atleast 14 days

after receipt of the second dose of
study intervention: 100 x (1 —IRR)
[ratio of active vaccine to placebo]

COVID-19 incidence per 1000 person-
years of follow-up based on central
laboratory or locally confirmed NAAT in
participants with no serological or
virological evidence (up to 7 days and up
to 14 days after receipt of the second
dose) of past SARS-CoV-2 infection

To describe the efficacy of
prophylactic BNT162b2 against

In participants complying with the
key protocol criteria (evaluable

COVID-19 incidence per 1000 person-
years of follow-up based on central
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Table 2.  Phase 2/3 Objectives, Estimands, and Endpoints
Objectives® Estimands Endpoints
confirmed COVID-19 (according to participants) laboratory or locally confirmed NAAT
the CDC-defined symptoms) e atleast 7 days

occurring from 7 days and from
14 days after the second dose in
participants with and without
evidence of infection before
vaccination

and

o atleast 14 days

after receipt of the second dose of
study intervention: 100 x (1 —IRR)
[ratio of active vaccine to placebo]

Secondary Immunogenicity

To demonstrate the noninferiority of
the immune response to prophylactic
BNT162b2 in participants 12 to 15
years of age compared to participants
16 to 25 years of age

GMR, estimated by the ratio of the
geometric mean of SARS-CoV-2
neutralizing titers in the 2 age groups
(12-15 years of age to 16-25 years of
age) 1 month after completion of
vaccination

SARS-CoV-2 neutralizing titers in
participants with no serological or
virological evidence (up to 1 month after
receipt of the second dose) of past SARS-
CoV-2 infection

Exploratory

To evaluate the immune response
over time to prophylactic BNT162b2
and persistence of immune response
in participants with and without
serological or virological evidence of
SARS-CoV-2 infection before
vaccination

GMC/GMT, GMFR, and percentage
of participants with titers greater than
defined threshold(s), at baseline and
1, 6, 12, and 24 months after
completion of vaccination

S1-binding IgG levels and/or
RBD-binding IgG levels
SARS-CoV-2 neutralizing titers

To evaluate the immune response
(non-S) to SARS-CoV-2 in
participants with and without
confirmed COVID-19 during the
study

N-binding antibody

To describe the serological responses

to the BNT vaccine candidate in cases

of:

e Confirmed COVID-19

e Confirmed severe COVID-19

e SARS-CoV-2 infection without
confirmed COVID-19

S1-binding IgG levels and/or
RBD-binding IgG levels
SARS-CoV-2 neutralizing titers

To describe the safety,
immunogenicity, and efficacy of
prophylactic BNT162b2 in
individuals with confirmed stable
HIV disease

All safety, immunogenicity, and
efficacy endpoints described above

To describe the safety and
immunogenicity of prophylactic
BNT162b2 in individuals 16 to

55 years of age vaccinated with study
intervention produced by
manufacturing ‘“Process 1” or
“Process 2"°

All safety endpoints described above
SARS-CoV-2 neutralizing titers

a. HIV-positive participants in Phase 3 were not included in analyses of the objectives, with the exception of the specific

exploratory objective.

b.  See Section 9.4.3 for a description of the manufacturing process.
Source: Appendix 16.1.1, Protocol Section 3.2.
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9. INVESTIGATIONAL PLAN

9.1. Overall Study Design and Plan

This is a Phase 1/2/3, randomized, multinational, placebo-controlled, observer-blind, dose

finding, vaccine candidate—selection, and efficacy study in healthy individuals.

The study consists of 2 parts: Phase 1 to identify preferred vaccine candidate(s) and dose
level(s); and Phase 2/3 as an expanded cohort and efficacy part. These parts, and the
progression between them, are detailed in Figure 1.

Figure 1. Study Schema

Phase 1 For each vaccine candidate (4:1 randomization active:placebo)
Age: 18-55 Age: 65-85 y
Low-dose-level 2-dose group (n=15)

IRC (safety) IRC (safety

A 4

Low-dose-level 2-dose group (n=15)
 Z after Dose 1)

Mid-dose-level 2-dose group (n=15)

IRC (safety .
IRC (safety) » Mid-dose-level 2-dose group (n=15)
N2 after Dose 1)
High-dose-level 2-dose group (n=15)
IRC (safety

High-dose-level 2-dose group (n=15)

A 4

after Dose 1)

— IRC choice of group(s) for Phase 2/3
(safety & immunogenicity after Doses 1 and 2)

Phase 2/3 Single vaccine candidate (1:1 randomization active:placebo)
Safety and immunogenicity analysis of Age: 212
Phase 2 data (first 360 participants) (Stratified 12-15, 16-55, or >55)

by unblinded team (these participants
will also be included in Phase 3
analyses)

BNT162b2 30 pg or placebo 2 doses
(n~21,999 per group, total n~43,998)

Source: Appendix 16.1.1, Protocol Section 1.2

The study evaluated the safety, tolerability, and immunogenicity of 2 different SARS-CoV-2
RNA vaccine candidates against COVID-19 and the Phase 2/3 efficacy of 1 selected
candidate based on Phase 1 results:

e Asa2-dose (separated by 21 days) schedule;

e At various dose levels in Phase 1;

e In various age groups:
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e Phase 1: 18 to 55 and 65 to 85 years of age;

e Phase 2: >18 years of age (stratified as 18 to 55 years and >55 to 85 years);

e Phase 3: >12 years of age (stratified as 12 to 15, 16 to 55, or >55 years of age).
To facilitate rapid review of data in real time, Pfizer and BioNTech staff were unblinded to
vaccine allocation for the participants in Phase 1, and remain blinded for the Phase 2/3

portion of study except those who were designated for unblinded activities following the
protocol and the data blinding plan.

9.1.1. Phase 1

Each group (vaccine candidate/dose level/age group) was comprised of 15 participants
randomized 4:1 to receive active vaccine or placebo (12 participants randomized to active
vaccine and 3 to placebo, such that the placebo participants across the groups would produce
a roughly comparably-sized cohort).

For each vaccine candidate/dose level/age group, safety precautions included: additional
safety assessments (Section 9.5.2 and Appendix 16.1.1, Protocol Section 8.2), controlled
enrollment, application of stopping rules, and IRC review of safety data to determine if dose
escalation could proceed.

Groups of participants 65 to 85 years of age were not started until safety data for the RNA
platform were deemed acceptable at the same, or a higher, dose level in the 18 to 55 years of
age group by the IRC.

In this phase, 13 groups were studied, corresponding to a total of 195 participants.

Following review of all available safety and immunogenicity data through 14 days after
Dose 2 for BNT162b1 and BNT162b2, both vaccine constructs were considered strong
candidates to proceed to Phase 2/3. See Section 9.4.5 for details on selection of final
candidate and dose for Phase 2/3.

Refer to Appendix 16.1.1, Protocol Section 4.1.1 for further details on the Phase 1 study
design.

9.1.2. Phase 2/3

Safety and immunogenicity data generated during the Phase 1 portion of this study and the
BioNTech study conducted in Germany (BNT162-01) supported BNT162b2 at a dose of
30 ug as the vaccine candidate to proceed into Phase 2/3 (see Section 9.4.5).

The Phase 2 part of the study was comprised of the first 360 participants enrolled (1:1
randomization between BNT162b2 and placebo, stratified by age groups [18 to 55 years and
>55 to 85 years] with approximately 50% in each age stratum) to assess safety data through
7 days after Dose 2 and immunogenicity data through 1 month after Dose 2 from these
Phase 2 360 participants. Enrollment continued during Phase 2 and these participants are
included in the efficacy evaluation in the Phase 3 part of the study.
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Participants in the ongoing Phase 3 part of the study are >12 years of age (stratified as 12 to
15, 16 to 55, or >55 years of age). The 12- to 15- year stratum will comprise up to
approximately 2000 participants enrolled at selected investigational sites. It was planned to
enroll a minimum of 40% of participants in the >55 years of age stratum. Participants in
Phase 3 were randomized 1:1 to receive active vaccine or placebo.

The Phase 2/3 part of the study is event-driven. Under the assumption of a true VE rate of
>60%, a target of 164 primary-endpoint cases of confirmed COVID-19 occurring at least

7 days following the second dose of the primary series of the candidate vaccine will be
sufficient to provide 90% power to conclude true VE >30% with high probability. The total
number of participants enrolled in Phase 2/3 may vary depending on the incidence of
COVID-19 at the time of the enrollment, the true underlying VE, and a potential early stop
for efficacy or futility.

Assuming a COVID-19 attack rate of 1.3% per year in the placebo group, accrual of 164 first
primary endpoint cases within 6 months, an estimated 20% non-evaluable rate, and

1:1 randomization, the BNT162b2 vaccine candidate selected for Phase 2/3 is expected to
comprise approximately 21,999 vaccine recipients per group, for a total sample size of
43,998. This is the number of participants initially targeted for Phase 2/3 and may be
adjusted based on advice from DMC analyses of case accumulation and the percentage of
participants who are seropositive at baseline. Dependent upon the evolution of the pandemic,
it is possible that the COVID-19 attack rate may be higher, in which case accrual would be
expected to be more rapid, enabling the study’s primary endpoint to be evaluated sooner.

In Phase 3, noninferiority of immune response to prophylactic BNT162b2 in participants
12 to 15 years of age to response in participants 16 to 25 years of age will be assessed based
on the GMR of SARS-CoV-2 neutralizing titers using a 1.5-fold margin.

The safety and immunogenicity of prophylactic BNT162b2 in individuals 16 to 55 years of
age vaccinated with BNT162b2 manufactured with “Process 1” and each lot of BNT162b2
manufactured with “Process 27, which was developed to support an increased scale of
manufacture, will be described.

It is planned that participants would participate for approximately 26 months.
Refer to Appendix 16.1.1, Protocol Section 4.1 for further detail on the study design.

9.2. Discussion of Study Design, Including Choice of Control Groups

The purpose of the study is to describe the safety, tolerability, and immunogenicity of
2 BNT162 RNA-based COVID-19 vaccine candidates against COVID-19, and the efficacy
of one (selected) candidate, in healthy individuals.

The study is observer-blinded, as the physical appearance of the investigational vaccine
candidates and the placebo may differ. The participant, investigator, study coordinator, and
other site staff are blinded. At the study site, only the dispenser(s)/administrator(s) are
unblinded.
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The study consists of 3 placebo-controlled phases. Placebo is used as the control, as there is
no licensed comparator vaccine available.

Phase 1 was designed to identify preferred vaccine candidate(s) and dose level(s) for further
development based on safety, tolerability, and immunogenicity.

Phase 2 was designed to expand knowledge of the safety and immunogenicity of the vaccine
candidate selected from Phase 1.

Phase 2/3 was designed to evaluate the efficacy of the vaccine candidate selected for
development, and to provide additional safety and immunogenicity data in a larger
population, including adolescents (adolescents were later permitted to enroll as part of
Phase 3; data are not available at the time of this report).

Refer to Appendix 16.1.1, Protocol Section 4.2 for further detail of the rationale of the study
design.

9.3. Participant Selection

9.3.1. Inclusion Criteria

Participants were eligible to be included in the study only if all of the following criteria
apply:

Age and Sex:

1. Male or female participants between the ages of 18 and 55 years, inclusive, and 65 and

85 years, inclusive (Phase 1), or >12 years (Phase 2/3) at randomization. Note that
participants <18 years of age cannot be enrolled in the EU.

Refer to Appendix 16.1.1, Protocol Appendix 4 for reproductive criteria for male
(Appendix 16.1.1, Protocol Section 10.4.1) and female (Appendix 16.1.1, Protocol
Section 10.4.2) participants.

Type of Participant and Disease Characteristics:

2. Participants who were willing and able to comply with all scheduled visits, vaccination
plan, laboratory tests, lifestyle considerations, and other study procedures.

3. Healthy participants who were determined by medical history, physical examination
(if required), and clinical judgment of the investigator to be eligible for inclusion in the
study.

Note: Healthy participants with preexisting stable disease, defined as disease not
requiring significant change in therapy or hospitalization for worsening disease during
the 6 weeks before enrollment, could be included. Specific criteria for Phase 3
participants with known stable infection with HIV, HCV, or HBV can be found in
Appendix 16.1.1, Protocol Section 10.8.

CONFIDENTIAL

FDA-CBER-2021-5683-0780638

Page 67



090177e195afe397\Approved\Approved On: 03-Dec-2020 16:12 (GMT)

Interim Clinical Study Report
Protocol C4591001

4.

Phase 2/3 only: Participants who, in the judgment of the investigator, were at higher risk
for acquiring COVID-19 (including, but not limited to, use of mass transportation,
relevant demographics, and frontline essential workers).

Informed Consent:

5.

Capable of giving personal signed informed consent/have parent(s)/legal guardian
capable of giving signed informed consent as described in Appendix 16.1.1, Protocol
Appendix 1, which included compliance with the requirements and restrictions listed in
the ICD and in the protocol.

9.3.2. Exclusion Criteria

Participants were excluded from the study if any of the following criteria applied:

Medical Conditions:

6.

10.

11.

Other medical or psychiatric condition including recent (within the past year) or active
suicidal ideation/behavior or laboratory abnormality that increased the risk of study
participation or, in the investigator’s judgment, made the participant inappropriate for the
study.

Phases 1 and 2 only: Known infection with HIV, HCV, or HBV.

History of severe adverse reaction associated with a vaccine and/or severe allergic
reaction (eg, anaphylaxis) to any component of the study intervention(s).

Receipt of medications intended to prevent COVID-19.

Previous clinical (based on COVID-19 symptoms/signs alone, if a SARS-CoV-2 NAAT
result was not available) or microbiological (based on COVID-19 symptoms/signs and a
positive SARS-CoV-2 NAAT result) diagnosis of COVID-19.

Phase 1 only: Individuals at high risk for severe COVID-19, including those with any of
the following risk factors:

e Hypertension

e Diabetes mellitus

e Chronic pulmonary disease

e Asthma

e Current vaping or smoking

e History of chronic smoking within the prior year
e Chronic liver disease

e Stage 3 or worse chronic kidney disease (glomerular filtration rate <60 mL/min/1.73 m?)
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12.

13.

14.

15.

16.

e Resident in a long-term facility
e BMI >30 kg/m?
e Anticipating the need for immunosuppressive treatment within the next 6 months

Phase 1 only: Individuals currently working in occupations with high risk of exposure to
SARS-CoV-2 (eg, healthcare worker, emergency response personnel).

Immunocompromised individuals with known or suspected immunodeficiency, as
determined by history and/or laboratory/physical examination.

Phase 1 only: Individuals with a history of autoimmune disease or an active autoimmune
disease requiring therapeutic intervention, including but not limited to: systemic or
cutaneous lupus erythematosus, autoimmune arthritis/rheumatoid arthritis, Guillain-Barré
syndrome, multiple sclerosis, Sjogren’s syndrome, idiopathic thrombocytopenia purpura,
glomerulonephritis, autoimmune thyroiditis, giant cell arteritis (temporal arteritis),
psoriasis, and insulin-dependent diabetes mellitus (type 1).

Bleeding diathesis or condition associated with prolonged bleeding that would, in the
opinion of the investigator, contraindicate intramuscular injection.

Women who are pregnant or breastfeeding.

Prior/Concomitant Therapy:

17.

18.

19.

20.

Previous vaccination with any coronavirus vaccine.

Individuals who received treatment with immunosuppressive therapy, including cytotoxic
agents or systemic corticosteroids, eg, for cancer or an autoimmune disease, or planned
receipt throughout the study. If systemic corticosteroids were administered short term
(<14 days) for treatment of an acute illness, participants should not have been enrolled
into the study until corticosteroid therapy had been discontinued for at least 28 days
before study intervention administration. Inhaled/nebulized (except for participants in
Phase 1 — see exclusion criterion 14), intra-articular, intrabursal, or topical (skin or eyes)
corticosteroids were permitted.

Phase 1 only: Regular receipt of inhaled/nebulized corticosteroids.

Receipt of blood/plasma products or immunoglobulin, from 60 days before study
intervention administration or planned receipt throughout the study.

Prior/Concurrent Clinical Study Experience:

21.

22.

Participation in other studies involving study intervention within 28 days prior to study
entry and/or during study participation.

Previous participation in other studies involving study intervention containing lipid

nanoparticles.
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Diagnostic Assessments:

23.

24.

25.

26.

Phase 1 only: Positive serological test for SARS-CoV-2 IgM and/or IgG antibodies at
the screening visit.

Phase 1 only: Any screening hematology and/or blood chemistry laboratory value that
meets the definition of a > Grade 1 abnormality.

Note: With the exception of bilirubin, participants with any stable Grade 1 abnormalities
(according to the toxicity grading scale) may be considered eligible at the discretion of
the investigator. (Note: A “stable” Grade 1 laboratory abnormality is defined as a report
of Grade 1 on an initial blood sample that remains < Grade 1 upon repeat testing on a
second sample from the same participant.)

Phase 1 only: Positive test for HIV, HBsAg, HBc Abs, or HCV Abs at the screening
visit.

Phase 1 only: SARS-CoV-2 NAAT-positive nasal swab within 24 hours before receipt of
study intervention.

Other Exclusions:

27.

Investigator site staff or Pfizer/BioNTech employees directly involved in the conduct of
the study, site staff otherwise supervised by the investigator, and their respective family
members.

9.3.3. Criteria for Temporarily Delaying Vaccine Administration

The following conditions were temporary or self-limiting and a participant may have been
vaccinated once the condition(s) resolved and no other exclusion criteria were met.

Current febrile illness (body temperature >100.4°F [>38°C]) or other acute illness within
48 hours before study intervention administration. This included current symptoms that
could represent a potential COVID-19 illness:

e New or increased cough;

e New or increased shortness of breath;

o Chills;

e New or increased muscle pain;

e New loss of taste/smell;

e Sore throat;

e Diarrhea;
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¢ Vomiting.

Refer to Appendix 16.1.1, Protocol Section 5.5 for details of additional criteria for
temporarily delaying vaccine administration.

9.3.4. Withdrawal of Participants From the Study

Refer to Appendix 16.1.1, Protocol Section 7.2 for details for when and how participants may
have withdrawn from the study.

9.4. Investigational Product
9.4.1. Vaccines Administered

The study evaluated a 2-dose (separated by 21 days) schedule of 2 investigational RNA
vaccine candidates for active immunization against COVID-19 or saline placebo:

e BNTI162bl (BNT162 RNA-LNP vaccine containing modRNA that encodes the RBD):
10 pg, 20 pg, 30 pg, 100 pg

e BNT162b2 (BNT162 RNA-LNP vaccine containing modRNA that encodes P2 S): 10 pg,
20 pug, 30 pg

e Normal saline (0.9% sodium chloride solution for injection)
The vaccine candidate selected for Phase 2/3 evaluation was BNT162b2 at a dose of 30 pg.

Refer to Appendix 16.1.1, Protocol Sections 6.1 and 6.1.1 for details of the study
intervention(s) and study intervention administration.

9.4.2. Identity of Investigational Product(s)

Refer to Appendix 16.1.1, Protocol Section 6.2 for details on preparation, storage, and
dispensing.

A list of the study interventions administered in this study and their respective lot numbers is
provided in Table 3 below.

Table 3. Investigational Product Lot Numbers — Final Analysis Interim

Vendor Lot Number

Investigational (Manufacturer)
Product Phase Manufacturer Lot Number? (Pfizer)
BNT162b1 (10 pg, 1 BioNTech BCV10320-A E220395-0001L
20 pg, 30 png, and
100 pg)
BNT162b2 (10 pg, 1 BioNTech BCV40420-A E220395-0004L
20 pg, and 30 pg)
Normal saline (0.9% 1 Pfizer DK1589 20-001592
sodium chloride
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Table 3. Investigational Product Lot Numbers — Final Analysis Interim

solution for injection)

BNT162b2 (30 pg) 2/3 BioNTech BCV40420-A E220395-
0006L003/P220395-
0012L
BCV40420-A E220395-
0035L002/P220395-
0048L
BCV40420-A E220395-
0035L003/P220395-
0048L
BCV40420-A EU2065896/E220395-
0004L
BCV40420-A PA2070104/P220395-
0008L
BCV40620-A PA2071394/P220395-
0029L
BCV40620-A PA2072393/P220395-
0019L
BCV40620-B PA2071395/P220395-
0016L
BCV40620-B PA2072396/P220395-
0016L
BCV40620-C PA2071396/P220395-
0047L
BCV40620-C PA2072439/P220395-
0047L
BCV40620-D PA2072442/P220395-
0042L
BCV40620-D PA2072765/P220395-
0042L
BCV40720-A PA2074172/P220395-
0053L
BCV40720-A PA2074998/P220395-
0060L
BCV40720-B PA2074173/P220395-
0051L
BCV40720-C PA2074071/P220395-
0052L
ED3938 PA2074300/P220395-
0021L
ED3938 EU2074330/E220395-
0036L
ED3938 PA2074300/P220395-
0022L
ED3938 PA2074300/P220395-
0023L
EE3813 PA2074838/P220395-
0024L
EE3813 PA2074838/P220395-
0020L
EE8493Z PA2077905/P220395-
0026L
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Table 3. Investigational Product Lot Numbers — Final Analysis Interim

Normal saline (0.9%
sodium chloride
solution for injection)

2/3

Pfizer

DK1589;20 - 001592
DK1589;20 - 001776
DK2074;20 - 002029
DK2074;20 - 002108
DK2074;20 - 002221
DK2074;20 - 002221
DK2074;20 - 002221
DK2074;20 - 002221
DK2074;20 - 002221
DK2074;20 - 002221
DK2074;20 - 002221
DK2074;20 - 002221
DK2074;20 - 002221
DK2074;20 - 002221
DK2074;20 - 002221
DK2074;20 - 002221

DK2074;20 - 002221

PA2064251/P220395-
0005L
PA2065311/P220395-
0007L
PA2067775/P220395-
0030L
PA2067774/P220395-
0013L
PA2069407/P220395-
0031L
PA2069407/P220395-
0032L
PA2069407/P220395-
0033L
PA2069407/P220395-
0034L
PA2069407/P220395-
0044L
PA2069407/P220395-
0045L
PA2069407/P220395-
0046L
PA2069407/P220395-
0054L
PA2069407/P220395-
0055L
PA2069407/P220395-
0056L
PA2069407/P220395-
0062L
PA2069407/P220395-
0065L

PA20694070TH/E220395-

0049L

Note: C4591001 End of Study Information and Quality Control (QC) Record for Study Drug Appendix (Section D)

dated 19Nov2020 was used to create this table.
a. Lot number assigned to the investigational product by Pfizer Global Clinical Supply.

Protocol C4591001 Investigational Product Lot Numbers Table — Final Analysis Interim, Final, Version 1.0,

19No0v2020.

9.4.3. Manufacturing Process

The scale of the BNT162b2 manufacturing has been increased to support future supply. The
safety and immunogenicity of prophylactic BNT162b2 in individuals 16 to 55 years of age
vaccinated with material generated using the existing manufacturing process (Process 1) and
with material from lots generated using the manufacturing process supporting increased

supply (Process 2) is planned to be evaluated.

Refer to Appendix 16.1.1, Protocol Section 6.1.1 for further details on manufacturing process
and evaluation of material generated by the 2 processes.
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9.4.4. Method of Assigning Participants to Treatment Groups
Allocation (randomization) of participants to vaccine groups proceeded through the use of an

IRT system (IWR).

Refer to Appendix 16.1.1, Protocol Section 6.3.1 for details on investigational product
assignment.

9.4.5. Selection of Dose Levels/Regimen
9.4.5.1. Phase 1

Section 9.4.1 provides details on the doses administered in Phase 1.
Refer to Appendix 16.1.1, Protocol Section 6 for details of the dose and regimen.

9.4.5.2. Phase 2/3

Both BNT162b1 and BNT162b2 20 pg and 30 pg dose levels demonstrated robust SARS-
CoV-2 neutralizing titer responses during the Phase 1 portion of the study. Both vaccine
constructs were considered to be strong candidates for further clinical development; however,
the totality of data favored selection of BNT162b2 at 30 pg based on the following findings:

e FEarlier clearance of SAR CoV-2 RNA from the nose of BNT162b2 immunized and
challenged rhesus monkeys.

e A more favorable reactogenicity profile for BNT162b2 compared with BNT162b1 in
both younger and older adults.

Refer to Appendix 16.1.1, Protocol Section 6 for details of the dose and regimen.

9.4.6. Blinding

The study staff receiving, storing, dispensing, preparing, and administering the study
interventions were unblinded. All other study and site personnel, including the investigator,
investigator staff, and participants, were blinded to study intervention assignments.

To facilitate rapid review of data in real time, Pfizer and BioNTech staff were unblinded to
study intervention allocation for the participants in the Phase 1 portion of the study. The
majority of sponsor staff and all personnel directly involved in study conduct were and
remain blinded to study intervention allocation in Phase 2/3. All laboratory testing personnel
performing serology assays remain blinded to study intervention assigned/received
throughout all phases of the study. The following sponsor staff were unblinded in Phase 2/3
(further details are provided in a data blinding plan):

e Those study team members who were involved in ensuring that protocol requirements for
study intervention preparation, handling, allocation, and administration are fulfilled at the
site were unblinded at the site level for the duration of the study (eg, unblinded study
manager, unblinded clinical research associate).
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e Unblinded clinician(s), who were not direct members of the study team and did not
participate in any other study-related activities, reviewed unblinded protocol deviations.

e An unblinded statistical team supporting interactions with, and interim analyses for, the
DMC (see Appendix 16.1.1, Protocol Section 9.6) and the initial version of this interim
CSR (12 November 2020). This is comprised of a statistician, programmer(s), a clinical
scientist, and a medical monitor who reviewed cases of severe COVID-19 as they were
received, and reviewed AEs at least weekly for additional potential cases of severe
COVID-19 (see Section 9.5.2.3).

e After the formal data release of the final efficacy analysis of at least 164 cases, which is
considered the primary completion of the study efficacy objectives, additional limited
statisticians and programmers were unblinded at the participant level to prepare
unblinded analyses and other regulatory activities. A group of statisticians and
programmers will remain blinded and continue supporting the blinded conduct of the
study.

e An unblinded submissions team was responsible for preparing documents to support
regulatory activities that may have been required while the study is ongoing. This team
was only unblinded at the group level and did not have access to individual participant
assignments. The programs that produced the summary tables were developed and
validated by the blinded study team, and these programs were run by the same unblinded
statistical team supporting DMC reviews. The submissions team did not have access to
unblinded COVID-19 cases unless efficacy was achieved at either an interim analysis or
the final analysis, as determined by the DMC.

Refer to Appendix 16.1.1, Protocol Section 6.3.2 for details on blinding of the site personnel,
Protocol Section 6.3.3 for details on blinding of the Pfizer and BioNTech, and Protocol
Section 6.3.4 for circumstances when the blind could be broken.

9.4.7. Prior and Concomitant Vaccines, Medications, and Procedures
Prohibited During the Study

Participants may have been excluded from the per-protocol analysis and may not have
received further required study vaccinations upon receipt of the vaccines and medications
prohibited during the time periods specified in Appendix 16.1.1, Protocol Section 6.5.1;
however, participants were not withdrawn from the study. Medications were not withheld if
required for a participant’s medical care.

Prophylactic antipyretics and other pain medication to prevent symptoms associated with
study intervention administration were not permitted. However, if a participant was taking a
medication for another condition, even if it had antipyretic or pain-relieving properties, it was
not withheld prior to study vaccination.
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Permitted During the Study

Refer to Appendix 16.1.1, Protocol Section 6.5 for details on prior and concomitant vaccines,
medications and procedures that were allowed or prohibited.

9.4.8. Vaccine Compliance

Participants dosed at the site received study intervention directly from the investigator or
designee, under medical supervision.

Refer to Appendix 16.1.1, Protocol Section 6.4 for details of compliance with study
intervention.

9.5. Efficacy, Imnmunogenicity, and Safety Evaluations
9.5.1. Efficacy and Immunogenicity Evaluations

Efficacy was assessed for potential cases of COVID-19.

For immunogenicity testing, the following assays were performed in Phase 1 and Phase 2 and
will be performed in Phase 2/3 with exception of the RBD-binding IgG assay:

e SARS-CoV-2 neutralizing titers

e Antigen binding antibodies specific to SARS-CoV-2
e RBD-binding IgG levels (most relevant to BNT162b1, which encodes the RBD)
e Sl-binding IgG levels (most relevant to BNT162b2 which encodes P2 S)
e N-binding antibody (Phase 2/3 only)

Refer to Appendix 16.1.1, Protocol Section 8.1 for details on efficacy and immunogenicity
evaluations.

9.5.2. Safety Evaluations

Safety evaluations are as described in Appendix 16.1.1, Protocol Section 8.2.

9.5.2.1. Clinical Safety Laboratory Evaluations (Phase 1 Participants Only)

Clinical safety laboratory evaluations were only conducted for Phase 1 participants and
described in Appendix 16.1.1, Protocol Section 8.2.1. The laboratory tests performed are
described in Appendix 16.1.1, Protocol Appendix 2.

9.5.2.2. Electronic Diary

All participants in Phase 1 and a subset of at least the first 6000 participants randomized in
Phase 2/3 recorded local reactions, systemic events, and antipyretic/pain medication usage
for 7 days, following administration of study intervention using an e-diary. Any participants
in Phase 3 who are HIV-positive or 12 to 15 years of age may also have been included in this
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subset (will be reported at a later time). In addition, participants 16 through 17 years of age
enrolled under Protocol Amendment 9 (finalized 29 October 2020) and onwards will be
included in the reactogenicity subset. Use of an e-diary allowed recording of these
assessments within a fixed time window and provided an accurate representation of the
participant’s experience at that time. For participants who were not in the reactogenicity
subset, local reactions and systemic events consistent with reactogenicity were detected and
reported as AEs (Section 9.5.2.5).

For local reactogenicity, during the reactogenicity e-diary reporting period, participants were
asked to assess redness, swelling, and pain at the injection site and to record the symptoms in
the reactogenicity e-diary. If a local reaction persists beyond the end of the reactogenicity
e-diary period following vaccination, the participant was requested to report that information.
The investigator entered this additional information in the CRF. Redness and swelling were
measured and recorded in measuring device units (range: 1 to 21) and then categorized
during analysis as absent, mild, moderate, or severe based on the grading scale. Pain at the
injection site was assessed by the participant as absent, mild, moderate, or severe according
the grading scale.

For systemic reactogenicity, during the reactogenicity e-diary reporting period, participants
were asked to assess vomiting, diarrhea, headache, fatigue, chills, new or worsened muscle
pain, and new or worsened joint pain and to record the symptoms in the reactogenicity
e-diary. The symptoms were assessed by the participant as absent, mild, moderate, or severe
according to the grading scale.

The investigator or designee obtained stop dates from the participant for any ongoing local
reactions, systemic events, or use of antipyretic medication on the last day that the
reactogenicity e-diary was completed.

Refer to Appendix 16.1.1, Protocol Section 8.2.2 for additional details on use of the e-diary.
Refer to Appendix 16.1.1, Protocol Section 8.2.2.2, Protocol Section 8.2.2.3, Protocol
Section 8.2.2.4, Protocol Section 8.2.2.5 for details on grading of prompted local reactions,
systemic events, fever, and use of antipyretic/pain medications, respectively.

9.5.2.3. Phase 1 Stopping Rules

Stopping rules were in place for all Phase 1 participants, based on review of AE data and
e-diary reactogenicity data, until the start of Phase 2/3 or 30 days after the last dose of study
intervention in Phase 1, whichever was later. These data were monitored on an ongoing
basis by the investigator (or medically qualified designee), Pfizer, and BioNTech in order to
promptly identify and flag any event that potentially contributes to a stopping rule.

Refer to Appendix 16.1.1, Protocol Section 8.2.3 for details on Phase 1 stopping rules.

9.5.2.4. Surveillance of Events That Could Represent Vaccine-Associated Enhanced
COVID-19 and Phase 2/3 Stopping Rule

Participants in all phases of the study were surveilled for potential COVID-19 illness from
Visit 1 onwards. If a participant experienced any potential symptoms for COVID-19 illness,
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a COVID-19 illness and subsequent convalescent visit (in-person or telehealth) occurred. As
part of these visits, samples (nasal [midturbinate] swab and blood) were taken for antigen and
antibody assessment as well as recording of COVID-19-related clinical and laboratory
information (including local diagnosis).

During Phase 1, Pfizer and BioNTech conducted unblinded reviews of the data, including for
the purpose of safety assessment. All NAAT-confirmed cases in Phase 1 were reviewed
contemporaneously by the IRC and the DMC.

In Phase 2/3, the unblinded team supporting the DMC, including an unblinded medical
monitor, reviewed cases of severe COVID-19 as they were received and reviewed AEs at
least weekly for additional potential cases of severe COVID-19. At any point, the unblinded
team may have discussed with the DMC chair whether the DMC should review cases for an
adverse imbalance of cases of COVID-19 and/or severe COVID-19 between the vaccine and
placebo groups.

The stopping rule was triggered when the 1-sided probability of observing the same or a
more extreme case split was 5% or less when the true incidence of severe disease was the
same for vaccine and placebo participants, and alert criteria were triggered when this
probability was less than 11%. In addition, when the total number of severe cases was low
(15 or less), the unblinded team supporting the DMC implemented the alert rule when a
reverse case split of 2:1 or worse was observed.

When the total number of severe cases was 20 or less, the stopping rule and alert rules in
Appendix 16.1.1, Protocol Table 10 and Table 11, respectively, applied.

Refer to Appendix 16.1.1, Protocol Section 8.13 for details on COVID-19 surveillance, and
Protocol Section 8.2.4 for details on Phase 2/3 stopping rules.

9.5.2.5. Adverse Events and Serious Adverse Events

AEs were collected during the study from the signing of the ICD through and including

1 month after Dose 2 (Visit 7 for Phase 1 participants and Visit 3 for Phase 2/3 participants).

SAEs were collected from the signing of the ICD to approximately 6 months after the last
dose of study intervention (Visit 8 for Phase 1 participants and Visit 4 for Phase 2/3
participants).

Acute reactions (immediate AEs) were collected within the first 4 hours after administration
of the study intervention (for the first 5 participants vaccinated in each Phase 1 group), and
within the first 30 minutes (for the remainder of participants).

Refer to Appendix 16.1.1, Protocol Section 8.3 for additional details for collecting AEs and
SAEs.

9.5.2.6. Events of Special Interest

While AESIs were not prespecified in the protocol, Pfizer utilizes a safety review as part of
the signal detection processes that highlights specified targeted medical events (TMEs) of
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clinical interest. TMEs are specific AE terms reviewed on an ongoing basis by routine safety
data review procedures throughout the clinical study. Although not pre-specified in the
protocol, TMEs are maintained in a separate list as part of the Safety Surveillance Review
Plan for the vaccine program. By definition, TMEs are considered to be AESIs specific for a
product or program's protocol(s). They are based on review of known pharmacology,
toxicology findings, possible class effects, published literature, and potential signals arising
from safety data assessments.

The list of TMEs is customized for each development program and is dynamic. For this
study, the list of TMEs includes events of interest because of their association with
COVID-19 and terms of interest for vaccines in general. Terms are chosen from the
MedDRA dictionary and may include PTs, high level term, high level group terms, or
standardized MedDRA queries (SMQs; all evaluated as broad and narrow).

Other events of clinical interest identified by the sponsor were also reviewed and
summarized (Section 12.3.4.4).

9.6. Data Quality Assurance

A number of steps were taken in the planning and implementation of this study to ensure that
the data collected were accurate, consistent, complete, and reliable. This study used an RDC
system and handheld diary device or application. The CRFs were designed to be used with
ease.

Given the unprecedented medical need due to the magnitude and speed of the COVID-19
pandemic, Pfizer implemented an innovative solution to obtain written investigator
attestations that participant-level CRF data were accurate and complete, to enable regulatory
submissions as quickly as possible while adhering to GCP. Pfizer finalized the database for
this CSR by releasing CRF data in batches on a weekly basis from 23 October 2020 through
the data cutoff date of 17 November 2020. A participant’s CRF data included in a given
batch was signed by the investigator on the date of batch completion. All participants
included in analyses in this CSR had at least 1 investigator attestation of their CRF data on or
after 23 October 2020. In cases where a site made updates to a participant’s CRF data after
the investigator had provided an attestation, attempts were made to re-obtain the investigator
attestation when CRF updates were associated with adverse events/serious adverse events or
COVID-19 illness visits.

For completeness, this CSR includes all safety data for all participants available at the time of
the data cutoff date for the efficacy analysis. For safety data obtained after the initial

37,706 participants had a median follow-up of 2 months after the second dose, it is possible
that an updated investigator attestation was not obtained prior to the database finalization for
the CSR.

Representatives of Pfizer conducted routine reviews, using both on-site and remote access
options with the investigational sites while the study was in progress to check the accuracy
and completeness of the data being entered into the RDC system. During these visits, critical
data were verified against participant source documents, and queries regarding missing or
contradictory data were resolved. In addition, study procedures were reviewed, and protocol
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deviations were discussed with the investigator. Telephone and email contact was
maintained with the investigators between site visits. In addition, the overall study conduct
was subject to internal quality review by Pfizer.

Pfizer recently became aware of a data entry issue at 2 sites [1219,1235] that resulted in

15 participants being asked to provide responses in the vaccination e-diary to collect
reactogenicity data when they had not consented to provide reactogenicity information and
were not trained on the use of the e-diary for this purpose. Pfizer is currently working with
the sites to obtain consent to use these data. The data for these participants are consistent
with the overall reactogenicity profile and are included in the reactogenicity analyses in this
CSR in order to provide complete information to regulatory authorities.

Investigators were required to review the diary data online at frequent intervals to evaluate
participant compliance and as part of the ongoing safety review. Furthermore, diary data
were made available to Pfizer and Pfizer’s representative online to enable ongoing review.

The quality risk management plan used in this study documents risks and controls that are in
place throughout the life of the study. In this study, QTLs were defined during the quality
risk management planning.

A QTL was set to monitor the proportion of potential COVID-19 illness visits for which a
swab was provided for NAAT detection of SARS-CoV-2 at the central laboratory since this
is a critical component of the case definition of COVID-19. The threshold was set at 90% for
all illness visits from the start of Phase 2/3, regardless of whether the case could contribute to
the primary endpoint or not, since more than 10% of potentially missing data was considered
undesirable for the primary endpoint. On 04 November 2020, the QTL dropped to 89%, just
below the predefined threshold.

The protocol design is such that, if a participant experiences any of the specified trigger
symptoms that could indicate COVID-19 (irrespective of perceived etiology or clinical
significance), a potential COVID-19 illness visit should occur, including obtaining a swab for
the central laboratory. Despite expecting such a visit to occur irrespective of perceived
etiology or clinical significance, there have been circumstances where investigators have
exercised their clinical judgment and initially recorded potential symptoms as AEs. We
observed this trend (the QTL dropped from 95% on 30 September 2020 to 92% on

08 October 2020) and conducted investigator retraining at a scheduled meeting on

09 October 2020. Training for all site staff was posted to the training portal on

03 November 2020. During data cleaning, these data have been transferred to potential
COVID-19 illness CRFs although in many such cases a swab was not obtained. However, the
fact that the investigators considered these unlikely to represent COVID-19, suggests that
there is a low risk of having missed true COVID-19 cases as a result.

Whilst the QTL for all visits dropped to 89%, considering potential COVID-19 illnesses that
occurred at least 7 days post-dose 2 and could therefore contribute to the primary efficacy
analysis, the corresponding QTL was 91.3%.
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The accuracy of the clinical database was verified through a series of processes. Potential
errors were identified through the generation of automatic queries during data entry and
manual queries during data review. Clinical data were reviewed on an ongoing basis, and a
BDR was conducted to identify any undetected data issues or concerns requiring correction.
Once all participant data had been entered and all data queries closed, a final data
management review was performed, and the database was declared ready for statistical
analysis.

This CSR has been subject to quality control review by Pfizer or Pfizer’s designee.

Quality assurance audits were performed at selected sites by Pfizer’s own independent
quality assurance group or by a CRO and/or individual contract personnel under the group’s
direction. These audits were conducted according to Pfizer’s procedures and GCP
guidelines.

9.7. Statistical Methods Planned in the Protocol
9.7.1. Statistical and Analytical Plans

Detailed methodology for summarization and statistical analyses of the data collected in this
study is documented in the SAP (Appendix 16.1.9). Any major modifications of the primary
endpoint definition and/or its analysis subsequent to the protocol finalization were reflected

in a protocol amendment.

9.7.1.1. Analysis Sets
Refer to Appendix 16.1.9, SAP Section 4 for details of the analysis sets.

The analysis populations are defined in Table 4.

Table 4.  Analysis Populations

Population Description

Enrolled All participants who had a signed ICD.

Randomized All participants who were assigned a randomization number in the IWR system.

Dose 1 evaluable For Phase 1 only, all eligible randomized participants who received the vaccine to which
immunogenicity they were randomly assigned at the first dose, had at least 1 valid and determinate

immunogenicity result from the blood collection within an appropriate window after
Dose 1 (same as visit window, ie, within 19-23 days after Dose 1) and had no other
important protocol deviations as determined by the clinician.

Dose 2 evaluable
immunogenicity

All eligible randomized participants who received 2 doses of the vaccine to which they
were randomly assigned, with Dose 2 received within the predefined window (19-42
days after Dose 1), had at least 1 valid and determinate immunogenicity result from the
blood collection within an appropriate window after Dose 2 (6-8 days after Dose 2 for
Phase 1 and 28-42 days after Dose 2 for Phase 2/3), and had no other important protocol
deviations as determined by the clinician.

Dose 1 all-available
immunogenicity

For Phase 1 only: all randomized participants who received at least 1 dose of the study
intervention with at least 1 valid and determinate immunogenicity result after Dose 1 but
before Dose 2.

Dose 2 all-available
immunogenicity

All randomized participants who received at least 1 dose of the study intervention with
at least 1 valid and determinate immunogenicity result after Dose 2.
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Table 4.  Analysis Populations

Population Description
Evaluable efficacy All eligible randomized participants who received all vaccination(s) as randomized, with
(7 days) Dose 2 received within the predefined window (19-42 days after Dose 1) and had no

other important protocol deviations as determined by the clinician on or before 7 days
after Dose 2.

Evaluable efficacy | All eligible randomized participants who received all vaccination(s) as randomized, with
(14 days) Dose 2 received within the predefined window (19-42 days after Dose 1) and had no
other important protocol deviations as determined by the clinician on or before 14 days
after Dose 2.

Dose 1 all-available | All randomized participants who received at least 1 vaccination.
efficacy

Dose 2 all-available | All randomized participants who completed 2 vaccination doses.
efficacy

Safety All randomized participants who received at least 1 dose of the study intervention.

9.7.2. Determination of Sample Size

Refer to Appendix 16.1.1, Protocol Section 9.2, and Appendix 16.1.9, SAP Section 5.1.3 for
details of the sample size determination.

9.7.3. Efficacy Analysis

The efficacy assessment in Phase 2/3 portion of the study was event-driven. Initially,

4 interim analyses were planned to be performed by an unblinded statistical team supporting
the DMC after accrual of at least 32, 62, 92, and 120 confirmed COVID-19 cases, with the
final analysis performed after accrual of at least 164 cases. For operational reasons, the first
planned IA (after at least 32 cases) was not performed. Protocol Amendment 9 eliminated the
planned interim analysis with at least 32 cases and provided for 3 interim analyses to be
performed after accrual of at least 62, 92, and 120 cases. At each of the [As, vaccine efficacy
with respect to the first primary efficacy endpoint was to be assessed. At the final analysis
(at least 164 cases) vaccine efficacy with respect to all efficacy endpoints was to be assessed.

Assessment of VE of BNT162b2 for the first primary efficacy endpoint was performed for
confirmed COVID-19 cases observed at least 7 days after the receipt of Dose 2 onwards
among participants without serological or virological evidence (up to 7 days after receipt of
the second dose) of past SARS-CoV-2 infection. VE was estimated by 100% x (1 — IRR),
where IRR was the ratio of COVID-19 illness rate in the BNT162b2 group to the
corresponding illness rate in the placebo group (Appendix 16.1.9, SAP Appendix 3 with
details on the calculation of IRR and VE). The Bayesian 95% credible interval and the
posterior probability for the true vaccine efficacy greater than 30% conditioning on the
available data, i.e. P[VE >30%]data], were calculated using a beta-binomial model and a
pre-specified minimally informative beta distribution as prior. The calculation of posterior
probability and 95% credible interval were adjusted for surveillance time. All efficacy
endpoints were to be analyzed using the same Bayesian approach unless stated otherwise.
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If the posterior probability of VE>30% is greater than 99.5% at any pre-planned interim
analysis, or greater than 98.6% at the final analysis, the vaccine efficacy of BNT162b2 would
be declared.

If the predicted posterior probability of demonstrating vaccine efficacy at the final analysis is
less than 5.0% at any of the first 2 planned interim analyses, the study would stop for lack of
benefit (futility).

For the subgroup analyses of the efficacy endpoints, and for the analyses of efficacy for
COVID-19 cases determined according to the CDC-defined symptoms, VE and the 2-sided
95% confidence interval (CI) for VE was derived based on the Clopper and Pearson method
adjusted for surveillance time.

The efficacy analysis for Phase 2/3 is described in Appendix 16.1.1, Protocol Section 9.4.2,
Appendix 16.1.9, SAP Section 6.1.2. and Appendix 16.1.9, SAP Section 6.2.2.

9.7.4. Immunogenicity Analysis

For immunogenicity results of SARS-CoV-2 neutralizing titers and S1- or RBD-binding IgG
concentrations, the GMT or GMCs were computed along with associated 95% Cls. The
GMT and GMC were calculated as the means of assay results after making the logarithm
transformation and then exponentiating the means to express results on the original scale.
Two-sided 95% Cls were obtained by taking log transforms of assay results, calculating the
95% Cls with reference to Student’s t-distribution, and then exponentiating the confidence
limits.

GMFRs are limited to participants with nonmissing values prior to the first dose and at the
postvaccination time point. The GMFR was calculated by exponentiating the mean of the
difference of logarithmically transformed assay results (later time point — earlier time point).
Two-sided Cls 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.

The GMR was calculated as the mean of the difference of logarithmically transformed assay
results (eg, SARS-CoV-2 neutralizing titers minus S1-binding IgG levels for each
participant) and exponentiating the mean. Two-sided Cls were obtained by calculating Cls
using Student’s t-distribution for the mean difference of the logarithmically transformed
assay results and exponentiating the confidence limits.

The exact 95% Cls for binary endpoints were computed using the F distribution
(Clopper-Pearson method).

Titers/concentrations below the LLOQ or denoted as BLQ were set to 0.5 x LLOQ for
analysis.

For participants with no serological or virological evidence (up to 1 month after receipt of the
second dose) of past SARS-CoV-2 infection, the GMR of SARS-CoV-2 neutralizing titers in
participants 12 to 15 years of age to those in participants 16 to 25 years of age and 2-sided
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95% Cls will be provided at 1 month after Dose 2 for noninferiority assessment. The GMR
and its 2-sided 95% CI will be derived by calculating differences in means and CIs on the
natural log scale of the titers based on the Student’s t-distribution and then exponentiating the
results. The difference in means on the natural log scale will be 12 to 15 years minus 16 to
25 years. Noninferiority will be declared if the lower bound of the 2-sided 95% CI for the
GMR is greater than 0.67.

The immunogenicity analysis is described in Appendix 16.1.1, Protocol Section 9.4.1, and
Appendix 16.1.9, SAP Sections 6.2.1.1 through 6.2.1.3 for Phase 1, and

Appendix 16.1.9, SAP Section 6.3.1 and SAP Section 6.3.2 for Phase 2/3.

9.7.5. Safety Analysis

The primary safety objective was evaluated by descriptive summary statistics for local
reactions, systemic events, AEs/SAEs, and abnormal hematology and chemistry laboratory
parameters (Phase 1 only), for each vaccine group. A 3-tier approach was used to summarize
AEs in Phase 2/3. Under this approach, AEs were classified into 1 of 3 tiers:

e Tier 1 events are prespecified events of clinical importance and are identified in a list in
the product’s Safety Review Plan; there are no Tier 1 AEs identified for this program.

e Tier 2 events were those that were not Tier 1 but were considered “relatively common”;
a MedDRA preferred term is defined as a Tier 2 event if there are at least 1% of
participants with the AE term in at least 1 vaccine group.

e Tier 3 events were those that were neither Tier 1 nor Tier 2.

The safety analysis is described in Appendix 16.1.1, Protocol Section 9.4.3, and
Appendix 16.1.9, SAP Section 6.1.

9.7.6. Other Analyses

The safety and immunogenicity results for individuals with confirmed stable HIV disease
will be summarized descriptively at a later time. Furthermore, VE may be assessed if there is
a sufficient number of COVID-19 cases in this group of participants.

The safety and immunogenicity results for individuals 16 to 55 years of age vaccinated with
study intervention produced by manufacturing “Process 1” or “Process 2” will be
summarized descriptively.

All severe COVID-19 cases occurring after Dose 1 were summarized descriptively.

Other analyses are described in Appendix 16.1.1, Protocol Section 9.4.4, and
Appendix 16.1.9, SAP Section 6.3.2.
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9.7.7. Analysis Timing

During Phase 1, Pfizer and BioNTech conducted unblinded reviews of the data for the
purpose of safety assessment, facilitating dose escalation decisions, and/or supporting clinical
development.

During Phase 2/3, IAs were planned to be performed by an unblinded statistical team after
accrual of at least 62, 92, and 120 cases. For operational reasons, the first interim analysis
was conducted after accrual of greater than 62 cases.

Statistical analyses were or will be carried out as the following data become available:

Complete safety and immunogenicity analysis approximately 1 month after Dose 2 for
Phase 1. For this report, results for participants randomized to BNT162b1 100 pg are
summarized up to 3 weeks after Dose 1 for safety, and approximately 7 weeks after
Dose 1 for immunogenicity.

Safety data through 7 days after Dose 2 and immunogenicity data through 1 month after
Dose 2 (immunogenicity not available at this time) from the first 360 participants
enrolled (180 to active vaccine and 180 to placebo, stratified equally between 18 to

55 years and >55 to 85 years) in Phase 2/3.

Safety data through 1 month after Dose 2 from at least 6000 participants enrolled

(3000 to active vaccine and 3000 to placebo) in Phase 2/3. Additional analyses of safety
data (with longer follow-up and/or additional participants) may be conducted if required
for regulatory purposes.

IAs for efficacy after accrual of at least 62, 92, and 120 cases and futility after accrual of
at least 62 and 92 cases.

Safety data through 1 month after Dose 2 and noninferiority comparison of SARS-CoV-2
neutralizing titers in participants 12 to 15 years of age compared to those in participants
16 to 25 years of age, 1 month after Dose 2

Descriptive analysis of immunogenicity and safety of “Process 1” and “Process 2”
material, 1 month after Dose 2

Complete safety and immunogenicity analysis approximately 6 months after Dose 2 for
all participants in Phase 2/3.

Complete efficacy and persistence-of-immunogenicity analysis after complete data are
available or at the end of the study.

The analysis timing is described in Appendix 16.1.1, Protocol Section 9.5, and
Appendix 16.1.9, SAP Section 7.
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9.8. Changes in the Conduct of Study or Planned Analyses

Changes in study conduct are described in Appendix 16.1.1, Protocol Amendment Summary
of Changes Table. The SAP was amended twice and changes to the original planned analysis
are described in Appendix 16.1.9, SAP Section 1.

Additional changes in study conduct or planned analysis not noted in the protocol or SAP
were as follows:

e For Phase 1, Visit 3 (7 days after Dose 1) blood samples for immunogenicity assessment
were not tested in the younger age group (20-pug dose group), older age group (65 to
85 years of age) for BNT162b1 and in both age groups (18 to 55 years of age and 65 to
85 years of age) for BNT162b2. Results from the younger age group (10-ug and 30-ug
dose groups) 7 days after BNT162b1 Dose 1 indicated that there is no meaningful
serological response at 7 days following the first vaccination. Therefore, results for this
time point are only analyzed and presented in the younger age group (18 to 55 years of
age) for 10 pg and 30 ug BNT162bl1.

e Based on IRC decision, Dose 2 was suspended for participants randomized to BNT162b1
100 pg or placebo. Participants later received Dose 2 at the 10-pug dose level or placebo,
and results after Dose 2 are not available at the time of this report. The group of
participants 65 to 85 years did not receive any doses of BNT162b1 at the 100-pg dose
level. No participants in either age group received any dose of BNT162b2 at the 100-ug
dose level.

e In Phase 2/3, for all participants with safety data at the time of the data cutoff date, ad hoc
summary tables of AEs within 7 days after each dose were generated in order to evaluate
whether AEs reported may have been attributed to reactogenicity events in participants
who did not have an e-diary to report reactogenicity.

e During Phase 2/3, interim analyses were planned to be performed after accrual of at least
62, 92, and 120 cases. For operational reasons, the first interim analysis was conducted
after accrual of greater than 62 cases. The subsequent planned interim analyses were not
performed due to rapid accrual of the final number of cases.

e Post hoc summary tables for efficacy were generated to:

e Evaluate the imbalance of important PDs in the BNT162b2 group compared with the
placebo group observed in the evaluable efficacy (7 days) population;

e Assess additional subgroups by age and risk status.

10. STUDY PARTICIPANTS

10.1. Disposition of Participants

10.1.1. Phase 1

Disposition of all Phase 1 participants is presented in Figure 2 and Supplemental Table 14.1.
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BNT162b1

In the younger age group, all participants randomized to the 10-pg, 20-pg, and 30-pg dose
groups received both doses of BNT162b1 or placebo (Supplemental Table 14.2). All
participants randomized to the 100-pg dose group received Dose 1 of BNT162bl or placebo
(Supplemental Table 14.3). The IRC determined not to administer the second dose of 100 pg
due to reactogenicity (see Section 12.1.1 and Section 12.1.2). At the time of the data cutoff
date (24 August 2020), 11 of 12 participants in this group received Dose 2 of BNT162b1 at
10 pg (Figure 2), but results for Dose 2 are not yet available at the time of this report. After
the data cutoff date (24 August 2020), the remaining participant received Dose 2 of
BNT162b1 at 10 pg.

All participants in the older age group randomized to each dose group received both doses of
BNT162b1 or placebo (Supplemental Table 14.4).

BNT162b2

All participants randomized to each dose group in the younger and older age groups received
both doses of BNT162b2 or placebo (Supplemental Tables 14.5 and 14.6, respectively).
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Figure 2. Disposition of All Phase 1 Participants
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10.1.2. Phase 2
10.1.2.1. Disposition up to 7 Days After Dose 2

The first 360 participants enrolled as part of Phase 2 were randomized 1:1 (180 participants
each) to the BNT162b2 and placebo groups. Among participants randomized to the
BNT162b2 group, 88 participants were in the younger age group (18 to 55 years of age) and
92 participants were in the older age group (56 to 85 years of age) (Table 5).

Except for 1 participant in the BNT162b2 younger age group who was withdrawn after

Dose 1 but before Dose 2 and 1 participant in the placebo group (who had not yet received
Dose 2 at the time of data cutoff date [02 September 2020]), all other participants received
both doses of study intervention. One participant noted above in the BNT162b2 younger age
group was withdrawn from the study (after Dose 1 but before Dose 2) because of an SAE of
gastric adenocarcinoma 23 days after receiving Dose 1 (Section 12.2.4.2).

Disposition of all randomized participants in the younger age group and in the older age
group are presented in Supplemental Tables 14.183 and 14.184, respectively.

Table S.  Disposition of All Randomized Subjects — Phase 2

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
18-55 Years 56-85 Years 18-85 Years 18-85 Years Total
(N*=88) (N?=92) (N?=180) (N*=180) (N?=360)
n® (%) n® (%) n® (%) n® (%) n® (%)
Randomized 88 (100.0)  92(100.0)  180(100.0) 180 (100.0) 360 (100.0)
Not vaccinated 0 0 0 0 0
Vaccinated
Dose 1 88 (100.0)  92(100.0)  180(100.0) 180 (100.0) 360 (100.0)
Dose 2 87 (98.9) 92 (100.0) 179 (99.4) 179 (99.4) 358 (99.4)
Withdrawn after Dose 1 and before Dose 2 1(1.1) 0 1 (0.6) 0 1(0.3)
Withdrawn after Dose 2 0 0 0 0 0
Reason for withdrawal
Adverse event 1(1.1) 0 1(0.6) 0 1(0.3)

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

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

PFIZER CONFIDENTIAL SDTM Creation: 05SEP2020 (14:11) Source Data: adds Table Generation: 10SEP2020 (13:50)
(Cutoff Date: 02SEP2020, Snapshot Date: 04SEP2020) Output File:

./nda2 unblinded/C4591001 IA P2/adds s002 p2 rand
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10.1.2.2. Disposition From 7 Days After Dose 2 to the Data Cutoff Date of 14 November
2020

From 7 days after Dose 2 to the data cutoff date of 14 November 2020, 1 additional
participant in the BNT162b2 older age group was withdrawn from the study because of an
SAE of cardiac arrest 60 days after receiving Dose 2, which resulted in death (Supplemental
Table 14.226 and Section 12.2.4.2). The death was assessed by the investigator as not related
to the study intervention.

10.1.3. Phase 2/3

10.1.3.1. Participants with Median 2 Months of Follow-Up After Dose 2 — Safety
Population

The disposition of the first 37,796 participants (including the 360 participants in Phase 2)
randomized was similar in the BNT162b2 and placebo groups (Table 6). Most participants
randomized (>98.1%) received Dose 1 and Dose 2. There were 121 (0.6%) participants in
the BNT162b2 group and 111 (0.6%) participants in the placebo group discontinued from the
vaccination period who are continuing in the study to be followed for safety. The most
frequently reported reasons for discontinuation from the vaccination period included: no
longer meets eligibility criteria, withdrawal by subject, and AE. Few participants in the
BNT162b2 and placebo groups were withdrawn from the study (1.0% and 1.4%,
respectively), and most were withdrawals by the participant, or they were lost to follow-up.
Eight participants in the BNT162b2 group and 5 participants in the placebo group were
withdrawn due to an AE.

One participant was randomized but did not sign an ICD and is not included in any analysis
population (Appendix 16.2.3.2.4). HIV-positive participants (120 participants) are included
in this summary but were not included in the analyses of the overall study objectives.
Because of a dosing error, 2 participants received an additional dose of BNT162b2 (30 ng) at
an unscheduled visit after receiving 1 dose of BNT162b2 (30 pg) and 1 dose of placebo.

Due to a data-related issue for this ongoing study that is being corrected, 2 participants were
reported as ‘discontinued from the vaccination period but continue in the study’ with the
reason as lost to follow-up, although the participants discontinued from the study.

The total of 37,796 participants excluded 4 participants (5 participant identification numbers)
with special data issues: 2 participant identification numbers from 1 multi-enrolled
participant and 3 participants whose actual treatment was not confirmed in IRT at the time of
data cutoff.

e During the conduct of this study, 1 participant was identified to be randomized across
2 sites in this trial as 2 different participant identification numbers. Because the
significant misconduct of this participant compromised the integrity of the study data,
results from this participant were excluded entirely from all efficacy and safety analyses,
including disposition and demographic tabulations. Separate listings were generated for
this participant (Section 10.2.3).

CONFIDENTIAL

FDA-CBER-2021-5683-0780661

Page 90



Interim Clinical Study Report
Protocol C4591001

e Three participants who were randomized and vaccinated, but actual treatment was not
confirmed in IRT at the time of data cutoff (Appendix 16.2.3.2.5). Participants were
vaccinated as per CRF, but due to lack of matching actual vaccination data, these were
not assigned to any actual dosing group. These participants were excluded from all
tables/figures but were included in the listings.

Table 6. Disposition of All Randomized Subjects — ~38000 Subjects for Phase 2/3

090177e195afe397\Approved\Approved On: 03-Dec-2020 16:12 (GMT)

Analysis
Vaccine Group (as Randomized)
BNT162b2 (30 pg) Placebo Total
(N*=18904) (N*=18892) (N?=37796)
n® (%) n® (%) n® (%)
Randomized 18904 (100.0) 18892 (100.0) 37796 (100.0)
Not vaccinated 46 (0.2) 43 (0.2) 89 (0.2)
Vaccinated
Dose 1 18858 (99.8) 18849 (99.8) 37707 (99.8)
Dose 2 18555 (98.2) 18533 (98.1) 37088 (98.1)
Completed 1-month post-Dose 2 visit (vaccination period) 16902 (89.4) 16804 (88.9) 33706 (89.2)
Discontinued from vaccination period but continue in the 121 (0.6) 111 (0.6) 232 (0.6)
study
Discontinued after Dose 1 and before Dose 2 121 (0.6) 107 (0.6) 228 (0.6)
Discontinued after Dose 2 and before 1-month post—Dose 0 4(0.0) 4(0.0)
2 visit
Reason for discontinuation from vaccination period
No longer meets eligibility criteria 48 (0.3) 81 (0.4) 129 (0.3)
Withdrawal by subject 45(0.2) 9 (0.0) 54 (0.1)
Adverse event 20 (0.1) 12 (0.1) 32(0.1)
Pregnancy 4(0.0) 4(0.0) 8(0.0)
Physician decision 2 (0.0) 1 (0.0) 3(0.0)
Lost to follow-up 0 2 (0.0) 2 (0.0)
Medication error without associated adverse event 0 1 (0.0) 1(0.0)
Other 2 (0.0) 1(0.0) 3(0.0)
Withdrawn from the study 180 (1.0) 259 (1.4) 439 (1.2)
Withdrawn after Dose 1 and before Dose 2 132 (0.7) 164 (0.9) 296 (0.8)
Withdrawn after Dose 2 and before 1-month post—Dose 2 44 (0.2) 84 (0.4) 128 (0.3)
visit
Withdrawn after 1-month post-Dose 2 visit 4(0.0) 11 (0.1) 15 (0.0)
Reason for withdrawal from the study
Withdrawal by subject 84 (0.4) 157 (0.8) 241 (0.6)
Lost to follow-up 80 (0.4) 86 (0.5) 166 (0.4)
Adverse event 8(0.0) 5(0.0) 13 (0.0)
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Table 6. Disposition of All Randomized Subjects — ~38000 Subjects for Phase 2/3

Analysis
Vaccine Group (as Randomized)
BNT162b2 (30 pg) Placebo Total
(N*=18904) (N*=18892) (N*=37796)

n® (%) n® (%) n® (%)

Death 2 (0.0) 3(0.0) 5(0.0)
Physician decision 1(0.0) 2 (0.0) 3(0.0)
No longer meets eligibility criteria 1(0.0) 2 (0.0) 3(0.0)
Medication error without associated adverse event 1(0.0) 0 1(0.0)
Refused further study procedures 0 1 (0.0) 1(0.0)
Other 3(0.0) 3 (0.0) 6 (0.0)

Note: Subject C4591001 1120 11201299 was randomized but did not sign informed consent and is not included in any
analysis population.

Note: Because of a dosing error, Subjects C4591001 1231 12311057 and C4591001 1177 11771089 received an additional
dose of BNT162b2 (30 pg) at an unscheduled visit after receiving one dose of BNT162b2 (30 pg) and one dose of placebo.
Note: HIV-positive subjects are included in this summary but not included in the analyses of the overall study objectives.
a. N =number of randomized subjects in the specified group, or the total sample. This value is the denominator for the
percentage calculations.

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

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (10:49) Source Data: adds Table Generation: 17NOV2020
(16:59)

(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:

/nda2 unblinded/C4591001 1A P3 2MPD2/adds s002 p3 rand

There were no clinically meaningful differences in disposition of the first 37,796 randomized
participants by age group, baseline SARS-CoV-2 status, ethnicity, race, or sex. These data
are presented in the following tables:

Age Group: 16 to 55 Years Supplemental Table 14.242
Age Group: >55 Years Supplemental Table 14.243
Baseline SARS-CoV-2 Status: Positive Supplemental Table 14.244
Baseline SARS-CoV-2 Status: Negative Supplemental Table 14.245
Baseline SARS-CoV-2 Status and Age Group: Positive Supplemental Table 14.246
Age Group: 16-55 Years

Baseline SARS-CoV-2 Status and Age Group: Positive Supplemental Table 14.247
Age Group: >55 Years

Baseline SARS-CoV-2 Status and Age Group: Negative Supplemental Table 14.248
Age Group: 16-55 Years

Baseline SARS-CoV-2 Status and Age Group: Negative Supplemental Table 14.249
Age Group: >55 Years

Ethnicity: Hispanic/Latino Supplemental Table 14.250
Ethnicity: Non-Hispanic/Non-Latino Supplemental Table 14.251
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Ethnicity: Not Reported Supplemental Table 14.252
Race: White Supplemental Table 14.253
Race: Black or African American Supplemental Table 14.254
Race: All Others Supplemental Table 14.255
Sex: Male Supplemental Table 14.256
Sex: Female Supplemental Table 14.257

10.1.3.2. All Participants — Safety Population

From Dose 1 to the data cutoff date (14 November 2020), disposition of all

43,548 participants randomized (which excludes 3 participants whose actual treatment was
not confirmed in IRT at the time of the data cutoff and 2 additional participant identification
numbers from 1 multi-enrolled participant) was generally similar in the BNT162b2 and
placebo groups (Supplemental Table 14.258). Almost all participants randomized received
Dose 1 (99.8%) and approximately 94.2% of participants received Dose 2 at the cutoff date
for the analyses in this CSR. At the time of the data cutoff, 137 (0.6%) participants in the
BNT162b2 group and 129 (0.6%) participants in the placebo group were discontinued from
the vaccination period but were continuing in the study for safety follow-up. The most
frequently reported reasons for discontinuation from the vaccination period included: no
longer meets eligibility criteria, withdrawal by participant, and AE.

Of the 181 (0.8%) and 263 (1.2%) participants who were withdrawn from the study in the
BNT162b2 and placebo groups, respectively, most were withdrawn after Dose 1 and before
Dose 2 (133 [0.6%] in the BNT162b2 group and 168 [0.8%] in the placebo group)
(Supplemental Table 14.258). Most of these were withdrawals by the participant, or they
were lost to follow-up. Eight participants in the BNT162b2 group and 6 participants in the
placebo group were withdrawn because of an AE (Supplemental Table 14.258). Nine
participants withdrew from the study due to pregnancies (Section 12.3.4.5). There were

6 deaths: 2 in the BNT162b2 group and 4 in the placebo group (Section 12.3.4.1). None of
the deaths were assessed by the investigator as related to study intervention.

Due to a data-related issue for this ongoing study that is being corrected, a total of

3 participants were reported as ‘discontinued from the vaccination period but continue in the
study’ with the reason as lost to follow-up (inclusive of the 2 participants who were part of
the ~38,000 participants), although the participants discontinued from the study.

The Phase 2/3 total of 43,548 randomized participants excluded 4 participants (5 participant
identification numbers) with special data issues: 1 multi-enrolled participant (2 participant
identification numbers) and 3 participants whose actual treatment was not confirmed in IRT
at the time of data cutoff (Appendix 16.2.3.2.6). All 4 participants (5 participant
identification numbers) were part of the ~38,000 population (Section 10.1.3.1).

Disposition of all participants is presented by age group in Supplemental Tables 14.259 and
14.260.
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10.2. Protocol Deviations

PDs were identified throughout the study by monitoring of informed consent documentation,
source documents, and other clinical trial-related documents. In addition, PDs were
identified by remote monitoring of electronic CRFs, and review of the project databases
(interactive response technology, clinical and safety databases, vendor database for e-diary
data, and programmatic output from the clinical database). All PDs were documented in a
designated clinical trial management system.

Appendix 16.2.2.1, 16.2.2.1.1, 16.2.2.2, and 16.2.2.3 lists important PDs that may have
significantly impacted the completeness, accuracy, and/or reliability of the study data or that
may have significantly affected a participant’s rights, safety, or well-being.

A formal acknowledgment by the study team was made that deviations were reviewed and
GCP compliance was maintained.

Details of important PDs with the potential to impact the statistical analysis populations or to
impact the assessment of safety of the participants are discussed below:

10.2.1. Phase 1

Five participants were randomized and received study intervention, but all 5 participants met
exclusion criterion #19 (any screening hematology and/or blood chemistry laboratory value
that meets the definition of a > Grade 1 abnormality) but were enrolled (Appendix 16.2.2.1);
4 of these participants were from the same site These participants were included in the safety
population and Dose 1 and Dose 2 all-available immunogenicity populations, but they were
excluded from the Dose 1 and Dose 2 evaluable immunogenicity populations.

Three participants (1 younger participant in the 10-pg BNT162b2, 1 older participant in the
30-ug BNT162b2 group, and 1 younger participant in the placebo group) had Grade 1 or
Grade 2 total bilirubin at screening but were enrolled (Appendix 16.2.8.2.1); the site was
retrained on exclusion criteria #19. One older participant in the 10-ug BNT162b1 group had
Grade 1 hemoglobin at screening that was not repeated, and the site was retrained. One
younger participant in the placebo group had Grade 1 hemoglobin (Appendix 16.2.8.1.1) and
Grade 1 blood urea nitrogen (Appendix 16.2.8.2.1) at screening but did not have a second
sample analyzed per the protocol.

10.2.2. Phase 2

Appendix 16.2.2.2 lists important PDs for Phase 2 up to the data cutoff date of
14 November 2020.

10.2.3. Phase 2/3

Appendix 16.2.2.3 lists important PDs for Phase 2 and Phase 3 up to the data cutoff date of
14 November 2020.

One participant (2 distinct participant identification numbers) was enrolled at multiple sites,
and therefore was withdrawn from the study. The participant was excluded from all efficacy
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and safety data. Important PDs for this participant are listed in Appendix 16.2.2.4, and AEs
for this participant are listed in Appendix 16.2.7.4.6.

For this study, any dose of study intervention greater than 30 ug within a 24-hour time period
was considered an overdose (Appendix 16.1.1, Protocol Section 8.4). An error in dilution
during the study resulted in 52 participants receiving a higher than intended dose of
BNT162b2; instead of receiving 30 pg of BNT162b2, 58 ug of BNT162b2 was administered
(Appendix 16.2.2.3). The participants did not report an increase in reactogenicity or AEs.

10.3. Vaccine Administration and Timing
10.3.1. Phase 1
BNT162b1

All participants in the younger age group received BNT162b1 (10 ug, 20 pug, or 30 ug) or
placebo as randomized (Supplemental Table 14.7). All participants randomized to the
100-ug dose group only received Dose 1 of BNT162b1 at the 100-ug dose level or placebo
as randomized (Supplemental Table 14.8), following the IRC decision to not continue dosing
in the 100-pg group based on reactogenicity (see Section 12.1.1 and Section 12.2.2).

All participants in the older age group received BNT162b1 (10 pg, 20 pg, or 30 ug) or
placebo as randomized (Supplemental Table 14.9). No participants in the older age group
received BNT162b1 100 pg.

Participants in the younger and older age groups received Dose 2 within the
protocol-specified time frame (Supplemental Tables 14.10 and 14.11, respectively).

BNT162b2

All participants in the younger (Supplemental Table 14.12) and older age groups
(Supplemental Table 14.13) received BNT162b2 (10 pg, 20 pg, or 30 pug) or placebo as
randomized. All participants in the younger and older age groups received Dose 2 within the
protocol-specified time frame (Supplemental Tables 14.14 and 14.15, respectively).

10.3.2. Phase 2

Except for 1 participant in the BNT162b2 younger group and 1 participant in the placebo
group (who had not yet received Dose 2 at the time of the data cutoff date

[02 September 2020]), all other participants received both doses of vaccine. No participants
received the incorrect study intervention (Supplemental Table 14.185). The majority of
participants received Dose 2 between 19 to 23 days after Dose 1 in the BNT162b2 (97.2%)
and placebo (96.7%) groups (Supplemental Table 14.186).

10.3.3. Phase 2/3

For the N~38,000 participants, almost all participants were administered study intervention
as randomized; 99.7% received Dose 1 and 98.1% received Dose 2 of BNT162b2 in the
BNT162b2 group, and 99.8% received Dose 1 and 98.1% received Dose 2 of placebo in the
placebo group (Table 7). For Dose 1, 3 participants randomized to the placebo group
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received BNT162b2, and 2 participants randomized to the BNT162b2 group received
placebo. For Dose 2, 4 participants randomized to the placebo group received BNT162b2,
and 5 participants randomized to the BNT162b2 group received placebo. The majority of
participants received Dose 2 between 19 to 23 days after Dose 1 in the BNT162b2 (93.1%)
and placebo (92.9%) groups (Table 8).

Table 7. Vaccine as Administered by Vaccine Group — ~38000 Subjects for Phase 2/3
Analysis — All Randomized Subjects

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N*=18904) (N*=18892)
Vaccine (as Administered) n® (%) n® (%)
Vaccinated 18858 (99.8) 18849 (99.8)
Not vaccinated 46 (0.2) 43 (0.2)
Dose 1
BNT162b2 (30 pg) 18855 (99.7) 3 (0.0)
Placebo 2 (0.0) 18846 (99.8)
Dose 2
BNT162b2 (30 pg) 18549 (98.1) 4(0.0)
Placebo 5(0.0) 18529 (98.1)

Note: HIV-positive subjects are included in this summary but not included in the analyses of the overall study objectives.

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

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

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (10:49) Source Data: adsl Table Generation: 18NOV2020 (09:11)
(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:

./nda2 unblinded/C4591001 IA P3 2MPD2/advx s002 adm p3 rand

Table 8. Vaccine Administration Timing — ~38000 Subjects for Phase 2/3 Analysis —
All Randomized Subjects

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N*=18904) (N*=18892)
n? (OA)) n? (OA))
Randomized 18904 (100.0) 18892 (100.0)
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Table 8. Vaccine Administration Timing — ~38000 Subjects for Phase 2/3 Analysis —
All Randomized Subjects

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N*=18904) (N*=18892)

nb ((%) nb ((%)

Not vaccinated 46 (0.2) 43 (0.2)
Dose 1 18857 (99.8) 18849 (99.8)
Dose 2° 18554 (98.1) 18533 (98.1)

<19 Days 159 (0.8) 163 (0.9)
19 to 23 Days¢ 17605 (93.1) 17555 (92.9)

>23 Days 791 (4.2) 815 (4.3)

Note: HIV-positive subjects are included in this summary but not included in the analyses of the overall study objectives.

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

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

c. Days calculated since Dose 1.

d.  Protocol-specified time frame.

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (10:49) Source Data: adsl Table Generation: 18NOV2020 (09:40)
(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:

./nda2_unblinded/C4591001_IA_P3 2MPD2/advx_s002_time p3_rand

10.4. Data Sets Analyzed
10.4.1. Phase 1
BNT162b1

All participants randomized to receive BNT162b1 or placebo in the younger age group
(Supplemental Tables 14.16 and 14.17) and older age group (Supplemental Table 14.18)
were included in the safety population.

In the younger age group, all participants randomized to receive BNT162b1 (10 pg, 20 g, or
30 ug) or placebo were included in all-available immunogenicity populations (Supplemental
Table 14.19). In the 100-ug dose group, results for Dose 2 (10 pg) are not available at the
time of this report, so these participants were included only in the Dose 1 available and
evaluable immunogenicity populations (Supplemental Table 14.20).

In the older age group, 1 (8.3%) participant in the 10-pug dose group was excluded from the
Dose 1 and Dose 2 evaluable immunogenicity populations because of a protocol deviation.
(Supplemental Table 14.21). This participant met exclusion criterion #19 (any screening
hematology and/or blood chemistry laboratory value that meets the definition of > Grade 1
abnormality) but was included in the Dose 1 and Dose 2 all-available immunogenicity
populations.
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BNT162b2

All participants randomized to receive BNT162b2 or placebo in both the younger and older
age groups were included in the safety population (Supplemental Tables 14.22 and 14.23,
respectively).

In the younger age group, 1 (8.3%) participant in the 10-ug dose group and

2 (22.2%) participants in the placebo group were excluded from the Dose 1 and Dose 2
evaluable immunogenicity populations because of a protocol deviation (Section 10.2.1 and
Supplemental Table 14.24). These participants met exclusion criterion #19 (any screening
hematology and/or blood chemistry laboratory value that meets the definition of > Grade 1
abnormality). One (8.3%) participant in the 30-pg dose group was excluded from the Dose 2
evaluable immunogenicity population because the blood sample collection did not occur
within 6 to 8 days after Dose 2.

In the older age group, 1 (8.3%) participant in the 20-pg dose group did not have blood
collected within 6 to 8 days after Dose 2 and was excluded from the Dose 2 evaluable
immunogenicity population (Supplemental Table 14.25). One (8.3%) participant in the
30-pg dose group was excluded from the Dose 1 and Dose 2 evaluable immunogenicity
populations because of a protocol deviation. This participant met exclusion criterion #19
(any screening hematology and/or blood chemistry laboratory value that meets the definition
of > Grade 1 abnormality).

10.4.2. Phase 2

The proportions of participants in the safety population were the same in the BNT162b2
group and the placebo group (180 participants each). Within the BNT162b2 group,
88 participants were in the younger age group and 92 were in the older age group (Table 9).

Table 9. Safety Population — Phase 2

Vaccine Group (as Administered)

BNT162b2 (30 pg) Placebo
18-55 Years 56-85 Years 18-85 Years 18-85 Years Total
n* n* n* n? n* (%)
Randomized® 360
Vaccinated 88 92 180 180 360 (100.0)
Safety population 88 92 180 180 360 (100.0)
CONFIDENTIAL
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Table 9. Safety Population — Phase 2

Vaccine Group (as Administered)

BNT162b2 (30 pg) Placebo
18-55 Years 56-85 Years 18-85 Years 18-85 Years Total
n? n? n? n? n* (%)

a. n = Number of subjects with the specified characteristic, or the total sample.

b.  This value is the denominator for the percentage calculations.

PFIZER CONFIDENTIAL SDTM Creation: 05SEP2020 (14:18) Source Data: adsl Table Generation: 09SEP2020 (23:33)
(Cutoff Date: 02SEP2020, Snapshot Date: 04SEP2020) Output File:

/nda2 unblinded/C4591001 TA P2/adsl s003 saf pop p2

A total of 7 participants (3 in the BNT162b2 group and 4 in the placebo group) were
excluded from the Dose 2 all-available immunogenicity population because they did not have
at least 1 valid and determinate immunogenicity result after Dose 2 (Supplemental

Table 14.187). The Dose 2 evaluable immunogenicity population included 93.9% of
participants who received BNT162b2 and 92.8% of participants who received placebo. Most
participants were excluded from the Dose 2 evaluable immunogenicity population because
there was no blood collection sample within 28 to 42 days after Dose 2. Serology data at

1 month after Dose 2 from 2 participants who had a post baseline positive SARS-CoV-2 test
result were excluded in the analysis based on the Dose 2 evaluable immunogenicity
populations, according to the study protocol and SAP.

10.4.3. Phase 2/3
10.4.3.1. Safety Populations

For the 37,706 participants, the duration of follow-up was >2 months after Dose 2 for
50.6% of participants. Duration of follow-up was >1 month after Dose 2 for 91.6% of
participants (Table 10).

Table 10. Follow-Up Time After Dose 2 — ~38000 Subjects for Phase 2/3 Analysis —
Safety Population

Vaccine Group (as Administered)

BNT162b2 (30 pg) Placebo Total
(N*=18860) (N*=18846) (N*=37706)
n® (%) n® (%) n® (%)
Subjects (%) with length of follow-up of:
<2 Months 9329 (49.5) 9310 (49.4) 18639 (49.4)
CONFIDENTIAL
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Table 10. Follow-Up Time After Dose 2 — ~38000 Subjects for Phase 2/3 Analysis —

Safety Population
Vaccine Group (as Administered)
BNT162b2 (30 pg) Placebo Total
(N*=18860) (N*=18846) (N2=37706)
n® (%) n® (%) n® (%)
<2 Weeks 363 (1.9) 388 (2.1 751 (2.0)
>2 to <4 Weeks 1223 (6.5) 1200 (6.4) 2423 (6.4)
>4 to <6 Weeks 3239 (17.2) 3235 (17.2) 6474 (17.2)
>6 to <8 Weeks 4504 (23.9) 4487 (23.8) 8991 (23.8)
>2 Months 9531 (50.5) 9536 (50.6) 19067 (50.6)
>8 to <10 Wecks 6296 (33.4) 6329 (33.6) 12625 (33.5)
>10 to <12 Weeks 2853 (15.1) 2809 (14.9) 5662 (15.0)
>12 to <14 Weeks 382 (2.0) 398 (2.1) 780 (2.1)

Note: HIV-positive subjects are included in this summary but not included in the analyses of the overall study objectives.

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

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

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (10:49) Source Data: adsl Table Generation: 18NOV2020 (05:34)
(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:

./nda2_unblinded/C4591001_IA_P3 2MPD2/adsl s005_fup time d2_saf

10.4.3.1.1.1. Participants with Median 2 Months of Follow-Up After Dose 2

The safety population (N=37,706) included 18,860 participants in the BNT162b2 group and
18,846 participants in the placebo group (Table 11). In both treatment groups, 90 participants
(0.2%) were randomized but excluded from the safety population (89 did not receive study
intervention and 1 did not provide informed consent).

Overall, 0.3% of participants were HIV-positive and were evenly distributed between
treatment groups. Note that HIV-positive participants were included in the safety population
and are shown as part of the study demographics and disposition but did not have safety data
available to contribute to the safety analyses at the time of the data cutoft.

Table 11. Safety Population — ~38000 Subjects for Phase 2/3 Analysis

Vaccine Group (as Administered)

BNT162b2 (30 pg) Placebo Total

n? n* n* (%)

Randomized® 37796
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FDA-CBER-2021-5683-0780671

Page 100



090177e195afe397\Approved\Approved On: 03-Dec-2020 16:12 (GMT)

Interim Clinical Study Report
Protocol C4591001

Table 11. Safety Population — ~38000 Subjects for Phase 2/3 Analysis

Vaccine Group (as Administered)

BNT162b2 (30 pg) Placebo Total
n* n? n* (%)
Vaccinated 18861 18846 37707 (99.8)
Safety population 18860 18846 37706 (99.8)
HIV-positive 59 61 120 (0.3)
Excluded from safety population 90 (0.2)
Reason for exclusion
Subject did not receive study vaccine 89 (0.2)
Did not provide informed consent 1(0.0)

Note: HIV-positive subjects are included in this summary but not included in the analyses of the overall study objectives.

a. n=Number of subjects with the specified characteristic, or the total sample.

b.  This value is the denominator for the percentage calculations.

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (10:49) Source Data: adsl Table Generation: 17NOV2020 (16:33)
(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:

/nda2 unblinded/C4591001 IA P3 2MPD2/adsl s003 saf pop p3

There were no clinically meaningful differences in the safety population by age group,
baseline SARS-CoV-2 status, ethnicity, race, or sex. These data are presented in the in the
following tables:

Age Group Supplemental Table 14.261

Baseline SARS-CoV-2 Status Supplemental Table 14.262

Baseline SARS-CoV-2 Status and Age Group Supplemental Table 14.263

Ethnicity Supplemental Table 14.264

Race Supplemental Table 14.265

Sex Supplemental Table 14.266
10.4.3.1.1.2. All Participants

The safety population (N=43,448) included 21,720 participants in the BNT162b2 group and
21,728 participants in the placebo group (Supplemental Table 14.267). In both treatment
groups, 100 (0.2%) were randomized but excluded from the safety population (99 did not
receive study intervention and 1 did not provide informed consent).

The safety population for all participants is presented by age group in Supplemental
Table 14.268.

Follow-up time for all participants is presented in Supplemental Table 14.269.
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10.4.3.2. Efficacy Populations — Interim Analysis 1

The proportions of participants included in the efficacy populations were similar in both
vaccine groups (Table 12). The first row of Table 12 includes all participants randomized
(43,325) by 04 November 2020. For participants who were excluded from the evaluable
efficacy population, the most common reason was because participants did not receive all
vaccinations as randomized or did not receive Dose 2 within the predefined window (19 to
42 days after Dose 1). Among the 36,998 participants included in the evaluable efficacy
population, 32,279 Phase 2/3 participants had no evidence of infection up to 7 days after

Dose 2.

Table 12. Efficacy Populations — Interim Analysis 1

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo Total
n? (%) n? (%) n? (%)
Randomized® 21653 (100.0) 21672 (100.0) 43325 (100.0)
Dose 1 all-available efficacy population 21617 (99.8) 21633 (99.8) 43250 (99.8)
Subjects without evidence of infection before Dose 1 17237 (79.6) 17221 (79.5) 34458 (79.5)
Subjects excluded from Dose 1 all-available efficacy population 36 (0.2) 39(0.2) 75 (0.2)
Reason for exclusion®
Did not receive at least 1 vaccination 35(0.2) 39(0.2) 74 (0.2)
Did not provide informed consent 1 (0.0) 0 1 (0.0)

Dose 2 all-available efficacy population

Subjects without evidence of infection prior to 7 days after
Dose 2

Subjects excluded from Dose 2 all-available efficacy population
Reason for exclusion®
Did not complete 2 vaccination doses

Did not provide informed consent

Evaluable efficacy population (7 Days)

Subjects without evidence of infection prior to 7 days after
Dose 2

18868 (87.1)
16463 (76.0)

2785 (12.9)

2784 (12.9)
1(0.0)

18380 (84.9)
16061 (74.2)

Subjects excluded from evaluable efficacy population (7 Days) 3273 (15.1)
Reason for exclusion®

Randomized but did not meet all eligibility criteria 15 (0.1)

Did not provide informed consent 1(0.0)

Did not receive all vaccination(s) as randomized or did not 3038 (14.0)
receive Dose 2

within the predefined window (19-42 days after Dose 1)

Had other important protocol deviations on or prior to 7 days 302 (1.4)
after Dose 2

CONFIDENTIAL
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18877 (87.1)
16426 (75.8)

2795 (12.9)

2795 (12.9)
0

18618 (85.9)
16218 (74.8)

3054 (14.1)
16 (0.1)

0
3035 (14.0)

52(0.2)

37745 (87.1)
32889 (75.9)

5580 (12.9)

5579 (12.9)
1 (0.0)

36998 (85.4)
32279 (74.5)

6327 (14.6)
31(0.1)

1(0.0)
6073 (14.0)

354 (0.8)
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Table 12. Efficacy Populations — Interim Analysis 1

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo Total
n?* (%) n? (%) n* (%)

Note: Data from subjects who are not confirmed 7 days post dose 2 cases are included in the analysis to comprehensively
show all data reported and/or contribute to the total surveillance time calculation but may be subject to change with
additional follow-up.

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

b. These values are the denominators for the percentage calculations.

c.  Subjects may have been excluded for more than 1 reason.

PFIZER CONFIDENTIAL SDTM Creation: 06NOV2020 (01:29) Source Data: adsl Table Generation: 06NOV2020 (16:35)
(Cutoff Date: 04Nov2020, Snapshot Date: 04Nov2020) Output File: ./nda2_unblinded ia/C4591001 IA 62/adsl_eff pop

10.4.3.3. Efficacy Populations — Final Analysis

The proportions of participants included in the final analysis efficacy populations was similar
in the BNT162b2 and placebo groups (Table 13). The first row of Table 13 includes all
participants randomized (43,651) by 14 November 2020. Most participants who were
excluded from the evaluable efficacy population had not received all vaccinations as
randomized or did not receive Dose 2 within the predefined window (ie, 19 to 42 days after
Dose 1). There were 311 participants (1.4%) in the BNT162b2 group and 60 participants
(0.3%) in the placebo group excluded for having important protocol deviations on or prior to
7 days after Dose 2.

An adhoc table was generated to evaluate the imbalance of important PDs in the BNT162b2
and the placebo groups in the evaluable efficacy (7 days) population and shown in Table 14.
Most exclusions from the evaluable efficacy (7 days) population in the BNT162b2 group
(84.6%) were due to dosing/administration errors or administration of study intervention that
was deemed not suitable for use.

Table 13. Efficacy Populations

Vaccine Group (as Randomized)

BNT162b2 (30 Placebo Total
ne) n* (%) n* (%)
n? (%)
Randomized® 21823 (100.0) 21828 (100.0) 43651 (100.0)
Dose 1 all-available efficacy population 21768 (99.7) 21783 (99.8) 43551 (99.8)
Subjects without evidence of infection before Dose 1 20314 (93.1) 20296 (93.0) 40610 (93.0)
Subjects excluded from Dose 1 all-available efficacy population 55(0.3) 45(0.2) 100 (0.2)

Reason for exclusion®
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Table 13. Efficacy Populations

Vaccine Group (as Randomized)

BNT162b2 (30 Placebo Total
ne) n (%) n* (%)
n? (%)

Did not receive at least 1 vaccination 54 (0.2) 45 (0.2) 99 (0.2)
Did not provide informed consent 1 (0.0) 0 1 (0.0)
Dose 2 all-available efficacy population 20566 (94.2) 20536 (94.1) 41102 (94.2)

Subjects without evidence of infection prior to 7 days after Dose 2 18701 (85.7) 18627 (85.3) 37328 (85.5)

Subjects without evidence of infection prior to 14 days after Dose 2 18678 (85.6) 18563 (85.0) 37241 (85.3)
Subjects excluded from Dose 2 all-available efficacy population 1257 (5.8) 1292 (5.9) 2549 (5.8)
Reason for exclusion®

Did not receive 2 vaccinations 1256 (5.8) 1292 (5.9) 2548 (5.8)

Did not provide informed consent 1(0.0) 0 1 (0.0)
Evaluable efficacy (7 days) population 20033 (91.8) 20244 (92.7) 40277 (92.3)

Subjects without evidence of infection prior to 7 days after Dose 2 18242 (83.6) 18379 (84.2) 36621 (83.9)
Evaluable efficacy (14 days) population 20033 (91.8) 20243 (92.7) 40276 (92.3)

Subjects without evidence of infection prior to 14 days after Dose 2 18219 (83.5) 18315 (83.9) 36534 (83.7)
Subjects excluded from evaluable efficacy (7 days) population 1790 (8.2) 1584 (7.3) 3374 (7.7)
Subjects excluded from evaluable efficacy (14 days) population 1790 (8.2) 1585 (7.3) 3375 (7.7)
Reason for exclusion®

Randomized but did not meet all eligibility criteria 36 (0.2) 26 (0.1) 62 (0.1)

Did not provide informed consent 1 (0.0) 0 1 (0.0)

Did not receive all vaccinations as randomized or did not receive 1550 (7.1) 1561 (7.2) 3111 (7.1)
Dose 2

within the predefined window (19-42 days after Dose 1)

Had other important protocol deviations on or prior to 7 days after 311 (1.4) 60 (0.3) 371 (0.8)
Dose 2

Had other important protocol deviations on or prior to 14 days after 311 (1.4) 61(0.3) 372 (0.9)
Dose 2

Note: HIV-positive subjects are included in this summary but not included in the analyses of the overall study objectives.

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

b. These values are the denominators for the percentage calculations.

c.  Subjects may have been excluded for more than 1 reason.

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (10:49) Source Data: adsl Table Generation: 17NOV2020 (18:29)
(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:

./nda2_unblinded/C4591001_Efficacy FA 164/adsl eff pop

Table 14. Subjects Excluded From Evaluable Efficacy Population Due to Important
Protocol Deviations on or Prior to 7 Days After Dose 2

Vaccine Group (as
Randomized)
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BNT162b2 (30 Placebo
ng) (N*=60)
(N*=311)
n® (%) n® (%)
Concomitant Medications 3(1.0) 2(3.3)
Subject received systemic corticosteroids (>=20mg/day of prednisone or equivalent) for 3(1.0) 2(3.3)
>=14 days is prohibited from 28 days prior to enrollment to specified visits/cohorts per
protocol.
Inclusion/Exclusion 25 (8.0) 18 (30.0)
Participant failed to meet inclusion criterion #03 (Healthy participants who are determined 7(2.3) 6 (10.0)
by medical history, physical examination and clinical judgement of the investigator to be
eligible for inclusion in the study)
Participant failed to meet inclusion criterion #04 (Participants who, in the judgment of the 1(0.3) 0(0.0)
investigator, are at risk for acquiring COVID-19)
Participant met exclusion criterion #02 (participant having known infection with HIV, HCV 6(1.9) 3(5.0)
or HBV)
Participant met exclusion criterion #05 (previous clinical or microbiological diagnosis of 1(0.3) 1(1.7)
COVID-19)
Participant met exclusion criterion #11 (women who are pregnant or breastfeeding) 2 (0.6) 4(6.7)
Participant met exclusion criterion #13 (participant receiving treatment with 4(1.3) 1(1.7)
immunosuppressive therapy as specified in protocol)
Participant met exclusion criterion #16 (Participation in other studies involving study 0(0.0) 1(1.7)
intervention within 28 days prior to study entry and/or during study participation)
Participant met exclusion criterion #22 (investigator site staff or Pfizer employees directly 4(1.3) 2(3.3)
involved in the conduct of the study, site staff otherwise supervised by the investigator, and
their respective family members)
Informed Consent 1(0.3) 0 (0.0)
Subject/LAR did not sign ICD & did not give verbal consent 1(0.3) 0(0.0)
Investigational Product 263 (84.6) 20 (33.3)
Administration error, incorrect container, but correct IP administered 0(0.0) 1(1.7)
Dosing/administration error, subject did not receive correct dose of vaccine 105 (33.8) 3(5.0)
IP administered that was deemed not suitable for use by Almac 144 (46.3) 0(0.0)
IP documentation error — IP preparation form errors 1(0.3) 2(3.3)
Incorrect IP assigned to subject due to IRT not being utilized 3(1.0) 0 (0.0)
Incorrect vaccine allocation/assigned to subject 4(1.3) 6 (10.0)
Other IP deviation 3(1.0) 6 (10.0)
Subject was vaccinated despite being ineligible 1(0.3) 1(1.7)
Subject was vaccinated despite meeting temporary delay criterion #4 (receiving short-term ( 2 (0.6) 2(3.3)
Laboratory 2 (0.6) 1(1.7)
Nasal swab can't be analyzed due to incorrect shipping procedure 2 (0.6) 1(1.7)
Other 21(6.8) 22 (36.7)
All data considered unreliable due to lack of PI oversight identified as significant quality 21 (6.8) 22 (36.7)

event
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Table 14. Subjects Excluded From Evaluable Efficacy Population Due to Important
Protocol Deviations on or Prior to 7 Days After Dose 2

Vaccine Group (as
Randomized)
BNT162b2 (30 Placebo
ng) (N*=60)
(N*=311)

n® (%) n® (%)

Note: HIV-positive subjects are included in this summary but not included in the analyses of the overall study objectives.

a. N =number of subjects excluded from evaluable efficacy population due to important protocol deviations in the
specified group. This value is used as the denominator for the percentage calculations.

b. n=Number of subjects with the specific characteristic.

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (10:49) Source Data: adsl Table Generation: 19NOV2020 (06:57)
(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:

./nda2_unblinded/C4591001 Efficacy FA 164 PD/addv_s001

10.5. Demographic and Other Baseline Characteristics
10.5.1. Phase 1
BNT162b1

Overall, for the safety population, most participants were White (37 [82.2%]; 14 [93.3%] for
the 100-ug dose group) in both the younger age group (Supplemental Tables 14.26 and
14.27) and older age group (Supplemental Table 14.28). Median age was 35.0 years in the
younger age group (35.0 years for the 100-pug dose group) and 69.0 years in the older age
group. There was a higher representation of males in the younger age group (up to 30 pg)
(28 [62.2%]). There was a higher representation of females in younger 100-pg dose group
(9 [60.0%]) and in the older age group (32 [71.1%)]).

Demographic characteristics for the BNT162b1 Dose 1 and Dose 2 all-available and
evaluable immunogenicity populations were generally similar to those in the safety
population and are presented in the following tables:

18-55 Years of Age — Dose 1 All-Available Immunogenicity Population =~ Supplemental Table 14.29

18-55 Years of Age — BNT162b1 (100 pg) Dose 1 All-Available Supplemental Table 14.30
Immunogenicity Population

65-85 Years of Age — Dose 1 All-Available Immunogenicity Population ~ Supplemental Table 14.31
18-55 Years of Age — Dose 1 Evaluable Immunogenicity Population Supplemental Table 14.32

18-55 Years of Age — BNT162b1 (100 pg) Dose 1 Evaluable Supplemental Table 14.33
Immunogenicity Population

65-85 Years of Age — Dose 1 Evaluable Immunogenicity Population Supplemental Table 14.34
18-55 Years of Age — Dose 2 All-Available Immunogenicity Population =~ Supplemental Table 14.35
65-85 Years of Age — Dose 2 All-Available Immunogenicity Population ~ Supplemental Table 14.36
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18-55 Years of Age — Dose 2 Evaluable Immunogenicity Population Supplemental Table 14.37
65-85 Years of Age — Dose 2 Evaluable Immunogenicity Population Supplemental Table 14.38

The study population of the younger age group (Supplemental Tables 14.39 and 14.40) and
older age group (Supplemental Table 14.41) were healthy with a medical history profile
consistent with those of the healthy general population in each age group.

BNT162b2

Overall, most participants were White in the younger age group (39 [86.7%]), and all
participants were White in the older age group (45 [100%]) (Supplemental Tables 14.42 and
14.43, respectively). Median age was 37.0 years in the younger age group and 68.0 years in
the older age group. There was a higher representation of females in both the younger

(26 [57.8%]) and older (28 [62.2%]) age groups.

Demographic characteristics for the BNT162b2 Dose 1 and Dose 2 all-available and
evaluable immunogenicity populations were generally similar to those in the safety
population and are presented in the following tables:

18-55 Years of Age — Dose 1 All-Available Immunogenicity Population Supplemental Table 14.44
65-85 Years of Age — Dose 1 All-Available Immunogenicity Population Supplemental Table 14.45
18-55 Years of Age — Dose 1 Evaluable Immunogenicity Population Supplemental Table 14.46
65-85 Years of Age — Dose 1 Evaluable Immunogenicity Population Supplemental Table 14.47
18-55 Years of Age — Dose 2 All-Available Immunogenicity Population Supplemental Table 14.48
65-85 Years of Age — Dose 2 All-Available Immunogenicity Population Supplemental Table 14.49
18-55 Years of Age — Dose 2 Evaluable Immunogenicity Population Supplemental Table 14.50
65-85 Years of Age — Dose 2 Evaluable Immunogenicity Population Supplemental Table 14.51

The study population of the younger and older age groups were healthy with a medical
history profile consistent with those of the healthy general population in each age group
(Supplemental Tables 14.52 and 14.53, respectively).

10.5.2. Phase 2

Demographic characteristics for Phase 2 were similar in the BNT162b2 group and the
placebo group for the safety population (Table 15). The male/female split was approximately
50/50 for both vaccine groups and also for both age groups within the BNT162b2 group.

Overall, most participants were White (85.8%), followed by Black or African

American (9.2%). The proportions of Hispanic/Latino participants were similar in the
BNT162b2 and placebo groups (8.9% and 11.1%, respectively). Within the BNT162b2
group, the younger age group had 14.8% of Hispanic/Latino participants and the older age
group had 3.3%.
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The median age was 56.0 years across participants ages 18 to 85. Median age was 44.0 years
for the BNT162b2 younger age group and 65.0 years for the BNT162b2 older age group.

Demographic characteristics of the younger age group and the older age group are presented
in Supplemental Tables 14.188 and 14.189, respectively.

Table 15. Demographic Characteristics — Phase 2 — Safety Population

Vaccine Group (as Administered)

BNT162b2 (30 pg) Placebo
18-55 Years 56-85 Years 18-85 Years 18-85 Years Total
(N*=88) (N*=92) (N*=180) (N*=180) (N?*=360)
n® (%) n® (%) n® (%) n® (%) n® (%)
Sex
Male 46 (52.3) 50 (54.3) 96 (53.3) 94 (52.2) 190 (52.8)
Female 42 (47.7) 42 (45.7) 84 (46.7) 86 (47.8) 170 (47.2)
Race
White 72 (81.8) 85(92.4) 157 (87.2) 152 (84.4) 309 (85.8)
Black or African American 9(10.2) 3(3.3) 12 (6.7) 21 (11.7) 33(9.2)
American Indian or Alaska native 0 1(1.1) 1 (0.6) 1 (0.6) 2 (0.6)
Asian 5(5.7) 0 5(2.8) 4(2.2) 9(2.5)
Multiracial 1(1.1) 1(1.1) 2 (1.1) 1 (0.6) 3(0.8)
Not reported 1(1.1) 2(2.2) 3(1.7) 1(0.6) 4(1.1)
Ethnicity
Hispanic/Latino 13 (14.8) 3(3.3) 16 (8.9) 20 (11.1) 36 (10.0)
Non-Hispanic/non-Latino 74 (84.1) 88 (95.7) 162 (90.0) 158 (87.8) 320 (88.9)
Not reported 1(1.1) 1(1.1) 2 (1.1) 2 (1.1) 4(1.1)
Age at vaccination (years)
Mean (SD) 41.4(10.30)  65.9(6.53) 53.9 (14.99) 51.3 (15.91) 52.6 (15.49)
Median 44.0 65.0 56.0 55.5 56.0
Min, max (18, 55) (56, 85) (18, 85) (20, 83) (18, 85)

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

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

PFIZER CONFIDENTIAL SDTM Creation: 05SEP2020 (14:18) Source Data: adsl Table Generation: 09SEP2020 (23:19)
(Cutoff Date: 02SEP2020, Snapshot Date: 04SEP2020) Output File:

/nda2 unblinded/C4591001 TA P2/adsl s005 demo p2 saf

The 360 participants in Phase 2 had a diverse medical history profile consistent with
individuals of the same age group in the general population (Supplemental Table 14.190). In
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the BNT162b2 group, conditions in the surgical and medical procedures (89 [49.4%]),
immune system disorders (63 [35%]), and metabolism and nutrition disorders (61 [33.9%])
SOCs were most frequently reported.

Demographic characteristics for the 336 participants included in the Dose 2 evaluable
immunogenicity population were similar to those in the safety population in Phase 2
(Supplemental Table 14.191).

Demographic characteristics for the Dose 2 all-available immunogenicity population were
similar to those in the Dose 2 evaluable immunogenicity population (Supplemental
Table 14.192).

10.5.3. Phase 2/3

10.5.3.1. Participants with Median 2 Months of Follow-Up After Dose 2— Safety
Population — Phase 2/3

Demographic characteristics for the 37,706 Phase 2/3 participants (who had a median

2 months of follow-up after Dose 2) were similar in the BNT162b2 and placebo groups
(Table 16). Overall, most participants were White (82.9%), with 9.3% Black participants and
4.3% Asian participants, and other racial groups were <3%. There were 28% Hispanic/Latino
participants. Median age was 52 years and 50.6% of participants were male. The younger
and older age groups were 57.8% and 42.2% of participants, respectively. Obese participants
made up 35.1% of this safety population.

Table 16. Demographic Characteristics — ~38000 Subjects for Phase 2/3 Analysis —

Safety Population
Vaccine Group (as Administered)
BNT162b2 (30 pg) Placebo Total
(N*=18860) (N*=18846) (N*=37706)
n® (%) n® (%) n® (%)
Sex
Male 9639 (51.1) 9436 (50.1) 19075 (50.6)
Female 9221 (48.9) 9410 (49.9) 18631 (49.4)
Race
White 15636 (82.9) 15630 (82.9) 31266 (82.9)
Black or African American 1729 (9.2) 1763 (9.4) 3492 (9.3)
American Indian or Alaska native 102 (0.5) 99 (0.5) 201 (0.5)
Asian 801 (4.2) 807 (4.3) 1608 (4.3)
Native Hawaiian or other Pacific Islander 50 (0.3) 26 (0.1) 76 (0.2)
Multiracial 449 (2.4) 406 (2.2) 855(2.3)
Not reported 93 (0.5) 115 (0.6) 208 (0.6)
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Table 16. Demographic Characteristics — ~38000 Subjects for Phase 2/3 Analysis —

Safety Population
Vaccine Group (as Administered)
BNT162b2 (30 pg) Placebo Total
(N*=18860) (N*=18846) (N*=37706)
n® (%) n® (%) n® (%)
Ethnicity
Hispanic/Latino 5266 (27.9) 5277 (28.0) 10543 (28.0)
Non-Hispanic/non-Latino 13482 (71.5) 13459 (71.4) 26941 (71.5)
Not reported 112 (0.6) 110 (0.6) 222 (0.6)
Country
Argentina 2883 (15.3) 2881 (15.3) 5764 (15.3)
Brazil 1145 (6.1) 1139 (6.0) 2284 (6.1)
South Africa 372 (2.0) 372 (2.0) 744 (2.0)
USA 14460 (76.7) 14454 (76.7) 28914 (76.7)
Age group
16-55 Years 10889 (57.7) 10896 (57.8) 21785 (57.8)
>55 Years 7971 (42.3) 7950 (42.2) 15921 (42.2)
Age at vaccination (years)
Mean (SD) 50.5 (15.65) 50.3 (15.72) 50.4 (15.68)
Median 52.0 52.0 52.0
Min, max (16, 89) (16,91) (16,91)
Body mass index (BMI)
Underweight (<18.5 kg/m?) 201 (1.1) 235 (1.2) 436 (1.2)
Normal weight (>18.5 kg/m? - 24.9 kg/m?) 5517 (29.3) 5460 (29.0) 10977 (29.1)
Overweight (>25.0 kg/m? - 29.9 kg/m?) 6578 (34.9) 6481 (34.4) 13059 (34.6)
Obese (>30.0 kg/m?) 6556 (34.8) 6662 (35.3) 13218 (35.1)
Missing 8(0.0) 8(0.0) 16 (0.0)

Note: HIV-positive subjects are included in this summary but not included in the analyses of the overall study objectives.

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

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

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (10:49) Source Data: adsl Table Generation: 17NOV2020 (16:20)
(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:

/nda2 unblinded/C4591001 TIA P3 2MPD2/adsl s005 demo p3 saf

Within each age group, most demographic characteristics were similar in the BNT162b2
group and the placebo group. There was a lower proportion of non-Hispanic/non-Latino
participants in the younger BNT162b2 and placebo groups (65.4% and 65.6%, respectively)
than in the older BNT162b2 and placebo groups (79.8% and 79.4%, respectively)
(Supplemental Tables 14.270 and 14.271, respectively).

CONFIDENTIAL

FDA-CBER-2021-5683-0780681

Page 110



Interim Clinical Study Report
Protocol C4591001

Within each baseline SARS-CoV-2 status group, demographic characteristics were similar in
the BNT162b2 group and the placebo group (Supplemental Tables 14.272 and 14.273). Most
participants were White regardless of baseline status; however, there was a higher proportion
of White participants with a negative baseline status (83.8%) than a positive baseline status
(57.2%). The median age was 43.0 years in participants with a positive baseline status and
52.0 years in participants with a negative baseline status. There were 42.2% and 34.7% of
participants in the baseline positive and negative groups, respectively, that were obese.

The safety population included 283 participants who were 16 or 17 years of age.
Demographics for this age group were similar between the BNT162b2 and placebo groups
and to the safety population in general (Supplemental Table 14.286).

Demographic characteristics are presented by subgroup in the following tables:

Age Group: 16 to 55 Years

Age Group: >55 Years

Baseline SARS-CoV-2 Status: Positive
Baseline SARS-CoV-2 Status: Negative

Baseline SARS-CoV-2 Status and Age Group: Positive
Age Group: 16 to 55 Years

Baseline SARS-CoV-2 Status and Age Group: Positive
Age Group: >55 Years

Baseline SARS-CoV-2 Status and Age Group: Negative
Age Group: 16 to 55 Years

Baseline SARS-CoV-2 Status and Age Group: Negative
Age Group: >55 Years

Ethnicity: Hispanic/Latino
Ethnicity: Non-Hispanic/Non-Latino
Ethnicity: Not Reported

Race: White

Race: Black or African American
Race: All Others

Sex: Male

Sex: Female

Supplemental Table 14.270
Supplemental Table 14.271
Supplemental Table 14.272
Supplemental Table 14.273
Supplemental Table 14.274

Supplemental Table 14.275

Supplemental Table 14.276

Supplemental Table 14.277

Supplemental Table 14.278
Supplemental Table 14.279
Supplemental Table 14.280
Supplemental Table 14.281
Supplemental Table 14.282
Supplemental Table 14.283
Supplemental Table 14.284
Supplemental Table 14.285

090177e195afe397\Approved\Approved On: 03-Dec-2020 16:12 (GMT)

Participants in Phase 2/3 had a diverse medical history profile consistent with that of
individuals in the general population in the same age group (Supplemental Table 14.287). In
the BNT162b2 group, conditions in the surgical and medical procedures (7281 [38.6%]),
metabolism and nutrition disorders (5663 [30.0%]), and immune system disorders

(5097 [27.0%]) SOCs were most frequently reported.
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Across both treatment groups, 20.5% had any comorbidity (per the Charlson comorbidity
index) (Supplemental Table 14.288). The most frequently reported comorbidities were
diabetes (with and without chronic complications, 8.4%) and pulmonary disease (7.8%) and
were reported at similar frequencies in each group. More participants had comorbidities in
the older population (31.1%) than the younger population (12.8%), including diabetes
(14.6% and 3.8%), malignancy (7.4% and 1.0%), and pulmonary disease (8.8% and 7%)
(Supplemental Tables 14.289 and 14.290).

10.5.3.2. All Participants — Safety Population

Demographic characteristics for all 43,448 Phase 2/3 participants included in the safety
population to date were similar in the BNT162b2 and placebo groups for the safety
population (Supplemental Table 14.291). Overall, most participants were White (82.2%) and
non-Hispanic/non-Latino (73.3%), median age was 51.0 years, and 49.1% were female.
There were 9.7% Black or African American, 4.3% Asian, 2.4% Multiracial, 0.7% American
Indian or Alaskan native, and 0.2% Native Hawaiian or other Pacific Islander participants
included in the safety population. Race was not reported for 0.5% of the participants. There
were 58.9% of participants in the younger age group. Obese participants made up 34.7% of
this safety population.

Within each age group, most demographic characteristics were similar in the BNT162b2
group and the placebo group. There was a lower proportion on non-Hispanic/non-Latino
participants in the younger BNT162b2 and placebo groups (68.1% and 68.3%, respectively)
than in the older BNT162b2 and placebo groups (80.9% and 80.6%, respectively)
(Supplemental Tables 14.292 and 14.293).

Participants in Phase 2/3 had a diverse medical history profile consistent with that of
individuals in the general population in the same age group (Supplemental Table 14.294). In
the BNT162b2 group, conditions in the surgical and medical procedures (8306 [38.2%)]),
metabolism and nutrition disorders (6497 [29.9%]), and immune system disorders

(5863 [27.0%]) SOCs were most frequently reported.

Across both treatment groups, 20.7% of participants had any Charlson comorbidity at
baseline (Supplemental Table 14.295). The most frequently reported comorbidities were
diabetes (with and without chronic complication, 8.3%) and chronic pulmonary disease
(7.9%) and were reported at similar frequencies in each group. More participants had
comorbidities in the older population (31.4%) than in the younger population (13.2%)),
including diabetes (with and without chronic complication, 14.7% vs 3.8%), malignancy
(7.3% vs 1.0%) and chronic pulmonary disease (8.9% vs 7.2%) (Supplemental Tables 14.296
and 14.297).

10.5.3.3. Evaluable Efficacy Population — Without Evidence of Infection up to 7 Days
After Dose 2 — Interim Analysis 1

Demographic characteristics were similar in the BNT162b2 and placebo groups among
participants without evidence of infection up to 7 days after Dose 2 in the evaluable efficacy
population for the first interim analysis (Table 17).

CONFIDENTIAL

FDA-CBER-2021-5683-0780683

Page 112



090177e195afe397\Approved\Approved On: 03-Dec-2020 16:12 (GMT)

Interim Clinical Study Report
Protocol C4591001

Table 17. Demographic Characteristics — Subjects Without Evidence of Infection
Prior to 7 Days After Dose 2 — Evaluable Efficacy Population (7 Days) —

Interim Analysis 1

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo Total
(N*=16061) (N*=16218) (N*=32279)
n® (%) n® (%) n® (%)
Sex
Male 8197 (51.0) 8144 (50.2) 16341 (50.6)
Female 7864 (49.0) 8074 (49.8) 15938 (49.4)
Race
White 13502 (84.1) 13692 (84.4) 27194 (84.2)
Black or African American 1298 (8.1) 1303 (8.0) 2601 (8.1)
American Indian or Alaska native 88 (0.5) 82 (0.5) 170 (0.5)
Asian 712 (4.4) 716 (4.4) 1428 (4.4)
Native Hawaiian or other Pacific Islander 40 (0.2) 26 (0.2) 66 (0.2)
Multiracial 341 (2.1) 297 (1.8) 638 (2.0)
Not reported 80 (0.5) 102 (0.6) 182 (0.6)
Ethnicity
Hispanic/Latino 4415 (27.5) 4383 (27.0) 8798 (27.3)
Non-Hispanic/non-Latino 11553 (71.9) 11736 (72.4) 23289 (72.1)
Not reported 93 (0.6) 99 (0.6) 192 (0.6)
Country
Argentina 2445 (15.2) 2415 (14.9) 4860 (15.1)
Brazil 889 (5.5) 889 (5.5) 1778 (5.5)
South Africa 215(1.3) 218 (1.3) 433 (1.3)
USA 12512 (77.9) 12696 (78.3) 25208 (78.1)
Age group
16-55 Years 9093 (56.6) 9172 (56.6) 18265 (56.6)
>55 Years 6968 (43.4) 7046 (43.4) 14014 (43.4)
Age at vaccination (years)
Mean (SD) 50.9 (15.58) 50.7 (15.68) 50.8 (15.63)
Median 52.0 52.0 52.0
Min, max (16, 89) (16,91) (16, 91)
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Table 17. Demographic Characteristics — Subjects Without Evidence of Infection
Prior to 7 Days After Dose 2 — Evaluable Efficacy Population (7 Days) —
Interim Analysis 1

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo Total
(N*=16061) (N*=16218) (N*=32279)
n® (%) n® (%) n® (%)

Note: Data from subjects who are not confirmed 7 days post dose 2 cases are included in the analysis to comprehensively
show all data reported and/or contribute to the total surveillance time calculation but may be subject to change with
additional follow-up.

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

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

PFIZER CONFIDENTIAL SDTM Creation: 06NOV2020 (01:29) Source Data: adsl Table Generation: 06NOV2020 (16:35)
(Cutoff Date: 04Nov2020, Snapshot Date: 04Nov2020) Output File:

/nda2 unblinded ia/C4591001 IA 62/adsl demo 7d eval eff

Demographic characteristics for the Dose 2 all-available efficacy population are presented in
Supplemental Table 14.298.

10.5.3.4. Evaluable Efficacy Population — Without Evidence of Infection up to 7 Days
After Dose 2 — Final Analysis

Demographics of participants in the final analysis evaluable efficacy population for
participants without evidence of infection prior to 7 days after Dose 2 were similar in
BNT162b2 and placebo groups (Table 18). This analysis population had generally similar
demographics compared to the safety population (refer to Section 10.5.3.1).

Table 18. Demographic Characteristics — Subjects Without Evidence of Infection
Prior to 7 Days After Dose 2 — Evaluable Efficacy (7 Days) Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo Total
(N*=18242) (N*=18379) (N?*=36621)
n® (%) n® (%) n® (%)
Sex
Male 9318 (51.1) 9225 (50.2) 18543 (50.6)
Female 8924 (48.9) 9154 (49.8) 18078 (49.4)
Race
White 15110 (82.8) 15301 (83.3) 30411 (83.0)
Black or African American 1617 (8.9) 1617 (8.8) 3234 (8.8)
American Indian or Alaska native 118 (0.6) 106 (0.6) 224 (0.6)
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Table 18. Demographic Characteristics — Subjects Without Evidence of Infection
Prior to 7 Days After Dose 2 — Evaluable Efficacy (7 Days) Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo Total
(N*=18242) (\N*=18379) (N*=36621)
n® (%) n® (%) n® (%)
Asian 815 (4.5) 810 (4.4) 1625 (4.4)
Native Hawaiian or other Pacific Islander 48 (0.3) 29 (0.2) 77 (0.2)
Multiracial 448 (2.5) 402 (2.2) 850 (2.3)
Not reported 86 (0.5) 114 (0.6) 200 (0.5)
Ethnicity
Hispanic/Latino 4886 (26.8) 4857 (26.4) 9743 (26.6)
Non-Hispanic/non-Latino 13253 (72.7) 13412 (73.0) 26665 (72.8)
Not reported 103 (0.6) 110 (0.6) 213 (0.6)
Country
Argentina 2561 (14.0) 2539 (13.8) 5100 (13.9)
Brazil 1232 (6.8) 1223 (6.7) 2455 (6.7)
Germany 121 (0.7) 126 (0.7) 247 (0.7)
South Africa 287 (1.6) 279 (1.5) 566 (1.5)
USA 14041 (77.0) 14212 (77.3) 28253 (77.1)
Age group
12-15 Years 46 (0.3) 42 (0.2) 88 (0.2)
16-55 Years 10428 (57.2) 10507 (57.2) 20935 (57.2)
>55 Years 7768 (42.6) 7830 (42.6) 15598 (42.6)
>65 Years 3980 (21.8) 4038 (22.0) 8018 (21.9)
Age at vaccination (years)
Mean (SD) 50.6 (15.70) 50.4 (15.81) 50.5 (15.76)
Median 52.0 52.0 52.0
Min, max (12, 89) (12,91) (12,91)

090177e195afe397\Approved\Approved On: 03-Dec-2020 16:12 (GMT)

Note: HIV-positive subjects are included in this summary but not included in the analyses of the overall study objectives.

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

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

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (10:49) Source Data: adsl Table Generation: 17NOV2020 (18:29)
(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:

/nda2 unblinded/C4591001 Efficacy FA 164/adsl demo 7d eval eff

Demographic characteristics for the final analysis Dose 2 all-available efficacy population
and the evaluable population without evidence of infection prior to 14 days after Dose 2 were
similar to the Dose 2 evaluable efficacy (7 days) population (Supplemental Tables 14.299
and 14.300).

Demographic characteristics are presented in the additional following tables:
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Dose 1 All-Available Efficacy Population Supplemental Table 14.301

Subjects With or Without Evidence of Infection Prior to 7 Days After Supplemental Table 14.302
Dose 2 —Evaluable Efficacy (7 Days) Population

Subjects With or Without Evidence of Infection Prior to 7 Days After Supplemental Table 14.303
Dose 2 — Dose 2 All-Available Efficacy Population

Subjects With or Without Evidence of Infection Prior to 14 Days After Supplemental Table 14.304
Dose 2 — Evaluable Efficacy (14 Days) Population

10.6. Participant Compliance
10.6.1. Immunogenicity Blood Samples
10.6.1.1. Phase 1

Most participants in any dose group had immunogenicity blood samples taken within the
protocol specified time frames, and results are presented in the following tables:

18-55 Years of Age — BNT162b1 Supplemental Table 14.54
18-55 Years of Age — BNT162b1 (100 pg) Supplemental Table 14.55
65-85 Years of Age — BNT162b1 Supplemental Table 14.56
18-55 Years of Age — BNT162b2 Supplemental Table 14.57
65-85 Years of Age — BNT162b2 Supplemental Table 14.58

Two participants who received BNT162b2 were excluded from the Dose 2 evaluable
immunogenicity population because blood sample collection did not occur within 6 to 8 days
after Dose 2 (Section 10.4.1). The participant in the younger age group (30-ug dose group)
had blood drawn at <6 days (Supplemental Table 14.57). The participant in the older age
group (20-pg dose group) had blood drawn at >8 days (Supplemental Table 14.58).

10.6.1.2. Phase 2

Most participants in the vaccine groups had immunogenicity blood samples taken within the
protocol specified time frames from 28 to 35 days after Dose 2 (Supplemental Table 14.193).
10.6.1.3. Phase 2/3

Evaluation of the immune response is a secondary (12 to 15 years of age compared with

16 to 25 years of age) and an exploratory objective for the Phase 3 part of the study. Blood
samples drawn for immunogenicity testing will be reported at a later time and are not
included in this interim CSR.

10.6.2. E-Diary
10.6.2.1. Phase 1

Transmission of e-diary data after either dose of BNT162b1 or placebo was >77.8% for each
day during the 7 days following any vaccination in the younger age group (Supplemental
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Tables 14.59 and 14.60) and older age group (Supplemental Table 14.61), and transmission
rates were similar across dose groups in both age groups.

Transmission of e-diary data after either dose of BNT162b2 or placebo was >75.0% for each
day during the 7 days following any vaccination in the younger and older age groups
(Supplemental Tables 14.62 and 14.63, respectively), and transmission rates were similar
across dose groups in both age groups.

10.6.2.2. Phase 2

Overall, transmission of e-diary data was >91.7% for each day during the 7 days after Dose 1
of BNT162b2. After Dose 2 of BNT162b2, transmission of e-diary data was 80.6% on

Day 1 and ranged from 88.9% to 91.7% for each day during Day 2 through Day 7
(Supplemental Table 14.194). Transmission rates were similar in the BNT162b2 group and
the placebo group.

10.6.2.3. Phase 2/3

Overall, transmission of e-diary data was >90.1% (range: 90.1% to 94.0%) for each day
during the 7 days after Dose 1 of BNT162b2. After Dose 2 of BNT162b2, transmission of
e-diary data was 76.0% on Day 1 and ranged from 83.3% to 85.1% for each day during
Day 2 through Day 7 (Supplemental Table 14.305). Transmission rates were similar in the
BNT162b2 group and the placebo group.

10.7. Prior and Concomitant Vaccines, Medications, and Procedures

10.7.1. Phase 1

BNT162b1

There were no participants in the younger age group who received a concomitant vaccine
from Dose 1 to 1 month after Dose 2 of BNT162b1. In the older age group, only

1 participant received a concomitant vaccine (Tdap) from Dose 1 to 1 month after Dose 2 of
BNT162b1 (Supplemental Table 14.64).

BNT162b2

In both age groups, there were no participants who received any concomitant vaccines from
Dose 1 to 1 month after Dose 2 of BNT162b2.

10.7.2. Phase 2

There were no participants in Phase 2 who received any concomitant vaccine after Dose 1.
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10.7.3. Phase 2/3

10.7.3.1. Participants with Median 2 Months of Follow-Up After Dose 2— Safety
Population — Phase 2/3

A small percentage of participants in either group (<10.7%) received any concomitant
vaccine after Dose 1, and most concomitant vaccines received were the influenza vaccine
(Supplemental Table 14.306).

10.7.3.2. All Participants — Safety Population

A small percentage of participants in either group (<9.3%) received any concomitant vaccine
after Dose 1, and most concomitant vaccines received were the influenza vaccine
(Supplemental Table 14.307).

11. EFFICACY AND IMMUNOGENICITY EVALUATION
11.1. Efficacy Results
11.1.1. Interim Analysis 1

Vaccine efficacy of BNT162b2 against COVID-19 among participants without evidence of
past SARS-CoV-2 infection was demonstrated at the first interim analysis conducted after
accrual of at least 62 cases following the protocol and SAP. The primary efficacy results
presented in this section are from that interim analysis.

Only the vaccine efficacy of BNT162b2 for the first primary efficacy endpoint (COVID-19
incidence based on central laboratory or locally confirmed NAAT in participants without
serological or virological evidence of past SARS-CoV-2 infection before and during
vaccination regimen) is analyzed and presented at this interim analysis. The vaccine efficacy
from the second primary efficacy endpoint and the secondary efficacy endpoints are analyzed
and presented in the final analysis (refer to Section 11.1.2).

11.1.1.1. First Primary Efficacy Endpoint — Interim Analysis 1

For the first primary efficacy endpoint, VE for BNT162b2 against confirmed COVID-19 was
evaluated in participants without evidence of prior SARS-CoV-2 infection before and during

vaccination regimen. Participants with positive or unknown NAAT results at any illness visit
prior to 7 days after Dose 2 were not included in this evaluation for VE. Cases were counted

from 7 days after Dose 2.

Among participants included in the evaluable efficacy population, 32,279 participants
(16,061 in BNT162b2 group and 16,218 in placebo group) did not have evidence of infection
with SARS-CoV-2 before and during vaccination regimen (Table 17). There were

4 COVID-19 cases in the BNT162b2 group compared to 90 COVID-19 cases reported in the
placebo group. These data give an estimated vaccine efficacy of 95.5% for BNT162b2. The
posterior probability of >99.99% met the prespecified interim analysis success criterion of
>99.5% (Table 19). The 95% credible interval for the vaccine efficacy was 88.8% to 98.4%,
indicating that given the current observed data there is a 95% probability that the true VE lies
in this interval. Also, note that the posterior probability that true VE > 86.0% is 99.5% and
VE > 88.8% is 97.5%.
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Table 19. Vaccine Efficacy — First COVID-19 Occurrence From 7 Days After Dose 2 —
Subjects Without Evidence of Infection Prior to 7 Days After Dose 2 —
Evaluable Efficacy Population (7 Days) — Interim Analysis 1

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N*=16061) (N*=16218)
Efficacy Endpoint nl®  Surveillance nl®  Surveillance VE (95% Pr (VE >30% |
Time® (n2¢) Time (n2¢) (%) CI°) data)f
First COVID-19 occurrence from 4 1.722 (15899) 90 1.732 (16010) 95.5 (88.8, >0.9999
7 days after Dose 2 98.4)

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

Note: Subjects who had no serological or virological evidence (prior to 7 days after receipt of the last dose) of past SARS-
CoV-2 infection (ie, N-binding antibody [serum] negative at Visit 1 and SARS-CoV-2 not detected by NAAT [nasal swab]
at Visits 1 and 2), and had negative NAAT at any unscheduled visit prior to 7 days after Dose 2 were included in the
analysis.

Note: Data from subjects who are not confirmed 7 days post dose 2 cases are included in the analysis to comprehensively
show all data reported and/or contribute to the total surveillance time calculation but may be subject to change with
additional follow-up.

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

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

c. Total surveillance time in 1000 person-years for the given endpoint across all subjects within each group at risk for the
endpoint. Time period for COVID-19 case accrual is from 7 days after Dose 2 to the end of the surveillance period.

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

e. Credible interval for VE was calculated using a beta-binomial model with prior beta (0.700102, 1) adjusted for
surveillance time. Refer to the statistical analysis plan, Appendix 2, for more details.

f.  Posterior probability (Pr) was calculated using a beta-binomial model with prior beta (0.700102, 1) adjusted for
surveillance time. Refer to the statistical analysis plan, Appendix 2, for more details. This probability must be at least 99.5%
at the interim analysis in order to conclude that the vaccine is efficacious.

PFIZER CONFIDENTIAL SDTM Creation: 05NOV2020 (20:48) Source Data: adc19ef Table Generation: 099NOV2020
(16:43)

(Cutoff Date: 04Nov2020, Snapshot Date: 04Nov2020) Output File:

/nda2 unblinded ia/C4591001 IA 62/adc19ef ve cov 7pd2 wo eval

The vaccine efficacy of BNT162b2 for the same primary efficacy endpoint based on the
all-available efficacy population was 95.7%, with 4 and 93 cases in the BNT162b2 and
placebo groups, respectively (Supplemental Table 14.308).

No clinically meaningful differences in VE by subgroup were observed by age group,
country, ethnicity, sex, or race in the in the Dose 2 evaluable efficacy population, with VE
estimates that ranged from 91.2% to 100.0% (Table 20).
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Table 20. Vaccine Efficacy — First COVID-19 Occurrence From 7 Days After Dose 2,
by Subgroup — Subjects Without Evidence of Infection Prior to 7 Days After
Dose 2 — Evaluable Efficacy Population (7 Days) — Interim Analysis 1

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N*=16061) (N*=16218)
Efficacy Endpoint n1®  Surveillance nl1® Surveillance  VE (%) (95% CI°)
Subgroup Time® (n2¢) Time® (n2¢)
First COVID-19 occurrence from 7
days after Dose 2
Overall 4 1.722 (15899) 90 1.732 (16010) 95.5 (88.1, 98.8)
Age group (years)
16 to 55 2 0.954 (8994) 67 0.959 (9040) 97.0 (88.7,99.6)
>55 2 0.767 (6905) 23 0.773 (6970) 91.2 (64.6, 99.0)
Sex
Male 2 0.874 (8115) 38 0.865 (8029) 94.8 (79.8, 99.4)
Female 2 0.848 (7784) 52 0.867 (7981) 96.1 (85.1,99.5)
Race
White 4 1477(13399) 85  1.491(13530) 953 (87.4, 98.7)
Black or African American 0 0.124 (1263) 4 0.124 (1277) 100.0 (-51.8, 100.0)
All othersf 0 0.121 (1237) 1 0.118 (1203) 100.0 (-3690.1, 100.0)
Ethnicity
Hispanic/Latino 1 0.464(4389) 34 0.459 (4342) 97.1 (82.7, 99.9)
Non-Hispanic/non-Latino 3 1.247 (11418) 56 1.262 (11570) 94.6 (83.3,98.9)
Country
Argentina 0 0.271 (2436) 28 0.266 (2402) 100.0 (86.2, 100.0)
Brazil 0 0.087 (878) 2 0.087 (879) 100.0 (-432.5, 100.0)
USA 4 1360(12384) 60  1376(12530) 933 (81.8, 98.2)
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Table 20. Vaccine Efficacy — First COVID-19 Occurrence From 7 Days After Dose 2,
by Subgroup — Subjects Without Evidence of Infection Prior to 7 Days After
Dose 2 — Evaluable Efficacy Population (7 Days) — Interim Analysis 1

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N*=16061) (N*=16218)
Efficacy Endpoint n1®  Surveillance nl1® Surveillance  VE (%) (95% CI°)
Subgroup Time® (n2¢) Time® (n2¢)

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

Note: Subjects who had no serological or virological evidence (prior to 7 days after receipt of the last dose) of past SARS-
CoV-2 infection (ie, N-binding antibody [serum] negative at Visit 1 and SARS-CoV-2 not detected by NAAT [nasal swab]
at Visits 1 and 2), and had negative NAAT at any unscheduled visit prior to 7 days after Dose 2 were included in the
analysis.

Note: Data from subjects who are not confirmed 7 days post dose 2 cases are included in the analysis to comprehensively
show all data reported and/or contribute to the total surveillance time calculation but may be subject to change with
additional follow-up.

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

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

c. Total surveillance time in 1000 person-years for the given endpoint across all subjects within each group at risk for the
endpoint. Time period for COVID-19 case accrual is from 7 days after Dose 2 to the end of the surveillance period.

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

e. Confidence interval (CI) for VE is derived based on the Clopper and Pearson method adjusted to the surveillance time.
f.  American Indian or Alaska native, Asian, Native Hawaiian or other Pacific Islander, multiracial, not reported race
categories are presented as “All others”.

PFIZER CONFIDENTIAL SDTM Creation: 05NOV2020 (20:53) Source Data: adc19ef Table Generation: 099NOV2020
(16:43)

(Cutoff Date: 04Nov2020, Snapshot Date: 04Nov2020) Output File:

./nda2_unblinded ia/C4591001_IA 62/adc19ef ve cov_7pd2_wo_sg eval

Vaccine efficacy results by subgroup based on the Dose 2 all-available efficacy population
are presented in Supplemental Table 14.309.

11.1.1.2. COVID-19 Narratives - Interim Analysis 1
Narratives of COVID-19 cases are provided in Section 14.

11.1.1.3. Severe COVID-19 Cases - Interim Analysis 1

Severe COVID-19 cases were reported in a total of 7 participants in Phase 3 interim analysis
of 94 COVID-19 cases, all in the placebo group, as of the data cutoff date of

04 November 2020 (Table 21). Five of these cases were reported between Dose 1 and

Dose 2, none were reported less than 7 days after Dose 2, and 2 cases were reported at least
7 days after Dose 2 (Appendix 16.2.8.3.1).
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Table 21. Severe COVID-19 Occurrence After Dose 1 — Dose 1 All-Available Efficacy
Population — Interim Analysis 1

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N*=21617) (N*=21633)
Efficacy Endpoint n® n®
Severe COVID-19 occurrence after Dose 1 0 7

Note: Data from subjects who are not confirmed 7 days post dose 2 cases are included in the analysis to comprehensively
show all data reported and/or contribute to the total surveillance time calculation but may be subject to change with
additional follow-up.

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

b. n=Number of subjects meeting the endpoint definition.

PFIZER CONFIDENTIAL SDTM Creation: 05NOV2020 (20:48) Source Data: adc19ef Table Generation: 06NOV2020
(18:47)

(Cutoff Date: 04Nov2020, Snapshot Date: 04Nov2020) Output File:

./nda2 unblinded ia/C4591001 IA 62/adc19ef sev cov dl aai

11.1.1.4. Efficacy Conclusions - Interim Analysis 1

e The first primary efficacy objective met success criteria. BNT162b2 achieved vaccine
efficacy of 95.5% with a 95% credible interval of 88.8% to 98.4% among participants
without evidence of infection before and during vaccination regimen, and a >99.99%
posterior probability for the true vaccine efficacy greater than 30% conditioning on
available data.

e All 7 severe COVID-19 cases (after Dose 1) were observed in the placebo group, as of
the interim analysis cutoff date.

11.1.2. Final Analysis

Efficacy data for the Phase 3 portion of Study C4591001 were analyzed for all enrolled
participants who met the protocol-specified criteria for efficacy evaluation, with a final
analysis cutoff date of 14 November 2020. Signs and symptoms of COVID-19 are presented
first followed by efficacy results.

11.1.2.1. Signs and Symptoms of COVID-19

The criteria for COVID-19 case determination are described in Appendix 16.1.1, Protocol
Section 8.1.

The signs and symptoms reported for cases contributing to the analysis for the first primary
efficacy endpoint are summarized in Table 22. These include cases occurring at least 7 days
after the second vaccination among participants in the evaluable efficacy population who had
no evidence of SARS-CoV-2 infection before or during the vaccination regimen: 8 cases in
the BNT162b2 group and 162 cases in the placebo group. Most of these participants reported
new or increased cough, and other symptoms reported most frequently were new or increased

CONFIDENTIAL

FDA-CBER-2021-5683-0780693

Page 122



Interim Clinical Study Report
Protocol C4591001

muscle pain, fever, and sore throat. New or increased shortness of breath was reported for
25 participants (15.4%) in the placebo group and for no participants who received
BNT162b2. Most participants reported 2 or more symptoms consistent with COVID-19.
Similar results were reported among cases in the evaluable efficacy population with or
without evidence of SARS-CoV-2 infection before or during the vaccination regimen
(Table 23).

Table 22. Summary of Signs and Symptoms for COVID-19 Occurrence From 7 Days
After Dose 2 — Subjects Without Evidence of Infection Prior to 7 Days After
Dose 2 — Evaluable Efficacy (7 Days) Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo Total
(N*=8) (N*=162) (N*=170)

Signs and Symptoms n"(%) n"(%) n"(%)

Subjects with specific signs and symptoms of COVID-19
= Fever 2 (25.0) 76 (46.9) 78 (45.9)
% New or increased cough 3(37.5) 114 (70.4) 117 (68.8)
; New or increased shortness of breath 0(0.0) 25 (15.4) 25 (14.7)
— Chills 2(25.0) 57 (35.2) 59 (34.7)
g New or increased muscle pain 1(12.5) 81 (50.0) 82 (48.2)
g New loss of taste or smell 5(62.5) 43 (26.5) 48 (28.2)
8 Sore throat 3(37.5) 68 (42.0) 71 (41.8)
) Diarrhea 1(12.5) 18 (11.1) 19 (11.2)
8 Vomiting 2 (25.0) 6 (3.7) 8(4.7)
™
? Subjects with specific number of signs and symptoms
S 1 1(12.5) 24 (14.8) 25 (14.7)
- 2 3(37.5) 46 (28.4) 49 (28.8)
% 3 4 (50.0) 34 (21.0) 38 (22.4)
= 4 0 (0.0) 33 (20.4) 33 (19.4)
%— 5 0 (0.0) 16 (9.9) 16 (9.4)
S >5 0 (0.0) 9 (5.6) 9(5.3)
(8]
>
o
-
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Table 22. Summary of Signs and Symptoms for COVID-19 Occurrence From 7 Days
After Dose 2 — Subjects Without Evidence of Infection Prior to 7 Days After
Dose 2 — Evaluable Efficacy (7 Days) Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo Total
(N*=8) (N*=162) (N*=170)
Signs and Symptoms n"(%) n"(%) n"(%)

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

Note: Subjects who had no serological or virological evidence (prior to 7 days after receipt of the last dose) of past SARS-
CoV-2 infection (ie, N-binding antibody [serum] negative at Visit 1 and SARS-CoV-2 not detected by NAAT [nasal swab]
at Visits 1 and 2), and had negative NAAT (nasal swab) at any unscheduled visit prior to 7 days after Dose 2 were included
in the analysis.

a. N = number of subjects with COVID-19 occurrence from 7 days after dose 2 in the specified group. This value is used
as the denominator for the percentage calculations.

b. n=Number of subjects with the specific criteria meeting the definition. A subject can have more than 1 symptom.
PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:54) Source Data: adc19ef Table Generation: 17NOV2020
(16:47)

(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:
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Table 23. Summary of Signs and Symptoms for COVID-19 Occurrence From 7 Days
After Dose 2 — Subjects With or Without Evidence of Infection Prior to 7
Days After Dose 2 — Evaluable Efficacy (7 Days) Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo Total
(N*=9) (N*=169) (N*=178)
Signs and Symptoms n’(%) nP(%) nP(%)
Subjects with specific signs and symptoms of COVID-19
Fever 2(22.2) 77 (45.6) 79 (44.4)
New or increased cough 3(33.3) 120 (71.0) 123 (69.1)
New or increased shortness of breath 0(0.0) 26 (15.4) 26 (14.6)
Chills 2(22.2) 58 (34.3) 60 (33.7)
New or increased muscle pain 1(11.1) 82 (48.5) 83 (46.6)
New loss of taste or smell 5(55.6) 46 (27.2) 51(28.7)
Sore throat 4 (44.4) 71 (42.0) 75 (42.1)
Diarrhea 1(11.1) 19 (11.2) 20 (11.2)
Vomiting 2(22.2) 6 (3.6) 8 (4.5)
Subjects with specific number of signs and symptoms
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Table 23. Summary of Signs and Symptoms for COVID-19 Occurrence From 7 Days
After Dose 2 — Subjects With or Without Evidence of Infection Prior to 7
Days After Dose 2 — Evaluable Efficacy (7 Days) Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo Total
(N*=9) (N*=169) (N*=178)
Signs and Symptoms n"(%) n"(%) n"(%)
1 2(22.2) 24 (14.2) 26 (14.6)
2 3(33.3) 50 (29.6) 53 (29.8)
3 4(44.4) 37 (21.9) 41 (23.0)
4 0(0.0) 33 (19.5) 33 (18.5)
5 0(0.0) 16 (9.5) 16 (9.0)
>5 0(0.0) 9(5.3) 9(5.1)

a. N = number of subjects with COVID-19 occurrence from 7 days after dose 2 in the specified group. This value is used
as the denominator for the percentage calculations.

b. n=Number of subjects with the specific criteria meeting the definition. A subject can have more than 1 symptom.
PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:54) Source Data: adc19ef Table Generation: 17NOV2020
(16:47)

(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:
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Table 24 summarizes the signs and symptoms for all cases of COVID-19 occurring at any
time after Dose 1 (50 cases in the BNT162b2 group and 275 cases in the placebo group).
Most participants reported 2 or more symptoms, and the most frequently reported symptoms
were similar to those for the primary efficacy analysis population.

Table 24. Summary of Signs and Symptoms for COVID-19 Occurrence After Dose 1 —
Dose 1 All-Available Efficacy Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo Total
(N*=50) (N2=275) (N2=325)

Signs and Symptoms n®(%) n®(%) n°(%)

Subjects with specific signs and symptoms of COVID-19
Fever 20 (40.0) 122 (44.4) 142 (43.7)
New or increased cough 22 (44.0) 186 (67.6) 208 (64.0)
New or increased shortness of breath 4 (8.0) 44 (16.0) 48 (14.8)
Chills 10 (20.0) 86 (31.3) 96 (29.5)
New or increased muscle pain 12 (24.0) 121 (44.0) 133 (40.9)
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Table 24. Summary of Signs and Symptoms for COVID-19 Occurrence After Dose 1 —
Dose 1 All-Available Efficacy Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo Total
(N*=50) (N*=275) (N*=325)
Signs and Symptoms n®(%) n®(%) n®(%)
New loss of taste or smell 24 (48.0) 91 (33.1) 115 (35.4)
Sore throat 18 (36.0) 111 (40.4) 129 (39.7)
Diarrhea 4 (8.0) 35(12.7) 39 (12.0)
Vomiting 5(10.0) 11 (4.0) 16 (4.9)
Subjects with specific number of signs and symptoms
1 16 (32.0) 44 (16.0) 60 (18.5)
2 14 (28.0) 82 (29.8) 96 (29.5)
3 11 (22.0) 63 (22.9) 74 (22.8)
4 5(10.0) 40 (14.5) 45 (13.8)
5 2 (4.0) 31(11.3) 33(10.2)
>5 2 (4.0) 15 (5.5) 17 (5.2)

a. N = number of subjects with COVID-19 occurrence after dose 1 in the specified group. This value is used as the
denominator for the percentage calculations.

b. n=Number of subjects with the specific criteria meeting the definition. A subject can have more than 1 symptom.
PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:54) Source Data: adc19ef Table Generation: 17NOV2020
(16:47)

(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:

/nda2 unblinded/C4591001 Efficacy FA 164/adsympt symp cov dl aai

Four cases of severe COVID-19 occurred at least 7 days after the second vaccination among
participants in the evaluable efficacy population without (Table 25) and with or without
(Supplemental Table 14.310) evidence of SARS-CoV-2 infection before or during the
vaccination regimen: 1 case in the BNT162b2 group and 3 cases in the placebo group. All

4 cases experienced clinical signs at rest indicative of severe systemic illness

(RR >30 breaths per minute, HR >125 beats per minute, SpO2 <93% on room air at sea level,
or PaO2/Fi02 <300 mm Hg); respiratory failure and admission to an ICU were each reported
for 1 participant in the placebo group.
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Table 25. Summary of Signs and Symptoms for Severe COVID-19 Occurrence From 7
Days After Dose 2 — Subjects Without Evidence of Infection Prior to 7 Days
After Dose 2 — Evaluable Efficacy (7 Days) Population

Vaccine Group (as
Randomized)

BNT162b2 (30  Placebo Total

ng) (N*=3) (N*=4)
N*=1)
Signs and Symptoms n®(%) n(%) (%)

Subjects with specific signs and symptoms of severe COVID-19

Clinical signs at rest indicative of severe systemic illness (RR >30 breaths per 1 (100.0) 3(100.0) 4 (100.0)
minute, HR >125 beats per minute, SpO2 <93% on room air at sea level, or

Pa02/FiO2 <300 mm Hg)

Respiratory failure (defined as needing high-flow oxygen, noninvasive 0(0.0) 1(33.3) 1(25.0)
ventilation, mechanical ventilation, or ECMO)

Admission to an ICU 0(0.0) 1(33.3) 1(25.0)

Subjects with specific number of signs and symptoms
1 1 (100.0) 2(66.7)  3(75.0)
3 0 (0.0) 1(333)  1(25.0)

Abbreviations: DBP = diastolic blood pressure; ECMO = extracorporeal membrane oxygenation; FiOz = fraction of inspired
oxygen; HR = heart rate; ICU = intensive care unit; N-binding = SARS-CoV-2 nucleoprotein—binding; NAAT = nucleic
acid amplification test; PaO2 = partial pressure of oxygen, arterial; RR = respiratory rate; SARS-CoV-2 = severe acute
respiratory syndrome coronavirus 2; SBP = systolic blood pressure; SpO2 = oxygen saturation as measured by pulse
oximetry.

Note: Subjects who had no serological or virological evidence (prior to 7 days after receipt of the last dose) of past SARS-
CoV-2 infection (ie, N-binding antibody [serum] negative at Visit 1 and SARS-CoV-2 not detected by NAAT [nasal swab]
at Visits 1 and 2), and had negative NAAT (nasal swab) at any unscheduled visit prior to 7 days after Dose 2 were included
in the analysis.

a. N = number of subjects with severe COVID-19 occurrence from 7 days after dose 2 in the specified group. This value
is used as the denominator for the percentage calculations.

b. n=Number of subjects with the specific criteria meeting the definition. A subject can have more than 1 symptom.
PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:54) Source Data: adc19ef Table Generation: 17NOV2020
(16:49)

(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:

/nda2 unblinded/C4591001 Efficacy FA 164/adsympt symp sev cov 7d2 wo eval

Ten cases of severe COVID-19 occurred at any time after Dose 1: one case in the BNT162b2
group and 9 cases in the placebo group. All 10 cases experienced clinical signs at rest
indicative of severe systemic illness (RR >30 breaths per minute, HR >125 beats per minute,
Sp0O2 <93% on room air at sea level, or PaO2/Fi02 <300 mm Hg); respiratory failure and
admission to an ICU were each reported for 3 participants (33.3%) in the placebo group
(Table 26).
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Table 26. Summary of Signs and Symptoms for Severe COVID-19 Occurrence After
Dose 1 — Dose 1 All-Available Efficacy Population

Vaccine Group (as
Randomized)

BNT162b2 (30  Placebo Total

ng) (N*=9) (N*=10)
(N*=1)
Signs and Symptoms n’(%) nP(%) n’(%)
Subjects with specific signs and symptoms of severe COVID-19
Clinical signs at rest indicative of severe systemic illness (RR >30 breaths 1 (100.0) 9(100.0) 10 (100.0)
per minute, HR >125 beats per minute, SpO2 <93% on room air at sea level, or
Pa02/FiO2 <300 mm Hg)
Respiratory failure (defined as needing high-flow oxygen, noninvasive 0(0.0) 3(33.3) 3 (30.0)
ventilation, mechanical ventilation, or ECMO)
Significant acute renal, hepatic, or neurologic dysfunction 0(0.0) 1(11.1) 1(10.0)
Admission to an ICU 0(0.0) 3(33.3) 3 (30.0)
Subjects with specific number of signs and symptoms
1 1 (100.0) 5(55.6) 6 (60.0)
2 0(0.0) 2(22.2) 2 (20.0)
3 0 (0.0) 1(11.1) 1(10.0)
5 0(0.0) 1(11.1) 1(10.0)

Abbreviations: DBP = diastolic blood pressure; ECMO = extracorporeal membrane oxygenation; FiO2 = fraction of inspired
oxygen; HR = heart rate; ICU = intensive care unit; PaO2 = partial pressure of oxygen, arterial; RR = respiratory rate; SBP =
systolic blood pressure; SpO2 = oxygen saturation as measured by pulse oximetry.

a. N = number of subjects with severe COVID-19 occurrence after dose 1 in the specified group. This value is used as the
denominator for the percentage calculations.

b. n=Number of subjects with the specific criteria meeting the definition. A subject can have more than 1 symptom.
PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:54) Source Data: adc19ef Table Generation: 17NOV2020
(16:49)

(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:

./nda2 unblinded/C4591001 Efficacy FA 164/adsympt symp sev cov dl aai

Signs and symptoms of COVID-19 frequency distributions were similar when analyzed by
efficacy population (Dose 2 evaluable; Dose 1 and Dose 2 all-available), occurrence of
COVID-19 after Dose 2 (7 days; 14 days), prior infection (without; with or without);

age (12-15, 16-55; >55; >65 years); case definition (severe; CDC). Summary tables for signs
and symptoms of COVID-19 are found in Supplemental Tables 14.311 to 14.351.

11.1.2.2. Primary Efficacy Endpoints — Final Analysis

For the first primary efficacy endpoint, VE for BNT162b2 against confirmed COVID-19 was
evaluated in participants without evidence of prior SARS-CoV-2 infection before and during

vaccination regimen. Cases were counted from 7 days after Dose 2. For the second primary
efficacy endpoint, VE for BNT162b2 against confirmed COVID-19 was evaluated in
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participants with and without evidence of prior SARS-CoV-2 infection before and during
vaccination regimen. Cases were counted from 7 days after Dose 2.

Secondary efficacy endpoints evaluated confirmed COVID-19 cases in participants either
without or with and without evidence of prior SARS-CoV-2 infection before and during
vaccination regimen. Cases were counted from 7 days after Dose 2 or from 14 days after
Dose 2. Secondary efficacy endpoints are described in Table 2.

11.1.2.2.1. Vaccine Efficacy Without Prior Evidence of SARS-CoV-2 Infection — 7 Days
After Dose 2 — Final Analysis

As noted above, overwhelming efficacy was declared at the first (and only) interim analysis
for the first primary efficacy endpoint. A descriptive update based on 170 evaluable cases
accrued at the time of the final analysis (of the other efficacy endpoints) is summarized
below.

Among participants without evidence of SARS-CoV-2 infection before and during
vaccination regimen, VE against confirmed COVID-19 occurring at least 7 days after Dose 2
was 95.0%, with 8§ COVID-19 cases in the BNT162b2 group compared to 162 COVID-19
cases in the placebo group (Table 27). The 95% credible interval for the vaccine efficacy was
90.3% to 97.6%, indicating that the true VE is at least 90.3% with a 97.5% probability given
the observed data.

The vaccine efficacy of BNT162b2 for the same primary efficacy endpoint based on the
Dose 2 all-available efficacy population was 95.2%, with 8 and 165 cases in the BNT162b2
and placebo group (Table 28).

Table 27. Vaccine Efficacy — First COVID-19 Occurrence From 7 Days After Dose 2 —
Subjects Without Evidence of Infection Prior to 7 Days After Dose 2 —
Evaluable Efficacy (7 Days) Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N*=18198) (N*=18325)
Efficacy Endpoint nl®  Surveillance  nl® Surveillance VE 95% Pr (VE >30% |
Time (n2¢) Time® (n2¢) (%) CI°) data)f
First COVID-19 occurrence from 8 2214 (17411) 162  2.222 (17511) 95.0 (90.3, >0.9999
7 days after Dose 2 97.6)
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Table 27. Vaccine Efficacy — First COVID-19 Occurrence From 7 Days After Dose 2 —
Subjects Without Evidence of Infection Prior to 7 Days After Dose 2 —
Evaluable Efficacy (7 Days) Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N*=18198) (N*=18325)
Efficacy Endpoint n1®  Surveillance  n1® Surveillance VE 95% Pr (VE >30% |
Time® (n2¢) Time® (n29) (%) CI9 data)f

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

Note: Subjects who had no serological or virological evidence (prior to 7 days after receipt of the last dose) of past SARS-
CoV-2 infection (ie, N-binding antibody [serum] negative at Visit 1 and SARS-CoV-2 not detected by NAAT [nasal swab]
at Visits 1 and 2), and had negative NAAT (nasal swab) at any unscheduled visit prior to 7 days after Dose 2 were included
in the analysis.

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

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

c. Total surveillance time in 1000 person-years for the given endpoint across all subjects within each group at risk for the
endpoint. Time period for COVID-19 case accrual is from 7 days after Dose 2 to the end of the surveillance period.

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

e. Credible interval for VE was calculated using a beta-binomial model with prior beta (0.700102, 1) adjusted for
surveillance time. Refer to the statistical analysis plan, Appendix 2, for more details.

f.  Posterior probability (Pr) was calculated using a beta-binomial model with prior beta (0.700102, 1) adjusted for
surveillance time. Refer to the statistical analysis plan, Appendix 2, for more details.

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:48) Source Data: adc19ef Table Generation: 17NOV2020
(16:46)

(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:

/nda2 unblinded/C4591001 Efficacy FA 164/adc19ef ve cov 7pd2 wo_eval
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Table 28. Vaccine Efficacy — First COVID-19 Occurrence From 7 Days After Dose 2 —
Subjects Without Evidence of Infection Prior to 7 Days After Dose 2 — Dose
2 All-Available Efficacy Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N*=18650) (N*=18570)
Efficacy Endpoint nl®  Surveillance nl1° Surveillance VE 95% Pr (VE >30% |
Time® (n29) Time® (n29) (%) CI9 data)f
First COVID-19 occurrence from 8 2.266 (17852) 165  2.244 (17746) 95.2 (90.6, >0.9999
7 days after Dose 2 97.7)

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

Note: Subjects who had no serological or virological evidence (prior to 7 days after receipt of the last dose) of past SARS-
CoV-2 infection (ie, N-binding antibody [serum] negative at Visit 1 and SARS-CoV-2 not detected by NAAT [nasal swab]
at Visits 1 and 2), and had negative NAAT (nasal swab) at any unscheduled visit prior to 7 days after Dose 2 were included
in the analysis.

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

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

c. Total surveillance time in 1000 person-years for the given endpoint across all subjects within each group at risk for the
endpoint. Time period for COVID-19 case accrual is from 7 days after Dose 2 to the end of the surveillance period.

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

e. Credible interval for VE was calculated using a beta-binomial model with prior beta (0.700102, 1) adjusted for
surveillance time. Refer to the statistical analysis plan, Appendix 2, for more details.

f.  Posterior probability (Pr) was calculated using a beta-binomial model with prior beta (0.700102,1) adjusted for
surveillance time. Refer to the statistical analysis plan, Appendix 2, for more details.

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:48) Source Data: adc19ef Table Generation: 17NOV2020
(16:46)

(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:

./nda2_unblinded/C4591001_Efficacy FA 164/adc19ef ve cov_7pd2_wo_aai

11.1.2.2.2. Vaccine Efficacy With or Without Prior Evidence of SARS-CoV-2 Infection
— 7 Days After Dose 2 — Final Analysis

For the second primary efficacy endpoint, VE for BNT162b2 against confirmed COVID-19
was evaluated in participants with or without evidence of prior SARS-CoV-2 infection
through 7 days after Dose 2. Cases were counted from 7 days after Dose 2.

Among participants with or without evidence of SARS-CoV-2 infection before and during
vaccination regimen, VE against confirmed COVID-19 occurring at least 7 days after Dose 2
was 94.6%, with 9 and 169 cases in the BNT162b2 and placebo groups respectively. The
posterior probability of >99.99% for the true VE greater than 30% met the prespecified
success criterion of >98.6% for this endpoint. The 95% credible interval for the vaccine
efficacy was 89.9% to 97.3%, indicating that the true VE is at least 89.9% with a 97.5%
probability given the available data (Table 29). Note that with a posterior probability of
98.6%, the true vaccine efficacy is at least 89.2% given the available data.
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The vaccine efficacy of BNT162b2 for the same primary efficacy endpoint based on the
Dose 2 all-available efficacy population was 94.8%, with and 9 and 172 cases in the
BNT162b2 and placebo group, respectively (Table 30).

Table 29. Vaccine Efficacy — First COVID-19 Occurrence From 7 Days After Dose 2 —
Subjects With or Without Evidence of Infection Prior to 7 Days After Dose 2
— Evaluable Efficacy (7 Days) Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N?=19965) (N*=20172)
Efficacy Endpoint nl®  Surveillance nl1®  Surveillance VE (95% Pr (VE >30% |
Time® (n2¢) Time (n2¢) (%) CI°) data)f
First COVID-19 occurrence from 9 2.332 (18559) 169  2.345 (18708) 94.6 (89.9, >0.9999
7 days after Dose 2 97.3)

Abbreviations: VE = vaccine efficacy.

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

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

c. Total surveillance time in 1000 person-years for the given endpoint across all subjects within each group at risk for the
endpoint. Time period for COVID-19 case accrual is from 7 days after Dose 2 to the end of the surveillance period.

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

e. Credible interval for VE was calculated using a beta-binomial model with prior beta (0.700102, 1) adjusted for
surveillance time. Refer to the statistical analysis plan, Appendix 2, for more details.

f.  Posterior probability (Pr) was calculated using a beta-binomial model with prior beta (0.700102, 1) adjusted for
surveillance time. Refer to the statistical analysis plan, Appendix 2, for more details.

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:48) Source Data: adc19ef Table Generation: 17NOV2020
(16:46)

(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:

/nda2 unblinded/C4591001 Efficacy FA 164/adc19ef ve cov 7pd2 eval

Table 30. Vaccine Efficacy — First COVID-19 Occurrence From 7 Days After Dose 2 —
Subjects With or Without Evidence of Infection Prior to 7 Days After Dose 2
— Dose 2 All-Available Efficacy Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N?=20488) (N*=20459)
Efficacy Endpoint nl®  Surveillance nl1®  Surveillance VE 95% Pr (VE >30% |
Time® (n2¢) Time® (n29) (%) CI°) data)f
First COVID-19 occurrence from 9 2.389 (19049) 172 2.370(18971) 94.8 (90.2, >0.9999
7 days after Dose 2 97.4)
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Table 30. Vaccine Efficacy — First COVID-19 Occurrence From 7 Days After Dose 2 —
Subjects With or Without Evidence of Infection Prior to 7 Days After Dose 2
— Dose 2 All-Available Efficacy Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N*=20488) (N?=20459)
Efficacy Endpoint nl®  Surveillance nl1®  Surveillance VE 95% Pr (VE >30% |
Time® (n2¢) Time® (n29) (%) CI°) data)f

Abbreviations: VE = vaccine efficacy.

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

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

c. Total surveillance time in 1000 person-years for the given endpoint across all subjects within each group at risk for the
endpoint. Time period for COVID-19 case accrual is from 7 days after Dose 2 to the end of the surveillance period.

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

e. Credible interval for VE was calculated using a beta-binomial model with prior beta (0.700102, 1) adjusted for
surveillance time. Refer to the statistical analysis plan, Appendix 2, for more details.

f.  Posterior probability (Pr) was calculated using a beta-binomial model with prior beta (0.700102, 1) adjusted for
surveillance time. Refer to the statistical analysis plan, Appendix 2, for more details.

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:48) Source Data: adc19ef Table Generation: 17NOV2020
(16:46)

(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:

/nda2 unblinded/C4591001 Efficacy FA 164/adc19ef ve cov 7pd2 aai

11.1.2.2.3. All Confirmed Cases of COVID-19 After Dose 1

A number of confirmed cases of COVID-19 are not captured in the analyses of the first
primary endpoint for the evaluable efficacy population because they occurred less than

7 days after Dose 2, or because they occurred in participants who were excluded from the
evaluable efficacy population or who had evidence of infection before or during the
vaccination regimen.

All reports of COVID-19 with onset at any time after Dose 1 are accounted for in Table 31,
which provides a summary of cases for all participants in the Dose 1 all-available efficacy
(modified intention-to-treat) population, regardless of evidence of infection before or during
the vaccination regimen. Among these participants, 50 cases of COVID-19 occurred after
Dose 1 in the BNT162b2 group compared to 275 cases in the placebo group (Table 31).
Notably, in the BNT162b2 group, most cases occurred before Dose 2. The estimated VE
against confirmed COVID-19 occurring after Dose 1 was 82% (2-sided 95% CI: 75.6 %,
86.9%), with an estimated VE of 52.4% (2-sided 95% CI: 29.5%, 68.4%) against confirmed
COVID-19 occurring after Dose 1 but before Dose 2.
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Table 31. Vaccine Efficacy — First COVID-19 Occurrence After Dose 1 — Dose 1 All-
Available Efficacy Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N?*=21669) (N*=21686)
Efficacy Endpoint n1® Surveillance n1P Surveillance VE (%)  (95% CI°)
Subgroup Time® (n2¢) Time® (n2¢)

First COVID-19 occurrence after Dose 1 50 4.015 (21314) 275 3.982 (21258) 82.0 (75.6, 86.9)
After Dose 1 to before Dose 2 39 82 52.4 (29.5, 68.4)
Dose 2 to 7 days after Dose 2 2 21 90.5 (61.0, 98.9)
>7 Days after Dose 2 9 172 94.8 (89.8, 97.6)

Abbreviations: VE = vaccine efficacy.

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

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

c. Total surveillance time in 1000 person-years for the given endpoint across all subjects 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.

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

e. Confidence interval (CI) for VE is derived based on the Clopper and Pearson method (adjusted for surveillance time for
overall row).

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:48) Source Data: adc19ef Table Generation: 18NOV2020
(17:06)

(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:

./nda2_unblinded/C4591001_ Efficacy FA_164/adc19ef ve cov_pdl aai

The early onset of protection is readily apparent in Figure 3, which displays cumulative
incidence for the first COVID-19 occurrence after Dose 1 among all vaccinated participants
based on Dose 1 all-available efficacy (modified intention-to-treat) population. Disease onset
appears to track together for BNT162b2 and placebo until approximately 14 days after

Dose 1, at which point the curves diverge, with cases steadily accumulating in the placebo
group, while remaining virtually flat in the BNT162b2 group. The darker-appearing symbols
for both BNT162b2 (blue circles) and placebo (red squares) curves in Figure 3 have an “S”
written inside the open symbol, which denotes severe cases; note that 2 cases in the placebo
group are “overlapping” relative to the placebo curve within the first 14 days. See

Section 11.1.2.3.2 for more details on severe cases reported in the final analysis.

Cumulative incidence curves for the evaluable efficacy (7 days) population are presented in
the following figures:

First COVID-19 Occurrence From 7 Days After Dose 2 - Subjects Supplemental Figure 14.27
Without Evidence of Infection Prior to 7 Days After Dose 2

First COVID-19 Occurrence From 7 Days After Dose 2 - Subjects With ~ Supplemental Figure 14.28
or Without Evidence of Infection Prior to 7 Days After Dose 2
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Figure 3. Cumulative Incidence Curves for the First COVID-19 Occurrence After Dose 1 — Dose 1 All-Available Efficacy
Population

0024

0020

0016

0oz

0.008

Cumulative Incidence of COVID-19 Occurrence

0.004

0.000
0 7 14 a1 28 35 42 49 56 63 70 77 84 91 98 105 112 119
Days After Dose 1

Wo. with events/To. at risk

A Diz1314 2021250 37021054 3020481 41019314 42183TT 42017702 4317186 44015464 4714038 48012160 4309501 4006403 4WE3T4 SOJ1463 500598 S040
B:  0/2125%  ZHE11T0 33420070 TR20366 9T/19200  123/1821% 148/1757F 166/17023 192/15200 212713876 235/11994 24000471 2370204 2673301 2741449 275398 27IM

—&— ABNTI62b2 (20 pg) --——H--- B:Flacebo

Mote: "8" indicates subjects with severe COVID-19 or COVID-19 leading to hospitalization.
PFIZER CONFIDENTIAL SDTM Creaton: 17110V2020 {10:49) Sowrce Data: adel%ef Table Generation: 17NOV2020 (21:40)
(Cutoff Date: 14NOV2020, Bnapshot Date: 16M0WV2020) Cutput File: /nda2 unblinded/C4591001 Efficacy FA 164/adel9ef 001 lkm_dl_aai
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11.1.2.2.4. Vaccine Efficacy by Subgroup — Final Analysis
11.1.2.2.4.1. Subgroups of Age, Sex, Race/Ethnicity, and Country

For both primary endpoints, VE was also evaluated for subgroups of participants by age, sex
race/ethnicity, and country in Table 32 (without evidence of prior infection) and Table 33
(with or without evidence of prior infection).

Among participants without prior evidence of SARS-CoV-2 infection before and during
vaccination regimen, VE was >93% in all subgroups, with the exception of “all others” race
group (89.3% VE) and Brazil (87.7% VE) (Table 32). Notably, VE was 94.7% (2-sided 95%
CI: 66.7%, 99.9%) in participants >65 years of age (Table 32), and observed VE in
participants >75 years of age was 100% (0 vs 5 cases in the BNT162b2 group vs the placebo
group; 2-sided 95% CI: -13.1%, 100.0%) (Table 34).

Among participants with or without prior evidence of SARS-CoV-2 infection before and
during vaccination regimen, VE was >93% in all subgroups, with the exception of “all
others” race group (78.2% VE), Brazil (75.4% VE), and positive prior SARS-CoV-2
infection at baseline (-7.1% VE, 1 case in each BNT162 and placebo groups) (Table 33).

Results for the all-available population were similar; no clinically meaningful differences
were observed in VE on the basis of subgroup. These data are presented in in the following
tables:

First COVID-19 Occurrence From 7 Days After Dose 2, by Subgroup - Supplemental Table 14.352
Subjects Without Evidence of Infection Prior to 7 Days After Dose 2
First COVID-19 Occurrence From 7 Days After Dose 2, by Subgroup - Supplemental Table 14.353

Subjects With or Without Evidence of Infection Prior to 7 Days After Dose 2

Table 32. Vaccine Efficacy — First COVID-19 Occurrence From 7 Days After Dose 2,
by Subgroup — Subjects Without Evidence of Infection Prior to 7 Days After
Dose 2 — Evaluable Efficacy (7 Days) Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N*=18198) (N*=18325)
Efficacy Endpoint nl® Surveillance n1® Surveillance VE (%) (95% CI°)
Subgroup Time® (n29) Time (n2¢)
First COVID-19 occurrence from 7 days
after Dose 2
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Table 32. Vaccine Efficacy — First COVID-19 Occurrence From 7 Days After Dose 2,
by Subgroup — Subjects Without Evidence of Infection Prior to 7 Days After
Dose 2 — Evaluable Efficacy (7 Days) Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N*=18198) (N*=18325)
Efficacy Endpoint nl® Surveillance n1® Surveillance VE (%) (95% CI°)
Subgroup Time® (n2¢%) Time® (n29)
Overall 8 2.214 (17411) 162 2.222 (17511) 95.0 (90.0, 97.9)
Age group (years)
16 to 55 5 1.234 (9897) 114 1.239 (9955) 95.6 (89.4, 98.6)
>55 3 0.980 (7500) 48 0.983 (7543) 93.7 (80.6, 98.8)
>65 1 0.508 (3848) 19 0.511 (3880) 94.7 (66.7,99.9)
Sex
Male 3 1.124 (8875) 81 1.108 (8762) 96.4 (88.9,99.3)
Female 5 1.090 (8536) 81 1.114 (8749) 93.7 (84.7,98.0)
Race
White 7 1.889 (14504) 146 1.903 (14670) 95.2 (89.8,98.1)
Black or African American 0 0.165 (1502) 7 0.164 (1486) 100.0 (31.2,100.0)
All othersf 1 0.160 (1405) 9 0.155 (1355) 89.3 (22.6, 99.8)
Ethnicity
Hispanic/Latino 3 0.605 (4764) 53 0.600 (4746) 94.4 (82.7,98.9)
Non-Hispanic/non-Latino 5 1.596 (12548) 109 1.608 (12661) 95.4 (88.9, 98.5)
Country
Argentina 1 0.351 (2545) 35 0.346 (2521) 97.2 (83.3,99.9)
Brazil 1 0.119 (1129) 8 0.117 (1121) 87.7 (8.1,99.7)
USA 6 1.732 (13359) 119 1.747 (13506) 94.9 (88.6,98.2)

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

Note: Subjects who had no serological or virological evidence (prior to 7 days after receipt of the last dose) of past SARS-
CoV-2 infection (ie, N-binding antibody [serum] negative at Visit 1 and SARS-CoV-2 not detected by NAAT [nasal swab]
at Visits 1 and 2), and had negative NAAT (nasal swab) at any unscheduled visit prior to 7 days after Dose 2 were included
in the analysis.

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

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

c. Total surveillance time in 1000 person-years for the given endpoint across all subjects within each group at risk for the
endpoint. Time period for COVID-19 case accrual is from 7 days after Dose 2 to the end of the surveillance period.

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

e. Confidence interval (CI) for VE is derived based on the Clopper and Pearson method adjusted for surveillance time.

f.  All others = American Indian or Alaska native, Asian, Native Hawaiian or other Pacific Islander, multiracial, and not
reported race categories.

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:54) Source Data: adc19ef Table Generation: 18NOV2020
(15:55)

(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:

/nda2 unblinded/C4591001 Efficacy FA 164/adc19ef ve cov 7pd2 wo sg eval
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Table 33. Vaccine Efficacy — First COVID-19 Occurrence From 7 Days After Dose 2,
by Subgroup — Subjects With or Without Evidence of Infection Prior to 7
Days After Dose 2 — Evaluable Efficacy (7 Days) Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N?*=19965) (N*=20172)
Efficacy Endpoint n1®  Surveillance n1®  Surveillance VE (%) (95% CI°)
Subgroup Time (n2¢) Time® (n29)
First COVID-19 occurrence from 7 days
after Dose 2
Overall 9  2.332(18559) 169 2.345(18708) 94.6 (89.6, 97.6)
Age group (years)
16 to 55 6  1.309(10653) 120 1.317(10738) 95.0 (88.7,98.2)
>55 3 1.022 (7892) 49 1.028 (7956) 93.8 (80.9, 98.8)
>65 1 0.530 (4044) 19 0.532 (4067) 94.7 (66.8, 99.9)
Sex
Male 4 1.183 (9457) 85 1.170 (9342) 95.3 (87.6, 98.8)
Female 5 1.149 (9102) 84 1.176 (9366) 93.9 (85.2,98.1)
Race
White 1.975 (15294) 153 1.990 (15473) 95.4 (90.3, 98.2)
Black or African American 0.187 (1758) 7 0.188 (1758) 100.0 (30.4, 100.0)
All othersf 0.170 (1507) 9 0.167 (1477) 78.2 (-54,97.7)
Ethnicity
Hispanic/Latino 3 0.637 (5074) 55 0.638 (5090) 94.5 (83.2,98.9)
Non-Hispanic/non-Latino 6  1.681(13380) 114 1.693 (13509) 94.7 (88.1,98.1)
Country
Argentina 1 0.366 (2664) 36 0.367 (2684) 97.2 (83.5,99.9)
Brazil 2 0.134 (1274) 8 0.132 (1257) 75.4 (-23.5,97.5)
USA 6 1.816(14141) 124 1.830(14287) 95.1 (89.1,98.2)
South Africa 0 0.015 (362) 1 0.015 (363) 100.0 (-3818.9, 100.0)
Prior SARS-CoV-2 Status
Positive at baseline® 1 0.056 (526) 1 0.060 (567) -7.1 (-8309.9, 98.6)
Negative at baseline but positive priorto 0 0.003 (27) 1 0.004 (34) 100.0 (-6004.9, 100.0)
7 days after Dose 2"
Negative prior to 7 days after Dose 2! 8 2214 (17411) 162 2222 (17511) 95.0 (90.0, 97.9)
Unknown 0 0.059 (595) 5 0.060 (596) 100.0 (-9.6, 100.0)
CONFIDENTIAL

Page 138

FDA-CBER-2021-5683-0780709



090177e195afe397\Approved\Approved On: 03-Dec-2020 16:12 (GMT)

Interim Clinical Study Report
Protocol C4591001

Table 33. Vaccine Efficacy — First COVID-19 Occurrence From 7 Days After Dose 2,
by Subgroup — Subjects With or Without Evidence of Infection Prior to 7
Days After Dose 2 — Evaluable Efficacy (7 Days) Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N?*=19965) (N*=20172)
Efficacy Endpoint n1®  Surveillance n1®  Surveillance VE (%) (95% CI°)
Subgroup Time (n2¢) Time® (n29)

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

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

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

c. Total surveillance time in 1000 person-years for the given endpoint across all subjects within each group at risk for the
endpoint. Time period for COVID-19 case accrual is from 7 days after Dose 2 to the end of the surveillance period.

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

e. Confidence interval (CI) for VE is derived based on the Clopper and Pearson method adjusted for surveillance time.

f.  All others = American Indian or Alaska native, Asian, Native Hawaiian or other Pacific Islander, multiracial, and not
reported race categories.

g. Positive N-binding antibody result at Visit 1, positive NAAT result at Visit 1, or medical history of COVID-19.

h. Negative N-binding antibody result and negative NAAT result at Visit 1, positive NAAT result at Visit 2 or at
unscheduled visit, if any, prior to 7 days after Dose 2.

i. Negative N-binding antibody result at Visit 1, negative NAAT result at Visit 1 and Visit 2, and negative NAAT result at
unscheduled visit, if any, prior to 7 days after Dose 2.

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:54) Source Data: adc19ef Table Generation: 18NOV2020
(15:55)

(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:

/nda2 unblinded/C4591001 Efficacy FA 164/adc19ef ve cov 7pd2 sg eval

Table 34. Vaccine Efficacy — First COVID-19 Occurrence From 7 Days After Dose 2,
by Requested Subgroup — Subjects Without Evidence of Infection Prior to 7
Days After Dose 2 — Evaluable Efficacy (7 Days) Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N*=18198) (N*=18325)
Efficacy Endpoint nl® Surveillance nl® Surveillance VE (%) (95% CI°)
Subgroup Time (n2¢) Time* (n2¢)
First COVID-19 occurrence from 7
days after Dose 2
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Table 34. Vaccine Efficacy — First COVID-19 Occurrence From 7 Days After Dose 2,
by Requested Subgroup — Subjects Without Evidence of Infection Prior to 7
Days After Dose 2 — Evaluable Efficacy (7 Days) Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N*=18198) (N*=18325)
Efficacy Endpoint n1P Surveillance n1® Surveillance  VE (%) (95% CI°)
Subgroup Time® (n2¢) Time® (n2¢)
Overall 8 2214 (17411) 162 2.222 (17511) 95.0 (90.0, 97.9)
Age group (years)
12to 15 0 0.000 (14) 0 0.000 (13) NE (NE, NE)
16 to 17 0 0.002 (52) 0 0.003 (55) NE (NE, NE)
18 to 64 7 1.703 (13497) 143 1.708 (13563) 95.1 (89.6,98.1)
65 to 74 1 0.406 (3074) 14 0.406 (3095) 92.9 (53.1,99.8)
>75 0 0.102 (774) 5 0.106 (785) 100.0 (-13.1, 100.0)
Race
White 7 1.889 (14504) 146 1.903 (14670) 95.2 (89.8,98.1)
Black or African American 0 0.165 (1502) 7 0.164 (1486) 100.0 (31.2,100.0)
American Indian or Alaska native 0 0.011 (100) 1 0.010 (96) 100.0 (-3429.0, 100.0)
Asian 1 0.092 (764) 4 0.093 (769) 74.6 (-156.6, 99.5)
Native Hawaiian or other Pacific 0 0.006 (46) 1 0.003 (29) 100.0 (-2266.9, 100.0)
Islander
Multiracial 0 0.042 (414) 1 0.036 (359) 100.0 (-3231.3, 100.0)
Not reported 0 0.010 (81) 2 0.012 (102) 100.0 (-563.3, 100.0)

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

Note: Subjects who had no serological or virological evidence (prior to 7 days after receipt of the last dose) of past SARS-
CoV-2 infection (ie, N-binding antibody [serum] negative at Visit 1 and SARS-CoV-2 not detected by NAAT [nasal swab]
at Visits 1 and 2), and had negative NAAT (nasal swab) at any unscheduled visit prior to 7 days after Dose 2 were included
in the analysis.

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

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

c. Total surveillance time in 1000 person-years for the given endpoint across all subjects within each group at risk for the
endpoint. Time period for COVID-19 case accrual is from 7 days after Dose 2 to the end of the surveillance period.

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

e. Confidence interval (CI) for VE is derived based on the Clopper and Pearson method adjusted for surveillance time.
PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:54) Source Data: adc19ef Table Generation: 23NOV2020
(16:38)

(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:
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11.1.2.2.4.2. Subgroups of Risk Status

11.1.2.2.4.2.1. Participants Without Evidence of Infection Before and During
Vaccination Regimen

Post hoc analyses of efficacy by risk status were performed. For these analyses, at-risk
participants were defined as those who had at least one Charlson Comorbidity Index
condition or who were obese (defined as BMI >30 kg/m?). For a summary of Charlson
comorbidities among all participants at study entry, see Supplemental Table 14.295.

Among participants without prior evidence of SARS-CoV-2 infection before and during
vaccination regimen,VE for participants at risk was 95.3%, as compared with 94.7% for
those not at risk (Table 35). VE for participants >65 years of age and at risk was 91.7%, as
compared with 100% for those >65 years of age and not at risk. VE was similar in obese
(95.4%) and non-obese (94.8%) participants.

Table 35. Vaccine Efficacy — First COVID-19 Occurrence From 7 Days After Dose 2,
by Risk Status — Subjects Without Evidence of Infection Prior to 7 Days
After Dose 2 — Evaluable Efficacy (7 Days) Population

Vaccine Group (as Randomized)

090177e195afe397\Approved\Approved On: 03-Dec-2020 16:12 (GMT)

BNT162b2 (30 pg) Placebo
(N*=18198) (N*=18325)
Efficacy Endpoint n1P Surveillance n1® Surveillance VE (%) (95% CI°)
Subgroup Time® (n2¢) Time® (n2¢)
First COVID-19 occurrence from 7 days
after Dose 2
Overall 8 2.214 (17411) 162 2.222 (17511) 95.0 (90.0, 97.9)
At riskf
Yes 4 1.025 (8030) 86 1.025 (8029) 95.3 (87.7,98.8)
No 4 1.189 (9381) 76 1.197 (9482) 94.7 (85.9, 98.6)
Age group (years) and at risk
16-64 and not at risk 4 0.962 (7671) 69 0.964 (7701) 94.2 (84.4,98.5)
16-64 and at risk 3 0.744 (5878) 74 0.746 (5917) 95.9 (87.6,99.2)
>65 and not at risk 0 0.227 (1701) 7 0.233 (1771) 100.0  (29.0, 100.0)
>65 and at risk 1 0.281 (2147) 12 0.279 (2109) 91.7 (44.2,99.8)
Obese®
Yes 3 0.763 (6000) 67 0.782 (6103) 95.4 (86.0,99.1)
No 5 1.451 (11406) 95 1.439 (11404) 94.8 (87.4,98.3)
Age group (years) and obese
16-64 and not obese 4 1.107 (8811) 83 1.101 (8825) 95.2 (87.3,98.7)
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Table 35. Vaccine Efficacy — First COVID-19 Occurrence From 7 Days After Dose 2,
by Risk Status — Subjects Without Evidence of Infection Prior to 7 Days
After Dose 2 — Evaluable Efficacy (7 Days) Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N*=18198) (N*=18325)
Efficacy Endpoint n1P Surveillance n1® Surveillance VE (%) (95% CI°9)
Subgroup Time® (n2¢) Time (n2¢)
16-64 and obese 3 0.598 (4734) 60 0.609 (4789) 94.9 (84.4,99.0)
>65 and not obese 1 0.343 (2582) 12 0.338 (2567) 91.8 (44.5,99.8)
>65 and obese 0 0.165 (1265) 7 0.173 (1313) 100.0  (27.1, 100.0)

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

Note: Subjects who had no serological or virological evidence (prior to 7 days after receipt of the last dose) of past SARS-
CoV-2 infection (ie, N-binding antibody [serum] negative at Visit 1 and SARS-CoV-2 not detected by NAAT [nasal swab]
at Visits 1 and 2), and had negative NAAT (nasal swab) at any unscheduled visit prior to 7 days after Dose 2 were included
in the analysis.

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

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

c. Total surveillance time in 1000 person-years for the given endpoint across all subjects within each group at risk for the
endpoint. Time period for COVID-19 case accrual is from 7 days after Dose 2 to the end of the surveillance period.

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

e. Confidence interval (CI) for VE is derived based on the Clopper and Pearson method adjusted for surveillance time.

f.  Atrisk is defined as having at least one of the Charlson Comorbidity Index (CMI) category or obesity (BMI >30
kg/m?).

g.  Obese is defined as BMI >30 kg/m?.

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:54) Source Data: adc19ef Table Generation: 24NOV2020
(17:41)

(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:
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Results for the Dose 1 all-available efficacy population are presented by subgroup in
Supplemental Table 14.354.
11.1.2.3. Secondary Efficacy Endpoints — Final Analysis

11.1.2.3.1. Vaccine Efficacy For COVID-19 Occurring >14 Days After Dose 2 — Final
Analysis

11.1.2.3.1.1. Participants Without Evidence of Infection Before and During Vaccination
Regimen

For this efficacy endpoint, participants with positive or unknown NAAT results at any illness
visit prior to 14 days after Dose 2 were not included in the evaluation for efficacy.

Among participants without evidence of SARS-CoV-2 infection before and during
vaccination regimen, VE against confirmed COVID-19 occurring at least 14 days after
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Dose 2 was 94.2%, with 8 and 139 cases in the BNT162b2 and placebo groups, respectively
(Table 36). The posterior probability of >99.99% for the true VE greater than 30% met the
prespecified success criterion of >98.6% for this endpoint. The 95% credible interval for the
vaccine efficacy was 88.7% to 97.2%, indicating that the true VE is at least 88.7% with a
97.5% probability given the available data.

Table 36. Vaccine Efficacy — First COVID-19 Occurrence From 14 Days After Dose 2
— Subjects Without Evidence of Infection Prior to 14 Days After Dose 2 —
Evaluable Efficacy (14 Days) Population
Vaccine Group (as Randomized)
BNT162b2 (30 pg) Placebo
(N*=18175) (N*=18261)
Efficacy Endpoint n1®  Surveillance  n1® Surveillance VE 95% Pr (VE >30% |
Time® (n2¢) Time® (n2¢) (%) CI°) data)f
First COVID-19 occurrence from 8 1.887(16612) 139  1.893(16663) 942  (88.7, >0.9999
14 days after Dose 2 97.2)

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

Note: Subjects who had no serological or virological evidence (prior to 14 days after receipt of the last dose) of past SARS-
CoV-2 infection (ie, N-binding antibody [serum] negative at Visit 1 and SARS-CoV-2 not detected by NAAT [nasal swab]
at Visits 1 and 2), and had negative NAAT (nasal swab) at any unscheduled visit prior to 14 days after Dose 2 were included

in the analysis.
a. N =number of subjects in the specified group.
b. nl = Number of subjects meeting the endpoint definition.

c. Total surveillance time in 1000 person-years for the given endpoint across all subjects within each group at risk for the

endpoint. Time period for COVID-19 case accrual is from 14 days after Dose 2 to the end of the surveillance period.
d. n2=Number of subjects at risk for the endpoint.

e. Credible interval for VE was calculated using a beta-binomial model with prior beta (0.700102, 1) adjusted for

surveillance time. Refer to the statistical analysis plan, Appendix 2, for more details.

f.  Posterior probability (Pr) was calculated using a beta-binomial model with prior beta (0.700102, 1) adjusted for
surveillance time. Refer to the statistical analysis plan, Appendix 2, for more details.

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:48) Source Data: adc19ef Table Generation: 17NOV2020

(16:46)
(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:
/nda2_unblinded/C4591001 Efficacy FA 164/adc19ef ve cov 14pd2 wo eval

Additional results are presented in the following tables:

Vaccine Efficacy — First COVID-19 Occurrence From 14 Days After Supplemental Table 14.355
Dose 2, by Subgroup — Subjects Without Evidence of Infection Prior to
14 Days After Dose 2 — Evaluable Efficacy (14 Days) Population

Vaccine Efficacy — First COVID-19 Occurrence From 14 Days After Supplemental Table 14.356
Dose 2 - Subjects Without Evidence of Infection Prior to 14 Days After
Dose 2 - Dose 2 All-Available Efficacy Population
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Vaccine Efficacy — First COVID-19 Occurrence From 14 Days After Supplemental Table 14.357
Dose 2, by Subgroup - Subjects Without Evidence of Infection Prior to
14 Days After Dose 2 - Dose 2 All-Available Efficacy Population

11.1.2.3.1.2. Participants With or Without Evidence of Infection Before and During
Vaccination Regimen

Among participants with or without evidence of SARS-CoV-2 infection before and during
vaccination regimen, VE against confirmed COVID-19 occurring at least 14 days after
Dose 2 was 94.4%, with 8 and 144 cases in the BNT162b2 and placebo groups respectively
(Table 37). The posterior probability of >99.99% for the true VE greater than 30% met the
prespecified success criterion of >98.6% for this endpoint. The 95% credible interval for the
vaccine efficacy was 89.1% to 97.3%, indicating that the true VE is at least 89.1% with a
97.5% probability given the available data.

Table 37. Vaccine Efficacy — First COVID-19 Occurrence From 14 Days After Dose 2
— Subjects With or Without Evidence of Infection Prior to 14 Days After
Dose 2 — Evaluable Efficacy (14 Days) Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N*=19965) (N*=20171)
Efficacy Endpoint nl1®  Surveillance n1®  Surveillance VE (95% Pr (VE >30% |
Time® (n2¢) Time® (n29) (%) CI9 data)’
First COVID-19 occurrence from 8 1.984 (17645) 144  1.995 (17746) 94.4 (89.1, >0.9999
14 days after Dose 2 97.3)

Abbreviations: VE = vaccine efficacy.

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

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

c. Total surveillance time in 1000 person-years for the given endpoint across all subjects within each group at risk for the
endpoint. Time period for COVID-19 case accrual is from 14 days after Dose 2 to the end of the surveillance period.

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

e. Credible interval for VE was calculated using a beta-binomial model with prior beta (0.700102, 1) adjusted for
surveillance time. Refer to the statistical analysis plan, Appendix 2, for more details.

f.  Posterior probability (Pr) was calculated using a beta-binomial model with prior beta (0.700102, 1) adjusted for
surveillance time. Refer to the statistical analysis plan, Appendix 2, for more details.

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:48) Source Data: adc19ef Table Generation: 17NOV2020
(16:46)

(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:
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Additional results are presented in the following tables:
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Vaccine Efficacy — First COVID-19 Occurrence From 14 Days After Dose
2, by Subgroup — Subjects With or Without Evidence of Infection Prior to
14 Days After Dose 2 — Evaluable Efficacy (14 Days) Population

Vaccine Efficacy - First COVID-19 Occurrence From 14 Days After Dose
2 - Subjects With or Without Evidence of Infection Prior to 14 Days After
Dose 2 - Dose 2 All-Available Efficacy Population

Vaccine Efficacy - First COVID-19 Occurrence From 14 Days After Dose
2, by Subgroup - Subjects With or Without Evidence of Infection Prior to
14 Days After Dose 2 - Dose 2 All-Available Efficacy Population

Supplemental Table 14.358

Supplemental Table 14.359

Supplemental Table 14.360

11.1.2.3.2. Vaccine Efficacy for Severe COVID-19 Cases — Final Analysis
11.1.2.3.2.1. Efficacy Against Severe COVID-19 (=7 Days After Dose 2)
11.1.2.3.2.1.1. Participants Without Evidence of Infection Before and During

Vaccination Regimen

For this efficacy endpoint, participants with positive or unknown NAAT results at any illness
visit prior to 7 days after Dose 2 were not included in the evaluation for efficacy.

Among participants without evidence of SARS-CoV-2 infection before and during
vaccination regimen, the estimated VE against severe COVID-19 occurring at least 7 days
after Dose 2 was 66.4%, with 1 and 3 cases in the BNT162b2 and placebo groups
respectively (Table 38). The posterior probability for the true vaccine efficacy greater than
30% is 74.29%, which did not meet the prespecified success criterion of >98.6% for this
endpoint due to the small number of severe cases observed after Dose 2 in the study.
Consequently, statistical testing of subsequent secondary endpoints (ie, the additional
secondary endpoints related to severe disease with pre-specified control of overall type 1
error) ended. However, descriptive summaries for the additional endpoints are provided.

Table 38. Vaccine Efficacy — First Severe COVID-19 Occurrence From 7 Days After
Dose 2 — Subjects Without Evidence of Infection Prior to 7 Days After Dose

2 — Evaluable Efficacy (7 Days) Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N*=18198) (N*=18325)
Efficacy Endpoint n1®  Surveillance nl1®  Surveillance VE (95% CI°) Pr (VE >30% |
Time® (n2¢) Time (n2¢) (%) data)f
First severe COVID-19 1 2.215(17411) 3 2.232 (17511) 664 (-124.8,96.3) 0.7429
occurrence from 7 days after
Dose 2

CONFIDENTIAL

Page 145

FDA-CBER-2021-5683-0780716



090177e195afe397\Approved\Approved On: 03-Dec-2020 16:12 (GMT)

Interim Clinical Study Report
Protocol C4591001

Table 38. Vaccine Efficacy — First Severe COVID-19 Occurrence From 7 Days After
Dose 2 — Subjects Without Evidence of Infection Prior to 7 Days After Dose
2 — Evaluable Efficacy (7 Days) Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N*=18198) (N*=18325)
Efficacy Endpoint nl® Surveillance nl1®  Surveillance VE (95% CI°) Pr (VE >30% |
Time® (n2¢%) Time® (n29) (%) data)f

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

Note: Subjects who had no serological or virological evidence (prior to 7 days after receipt of the last dose) of past SARS-
CoV-2 infection (ie, N-binding antibody [serum] negative at Visit 1 and SARS-CoV-2 not detected by NAAT [nasal swab]
at Visits 1 and 2), and had negative NAAT (nasal swab) at any unscheduled visit prior to 7 days after Dose 2 were included
in the analysis.

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

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

c. Total surveillance time in 1000 person-years for the given endpoint across all subjects within each group at risk for the
endpoint. Time period for COVID-19 case accrual is from 7 days after Dose 2 to the end of the surveillance period.

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

e. Credible interval for VE was calculated using a beta-binomial model with prior beta (0.700102, 1) adjusted for
surveillance time. Refer to the statistical analysis plan, Appendix 2, for more details.

f.  Posterior probability (Pr) was calculated using a beta-binomial model with prior beta (0.700102, 1) adjusted for
surveillance time. Refer to the statistical analysis plan, Appendix 2, for more details.

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:48) Source Data: adc19ef Table Generation: 17NOV2020
(16:47)

(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:
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11.1.2.3.2.1.2. Participants With or Without Evidence of Infection Before and During
Vaccination Regimen

Among participants with or without evidence of SARS-CoV-2 infection before and during
vaccination regimen, VE against severe COVID-19 occurring at least 7 days after Dose 2
was 66.3%, with 1 and 3 cases in the BNT162b2 and placebo groups respectively (Table 39).
The posterior probability for the true vaccine efficacy greater than 30% is 74.19%.
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Table 39. Vaccine Efficacy — First Severe COVID-19 Occurrence From 7 Days After
Dose 2 — Subjects With or Without Evidence of Infection Prior to 7 Days
After Dose 2 — Evaluable Efficacy (7 Days) Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N*=19965) (N*=20172)
Efficacy Endpoint nl® Surveillance n1®  Surveillance VE (95% CI°) Pr (VE >30% |
Time® (n2¢) Time® (n2¢) (%) data)’
First severe COVID-19 1 2.333(18566) 3  2.358(18733) 66.3 (-125.5,96.3) 0.7419
occurrence from 7 days after
Dose 2

Abbreviations: VE = vaccine efficacy.

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

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

c. Total surveillance time in 1000 person-years for the given endpoint across all subjects within each group at risk for the
endpoint. Time period for COVID-19 case accrual is from 7 days after Dose 2 to the end of the surveillance period.

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

e. Credible interval for VE was calculated using a beta-binomial model with prior beta (0.700102, 1) adjusted for
surveillance time. Refer to the statistical analysis plan, Appendix 2, for more details.

f.  Posterior probability (Pr) was calculated using a beta-binomial model with prior beta (0.700102, 1) adjusted for
surveillance time. Refer to the statistical analysis plan, Appendix 2, for more details.

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:48) Source Data: adc19ef Table Generation: 17NOV2020
(16:46)

(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:
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11.1.2.3.2.1.3. All Confirmed Cases of Severe COVID-19 After Dose 1 — All-Available
Population

Among participants in the all-available efficacy population, 1 case of severe COVID-19
occurred after Dose 1 in the BNT162b2 group compared to 9 severe COVID-19 cases in the
placebo group (Table 40). The estimated VE against severe COVID-19 occurring after Dose
1 was 88.9% (2-sided 95% CI: 20.1%, 99.7%), with an estimated VE of 75.0% (1 case in
BNT162b2 and 4 cases in placebo) against severe COVID-19 occurring at least 7 days after
Dose 2.
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Table 40. Vaccine Efficacy — First Severe COVID-19 Occurrence After Dose 1 — Dose
1 All-Available Efficacy Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N*=21669) (N*=21686)
Efficacy Endpoint n1®  Surveillance  n1® Surveillance  VE (%) (95% CI°)
Subgroup Time® (n2¢) Time® (n2¢)

First severe COVID-19 occurrence after 1 4.021 (21314) 9 4.006 (21259) 88.9 (20.1, 99.7)
Dose 1

After Dose 1 to before Dose 2 0 4 100.0 (-51.5,100.0)

Dose 2 to 7 days after Dose 2 0 1 100.0 (-3800.0, 100.0)

>7 Days after Dose 2 1 4 75.0 (-152.6, 99.5)

Abbreviations: VE = vaccine efficacy.

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

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

c. Total surveillance time in 1000 person-years for the given endpoint across all subjects 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.

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

e. Confidence interval (CI) for VE is derived based on the Clopper and Pearson method (adjusted for surveillance time for
overall row).

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:48) Source Data: adc19ef Table Generation: 18NOV2020
(17:43)

(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:
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11.1.2.3.2.2. Efficacy Against Severe COVID-19 (=14 Days After Dose 2)

11.1.2.3.2.2.1. Participants Without Evidence of Infection Before and During
Vaccination Regimen (14 Days) — Severe

For this efficacy endpoint, participants with positive or unknown NAAT results at any illness
visit prior to 14 days after Dose 2 were not included in the evaluation for efficacy.

Among participants without evidence of SARS-CoV-2 infection before and during
vaccination regimen, the estimated VE against severe COVID-19 occurring at least 14 days
after Dose 2 was 66.4%, with 1 and 3 cases in the BNT162b2 and placebo groups
respectively (Table 41). The posterior probability for the true vaccine efficacy greater than
30% is 74.32%.
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Table 41. Vaccine Efficacy — First Severe COVID-19 Occurrence From 14 Days After
Dose 2 — Subjects Without Evidence of Infection Prior to 14 Days After Dose
2 — Evaluable Efficacy (14 Days) Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N*=18175) (N*=18261)
Efficacy Endpoint nl® Surveillance nl1®  Surveillance VE (95% CI°) Pr (VE >30% |
Time® (n2¢%) Time® (n2¢%) (%) data)’
First severe COVID-19 1 1.888 (16612) 3 1.901 (16663)  66.4 (-124.7,96.3) 0.7432
occurrence from 14 days after
Dose 2

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

Note: Subjects who had no serological or virological evidence (prior to 14 days after receipt of the last dose) of past SARS-
CoV-2 infection (ie, N-binding antibody [serum] negative at Visit 1 and SARS-CoV-2 not detected by NAAT [nasal swab]
at Visits 1 and 2), and had negative NAAT (nasal swab) at any unscheduled visit prior to 14 days after Dose 2 were included
in the analysis.

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

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

c. Total surveillance time in 1000 person-years for the given endpoint across all subjects within each group at risk for the
endpoint. Time period for COVID-19 case accrual is from 14 days after Dose 2 to the end of the surveillance period.

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

e. Credible interval for VE was calculated using a beta-binomial model with prior beta (0.700102, 1) adjusted for
surveillance time. Refer to the statistical analysis plan, Appendix 2, for more details.

f.  Posterior probability (Pr) was calculated using a beta-binomial model with prior beta (0.700102, 1) adjusted for
surveillance time. Refer to the statistical analysis plan, Appendix 2, for more details.

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:48) Source Data: adc19ef Table Generation: 17NOV2020
(16:46)

(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:
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11.1.2.3.2.2.2. Participants With or Without Evidence of Infection Before and During
Vaccination Regimen (14 Days) — Severe

Among participants with or without evidence of SARS-CoV-2 infection before and during
vaccination regimen, VE against severe COVID-19 occurring at least 14 days after Dose 2
was 66.3%, with 1 and 3 cases in the BNT162b2 and placebo groups respectively (Table 42).
The posterior probability for the true vaccine efficacy greater than 30% is 74.18%.
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Table 42. Vaccine Efficacy — First Severe COVID-19 Occurrence From 14 Days After
Dose 2 — Subjects With or Without Evidence of Infection Prior to 14 Days
After Dose 2 — Evaluable Efficacy (14 Days) Population

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N*=19965) (N*=20171)
Efficacy Endpoint nl®  Surveillance n1®  Surveillance VE (95% CI°) Pr (VE >30% |
Time® (n2¢) Time® (n2¢) (%) data)’
First severe COVID-19 1 1.985(17652) 3  2.007(17792) 66.3 (-125.6,96.3) 0.7418
occurrence from 14 days after
Dose 2

Abbreviations: VE = vaccine efficacy.

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

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

c. Total surveillance time in 1000 person-years for the given endpoint across all subjects within each group at risk for the
endpoint. Time period for COVID-19 case accrual is from 14 days after Dose 2 to the end of the surveillance period.

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

e. Credible interval for VE was calculated using a beta-binomial model with prior beta (0.700102, 1) adjusted for
surveillance time. Refer to the statistical analysis plan, Appendix 2, for more details.

f.  Posterior probability (Pr) was calculated using a beta-binomial model with prior beta (0.700102, 1) adjusted for
surveillance time. Refer to the statistical analysis plan, Appendix 2, for more details.

PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:48) Source Data: adc19ef Table Generation: 17NOV2020
(16:47)

(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:
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11.1.2.3.3. Vaccine Efficacy for COVID-19 Cases per CDC Definition — Final Analysis

11.1.2.3.3.1. Efficacy Against COVID-19 Based on CDC-Defined Symptoms (=7 Days
After Dose 2)

11.1.2.3.3.1.1. Participants Without Evidence of Infection Before and During
Vaccination Regimen — CDC Defined — 7 Days

For this efficacy endpoint, participants with positive or unknown NAAT results at any illness
visit prior to 7 days after Dose 2 were not included in the evaluation for efficacy.

Among participants without evidence of SARS-CoV-2 infection before and during
vaccination regimen, VE against CDC-defined COVID-19 occurring at least 7 days after
Dose 2 was 95.1% (2-sided 95% CI: 90.2%, 97.9%), with 8 and 165 cases in the BNT162b2
and placebo groups, respectively (Table 43).
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Table 43. Vaccine Efficacy — First COVID-19 Occurrence Based on CDC-Defined
Symptoms From 7 Days After Dose 2 — Subjects Without Evidence of
Infection Prior to 7 Days After Dose 2 — Evaluable Efficacy (7 Days)

Population
Vaccine Group (as Randomized)
BNT162b2 (30 pg) Placebo
(N*=18198) (N?=18325)
Efficacy Endpoint nl®  Surveillance nl1®  Surveillance VE (95% CI°)
Time® (n2¢) Time® (n2¢) (%)
First COVID-19 occurrence based on CDC- 8 2.213(17399) 165  2.220(17495) 95.1 (90.2,97.9)

defined symptoms from 7 days after Dose 2

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

Note: Subjects who had no serological or virological evidence (prior to 7 days after receipt of the last dose) of past SARS-
CoV-2 infection (ie, N-binding antibody [serum] negative at Visit 1 and SARS-CoV-2 not detected by NAAT [nasal swab]
at Visits 1 and 2), and had negative NAAT (nasal swab) at any unscheduled visit prior to 7 days after Dose 2 were included
in the analysis.

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

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

c. Total surveillance time in 1000 person-years for the given endpoint across all subjects within each group at risk for the
endpoint. Time period for COVID-19 case accrual is from 7 days after Dose 2 to the end of the surveillance period.

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

e. Confidence interval (CI) for VE is derived based on the Clopper and Pearson method adjusted for surveillance time.
PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:48) Source Data: adc19ef Table Generation: 18NOV2020
(07:39)

(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:
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11.1.2.3.3.1.2. Participants With or Without Evidence of Infection Before and During
Vaccination Regimen — CDC Defined — 7 Days

Among participants with or without evidence of SARS-CoV-2 infection before and during
vaccination regimen, VE against CDC-defined COVID-19 occurring at least 7 days after
Dose 2 was 94.7% (2-sided 95% CI: 89.8%, 97.6%), with 9 and 172 cases in the BNT162b2
and placebo groups, respectively (Table 44).

Table 44. Vaccine Efficacy — First COVID-19 Occurrence Based on CDC-Defined
Symptoms From 7 Days After Dose 2 — Subjects With or Without Evidence
of Infection Prior to 7 Days After Dose 2 — Evaluable Efficacy (7 Days)
Population

Vaccine Group (as Randomized)
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BNT162b2 (30 pg) Placebo
(N*=19965) (N*=20172)
Efficacy Endpoint nl®  Surveillance n1®  Surveillance VE (95% CI°)
Time (n2¢) Time® (n2¢) (%)

First COVID-19 occurrence based on CDC-defined 9 2.330 (18544) 172 2.343 (18690) 94.7 (89.8,97.6)
symptoms from 7 days after Dose 2

Abbreviations: VE = vaccine efficacy.

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

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

c. Total surveillance time in 1000 person-years for the given endpoint across all subjects within each group at risk for the
endpoint. Time period for COVID-19 case accrual is from 7 days after Dose 2 to the end of the surveillance period.

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

e. Confidence interval (CI) for VE is derived based on the Clopper and Pearson method adjusted for surveillance time.
PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:48) Source Data: adc19ef Table Generation: 18NOV2020
(07:39)

(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File:
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11.1.2.3.3.2. Efficacy Against COVID-19 Based on CDC-Defined Symptoms (=14 Days
After Dose 2)

Among participants 1) without and 2) with or without evidence of SARS-CoV-2 infection
before and during vaccination regimen, observed VE results against CDC-defined COVID-
19 occurring at least 14 days after Dose 2 were similar to those occurring at least 7 days after
Dose 2.

These data are presented in the following tables:

Vaccine Efficacy — First COVID-19 Occurrence Based on CDC-Defined Supplemental Table 14.361
Symptoms From 14 Days After Dose 2 — Subjects Without Evidence of

Infection Prior to 14 Days After Dose 2 — Evaluable Efficacy (14 Days)

Population

Vaccine Efficacy — First COVID-19 Occurrence Based on CDC-Defined Supplemental Table 14.362
Symptoms From 14 Days After Dose 2 — Subjects With or Without

Evidence of Infection Prior to 14 Days After Dose 2 — Evaluable Efficacy

(14 Days) Population)

COVID-9 occurrence after Dose 1 based on CDC-defined symptoms is presented in
Supplemental Table 14.363.
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11.1.2.4. Efficacy Conclusions — Final Analysis
Evaluable Efficacy Population

In the final efficacy analysis, among participants without evidence of SARS-CoV-2 infection
before and during vaccination regimen, VE against confirmed COVID-19 occurring at least
7 days after Dose 2 was 95.0%, with 8§ COVID-19 cases in the BNT162b2 group compared
to 162 COVID-19 cases in the placebo group. The 95% credible interval for the vaccine
efficacy was 90.3% to 97.6%.

For the second primary endpoint, VE against confirmed COVID-19 occurring at least 7 days
after Dose 2 in participants with or without evidence of SARS-CoV-2 infection before and
during vaccination regimen was 94.6%, with 9 and 169 cases in the BNT162b2 and placebo
groups respectively. The posterior probability of >99.99% for the true VE greater than 30%
met the prespecified success criterion of >98.6% for this endpoint. The 95% credible interval
for the vaccine efficacy was 89.9% to 97.3%.

Observed VE was very high for the first primary efficacy endpoint across subgroups of age,
sex, race/ethnicity, and country, as VE was >93% in all subgroups, with the exception of “all
others” race group (89.3% VE) and Brazil (87.7% VE).

For the secondary efficacy endpoints, observed VE against confirmed COVID-19 occurring
at least 14 days after Dose 2 in participants without evidence of SARS-CoV-2 infection
before and during vaccination regimen, was 94.2%, with 8 and 139 cases in the BNT162b2
and placebo groups, respectively. The posterior probability of >99.99% for the true VE
greater than 30% met the prespecified success criterion of >98.6% for this endpoint. The
95% credible interval for the vaccine efficacy was 88.7% to 97.2%.

Similarly, among participants with or without evidence of SARS-CoV-2 infection before and
during vaccination regimen, VE against confirmed COVID-19 occurring at least 14 days
after Dose 2 was 94.4%, with 8 and 144 cases in the BNT162b2 and placebo groups
respectively. The posterior probability of >99.99% for the true VE greater than 30% met the
prespecified success criterion of >98.6% for this endpoint. The 95% credible interval for the
vaccine efficacy was 89.1% to 97.3%.

Among participants without evidence of SARS-CoV-2 infection before and during
vaccination regimen, observed VE of 66.3% against severe COVID-19 occurring at least

7 days after Dose 2 did not meet the prespecified success criterion of the posterior probability
>98.6%, due to the small number of severe cases (1 in the BNT162b2 group, 3 in the placebo
group) observed within the prespecified timeframe of >7 days after Dose 2 in the study.

The efficacy analyses using CDC defined symptoms to identify a COVID-19 case gave
similar efficacy results as the primary endpoints.

All-Available Efficacy Population

The early onset of protection is readily apparent from cumulative incidence curves, which
show that disease onset tracks conjointly for BNT162b2 and placebo until approximately
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14 days after Dose 1, at which point the curves diverge, with cases steadily accumulating in
the placebo group, while remaining virtually flat after BNT162b2.

Among all participants (regardless of evidence of infection before or during the vaccination
regimen) 50 cases of COVID-19 occurred after Dose 1 in the BNT162b2 group compared
with 275 cases in the placebo group, indicating an estimated VE of 82% (2-sided 95% CI:
75.6%, 86.9%) against confirmed COVID-19 occurring after Dose 1, with VE of 52.4%
(95% CI: 29.5%, 68.4%) between Dose 1 and Dose 2.

Among the total of 10 severe COVID-19 cases observed after Dose 1, only 1 severe case was
seen in BNT162b2 recipients compared to 9 severe COVID-19 cases in placebo recipients;
these results, as well as case splits between Dose 1 and Dose 2 and after Dose 2, were
consistent with overall efficacy seen against COVID-19.

In conclusion, the final efficacy results show that BNT162b2 at 30 ug provided protection
against COVID-19 in participants who had no evidence of prior infection with SARS-CoV-2,
including across demographic subgroups, with severe cases observed predominantly in the
placebo group.
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11.2. Immunogenicity Results
11.2.1. Phase 1

This Phase 1 interim CSR presents immunogenicity results for both adult age groups up to
1 month after Dose 2 for the BNT162b1 and BNT162b2 vaccine candidates at the 10-pg,
20-pg, and 30-pg dose levels, and up to 7 weeks after Dose 1 of BNT162b1 at the 100-pg
dose level (younger age group only).

Results for the 7 days after Dose 1 time point are only analyzed and presented in the younger
age group (18 to 55 years of age) for 10 pg and 30 pg BNT162b1 (Section 9.8).

11.2.1.1. SARS-CoV-2 Neutralizing Titers — Phase 1
11.2.1.1.1. GMTs

Overall, for both the BNT162b1 and the BNT162b2 recipients in both age groups,
SARS-CoV-2 50% neutralizing GMTs modestly increased by Day 21 after Dose 1 and were
substantially increased 7 days after Dose 2. Generally, GMTs in the older age group tended

to be somewhat lower than the GMTs in the younger age group at most time points for both
BNT162b1 and BNT162b2 recipients.

BNT162b1

In the younger age group, SARS-CoV-2 50% neutralizing GMTs modestly increased by
Day 21 after Dose 1 and were substantially increased 7 days after Dose 2 (Day 28) of
BNT162b1, with higher GMTs observed in the 30-ug dose group compared to the 10-ug and
20-pg dose groups (Figure 4 and Supplemental Table 14.65). GMTs increased at 14 days
after Dose 2 (Day 35) for all dose groups, and although GMTs decreased at 1 month after
Dose 2 (Day 52), the Day 52 GMTs remained substantially higher than those at the earlier
time points after Dose 1.

In the 100-pug dose group, SARS-CoV-2 50% neutralizing GMTs modestly increased by
Day 21 after Dose 1 of BNT162b1 and decreased to a near baseline value by Day 52
(Supplemental Table 14.66).

Generally similar trends were observed in the older age group, with higher GMTs observed
in the 20-pg and 30-pg dose groups of BNT162b1 compared to the 10-pg dose group
(Figure 5 and Supplemental Table 14.67).

Similar trends were observed for the SARS-CoV-2 90% neutralizing GMTs:

18-55 Years of Age — BNT162b1 Supplemental Table 14.65 and Supplemental Figure 14.1

18-55 Years of Age — BNT162b1 (100 pg) Supplemental Table 14.66

65-85 Years of Age — BNT162b1 Supplemental Table 14.67 and Supplemental Figure 14.2
CONFIDENTIAL

FDA-CBER-2021-5683-0780726

Page 155



090177e195afe397\Approved\Approved On: 03-Dec-2020 16:12 (GMT)

Interim Clinical Study Report
Protocol C4591001

Figure 4. Geometric Mean Titers and 95% CI: SARS-CoV-2 Neutralization Assay - NT50 — Phase 1, 2 Doses, 21 Days Apart
—18-55 Years of Age — BNT162b1 — Evaluable Immunogenicity Population

GMTs and 95%% CI - NT50 — Phase 1 — 18-55 Years — BNT162b1 -
Evaluable Inmunegenicity Population
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Abbreviations: GMT = geometric mean titer; T30 = 50% neutralizing titer; SARS-CoV-2 = severe acute respiratory syndrome coronavins 2.
MNote: Dots present individual antibody levels.

Note: Number within each bar denotes geometric mean.
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Figure 5. Geometric Mean Titers and 95% CI: SARS-CoV-2 Neutralization Assay - NT50 — Phase 1, 2 Doses, 21 Days Apart
— 65-85 Years of Age — BNT162b1 — Evaluable Immunogenicity Population

GMTs and 95% CI - NT50 — Phase 1 — 65-85 Years — BNT162b1 -
Evaluable Immunoegenicity Population
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Abbreviations: GMT = geometric mean titer; TS0 = 50% neutralizing titer; SARS-CoV-2 = zewvere acute respiratory syndrome coronavins 2.
Note: Dots present individual antibody levels.
Note: Number within each bar denotes geometric mean.
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Results for the all-available immunogenicity population in the younger age and older age
groups were similar to those observed for the evaluable immunogenicity population and are
presented in following tables:

18-55 Years of Age — BNT162b1 Supplemental Table 14.68
18-55 Years of Age — BNT162b1 (100 pg) Supplemental Table 14.69
65-85 Years of Age — BNT162b1 Supplemental Table 14.70

RCDCs of SARS-CoV-2 50% and 90% neutralizing titers after BNT162b1 for the younger
and older age groups are presented in Supplemental Figures 14.3 through 14.6. The RCDCs
show that the majority of participants responded by 7 days after Dose 2 of BNT162b1.

BNT162b2

In the younger age group, SARS-CoV-2 50% neutralizing GMTs increased by Day 21 after
Dose 1 and were substantially increased 7 days after Dose 2 (Day 28) of BNT162b2, with
higher GMTs observed in the 20-pug and 30-pug dose groups compared to the 10-ug dose
group (Figure 6 and Supplemental Table 14.71). The GMTs decreased at 14 days after
Dose 2 (Day 35) and 1 month after Dose 2 (Day 52) of BNT162b2; however, the GMTs
remained substantially higher than those at the earlier time points after Dose 1.

Similar trends were generally observed in the older age group, with higher GMTs observed
in the 30-pg dose groups compared to the 20-pg and 10-ug dose groups (Figure 7 and
Supplemental Table 14.72). SARS-CoV-2 50% neutralizing GMTs were increased 7 days
after Dose 2 and were similar in the 10-pg and 20-ug dose groups and higher in the 30-pg
dose group. At 1 month after Dose 2, GMTs remained substantially higher than those at the
earlier time points after Dose 1. In the older age group, SARS-CoV-2 50% neutralizing
GMTs were generally lower than the GMTs in the younger age group.

Similar trends were observed for the SARS-CoV-2 90% neutralizing GMTs:

18-55 Years of Age — BNT162b2 Supplemental Table 14.71 and Supplemental Figure 14.7
65-85 Years of Age — BNT162b2 Supplemental Table 14.72 and Supplemental Figure 14.8
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Figure 6. Geometric Mean Titers and 95% CI: SARS-CoV-2 Neutralization Assay - NT50 — Phase 1, 2 Doses, 21 Days Apart
—18-55 Years of Age — BNT162b2 — Evaluable Immunogenicity Population
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10000
10 pg 20 pg 30 pg Flacebo
1000 * . . .

3
F)

g 100
2

10+

1

D1 D21 D23 D35 Ds2 D1 D21 D23 D35 Diz2 D1 D21 D28 D35 Dsz2 D1 D21 D28 D35 Daz

Time Point
Abbreviations: GMT = geometric mean titer; NT50 = 509 neutralizing titer; SARS-CoV-2 = zewere acute respiratory syndrome coronavims 2.
Note: Dotz present individual antibody lewels.
Note: Number within each bar denotes geometric mean.
FFIZER. CONFIDENTIAL SDTM Creation: 178EP2020 (22:01) Bowrce Data: adva Table Generation: 173EP2020 (23:29)
(Cutoff Date: 24 ATTG2020, Snapshot Date: 1TSEP2020) Output File: /nda3/C4591001_TA Pl Serclogy/adwva {002 _sars 50 18 b2 pl

CONFIDENTIAL

FDA-CBER-2021-5683-0780730

Page 159



090177e195afe397\Approved\Approved On: 03-Dec-2020 16:12 (GMT)

Interim Clinical Study Report
Protocol C4591001

Figure 7. Geometric Mean Titers and 95% CI: SARS-CoV-2 Neutralization Assay - NT50 — Phase 1, 2 Doses, 21 Days Apart
— 65-85 Years of Age — BNT162b2 — Evaluable Immunogenicity Population

GMTs and 95%% CI - NT50 — Phase 1 - 65-85 Years — BNT162b2 -
Evaluable Immunogenicity Population
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Abbreviations: GMT = geometric mean titer; NT50 = 50% neutralizing titer; SARS-CoV-2 = zevere acute respiratory syndrome coronavims 2.
Note: Dots present individual antibody levels.
Note: Number within each bar denotes geometric mean.
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Results for the all-available immunogenicity population in the younger and older age groups
were similar to those observed for the evaluable immunogenicity population and are
presented in Supplemental Tables 14.73 and 14.74, respectively.

RCDCs of SARS-CoV-2 50% and 90% neutralizing titers for the younger and older age
groups are presented in Supplemental Figures 14.9 through 14.12. The RCDCs show that the
majority of participants responded by 7 days after Dose 2 of BNT162b2.

11.2.1.1.2. GMFRs

Overall, for both the BNT162b1 and the BNT162b2 recipients, and in both age groups,
GMFRs of SARS-CoV-2 50% neutralizing titers from before vaccination to 7 days after
Dose 2 (Day 28) were substantially higher compared to the respective GMFRs after Dose 1.

GMFRs in the older age group were generally lower than the those in the younger age group
for both BNT162b1 and BNT162b2 recipients.

BNT162b1

In the younger age group, GMFRs of SARS-CoV-2 50% neutralizing titers from before
vaccination to 7 days after Dose 2 (Day 28) of BNT162b1 were substantially high compared
to GMFRs at earlier time points after Dose 1 of BNT162bl1 in all dose groups, with GMFRs
being highest in the 30-pg dose group (Supplemental Table 14.75). At 1 month after Dose 2,
the GMFRs remained higher than those at the earlier time points after Dose 1.

In the 100-pg dose group, the GMFRs of SARS-CoV-2 50% neutralizing titers were not
substantially increased through Day 52 after Dose 1 of BNT162b1 (Supplemental
Table 14.76).

In the older age group, GMFRs of SARS-CoV-2 50% neutralizing titers from before
vaccination to 7 days after Dose 2 (Day 28) of BNT162b1 were substantially high compared
to GMFRs at the earlier time point after Dose 1 of BNT162bl1 in the 20-pg and 30-pg dose
groups with GMFRs being highest in the 20-pg dose group (Supplemental Table 14.77). The
GMFRs remained high in the 20-pg and 30-pg dose groups at 1 month after Dose 2 (Day 52)
of BNT162b1 compared to GMFRs at the earlier time point after Dose 1.

Similar trends were observed for GMFRs of SARS-CoV-2 90% neutralizing titers in the
younger age group (Supplemental Table 14.75 and 14.76) and older age group (Supplemental
Table 14.77).

Results for the all-available immunogenicity population in the younger age and older age
groups were similar to those observed for the evaluable immunogenicity population and are
presented in following tables:

18-55 Years of Age — BNT162bl Supplemental Table 14.78

18-55 Years of Age — BNT162b1 (100 pg) Supplemental Table 14.79

65-85 Years of Age — BNT162b1 Supplemental Table 14.80
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BNT162b2

In the younger age group, GMFRs of SARS-CoV-2 50% neutralizing titers from before
vaccination to 7 days after Dose 2 (Day 28) of BNT162b2 were substantially high compared
to GMFRs at the earlier time point after Dose 1 of BNT162b2 for all dose groups, with
GMFRs being similar and highest in the 20-pug and 30-ug dose groups (Supplemental

Table 14.81). GMFRs remained high through 1 month after Dose 2 of BNT162b2 compared
to GMFRs 21 days after Dose 1 of BNT162b2 .

In the older age group, GMFRs of SARS-CoV-2 50% neutralizing titers from before
vaccination to 7 days after Dose 2 (Day 28) of BNT162b2 were substantially high compared
to GMFRs at the earlier time point after Dose 1 of BNT162b2 in all dose groups, with
GMFRs being highest in the 30-pg dose group (Supplemental Table 14.82). GMFRs
remained high through 1 month after Dose 2 of BNT162b2 compared to GMFRs at 21 days
after Dose 1 of BNT162b2.

Similar trends were observed for GMFRs of SARS-CoV-2 90% neutralizing titers in the
younger and older age groups (Supplemental Tables 14.81 and 14.82, respectively).

Results for the all-available immunogenicity population in the younger and older age groups
were similar to those observed for the evaluable immunogenicity population (Supplemental
Tables 14.83 and 14.84, respectively).

11.2.1.1.3. Number (%) of Participants Achieving a >4-Fold Rise

Overall, for both the BNT162b1 and the BNT162b2 recipients, and in both age groups, most
participants achieved a >4-fold rise in SARS-CoV-2 50% neutralizing titers from before
vaccination to 7 days after Dose 2, except in the older participants in the 10-pg BNT162bl
dose group.

BNT162b1

In the younger age group, from before vaccination to 21 days after Dose 1 of BNT162b1, no
participants in the 10-pug dose group and <3 participants in the 20-ug and the 30-pg dose
groups achieved a >4-fold rise in SARS-CoV-2 50% neutralizing titers (Supplemental

Table 14.85). From before vaccination to both 7 days and 1 month after Dose 2 of
BNT162b1 most or all participants in the 10-pg,20-pg, and 30-pg dose groups achieved a
>4-fold rise in SARS-CoV-2 50% neutralizing titers.

The number of participants in the 100-ug dose group who achieved a >4-fold rise in
SARS-CoV-2 50% neutralizing titers after Dose 1 are presented in Supplemental
Table 14.86.

In the older age group, from before vaccination to 21 days after Dose 1 of BNT162b1, only
1 participant in the 30-pg dose group achieved a >4-fold rise in SARS-CoV-2

50% neutralizing titers (Supplemental Table 14.87). From before vaccination to both 7 days
and 1 month after Dose 2 of BNT162b1, <2 participants in the 10-pg group and 9 to
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11 participants in the 20-pg and 30-pg dose groups achieved a >4-fold rise in SARS-CoV-2
50% neutralizing titers.

Results for the all-available immunogenicity population in the younger and older age groups
were similar to those observed for the evaluable immunogenicity population and are
presented in following tables:

18-55 Years of Age — BNT162bl Supplemental Table 14.88

18-55 Years of Age — BNT162b1 (100 pg) Supplemental Table 14.89

65-85 Years of Age — BNT162b1 Supplemental Table 14.90
BNT162b2

In the younger age group, from before vaccination to 21 days after Dose 1 of BNT162b2,

2 (18.2%) participants in the 10-pg dose group, 3 (25.0%) participants in the 20-pg dose
group, and none in the 30-pg group achieved a >4-fold rise in SARS-CoV-2

50% neutralizing titers (Supplemental Table 14.91). From before vaccination to 7 days after
Dose 2 of BNT162b2, all participants achieved a >4-fold rise in SARS-CoV-2 50%
neutralizing titers, which was maintained through 1 month after Dose 2 of BNT162b2.

In the older age group, from before vaccination to 21 days after Dose 1 of BNT162b2, no
participants achieved a >4-fold rise in SARS-CoV-2 50% neutralizing titers in any dose
group (Supplemental Table 14.92). From before vaccination to 7 days after Dose 2 of
BNT162b2, 10 (83.3%), 9 (81.8%), and 10 (90.9%) participants achieved a >4-fold rise in
SARS-CoV-2 50% neutralizing titers in the 10-ug, 20-pg, and 30-pg dose groups,
respectively. From before vaccination to 1 month after Dose 2 of BNT162b2, 9 (75.0%),
6 (54.5%), and 11 (100.0%) participants achieved a >4-fold rise in SARS-CoV-2

50% neutralizing titers in the 10-pg, 20-pg, and 30-ug dose groups, respectively.

Results for the all-available immunogenicity population in the younger and older age groups
were similar to those observed for the evaluable immunogenicity population (Supplemental
Tables 14.93 and 14.94, respectively).

11.2.1.2. SARS-CoV-2 Antigen-Specific Binding Antibody Levels — Phase 1

Vaccine candidate BNT162b1 encodes for the RBD of SARS-CoV-2. RBD-binding IgG
responses for each dose level and age group for this candidate are described in this section.
RBD-binding IgG levels were also assessed for candidate BNT62b2 which encodes the P2 S
of SARS-CoV-2.

Vaccine candidate BNT162b2 encodes for the P2 S of SARS-CoV-2. S1-binding IgG
responses for each dose level and age group for this candidate are described in this section.
S1-binding IgG levels were also assessed for candidate BNT62b1 which encodes the RBD of
SARS-CoV-2.

CONFIDENTIAL

FDA-CBER-2021-5683-0780734

Page 163



090177e195afe397\Approved\Approved On: 03-Dec-2020 16:12 (GMT)

Interim Clinical Study Report
Protocol C4591001

11.2.1.2.1. GMCs

Overall, for both the BNT162b1 and the BNT162b2 recipients, and in both age groups,

RBD- and S1-binding GMCs increased substantially by Day 21 after Dose 1 and were further
increased 7 days after Dose 2. Responses were maintained through Day 52. GMCs in the
older age group were generally lower than the GMCs in the younger age group, with the
exception of Day 28 in the 20-pg BNT162b1 dose group for both RBD- and S1-binding IgG
levels.

BNT162b1

In the younger age group, RBD-binding GMCs increased substantially by Day 21 after

Dose 1 of BNT162b1 and further increased 7 days after Dose 2 (Day 28) of BNT162b1, with
higher GMCs observed in the 30-ug dose group compared to the 10-pug and 20-ug dose
groups (Figure 8 and Supplemental Table 14.65). At 1 month after Dose 2 (Day 52), the
GMCs remained substantially higher than at the earlier time points after Dose 1.

In the 100-ug BNT162b1 group, the RBD-binding GMC increased substantially by 21 days
after BNT162b1 and remained higher through Day 52 compared to the Day 7 GMC
(Supplemental Table 14.66).

In the older age group, RBD-binding GMCs increased substantially by Day 21 after Dose 1
of BNT162b1 and further increased 7 days after Dose 2 (Day 28) of BNT162b1, with higher
GMCs observed in the 20-pg and 30-pg dose groups compared to the 10-pg group (Figure 9
and Supplemental Table 14.67). At 1 month after Dose 2 (Day 52), the GMCs remained
substantially higher than at the earlier time point after Dose 1.

S1-binding IgG GMC results for BNT162b1 were similar to those observed for RBD-binding
IgG GMC:s in the younger (Figure 10 and Supplemental Table 14.65) and older age groups
(Figure 11 and Supplemental Table 14.67), and in the 100-pg BNT162b1 group
(Supplemental Table 14.66).

Results for the all-available immunogenicity population in the younger and older age groups
were similar to those observed for the evaluable immunogenicity population and are
presented in following tables:

18-55 Years of Age — BNT162b1 Supplemental Table 14.68

18-55 Years of Age — BNT162b1 (100 pg) Supplemental Table 14.69

65-85 Years of Age — BNT162b1 Supplemental Table 14.70
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Figure 8. Geometric Mean Concentrations and 95% CI: SARS-CoV-2 RBD-binding IgG Level Assay — Phase 1, 2 Doses,
21 Days Apart — 18-55 Years of Age — BNT162b1 — Evaluable Immunogenicity Population
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Figure 9. Geometric Mean Concentrations and 95% CI: SARS-CoV-2 RBD-binding IgG Level Assay — Phase 1, 2 Doses,
21 Days Apart — 65-85 Years of Age, BNT162b1 — Evaluable Immunogenicity Population
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Figure 10. Geometric Mean Concentrations and 95% CI: SARS-CoV-2 S1-binding IgG Level Assay — Phase 1, 2 Doses,

21 Days Apart — 18-55 Years of Age — BNT162b1 — Evaluable Immunogenicity Population
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Abbreviaions: GMC = geometric mean concentration; g% = immunoglobulin G; 31 = spike protein 31 subumnit.

Note: Dots present individual antibody lewvels.

Mote: Number within each bar denotes geometric mean.

PFIZER COWNFIDENTIAL SDTM Creation: 178EP2020 (22:01) Source Data: adva Table Generation: 173EP2020 ({23:29)

(Cutoff Date: 24 ATTG2020, Snapshot Date: 178EP2020) Output File: /mda3/C4591001 A Pl Serology/adva_f002_s1 18 bl pl

CONFIDENTIAL

Page 167

FDA-CBER-2021-5683-0780738



090177e195afe397\Approved\Approved On: 03-Dec-2020 16:12 (GMT)

Interim Clinical Study Report
Protocol C4591001

Figure 11. Geometric Mean Concentrations and 95% CI: SARS-CoV-2 S1-binding IgG Level Assay — Phase 1, 2 Doses,
21 Days Apart — 65-85 Years of Age — BNT162b1 — Evaluable Immunogenicity Population
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Abbreviations: GMC = geometric mean concentration; Ig5 = immunoglobulin G; 31 = spike protein 31 subunit.
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Note: Mumber within each bar denotes geometic mean.
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RCDCs of RBD- and S1-binding IgG levels are presented in Supplemental Figures 14.13
through 14.16. The RCDCs show that the majority of participants responded by 21 days
after Dose 1 of BNT162b1.

BNT162b2

In the younger age group, S1-binding GMCs increased substantially by Day 21 after Dose 1
of BNT162b2 and were substantially increased by 7 days after Dose 2 (Day 28) of
BNT162b2, with higher GMCs observed in the 20-pug and 30-ug dose groups compared to
the 10-pg dose group (Figure 12 and Supplemental Table 14.71). At 1 month after Dose 2
(Day 52), the GMCs remained substantially higher than at the earlier time point after Dose 1.

Similar trends were observed in the older age group, with higher S1-binding GMCs observed
in the 30-pg dose group compared to the 10-ug and 20-pg dose groups (Figure 13 and
Supplemental Table 14.72).

RBD-binding IgG GMC results for BNT162b2 were similar to those observed for S1-binding
IgG GMCs in the younger (Figure 14 and Supplemental Table 14.71) and older age groups
(Figure 15 and Supplemental Table 14.72).

Results for the all-available immunogenicity population in the younger and older age groups

were similar to those observed for the evaluable immunogenicity population and are
presented in Supplemental Tables 14.73 and 14.74, respectively.
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Figure 12. Geometric Mean Concentrations and 95% CI: SARS-CoV-2 S1-binding IgG Level Assay — Phase 1, 2 Doses,
21 Days Apart — 18-55 Years of Age — BNT162b2 — Evaluable Immunogenicity Population
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Abbreviations: GMC = geometric mean concentration; Igh = immunoglobulin &; 31 = spike protein 31 subunit.
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Figure 13. Geometric Mean Concentrations and 95% CI: SARS-CoV-2 S1-binding IgG Level Assay — Phase 1, 2 Doses,
21 Days Apart — 65-85 Years of Age — BNT162b2 — Evaluable Immunogenicity Population

GMCs and 95%% CI— S1-Binding IzG — Phase 1 — 65-55 Years — BNT162b2 —
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Figure 14. Geometric Mean Concentrations and 95% CI: SARS-CoV-2 RBD-binding IgG Level Assay — Phase 1, 2 Doses,
21 Days Apart — 18-55 Years of Age — BNT162b2 — Evaluable Immunogenicity Population
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Figure 15. Geometric Mean Concentrations and 95% CI: SARS-CoV-2 RBD-binding IgG Level Assay — Phase 1, 2 Doses,
21 Days Apart — 65-85 Years of Age — BNT162b2 — Evaluable Immunogenicity Population
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Abbreviations: GWMC = geometric mean concentration; [g5 = immuno globulin &; RED = receptor-binding domain.
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RCDCs of RBD- and S1-binding IgG levels after BNT162b2 are presented in Supplemental
Figures 14.17 through 14.20. The RCDCs show that the majority of participants responded
by 21 days after Dose 1 of BNT162b2.

11.2.1.2.2. GMFRs

Overall, for the BNT162b1 and the BNT162b2 recipients, and in both age groups, GMFRs of
RBD-binding IgG levels and GMFRs of S1-binding IgG levels were substantially high from
before vaccination to 21 days after Dose 1, with greater GMFRs observed from before
vaccination to 7 days after Dose 2.

BNT162b1

GMFRs of RBD-binding IgG levels were substantially high from before vaccination to

Day 21 (before Dose 2) after Dose 1 of BNT162b1, with greater GMFRs observed from
before vaccination to 7 days after Dose 2 (Day 28) of BNT162b1 in both the younger and
older age groups, for the 10-ug, 20-ug, and 30-ug dose groups (Supplemental Table 14.75
and Supplemental Table 14.77, respectively). GMFRs remained substantially high in the
10-pg, 20-pg, and 30-pg BNT162b1 groups from before vaccination to 1 month after Dose 2
compared to the earlier time points after Dose 1 for both age groups.

In the 100-ug BNT162b1 group, GMFR of RBD-binding IgG levels was substantially high
from before vaccination by 21 days after BNT162b1 and remained higher through
Day 52 compared to the Day 7 GMFR (Supplemental Table 14.76).

Similar trends were observed for GMFRs of S1-binding IgG levels for BNT162b1.

Results for the all-available immunogenicity population in the younger age and older age
groups were similar to those observed for the evaluable immunogenicity population and are
presented in following tables:

18-55 Years of Age — BNT162bl Supplemental Table 14.78

18-55 Years of Age — BNT162b1 (100 pg) Supplemental Table 14.79

65-85 Years of Age — BNT162b1 Supplemental Table 14.80
BNT162b2

GMFRs of S1-binding IgG levels were substantially high from before vaccination to Day 21
(before Dose 2) after Dose 1 of BNT162b2, with greater GMFRs observed from before
vaccination to 7 days after Dose 2 (Day 28) of BNT162b2 in both the younger and older age
groups, for the 10-pg, 20-pg, and 30-pg dose groups (Supplemental Table 14.81 and
Supplemental Table 14.82, respectively). GMFRs remained substantially high in all
BNT162b2 groups from before vaccination to 1 month after Dose 2 compared to the earlier
time point after Dose 1 for both age groups.

Similar trends were observed for GMFRs of RBD-binding IgG levels for BNT162b2.
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Results for the all-available immunogenicity population in the younger and older age groups
were similar to those observed for the evaluable immunogenicity population (Supplemental
Tables 14.83 and 14.84, respectively).

11.2.1.2.3. Number (%) of Participants Achieving a >4-Fold Rise

Overall, for the BNT162b1 and the BNT162b2 recipients, and in both age groups, all
participants achieved a >4-fold rise in S1- and RBD-binding IgG levels from before
vaccination to 7 days after Dose 2, with the exception of 1 participant in the younger 20-ug
BNT162b1 group.

BNT162b1

In the younger age group, from before vaccination to 21 days following Dose 1 of
BNT162bl, all participants (except 1 in the 20- pg dose group) across all dose groups
achieved a >4-fold rise in RBD-binding IgG levels (Supplemental Table 14.85 and
Supplemental Table 14.86 [100-pg group]). All participants in the 20-ug dose group
achieved a >4-fold rise in RBD-binding IgG levels from before vaccination to 14 days after
Dose 2 (Day 35).

In the older age group, from before vaccination to 21 days following Dose 1 of BNT162bl,
all participants in the 20-pg and 30-pg dose groups and 8 (72.7%) participants in the 10-pg
dose group achieved a >4-fold rise in RBD-binding IgG levels (Supplemental Table 14.87).
All participants in the 10-pug dose group achieved a >4-fold rise in RBD-binding IgG levels
from before vaccination to 7 days after Dose 2 (Day 28).

Similar trends were generally observed for participants achieving a >4-fold rise in S1-binding
IgG levels for BNT162bl.

Results for the all-available immunogenicity population in the younger and older age groups
were similar to those observed for the evaluable immunogenicity population and are
presented in following tables:

18-55 Years of Age — BNT162bl Supplemental Table 14.88

18-55 Years of Age — BNT162b1 (100 pg) Supplemental Table 14.89

65-85 Years of Age — BNT162b1 Supplemental Table 14.90
BNT162b2

In the younger age group, from before vaccination to 21 days following Dose 1 of
BNT162b2, all participants in each dose group achieved a >4-fold rise in S1-binding IgG
levels (Supplemental Table 14.91).

In the older age group, from before vaccination to 21 days following Dose 1 of BNT162b2,
all participants in the 10-pg, and 30-pg dose groups and 11 (91.7%) participants in the 20-pg
dose group achieved a >4-fold rise in S1-binding IgG levels (Supplemental Table 14.92). All
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participants in the 20-pg dose group achieved a >4-fold rise in S1-binding IgG levels from
before vaccination to 7 days after Dose 2 (Day 28).

Similar trends were generally observed for participants achieving a >4-fold rise in RBD-
binding IgG levels for BNT162b2.

Results for the all-available immunogenicity population, which were similar to those
observed for the evaluable immunogenicity population in the younger and older age groups,
are presented in Supplemental Tables 14.93 and 14.94, respectively.

11.2.1.3. GMRs of SARS-CoV-2-Neutralizing Titers to SARS-CoV-2 Antigen-Specific
Binding Antibody Levels

Overall, for BNT162b1 and BNT162b2 recipients, GMRs of SARS-CoV-2 50% neutralizing
titers to RBD- or S1-binding IgG levels show a more robust RBD- or S1-binding levels
relative to neutralizing titers, which were similar within each age group.

BNT162b1

At 21 days after Dose 1 at 10 pg, 20 pg, or 30 ug, GMRs of SARS-CoV-2 50% neutralizing
titers to RBD-binding IgG levels were <0.035 in the younger age group (Supplemental

Table 14.95) and <0.183 in the older age group (Supplemental Table 14.96). At 14 days after
Dose 2, the GMRs were <0.032 in the younger age group and <0.018 in the older age group.

For the 100-ug dose group, the GMR was 0.018 at 21 days after Dose 1 and 0.014 at 35 days
after Dose 1 (Supplemental Table 14.97).

GMRs of SARS-CoV-2 50% neutralizing titers to S1-binding IgG levels were similar to
GMRs of SARS-CoV-2 50% neutralizing titers to RBD-binding IgG levels in the younger
(Supplemental Tables 14.95 and 14.97) and older (Supplemental Table 14.96) age groups
after BNT162b1.

Results for the all-available immunogenicity population in the younger and older age groups
were similar to those observed for the evaluable immunogenicity population and are
presented in the following tables:

18-55 Years of Age — BNT162b1 Supplemental Table 14.98

18-55 Years of Age — BNT162b1 (100 pg) Supplemental Table 14.99

65-85 Years of Age — BNT162b1 Supplemental Table 14.100
BNT162b2

At 21 days after Dose 1, GMRs of SARS-CoV-2 50% neutralizing titers to S1-binding 1gG
levels were < 0.035 in the younger age group (Supplemental Table 14.101) and <0.124 in the
older age group (Supplemental Table 14.102). At 14 days after Dose 2, the GMRs were
<0.040 in the younger age group and <0.037 in the older age group.
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Results for the all-available immunogenicity population in the younger and older age groups
were similar to those observed for the evaluable immunogenicity population and are
presented in Supplemental Tables 14.103 and 14.104, respectively.

Evaluating BNT162b1 and BNT162b2 GMRs

In the younger age group at 21 days after Dose 1, GMRs of SARS-CoV-2 50% neutralizing
titers to RBD-binding IgG levels were <0.035 after BNT162b21 (Supplemental Table 14.95)
and <0.054 after BNT162b2 (Supplemental Table 14.101). At 14 days after Dose 2, the
GMRs were <0.032 after BNT162b21 and <0.046 after BNT162b2.

In the older age group at 21 days after Dose 1, GMRs of SARS-CoV-2 50% neutralizing
titers to RBD-binding IgG levels were <0.183 after BNT162b21 (Supplemental Table 14.96)
and <0.196 after BNT162b2 (Supplemental Table 14.102). At 14 days after Dose 2, the
GMRs were <0.018 after BNT162b21 and <0.043 after BNT162b2.

In the younger age group at 21 days after Dose 1, GMRs of SARS-CoV-2 50% neutralizing
titers to S1-binding IgG levels were <0.061 after BNT162b21 (Supplemental Table 14.95)
and <0.035 after BNT162b2 (Supplemental Table 14.101). At 14 days after Dose 2, the
GMRs were <0.035 after BNT162b21 and <0.040 after BNT162b2.

In the older age group at 21 days after Dose 1, GMRs of SARS-CoV-2 50% neutralizing
titers to S1-binding IgG levels were <0.328 after BNT162b21 (Supplemental Table 14.96)
and <0.124 after BNT162b2 (Supplemental Table 14.102). At 14 days after Dose 2, the
GMRs were <0.022 after BNT162b21 and <0.037 after BNT162b2.

11.2.2. Phase 1 Summary of Immunogenicity Results Evaluating BNT162b1 and
BNT162b2

In general, a modest neutralizing immune response was observed in both the younger and
older age groups after the first dose. A much more robust immune response was observed
7 days after the second dose of either BNT162b1 or BNT162b2 at all dose levels in both the
younger and older age groups. Antibody levels at the last time point tested were still
substantially above those at baseline.

In the younger age group:

e At 7 days after Dose 2, SARS-CoV-2 50% neutralizing GMTs in the 20-pug and 30-ug
dose groups were higher for BNT162b2 recipients than for BNT162b1 recipients. The
GMTs were similar in the 10-ug dose group for both recipients. At 1 month after Dose 2
(Day 52), GMTs remained substantially higher than those at the earlier time points after
Dose 1 for both BNT162b1 and BNT162b2 recipients.

e From before vaccination to 7 days after Dose 2, GMFRs of SARS-CoV-2

50% neutralizing titers were substantially high for BNT162b1 and BNT162b2 recipients
at the 30-ug dose level.
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From before vaccination to 7 days after Dose 2, all participants at the 30-pg dose level
who received BNT162b1 or BNT162b2 achieved a >4-fold rise in SARS CoV-2
50% neutralizing titers.

In the older age group:

At 7 days after Dose 2, SARS-CoV-2 50% neutralizing GMT in the 30-ug dose group
was higher for BNT162b2 recipients than for BNT162b1 recipients. At 1 month after
Dose 2 (Day 52), the SARS-CoV-2 50% neutralizing GMTs in the 30-pug dose group
were similar for both BNT162b1 and BNT162b2 recipients.

From before vaccination to 7 days after Dose 2, the GMFR of SARS-CoV-2
50% neutralizing titers were substantially high for BNT162b1 and BNT162b2 recipients
at the 30-ug dose level.

From before vaccination to 7 days after Dose 2, most participants who received
BNT162b1 or BNT162b2 at the 30-pg dose level achieved a >4-fold rise in SARS-CoV-2
50% neutralizing titers.

11.2.3. Phase 1 Immunogenicity Conclusions

Both BNT162b1 and BNT162b2 elicited robust SARS-CoV-2 neutralizing antibody
response 7 days after Dose 2 in younger and older adults, based on GMTs, GMFRs,
proportions of participants achieving a >4-fold rise in neutralizing titers, and RCDCs.
Neutralizing antibody response was maintained through Day 52 and was similar for the
candidates within the corresponding age and dose groups.

Both BNT162b1 and BNT162b2 elicited substantial rises in antigen binding IgG levels
7 days after Dose 2, based on GMCs, GMFRs, and proportions of participants achieving
a >4-fold rise in IgG-antigen specific binding. Responses were maintained through
Day 52.

In the 100-ug dose group, SARS-CoV-2 neutralizing antibody response modestly
increased by 3 weeks after Dose 1 of BNT162b1, but neutralizing antibody response

returned to levels similar to baseline by 7 weeks after Dose 1.

These data support the need for a 2-dose vaccination series.

11.2.4. Phase 2

Results of immunogenicity analyses reported here are those for the Dose 2 evaluable
immunogenicity population; note that baseline positive participants (by N-binding antibody
or positive NAAT at Visit 1) were not excluded from these analyses.
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11.2.4.1. SARS-CoV-2 Neutralizing Titers and S1-Binding IgG Concentrations —
Phase 2
11.2.4.1.1. GMTs/GMCs

At 1 month after Dose 2 (Day 52) of BNT162b2, there were substantial increases in
SARS-CoV-2 50% neutralizing GMTs (Figure 16) and S1-binding IgG concentrations
(GMCs) (Figure 17). GMTs/GMCs were higher in younger participants (18 to 55 years of
age) than in older participants (56 to 85 years of age) (Supplemental Table 14.195).

Similar trends were observed for the SARS-CoV-2 90% neutralizing GMTs (Supplemental
Figure 14.21 and Supplemental Table 14.196).
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Figure 16. Geometric Mean Titers and 95% CI: SARS-CoV-2 Neutralization Assay — NT50 — Phase 2 — Dose 2 Evaluable
Immunogenicity Population

GMTs and 95% CI — NT50 — Phase 2 — Dose 2 Evaluable Immunogenicity Population
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Figure 17. Geometric Mean Concentrations and 95% CI: S1-Binding IgG Level Assay — Phase 2 Dose 2 Evaluable
Immunogenicity Population

GMCs and 95%% CI — S1-Binding IzG — Phase 2 — Dose 2 Evaluable Immunogenicity Population

100000

BNT162b2 (30 ug) 18-55 BNT162b2 (30 ng) 56-85 BNTI162b2 (30 ug) 18-85 Flacebo 18-85
— . : R
E . : e H - E g
ol - s,
) 10000 - Nt L 1L I T
- e M s s 2 L
~ . A i
— |:f'- i oy o
(o] ] 3 "o b " s
— . . . . i
P = 1000 . .
(q\] o~
<] 'g b b
D 5 ' .| ' )
8 E! H H
a ] 100 + . .
[ b .
™ ) . - . -
2 % = - - '
= 2 =S . "
(@) o 10 . . . v .
i .
© .
Q : : ' !
> .
(@] L} 1 [ ]
s : ‘ o
14 - —— T
g- + - -r = &L lT:Tr- L
© e} s} [} =
[<H) =1 (=1 =1 =
3
s 01 ———————— —————— 7 ———t1
;- D1 D32 D1 D52 D1 D32 D1 D52
'5 Time Point
‘-8 Abbreviations: GMC = geometric mean concentration; Ig& = immunoglobulin &; 21 = spike protein 21 subumit.
= Wote: Dots present individual antibody lewels.
g Mote: Mumber within each bar denotes geometric mean.
— PFIZER CONFIDENTIAL SDTM Creation: 02NOWV2020 (19:23) Source Data: adva Table Generation: 12MCW2020 (00:12)
g (Cutoff Date: 120CT2020, Bnapshot Date: 02MCV2020) Output File: /nda2_unblinded/C4591001_IA P2 Berologyfadwa_f002_s1 _p2
N~
i
&
o CONFIDENTIAL

FDA-CBER-2021-5683-0780752

Page 181



090177e195afe397\Approved\Approved On: 03-Dec-2020 16:12 (GMT)

Interim Clinical Study Report
Protocol C4591001

SARS-CoV-2 50% neutralizing titers/S1-binding IgG GMCs and 90% neutralizing GMTs
for the Dose 2 all-available immunogenicity population were similar to those observed for
the evaluable immunogenicity population (Supplemental Tables 14.197 and 14.198,
respectively).

RCDCs of SARS-CoV-2 50% and 90% neutralizing titers and S1-binding GMCs are
presented in Supplemental Figures 14.22 through 14.24.

11.2.4.1.2. GMFRs in Titers/Concentrations

GMFRs of SARS-CoV-2 50% serum neutralizing titers and S1-binding IgG concentrations
from before vaccination to 1 month after Dose 2 (Day 52) of BNT162b2 were robust, with

higher GMFRs observed in younger participants than in older participants (Supplemental
Table 14.199).

Similar trends were observed for GMFRs of SARS-CoV-2 90% neutralizing titers
(Supplemental Table 14.200).

GMFRs of SARS-CoV-2 50% neutralizing titers/S1-binding IgG GMCs and 90%
neutralizing GMTs for the Dose 2 all-available immunogenicity population were similar to

those observed for the evaluable immunogenicity population (Supplemental Tables 14.201
and 14.202).

11.2.4.2. SARS-CoV-2 Neutralizing Titers and S1-Binding IgG Concentrations by
Baseline SARS-CoV-2 Status

11.2.4.2.1. GMTs/GMCs

A few participants in the Dose 2 evaluable immunogenicity population had a positive
baseline SARS-CoV-2 status: a total of 9 participants with immunogenicity data at the
pre-vaccination time point (5 who received BNT162b2 and 4 who received placebo) and

7 participants (3 who received BNT162b2 and 4 who received placebo) with immunogenicity
data at the 1 month after Dose 2. These SARS-CoV-2 status positive participants were
analyzed separately from the baseline negative participants (Supplemental Table 14.203). In
general, at 1 month after Dose 2 among BNT162b2 recipients, SARS-CoV-2 50%
neutralizing GMTs in participants with a positive baseline SARS-CoV-2 status (n=3) and
S1-binding IgG GMCs in participants with a positive baseline SARS-CoV-2 status were
numerically higher than those observed in participants with a negative baseline SARS-CoV-2
status (n=163) (Supplemental Table 14.203). Participants with baseline negative SARS-CoV-
2 status had SARS-CoV-2 50% neutralizing GMTs and S1-binding IgG GMCs similar to
those in the combined baseline positive and negative participant group (Section 11.2.4.1.1).

Similar trends were observed for SARS-CoV-2 90% neutralizing titers (Supplemental
Table 14.204).

SARS-CoV-2 50% neutralizing titers/S1-binding IgG GMCs and 90% neutralizing GMTs for

the Dose 2 all-available immunogenicity population were similar to those observed for the
evaluable immunogenicity population (Supplemental Table 14.205 and 14.206).
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SARS-CoV-2 neutralizing titers/S1-binding IgG GMCs with positive SARS-CoV-2 prior to
1 month after Dose 2 for the Dose 2 all-available immunogenicity population are presented in
Supplemental Table 14.207.

11.2.4.2.2. GMFRs in Titers/Concentrations

When analyzing GMFRs stratified by SARS-CoV-2 status at 1 month after Dose 2, among
BNT162b2 recipients (Supplemental Table 14.208), the GMFRs for SARS-CoV-2 50%
neutralizing titers and S1-binding IgG were similar to those in the combined baseline positive
and negative participant group (Section 11.2.4.1.2).

Similar trends were observed for GMFRs of SARS-CoV-2 90% neutralizing titers
(Supplemental Table 14.209).

GMFRs of SARS-CoV-2 50% neutralizing titers/S1-binding IgG GMCs and 90%
neutralizing titers for the Dose 2 all-available immunogenicity population were similar to
those observed for the evaluable immunogenicity population (Supplemental Table 14.210
and 14.211).

GMFRs of SARS-CoV-2 neutralizing titers/S1-binding IgG GMCs with positive
SARS-CoV-2 prior to 1 month after Dose 2 for the Dose 2 all-available immunogenicity
population are presented in Supplemental Table 14.212.

11.2.5. Phase 2 Immunogenicity Conclusions

e Immunogenicity results from 360 participants in Phase 2 of this study demonstrated that
BNT162b2 at 30 pg elicited robust SARS-CoV-2 neutralization and S1-binding IgG
antibody responses at 1 month after Dose 2 similar to those previously observed in
Phase 1 of the study. Notably, SARS-CoV-2 neutralizing titers were higher in the
younger age cohort compared with the older age cohort.

e Sl-binding GMCs were generally higher in the younger age cohort compared to the older
age cohort, again concordant with observations in the Phase 1 portion of the study.

11.2.6. Phase 3

Immunogenicity is a secondary (12 to 15 year olds compared with 16 to 25 year olds) and an
exploratory endpoint for the Phase 3 part of the study. These data will be reported at a later
time and are not included in this interim CSR.

12. SAFETY EVALUATION

In this interim CSR, all participants in Phase 1 and a subset of 8183 participants in Phase 2/3
(360 participants from Phase 2 included) used an e-diary for reporting local reactions and
systemic events.

Safety data for individuals 12 to 15 years of age who were later permitted to enroll in the
study will be reported at a later time and are not included in this interim CSR.
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12.1. Phase 1

Safety data are available up through the date cutoff date (24 August 2020) and are
summarized at various time points relative to Dose 1 or Dose 2. Safety results for Phase 1
vaccine candidates BNT162b1 and BNT162b2 for both adult age groups are presented up to
1 month after Dose 2 (or data cutoff date) at the 10-pg, 20-pg, and 30-pg dose levels. Safety
results for BNT162b1 at the 100-ug dose level in the younger age group are presented up to
3 weeks after Dose 1 or to before Dose 2 based on the data cutoff date. Note that the group
of participants 18 to 55 years of age who received 100 pg BNT162b1 did not receive a
second dose of 100 ng BNT162b2 per IRC decision (see Section 9.8) and instead, they were
given 10 pg for Dose 2. At the time of the data cutoff date 11 of 12 participants in this group
received Dose 2 of BNT162b1 at 10 pug (24 August 2020), but results for Dose 2 are not yet
available at the time of this report. Additionally, long-term follow-up (approximately

4 months after Dose 2 [as of cutoff date 14 November 2020]) of AEs for Phase 1 participants
who received BNT162b2 30-ug are presented.

12.1.1. Local Reactions — Phase 1

Overall, for both the BNT162b1 and the BNT162b2 recipients, and in both age groups, pain
at the injection site was the most frequent local reaction. Redness and swelling occurred less
frequently in the BNT162b2 group and in the BNT162b1 group. In both the BNT162b1 and
BNT162b2 groups, the frequency of local reactions was lower in the older age group
compared to the younger age group, and there was a trend of a higher frequency of local
reactions with increased dose.

BNT162b1

In the younger age group, pain at the injection site was the most frequently reported local
reaction within 7 days after Dose 1 of BNT162b1. As dose level increased from 10 pg to

30 pg, increasing frequencies of pain at the injection site (58.3% to 100.0%, 7 and

12 participants, respectively) were observed compared to none in the placebo group

(Figure 18 and Supplemental Table 14.105). Redness was reported in 2 (16.7%) participants
in the 30-pg dose group, and swelling was reported in 3 (25.0%) participants in the 20-ug
dose group and 2 (16.7%) participants in the 30-ug dose group. In the 100-pg dose group,
pain at the injection site (12 [100.0%] participants), swelling (5 [41.7%] participants), and
redness (4 [33.3%] participants) were reported, and 1 [8.3%] participant had severe injection
site pain (Supplemental Table 14.106) (note: per IRC decision, Dose 2 was later administered
to participants at the 10-pg dose level).

Within 7 days after Dose 2 of BNT162b1 in the younger age group, pain at the injection site
remained the most frequently reported local reaction reaching 12 (100.0%) participants with
the 30-ug dose group compared to the placebo group (2 [22.2%] participants), while the
proportions of participants with redness (2 [16.7%] participants) and swelling

(3 [25.0%] participants) were highest in the 30-pg dose group (Figure 18 and Supplemental
Table 14.105). No redness or swelling was reported in the placebo group.

In the older age group, pain at the injection site was the most frequently reported local
reaction within 7 days after Dose 1 of BNT162b1 in both the 20-ug and 30-pg dose groups
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(11 [91.7%] participants each) compared to the placebo group (1 [11.1%] participant)
(Figure 19 and Supplemental Table 14.107). No redness was reported, and the maximal
frequency of swelling (2 [16.7%] participants) was in the 30-ug group. No redness or
swelling was reported in the placebo group.

Within 7 days after Dose 2 of BNT162bl1 in the older age group, pain at the injection site was
the most frequently reported local reaction in both the 20-pg and 30-pg dose groups

(9 [75.0%)] participants each). The frequency of swelling (3 [25.0%] participants) was
maximal at 30 pg, while redness (1 [8.3%] participant each) was reported in the 20-pug and
30-ug dose groups. No redness or swelling was reported in the placebo group.

After the first and second dose and in both age groups, the majority of local reactions were
mild or moderate in severity, and no Grade 4 local reactions were reported.

Overall, for BNT162b1 recipients and in both age groups, pain at the injection site was the
most frequent local reaction (58.3% to 100.0%), and redness (0% to 16.7%) and swelling
(0% to 25.0%) occurred at a lower frequency. Notably, the frequency of local reactions was
lower in the older age group compared to the younger age group, and there was a trend of a
higher frequency of local reactions with increased dose.
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Figure 18. Subjects Reporting Local Reactions, by Maximum Severity, Within 7 Days After Each Dose — Phase 1, 2 Doses,
21 Days Apart — 18-55 Years of Age — BNT162b1 — Safety Population

Local Reactions, by Maximum Severity, Within 7 Days After Each Dose — Phase 1 — 15-55 Years — BNT162b1 — Safety Population
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Figure 19. Subjects Reporting Local Reactions, by Maximum Severity, Within 7 Days After Each Dose — Phase 1, 2 Doses,
21 Days Apart — 65-85 Years of Age — BNT162b1 — Safety Population
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In the younger age group, pain at the injection site had median onset day of Day 1.0 (day of
vaccination) after either dose of BNT162b1 across doses 10 pg to 30 pg and after Dose 1 of
BNT162b1 100 pg (Supplemental Tables 14.108 and 14.109, respectively). Median onset
day for redness and swelling was between Day 1.0 and Day 3.0 in all dose groups.

In the older age group, pain at the injection site had median onset day of Day 1.0 (day of
vaccination) after Dose 1 of BNT162b1 across all dose groups and after Dose 2 for the 20-ug
and 30-pg dose groups (median onset day was on Day 1.5 in the 10-ug dose group after
Dose 2) (Supplemental Table 14.110). With the exception of redness on Day 4 (20-pg dose
group) and Day 5 (30-pg dose group) in 1 participant each after Dose 2, all other local
reactions of redness or swelling reported had median onset day between Day 1.0 and Day 3.0
for all dose groups.

Local reactions resolved with median durations between 1.0 and 4.0 days in the younger age
group (Supplemental Tables 14.111 and 14.112) and older age group (Supplemental
Table 14.113) across dose levels.

BNT162b2

In the younger age group, pain at the injection site was the most frequently reported local
reaction within 7 days after Dose 1, which was maximal in the 30-pg dose group

(11 [91.7%] participants) (Figure 20 and Supplemental Table 14.114). One [8.3%]
participant had severe injection site pain after Dose 1 of 30 pug. Most participants did not
report swelling and redness. After Dose 2, pain at the injection site remained the most
frequently reported local reaction (83.3%, 10 participants in each) in the 20-pg and 30-ug
dose groups compared to the placebo group (2 [22.2%] participants). No participants
reported redness and swelling for any dose group including placebo.

In the older age group, pain at the injection site was reported within 7 days after Dose 1 of
BNT162b2 in all dose groups and was maximal in the 30-pg dose group (75.0%,

9 participants), while no redness and swelling was reported in any group (Figure 21 and
Supplemental Table 14.115). Local reactions were not reported in the placebo group. After
Dose 2, pain at the injection site (8 [66.7%] participants) was reported in the 30-pg group
compared to the placebo group (9 [11.1%] participants); no participants who received
BNT162b2 or placebo reported redness and swelling.

After the first and second dose and in both age groups, the majority of local reactions were
mild or moderate in severity, and no Grade 4 local reactions were reported.

Overall, for BNT162b2 recipients and in both age groups, pain at the injection site was the
most frequent local reaction (33.3% to 91.7%), and redness (0% to 8.3%) and swelling

(0% to 16.7%) were infrequent. The frequency of local reactions was lower in the older age
group compared to the younger age group, and there was a trend of a higher frequency of
local reactions with increased dose.
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Figure 20. Subjects Reporting Local Reactions, by Maximum Severity, Within 7 Days After Each Dose — Phase 1, 2 Doses,

21 Days Apart — 18-55 Years of Age — BNT162b2 — Safety Population

Local Reactions, by Maximum Severity, Within 7 Days After Each Dose — Phase 1 — 15-55 Years — BNT162b2 — Safety Population
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Figure 21. Subjects Reporting Local Reactions, by Maximum Severity, Within 7 Days After Each Dose — Phase 1, 2 Doses,
21 Days Apart — 65-85 Years of Age — BNT162b2 — Safety Population
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In the younger age group, median onset day for local reactions occurred between Day 1.0
(day of vaccination) to Day 2.0 after any dose of BNT162b2 across any dose level
(Supplemental Table 14.116). In the older age group, median onset day for local reactions
occurred between Day 1.0 (day of vaccination) to Day 2.0 after any dose of BNT162b2
across any dose level (Supplemental Table 14.117). Local reactions generally resolved with
median durations between 1.0 to 2.0 days in the younger and older age groups across dose
levels (Supplemental Tables 14.118 and 14.119, respectively).

12.1.2. Systemic Events — Phase 1

Overall, within 7 days after Dose 1, fatigue was generally the most frequently reported
systemic event in the both the younger and older BNT162b1 groups and in the older
BNT162b2 group; while headache and fatigue were most frequently reported in the younger
BNT162b2 dose group. Overall, within 7 days after Dose 2, headache was the most
frequently reported systemic event in the both the younger and older BNT162b1 groups and
fatigue was the most frequently reported systemic event in the both the younger and older
BNT162b2 groups. Chills was generally reported at a higher frequency after Dose 2 and at a
higher frequency in the BNT162b1 group than in the BNT162b2 group. Fever was reported
more frequently in the younger BNT162b1 group after Dose 2 than in the older BNT162b2
group. For both the BNT162b1 and the BNT162b2 recipients, after the first and second dose
and in both age groups, the majority of systemic events were mild or moderate in severity,
and no Grade 4 systemic events were reported.

BNT162b1

In the younger age group, fatigue was the most frequently reported systemic event within

7 days after Dose 1 of BNT162bl1, reported by 4 (33.3%), 8 (66.7%), and

6 (50.0%) participants in the 10-pg, 20-pg, and 30-pg dose groups, respectively (Figure 22
and Supplemental Table 14.120), compared to the placebo group (2 [22.2%] participants).
Headache (6 [50.0%] participants) and chills (7 [58.3%] participants) were reported in the
30-pg dose group, and <1 (8.1%) participant reported fever in each group through 30 pg. In
the placebo group, headache (1 [11.1%]) participant) was reported and none reported fever or
chills. In the 100-pug dose group, higher frequencies were reported compared to the 30-ug
dose group: fatigue (10 [83.3%] participants), headache (9 [75.0%] participants), chills

(10 [83.3%] participants), and fever (6 [50.0%] participants) (Supplemental Table 14.121).

Within 7 days after Dose 2 of BNT162b1 in the younger age group, headache was the most
frequently reported systemic event, reported by all 12 (100.0%) participants in the 30-pg
dose group compared to none in the placebo group, while fatigue and chills were reported by
10 (83.3% participants) and 8 (66.7%) participants in the 30-pug dose group, respectively.
Fever was reported in 17% and 75% of participants in the 20-ug and 30-pg dose groups,
respectively. In the placebo group, 2 (22.2%) participants reported fatigue, and none
reported fever and chills.

In the older age group, fatigue was the most frequently reported systemic event within 7 days
after Dose 1 of BNT162b1, with 7 (58.3%) and 6 (50.0)% of participants reporting fatigue in
the 20-ug and 30-pg dose groups, respectively (Figure 23 and Supplemental Table 14.122),
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compared to 4 (44.4%) participants in the placebo group. Headache (6 [50.0%] participants)
and chills (2 [16.7%] participants) were reported in the 30-pug dose group, and

fever (3 [25.0%] participants) was reported only in the 30-pug dose group. In the placebo
group, chills (2 [22.2%] participants) was reported and none reported headache or fever. One
participant each reported severe muscle pain (20-pug dose group) and severe fatigue (30-pg
dose group) (the former was pain related to onset of herpes zoster).

Within 7 days after Dose 2 of BNT162b1 in the older age group, headache was the most
frequent systemic event reported in both the 20-pg and 30-pg dose groups

(9 [75.0%] participants each) compared to the placebo group (1 [11.1%] participant). Chills
was reported in 7 (58.3%) and 4 (33.3%) participants at the 20-pg and 30-pg dose groups,
respectively. Fever was reported in 6 (50.0%) participants in the 20-pg dose group and in

4 (33.3%) participants in the 30-pug dose group, with 1 participant reporting fever >38.9°C to
40.0°C. In the placebo group, fatigue (2 [22.2%] participants) was reported and none
reported fever and chills.

After the first and second dose and in both age groups, the majority of systemic events were
mild or moderate in severity, and no Grade 4 systemic events were reported. In the older age
group, prompted systemic events after each dose were milder and less frequent than those
observed in the younger age group.

Systemic events had the highest frequency and/or severity with the 100-ug dose group after
Dose 1. Use of antipyretic/pain medication also increased with increasing dose level and
number of doses in both age groups. For these reasons, the IRC decided that the younger age
group participants should not receive a second dose of 100 ug of BNT162b1.
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Figure 22. Subjects Reporting Systemic Events, by Maximum Severity, Within 7 Days After Each Dose — Phase 1, 2 Doses,
21 Days Apart — 18-55 Years of Age — BNT162b1 — Safety Population

Systemic Events, by Maximum Severity, Within 7 Days After Each Dose — Phase 1 — 15-55 Years — BNT162b1 - Safety Population
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Figure 23. Subjects Reporting Systemic Events, by Maximum Severity, Within 7 Days After Each Dose — Phase 1, 2 Doses,
21 Days Apart — 65-85 Years of Age — BNT162b1 — Safety Population

Systemic Events, by Maximum Severity, Within 7 Days After Each Dose — Phase 1 —65-85 Years — BNT162b1 — Safety Population
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In the younger age group, median onset day for most systemic events after either dose of
BNT162b1 across doses 10 pg to 30 ug and after Dose 1 of BNT162b1 100 pug was between
Day 1.0 and Day 2.0 (Supplemental Table 14.123 and 14.124, respectively). Most systemic
events generally resolved with median durations between 1.0 to 2.0 days (Supplemental
Table 14.125 and 14.126). For fatigue, median duration after Dose 1 was 4.0 days in the
10-pug dose group compared with 2.0 days in the 30-ug dose group. The median duration of
fever and chills was 1.0 day for participants in the 30 pg group.

In the older age group, median onset day for most systemic events after either dose of
BNT162b1, and across any dose group, was between Day 1.0 and Day 3.5 (Supplemental
Table 14.127). Most systemic events generally resolved with median durations between

1.0 to 3.0 days (Supplemental Table 14.128). The median duration of fever was 1.0 day for
participants in the 30 ug group. The median duration of chills was 2.0 days in 2 participants
after Dose 1 and 1.5 days in 4 participants after Dose 2 in the 30 pg group.

BNT162b2

In the younger age group, headache (4 [33.3%] to 6 [50.0%] participants) and fatigue

(3 [25.0%] to 5 [41.7%] participants) were the most frequently reported systemic events
within 7 days after Dose 1 of BNT162b2 compared to the placebo group (3 [33.3%]
participants each) (Figure 24 and Supplemental Table 14.129). Fever (2 [16.7%] participants)
and chills (4 [33.3%] participants) were reported only in the 30-pg dose group. One
participant in the 30-pg group with a prior history of migraine reported a severe migraine
headache on Day 7 after Dose 1 (Section 12.1.3.2.4).

Within 7 days after Dose 2 of BNT162b2 in the younger age group, fatigue was the most
frequently reported systemic event in the 20-pg and 30-pg dose groups (7 [58.3%] and

9 [75.0%] participants, respectively) compared to the placebo group (5 [55.6%] participants).
Headache (8 [66.7%] participants), chills (7 [58.3%] participants), and muscle pain

(7 [58.3%] participants), and fever (2 [16.7%] participants) were reported in the 30-pg dose
group. Of these events, fatigue (5 [55.6%] participants), headache (1 [11.1%] participant),
and chills (1 [11.1%] participant) were reported in the placebo group, and none were reported
for muscle pain.

In the older age group, the most frequently reported systemic event within 7 days after

Dose 1 of BNT162b2 was fatigue in the 20-pg and at 30-pg dose groups (4 [33.3%] and

3 [25.0%] participants, respectively) compared to the placebo group (2 [22.2%] participants)
(Figure 25 and Supplemental Table 14.130). Headache (3 [25.0%] participants),

chills (2 [16.7%] participants), and muscle pain (1 [8.3%] participant) were maximal in the
20-pg dose group. Of these events, only headache (1 [11.1%] participant) and muscle pain
(2 [22.2%] participants) were reported in the placebo group. Fever was not reported.

Within 7 days after Dose 2 of BNT162b2 in the older age group, fatigue remained the most
frequent systemic event in the 20-ug and 30-pg dose groups (6 [50.0%] and

5 [41.7%] participants, respectively), compared to the placebo group (1 [11.1%] participant).
Headache was reported in the 20-pg and 30-pg dose groups (4 [33.3%] and

3 [25.0%] participants, respectively), while muscle pain and chills were reported in the 30-pug
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dose group (3 [25.0%] and 2 [16.7%] participants, respectively). Fever (1 [8.3%] participant)
was reported in the 30-pg dose group. Of these events, headache and muscle pain were

reported in the placebo group (1 [11.1%] participant each).

After the first and second dose and in both age groups, the majority of systemic events were
mild or moderate in severity, and no Grade 4 systemic events were reported.
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Figure 24. Subjects Reporting Systemic Events, by Maximum Severity, Within 7 Days After Each Dose — Phase 1, 2 Doses, 21
Days Apart — 18-55 Years of Age —- BNT162b2 — Safety Population

Systemic Events, by Maximum Severity, Within 7 Days After Each Dose — Phase 1 — 18-55 Years — BNT162b2 — Safety Population
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Figure 25. Subjects Reporting Systemic Events, by Maximum Severity, Within 7 Days After Each Dose — Phase 1, 2 Doses,
21 Days Apart — 65-85 Years of Age — BNT162b2 — Safety Population

Systemic Events, by Maximum Severity, Within 7 Days After Each Dose — Phase 1 — 65-85 Years — BNT162b2 — Safety Population
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In the younger age group, median onset day for most systemic events after either dose of
BNT162b2, and across any dose group, was between Day 1.0 and Day 4.0 (Supplemental
Table 14.131). Most systemic events generally resolved with median durations between
1.0 to 2.5 days (Supplemental Table 14.132). The median duration of fever and chills was
1.0 day for participants in the 30 pg group.

In the older age group, median onset day for any systemic event after either dose of
BNT162b2, and across any dose level, was between Day 1.5 and Day 2.0, except for
systemic events in the 10-pg dose group after Dose 1, which had a median onset day of

Day 5.5 (Supplemental Table 14.133). Most systemic events generally resolved with median
durations between 1.0 to 3.0 days (Supplemental Table 14.134). The median duration of
fever was 1.0 day for participants in the 30 ug group. The median duration of chills was

2 days in 2 participants in the 30 pg group.

12.1.3. Adverse Events — Phase 1
12.1.3.1. Summary of Adverse Events — Phase 1

This section summarizes AEs reported up to 1 month after Dose 2 (as of 24 August 2020) for
BNT162b1 and BNT162b2 (all dose levels). Additionally, long-term follow-up
(approximately 4 months after Dose 2 [as of cutoff date 14 November 2020]) are presented
for BNT162b2 30-pg. AEs reported up to 1 month after Dose 2 (as of 24 August 2020) are
summarized first, followed by additional safety follow-up for BNT162b2 30-pg.

12.1.3.1.1. Up to 1 Month After Dose 2

All AEs from Dose 1 through the data cutoff date of 24 August 2020 were included in the
summary for all dose levels for each vaccine candidate and age group other than BNT162b1
100-ug group for which AEs from Dose 1 to before Dose 2 were summarized.

Overall, fewer participants reported at least 1 AE after Dose 1 in the older BNT162b2 group
(8.3% to 25.0%) compared to the younger (41.7% to 50.0%) and older (25.0% to 58.3%)
BNT162b1 groups and the younger BNT162b2 group (33.3% to 41.7%).

BNT162b1

In the younger age group, 5 (41.7%) to 6 (50%) participants reported at least 1 AE after
Dose 1 of BNT162b1 up to 30 pg, compared to 2 (22.2%) participants in the placebo group
(Supplemental Table 14.135). Related AEs increased with increasing BNT162b1 dose level
(25.0% to 50.0%); six (50%) participants reported at least 1 related AE in the 30-pug dose
group. One (8.3%) participant reported a severe AE (pyrexia) in the 30-pg dose group
(Section 12.1.3.2.4).

In the 100-pug dose group, 8 (66.7%) participants reported at least 1 AE after Dose 1 to before
Dose 2 of BNT162b1, compared to 1 (33.3%) participant in the placebo group (Supplemental
Table 14.136). Six (50.0%) participants had at least 1 related AE, and 1 (8.3%) participant
reported a severe AE (sleep disorder) (Section 12.1.3.2.4).
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In the older group, 3 (25.0%) participants (30-ug dose group) and 7 (58.3%) participants
each (10-pg and 20-pug dose groups) reported at least 1 AE after Dose 1 of BNT162b1,
compared to 4 (44.4%) participants in the placebo group (Supplemental Table 14.137).
Two (16.7%) to 4 (33.3%) participants reported at least 1 related AE, with the highest
frequency in the 20-pg dose group. One participant each reported a severe AE in the 20-ug
(herpes zoster) and 30-ug (fatigue) dose groups (Section 12.1.3.2.4).

No SAEs, AEs leading to withdrawals, or deaths were reported in either age group.
BNT162b2

In the younger age group, 4 (33.3%) to 5 (41.7%) participants reported at least 1 AE after
Dose 1 of BNT162b2, compared to 2 (22.2%) participants in the placebo group
(Supplemental Table 14.138). Two (16.7%) to 4 (33.3%) participants reported at least

1 related AE, with the highest frequency in the 20-pg dose group. One participant reported a
severe AE (migraine) in the 30-pug dose group (Section 12.1.3.2.4).

In the older group, 1 (8.3%) to 3 (25.0%) participants reported at least 1 AE after Dose 1 of
BNT162b2, compared to 2 (22.2%) participants in the placebo group (Supplemental

Table 14.139). Only 1 (8.3%) participant reported at least 1 related AE (20-ug dose group).
One participant each reported a severe AE in the 30-ug dose group (muscle spasms) and
placebo group (radiculopathy) (Section 12.1.3.2.4).

No SAEs, AEs leading to withdrawals, or deaths were reported in either age group.

12.1.3.1.2. Through the Data Cutoff Date (BNT162b2 30-ug)

A summary of the number of participants reporting at least 1 AE from Dose 1 through the
data cutoff date (14 November 2020) for younger and older participants who received
BNT162b2 30-ng is presented in Supplemental Tables 14.140 and 14.141, respectively.
During the additional follow-up from 1 month after to 4 months after Dose 2 to the data
cutoff date (14 November 2020), 1 severe SAE (neuritis; due to an antecubital fossa blood
draw) was reported in the younger age group (Section 12.1.3.2.1.2). No additional AEs were
reported in the younger or older age group during the time period of 1 month after Dose 2
(29 August 2020) through approximately 4 months after Dose 2 (data cutoff 14 November
2020).

12.1.3.2. Analysis of Adverse Events — Phase 1

12.1.3.2.1. Adverse Events by System Organ Class and Preferred Term — Phase 1

12.1.3.2.1.1. Up to 1 Month After Dose 2/3 Weeks After Dose 1 (BNT162b2 100 png
Group)

AE by SOC and PT summaries in this section included AEs from Dose 1 to 1 month after
Dose 2 for all groups other than BNT162b1 100-ug group for which AEs from Dose 1 to
3 weeks after Dose 1 or from Dose 1 to before Dose 2 were summarized.

General disorders and administration site conditions was the most commonly reported SOC
in the older BNT162b1 group and the younger BNT162b2 group. The most commonly
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reported SOC was gastrointestinal disorders in the younger BNT162b1 group and nervous
system disorders in the older BNT162b2 group. Generally, most PTs were reported by
<2 participants per dose group.

BNT162b1

In the younger age group, from Dose 1 to 1 month after Dose 2 of BNT162b1,
gastrointestinal disorders was the most commonly reported SOC (2 [16.7%] participants each
dose group) in the BNT162b1 groups up to 30 pug (Supplemental Table 14.142). In the 20-ug
dose group only, paraesthesia (3 [25.0%]) was the most common AE by PT. All other AEs
were reported by <2 participants per dose group, including those in the placebo group.

In the 100-ug dose group, from Dose 1 to 3 weeks after Dose 1 of BNT162b1, psychiatric
disorders was the most commonly reported SOC (3 [25.0%] participants), and sleep disorder
(3 [25%] participants) was the most common AE by PT (Supplemental Table 14.143). All
other AEs were reported by <2 participants, including those in the placebo group.

In the older age group, from Dose 1 to 1 month after Dose 2 of BNT162b1, general disorders
and administration site conditions was the most commonly reported SOC in the BNT162b1
groups, reported in a total of 6 participants: 1 (8.3%) participant in the 10-ug dose group,

2 (16.7%) participants in the 20-pg dose group, and 3 (25.0%) participants in the 30-ug dose
group (Supplemental Table 14.144). Any AEs by PT were reported by no more than

1 participant per dose group.

BNT162b2

In the younger age group, general disorders and administration site conditions was the most
commonly reported SOC (Supplemental Table 14.145). These events included injection site
pain and injection site erythema. Any AEs by PT were reported by no more than 1 participant
per dose group.

In the older age group, nervous system disorders was the most commonly reported SOC,
reported in 1 participant each in the 30-pg group (sciatica) and the placebo group
(radiculopathy) (Supplemental Table 14.146). Any AEs by PT were reported by no more
than 1 participant per dose group.

12.1.3.2.1.2. Through the Data Cutoff Date (BNT162b2 30-ng)

The number of participants reporting at least I AE from Dose 1 to the data cutoff date
(14 November 2020) by SOC and PT for younger and older participants who received
BNT162b2 30-pg is presented in Supplemental Tables 14.147 and 14.148, respectively.

Additional follow-up from 1 month to 4 months after Dose 2 to the data cutoff date

(14 November 2020) included 1 severe SAE (neuritis) reported by 1 participant in the
younger BNT162b2 30-ug group; per the participant’s medical examination and history, this
event was linked to a blood draw, and the investigator considered there was a reasonable
possibility that the event neuritis was related to clinical trial procedure (blood draw) but
unrelated to vaccination. The AE profile for remaining non-serious events was unchanged.
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12.1.3.2.2. Related Adverse Events — Phase 1

12.1.3.2.2.1. Up to 1 Month After Dose 2/3 Weeks After Dose 1 (BNT162b2 100 png
Group)

Overall, general disorders and administration site conditions was the most commonly
reported SOC for the younger and older BNT162b1 groups and the younger BNT162b2
group. In the older BNT162b2 group, nausea, reported in 1 (8.3%) participant, was the only
related AE.

BNT162b1

In the younger age group, general disorders and administration site conditions was the most
commonly reported SOC (injection site pain, pyrexia, chills, fatigue, and injection site
swelling) (Supplemental Table 14.149). Two (16.7%) participants each in the 30-pg dose
group reported related AEs of tachycardia and pyrexia. All other related AEs were reported
by <2 participants per dose group.

In the 100-ug BNT162b1 group, psychiatric disorders were the most commonly reported
SOC (Supplemental Table 14.150). Three (25.0%) participants reported sleep disorder as
their psychiatric disorder. All other related AEs were reported by <2 participants each.

In the older age group, general disorders and administration site conditions was the most
commonly reported SOC (fatigue, injection site bruising, injection site pain, and peripheral
swelling) (Supplemental Table 14.151). Any related AEs by PT were reported by no more
than 1 participant per dose group.

BNT162b2

In the younger age group, general disorders and administration site conditions was the most
commonly reported SOC (injection site pain and injection site erythema) (Supplemental
Table 14.152). Any related AEs by PT were reported by no more than 1 participant per dose
group, including those in the placebo group.

In the older age group, only 1 (8.3%) participant reported a related AE of nausea in the 20-pug
dose group (Supplemental Table 14.153).

12.1.3.2.2.2. Through the Data Cutoff Date (BNT162b2 30-ng)

Additional follow-up from 1 month after to 4 months after Dose 2 to the data cutoff date
(14 November 2020) did not identify any additional participants with related AEs.

12.1.3.2.3. Immediate Adverse Events — Phase 1
BNT162b1
In the younger age group, 1 participant reported an immediate AE of paraesthesia after

Dose 1 of 20 pg BNT162b1 (Supplemental Table 14.154). In the 100-pug group, no
participants reported an immediate AE after Dose 1.
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In the older age group, 1 participant reported an immediate AE of eye paraesthesia after
Dose 1 of 10 ng BNT162b1 (Supplemental Table 14.155).

There were no participants in either age group who reported any immediate AEs after Dose 2
of BNT162b1 (Appendix 16.2.7.4.1).

BNT162b2

In the younger age group, after Dose 1 of BNT162b2, there were 3 participants who reported
an immediate AE: injection site erythema (10-ug dose group), ageusia (20-pg dose group),
and injection site pain (30-pug dose group) (Supplemental Table 14.156). After Dose 2 of
BNT162b2, there was 1 participant who reported an immediate AE of taste disorder (20-ug
dose group) (Supplemental Table 14.157).

There were no participants in the older age group who reported any immediate AE after any
dose of BNT162b2 (Appendix 16.2.7.4.1).

12.1.3.2.4. Severe Adverse Events — Phase 1

12.1.3.2.4.1. Up to 1 Month After Dose 2/3 Weeks After Dose 1 (BNT162b2 100 png
Group)

BNT162b1

In the younger age group, there was 1 participant who reported a severe AE of pyrexia
(102.4°F) 2 days after Dose 2 (30-ug dose group) (Supplemental Table 14.158 and
Appendix 16.2.7.4.1) and 1 participant who reported a severe AE of sleep disorder 1 day
after Dose 1 (100-pg dose group) (Supplemental Table 14.159 and Appendix 16.2.7.4.1.1).
Both AEs were determined by the investigator to be related to study intervention.

In the older age group, 2 participants reported a severe AE: herpes zoster which occurred

2 days after Dose 1 (20-pg dose group, considered unrelated to BNT162b1) and fatigue 1 day
after Dose 2 (30-pg dose group, considered related to BNT162b1) (Supplemental

Table 14.160 and Appendix 16.2.7.4.1).

BNT162b2

In the younger age group, 1 participant with a history of migraines reported a severe migraine
7 days after Dose 1 (30-pg dose group, considered unrelated) (Supplemental Table 14.161
and Appendix 16.2.7.4.1). In the older age group, 2 participants reported a severe AE:
muscle spasms 2 days after Dose 2 (30-pg dose group, considered unrelated to BNT162b2)
and radiculopathy 3 days after Dose 1 (placebo), considered unrelated to study intervention
(Supplemental Table