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Delegate’s Overview and Request for ACV’s Advice 
(The 18th ACV meeting on 15 January 2021) 

Submission number 

Co-ord file number 

Clinical file number 

PM-2020-05461-1-2 

E20-364582 

E20-364588 

e-Submission Number e005671 - (0000), e005671 - (0001), e005671 - (0002), 
e005671 - (0003) 

Active ingredient(s) BNT162b2 [mRNA] 

Product trade name COMIRNATY 

Strengths/dose form 30 μg suspension for intramuscular injection 

Sponsor Pfizer Australia Pty Ltd 

Submission description Type A / Provisional registration of a new vaccine 

Dosage and 
Administration 

Intramuscular administration (IM) / two doses (0.3 mL each) 
21 days apart. 

Indication initially 
proposed by Sponsor 

Active immunisation to prevent coronavirus disease 2019 
(COVID-19) caused by SARS-CoV-2, in individuals 16 years of 
age and older 

Indication proposed by 
the TGA delegate 

COMIRNATY (BNT162b2[mRNA]) COVID-19 Vaccine has 
provisional approval for the indication below: 

Active immunisation to prevent COVID-19 disease 
caused by SARS-CoV-2 virus in individuals 16 years of 
age and older. 

The vaccine should be used in accordance with official 
guidance in an officially declared pandemic. 

The decision has been made on the basis of short term efficacy 
and safety data. Continued approval depends on the evidence 
of longer term efficacy and safety from the ongoing and post-
market assessment. 

Indication revised by 
Sponsor following TGA 
request 

COMIRNATY (BNT162b2[mRNA]) COVID-19 Vaccine has 
provisional approval for the indication below:  
Active immunisation to prevent coronavirus disease 2019 
(COVID-19) caused by SARS-CoV-2, in individuals 16 years of 
age and older.  

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

The decision has been made on the basis of short term efficacy 
and safety data. Continued approval depends on the evidence 
of longer term efficacy and safety from ongoing clinical trials 
and post-market assessment. 

Summary of data The clinical data to support this provisional registration are 
largely from Study C4591001, an ongoing Phase 1/2/3, 
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randomized, observer-blind, placebo-controlled study to assess 
immunogenicity, efficacy and safety of BNT162b2 [mRNA] 
vaccine. The available study results showed that BNT162b2 
[mRNA] vaccine at 30μg administered as a 2-dose schedule (21 
days apart) achieved a short term efficacy of 95 % against 
COVID-19 in individuals ≥ 16 years of age who did not have 
prior SARS-CoV-2 infection. The safety analysis in 
approximately 38,000 participates who had a median of 2 
months follow up post 2nd dose revealed mild or moderate 
reactogenicity, low incidence of serious adverse events, and no 
clinically significant safety concern. 

Limitations of the current data include: 

 Safety follow up is currently limited to median two
months post Dose 2

 The duration of immune response and vaccine
protection is not currently known

 Vaccine efficacy against asymptomatic infection and
viral transmission are not yet known

 The data in immunocompromised individuals are very
limited

 Lack of data in paediatric subjects, pregnant women,
and lactating mothers

Pharmacovigilance activities and post-market studies have 
been proposed to address these limitations (see the RMP 
evaluation for details).  

Advice sought from the 
ACV 

The ACV is requested to provide advice on the following 
specific questions: 

1. Based on the evidence at this point in time, can the ACV
advise whether the benefits-risks balance is positive for
the use of COMIRNATY COVID-19 Vaccine in individuals
16 years and older in the Australian context to support
the provisional registration?

2. Can the ACV comment on the indication proposed by
the Delegate and the indication revised by the Sponsor?

3. As the safety follow up is currently limited to a median
2 months post-Dose 2, can ACV comment on the
likelihood of vaccine-related AEs occurring after more
than 2 months post vaccination, particularly with the
new mRNA vaccine?

4. Can the ACV comment on the proposed
pharmacovigilance activities?

The committee is also requested to provide advice on any other 
issues that it thinks may be relevant to a decision on whether 
or not to approve this application. 

Delegate’s preliminary 
assessment 

☐ I have no reason to say, at this time, that the application for
COMIRNATY should not be approved for provisional
registration.
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The indication revised by the sponsor following TGA request is 
considered acceptable by the delegate. 

The Conditions for Provisional Registration is in Attachment 2. 

The final decision will be made following the ACV discussion. 

Attachments Attachment 1: Review of Product Information 

Attachment 2: Conditions for Provisional Registration 

Attachment 3: Appendix of Additional Tables and Figures 

Delegate of the Secretary under regulation 39A 11 January 2021 
of the Therapeutic Goods Regulations 1990  
-
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Introduction 

1. Background on the Condition being Prevented

COVID-19 is an infectious disease caused by the novel coronavirus, SARS-CoV-2, that appeared 
in late 2019. It is predominantly a respiratory illness that can affect other organs. People with 
COVID-19 have reported a wide range of symptoms, ranging from mild symptoms to severe 
illness. Symptoms may appear 2-14 days after exposure to the virus. Symptoms may include: 
fever or chills; cough; shortness of breath; fatigue; muscle or body aches; headache; new loss of 
taste or smell; sore throat; congestion or runny nose; nausea or vomiting; diarrhoea. Infections 
caused by 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. In Australia, there are 
currently no licensed vaccines to prevent SARS-CoV-2 infections or COVID-19. 

2. Pfizer-BioNTech COVID-19 Vaccine

Pfizer-BioNTech COVID-19 Vaccine, BNT162b2 [mRNA], comprises a nucleoside-modified 
messenger RNA (modRNA) encoding the viral spike glycoprotein (S) of SARS-CoV-2. The RNA is 
encapsulated in lipid nanoparticles, which enables entry into host cells, expression of the S 
protein, and elicitation of both antibody and cellular immune responses. 

The vaccine is supplied as a white to off-white sterile frozen liquid, packaged in a multi-dose 
clear glass 2 mL vial with a rubber stopper, stored in -60 to -80°C. The vials are packed in 
cartons containing 195 multi-dose vials, and are intended for use over a short time window 
(calculated from its first use) due to its preservative-free composition.  

3. Provisional Registration Pathway

The provisional approval pathway allows sponsors to apply for provisional registration on the 
ARTG. It provides access to certain promising new medicines where the public health benefit of 
immediate or early availability of the medicine outweighs the risk inherent in the fact that 
additional data are still required. 

Specific eligibility criteria for the provisional approval pathway are set out in regulations 10K 
and 10L of the Therapeutic Goods Regulations 1990 (the Regulations). This pathway is for 
certain medicines that are to treat or prevent life threatening or seriously debilitating 
conditions. The medicine is considered eligible if there are preliminary clinical data 
demonstrating that the medicine is likely to provide a major therapeutic advance and the 
applicant (who made the application under subsection 22C(1) of the Act) can provide sufficient 
evidence of a plan to submit comprehensive clinical data on the safety and efficacy of the 
medicine before the end of the 6 year period following provisional registration. 

The pprovisional determination for this vaccine was granted by TGA on 14 October 2020. 

4. Australian Regulatory Status

A summary of the regulatory history of the proposed product in Australia is as follows: 

 Pfizer-BioNTech COVID-19 Vaccine, BNT162b2 [mRNA], is not registered on the ARTG.
 Pre-submission meeting was held on 18 September 2020.
 Provisional determination was granted on 14 October 2020.
 Rolling submission commenced on 23 October 2020.
 ACV meeting discussion is planned for 15 January 2021.

5. Overseas Regulatory Status

A summary of the overseas regulatory status of this vaccine is as follows: 

 A similar application has been made in the USA, EU, Canada, Switzerland and New
Zealand (all in October 2020).
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 MHRA (UK) issued an Emergency Use Authorization (EUA) on 2 December 2020.
 Health Canada issued an interim authorization on 9 December 2020.
 FDA issued an Emergency Use Authorization (EUA) on 10 December 2020.
 The Health Sciences Authority (HSA), Singapore, issued an interim authorization on 14

December 2020.
 Swissmedic granted conditional authorisation on 19 December 2020
 EMA granted conditional authorisation on 21 December 2020.

6. Guidance Documents

Guideline on Clinical Evaluation of New Vaccines EMEA/CHMP/VMP/164653/2005 

https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-clinical-evaluation-
new-vaccines_en.pdf 

Access Consortium statement on COVID-19 vaccines evidence (published on 4 December): 
https://www.tga.gov.au/access-consortium-statement-covid-19-vaccines-evidence 

Module 3 Quality Evaluation 

The Module 3 quality evaluation documents are saved as follows and these reports are attached 
for ACV information: 

Module 3 – Quality Drug Substance: D20-3811447 
Module 3 – Quality Drug Product: D20-3781630 
Summary for Delegate: D21-2010290 
S14 letter for labels: D21-2009386 

The Module 3 delegate states that there are no significant issues identified from the Quality 
Evaluation of the submitted data that would indicate the product should not be provisionally 
registered on the basis of quality, or safety-related issues arising from the quality of the product. 
The manufacturing quality information submitted by the Sponsor support the provisional 
registration of COVID-19 Vaccine BNT162b2 [mRNA] 30 micrograms/0.3 mL concentrated 
suspension for injection vial. However, it should be noted that there are some issues that need 
to be fully resolved before it is possible to provide assurances that the product is able to meet all 
of the requirements of the Therapeutics Goods Act 1989 and its associated instruments. There 
are specific conditions and obligations to be fulfilled post approval. The proposed Module 3 
conditions are detailed in the Module 3 Summary for Delegate (D21-2010290) and are also 
reproduced in Attachment 2 of this Overview. In terms of prior to product release to market, the 
batch release testing and compliance is required to be fulfilled, as well as the Sponsor’s 
commitment not to supply any batches that have a temperature deviation during shipment. All 
other quality conditions are post-market conditions. 

The sponsor has submitted Section 14 exemption for the use of the international label. This is 
considered acceptable duo to the public health emergency. Multi-dose vial presentation is also 
considered acceptable in the pandemic situation.  

Module 4 Preclinical Evaluation 

The Module 4 evaluation report is saved in TRIM ref. D21-2000512. There are no nonclinical 
objections to the provisional registration of the vaccine. The summary and conclusion is 
presented below. 
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 Primary pharmacology studies indicate the vaccine elicits both neutralizing antibody and
cellular immune responses to the spike (S) antigen in mice and monkeys, and conferred
some protection of monkeys from infection.

 Antibodies and T cells in monkeys declined quickly over 5 weeks after the second dose of
BNT162b2 (V9), raising concerns over long term immunity, which will be assessed by
clinical studies according to the Sponsor.

 Repeat dose toxicity studies with the proposed vaccine and a variant, both in the LNP
formulation, in rats raised no safety issues. Findings were consistent with immune
stimulation and inflammation responses (injection site inflammation, increased body
temperature, leucocytosis, increased large unstained cells, fibrinogen and acute phase
proteins, and hypercellularity of lymphohaematopoietic tissues). Hepatocyte vacuolation
(probably lipid vacuoles) was not associated with evidence of liver injury and was
reversible.

 The toxicity of the LNP formulation and novel excipients ALC-0159 and ALC-0315 was
assessed in one species as part of the repeat dose study with the vaccine. Neither the mRNA
nor the lipid excipients of the LNP formulation are expected to have genotoxic potential.
However, the potential of the LNP or the vaccine formulation for complement activation or
stimulation of cytokines release was not adequately assessed in nonclinical studies. Further
investigation (i.e., analysis of complement activation and cytokine stimulation) is
recommended unless this particular concern is addressed by clinical data. The absence of
repeat dose toxicity study in a second species and genotoxicity studies with the novel
excipients was adequately justified by the Sponsor.

 Increased incidence of supernumerary lumbar ribs in rat fetuses was noted in the fertility
and developmental study with the proposed vaccine. Pregnancy category B2 is considered
acceptable.

 Short term protection studies, lack of pharmacokinetic data for the S antigen-encoding
mRNA (BNT162b2 V9), suboptimal dosing interval in the repeat dose study, lack of repeat
dose toxicity studies in a second species and genotoxicity studies with the novel excipients,
and lack of studies investigating potential for autoimmune diseases were noted. However,
these deficiencies are either adequately justified by the Sponsor or addressable by clinical
data.

 There are no nonclinical objections to the provisional registration of the vaccine. Long term
immunity, vaccine induced autoimmune diseases were not studied in the nonclinical
program and should be addressed by clinical data post provisional registration. Nonclinical
studies on complement activation and stimulation of cytokines release are recommended
unless these issues are addressed by clinical data.

The requested changes to the Product Information is reproduced in Attachment 1. 

Module 5 Clinical Evaluation 

The detailed evaluation of the clinical studies is presented in the Clinical Evaluation Report 

(CER, see TRIM D21-2021328). 

Module 5 include study reports for Study BNT162-01 and Study C4591001. The table below 
presents the summary of the two clinical studies. 

Summary of Clinical Studies 
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Study BNT162-01 is a Phase 1, First in Human (FIH) study conducted in Germany, which 
explored various vaccine candidates and dose levels. Please refer to Clinical Evaluation Report 
(CER) for details of this study. Of note, cell mediated immunity data are available from this 
study in a limited number of subjects aged 18-55 years. Based on the ELISpot and ICS assay 
results, BNT162b1 and BNT162b2 induced poly-functional and pro-inflammatory CD4+/CD8+ T 
cell responses in most study participants. Re-stimulation of PBMCs with peptide pools 
representing the encoded antigens (RBD or full-length S protein) demonstrated a helper 
response characterized by a robust IFNγ/IL-2 response and only minor IL-4 production. This 
cytokine profile indicates a favourable Th1 response and only a minimal Th2 immune response. 

This study contributed to the selection of vaccine candidate and the final dose. This study is not 
discussed in detail in this Overview.  

Study C4591001 is the focus of this Overview. Study C4591001 is a global, Phase 1/2/3, 
randomized, multinational, placebo-controlled, observer-blind study, conducted in healthy 
individuals. It began as a Phase 1/2 study in the US, and was later amended and expanded to a 
global Phase 2/3 study, enrolling ~44,000 participants for immunogenicity, safety, and efficacy 
assessment. Adolescents 12 to 17 years of age were later added. There were many protocol 
amendments, but the amendments are considered justified and are unlikely to affect the study 
conclusion. The study consists of:  

 Phase 1 (to identify preferred vaccine candidate and dose level)
 Phase 2 (safety and immunogenicity in the first 360 participants who entered Phase

2/3)
 Phase 2/3 (efficacy and safety evaluation of the selected vaccine in a larger population)

The Sponsor claimed that the Clinical trials included in the application were performed in 
accordance with GCP. 

Study C4591001 

Immunogenicity Analysis 

Phase 1 Immunogenicity 

The Phase 1 part evaluated the safety, tolerability, and immunogenicity of 2 vaccine candidates. 
Participants were randomised 4:1 to receive active vaccine or placebo. The following two 
vaccine candidates were administered IM in a two-dose regimen: 

Sponso1· Study Phase tudy Test Product (Dose) . ·umber of Type of Subject 
Number Design Subj ects ( ge) 
Status 

BioNTech BNTl62-0I Pha e 1/2 BNT162b2 (1 , 3, 10, 20, 30 pg) Phase 1: 60 Adult 
(ongoing) randomized, (I 8-55 year of age) 

open-label, 
dose-esca lation, 
fir ·t-in-human 

BioNTech 459 1001 Pha e 1/2/3 Pha e I: Phase l: 90 Phase I: Adult 
(Pfizer) (ongoing) randomized, BNT I 62b2 ( I 0, 20, 30 pg) randomized 4: I (18-55 year of age, 

observer-blind, Placebo (within each 65-85 year of age) 
placebo- dose/age group) 
control 

Pha e 2: Phase 2: 360 Pha e 2: dult 
BNT162b2 (30 ~lg) randomized I : I (I -55 year of age, 
Placebo 65-85 year. of age) 

Pha e 3: Pha e 3: Pha. e 3: 
BNT162b2 (30 µg) - 44,000 Adole cent , Adult 
Placebo randomized 1 : 1 (12-15 year of age, 

(include 360 16-55 year of age, 
in Pha e 22 >55 year of age} 
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 BNT162b1 (dose levels: 10, 20, 30, 100 μg) – containing modRNA encoding SARS-CoV-2
receptor-binding domain

 BNT162b2 (dose levels: 10, 20, 30 μg) – containing modRNA encoding SARS-CoV-2 spike
glycoprotein (S) (i.e., the candidate subsequently chosen as the proposed product)

For each of the 2 candidates evaluated, younger participants (18-55 years old) received 
escalating dose levels (N = 15 per dose level, 4:1 ratio between vaccine and placebo) with 
progression to subsequent dose levels, and the older age group (65-85 years old, N = 15 per 
dose level, 4:1 randomization ratio between vaccine and placebo) when safety data for the 
preceding groups were deemed acceptable by the IRC.  

A total of 90 subjects were involved in the Phase 1 assessment of BNT162b2 [mRNA]. 

SARS-CoV-2 neutralizing titres and IgG antigen-binding levels (S1-binding IgG and RBD binding 
IgG) were measured on days 7 and 21 after dose 1 (pre-dose 2); days 7 and 14, and 1 month 
after Dose 2. The results of Phase I immunogenicity showed that:  

In the younger age group (18 – 55 years): 

 At 7 days after Dose 2, SARS-CoV-2 50 % neutralizing GMTs in the 20-μg and 30 μg dose
groups were higher for BNT162b2 recipients than for BNT162b1 recipients. The GMTs
were similar in the 10-μg 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.

 From before vaccination to 7 days post Dose 2, GMFRs of SARS-CoV-2 50 % neutralizing
titres were substantially high (compared to earlier time points after Dose 1) for
BNT162b1 and BNT162b2 recipients at the 30μg dose.

 From before vaccination to 7 days after Dose 2, all participants at the 30-μg dose level
who received BNT162b1 or BNT162b2 achieved a ≥ 4-fold rise in SARS-CoV-2 50 %
neutralizing titres.

In the older age group (65 – 85 years): 

 At 7 days after Dose 2, SARS-CoV-2 50 % neutralizing GMTs in the 30-μg dose group
were 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-μg 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 titres were substantially high (compared to earlier time points after Dose 1)
for BNT162b1 and BNT162b2 recipients at the 30-μg dose level.

 From before vaccination to 7 days after Dose 2, most participants who received
BNT162b1 or BNT162b2 at the 30-μg dose level achieved a ≥ 4-fold rise in SARS-CoV-2
50 % neutralizing titres.

The immunogenicity results from the Phase 1 part demonstrated that BNT162b2 elicited robust 
SARS-CoV-2 neutralization and S1-binding IgG antibody levels in both younger and older adults. 
Immune responses were generally stronger in the younger group than in the older group. The 
neutralizing titre GMTs were higher than those observed in a Healthy Convalescent Serum panel 
from people recovered from COVID-19. Responses were evident after the first dose and 
substantially boosted after the second dose. The results support the need for a 2-dose regimen.  
Safety and tolerability data of the Phase 1 part is described in the Vaccine Safety Analysis 
section of this Overview. The safety data demonstrated that the reactogenicity profile of 
BNT162b2 is more favourable than BNT162b1 in both younger and older adults. BNT162b2 at 
the 30µg dose level was therefore selected for the Phase 2/3 part of the study.  

Phase 2 Immunogenicity 

The Phase 2 part of Study C4591001 commenced with selected candidate BNT162b2 at the 
30μg dose level administered to participants who were randomized 1:1 to receive vaccine or 
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placebo. The Phase 2 portion evaluated immunogenicity and reactogenicity for 360 participants 
enrolled into the study when the Phase 2/3 part commenced. Immunogenicity results from 360 
participants demonstrated that BNT162b2 at 30 μg elicited robust SARS-CoV-2 neutralization 
and S1-binding IgG antibody responses at 1 month after Dose 2, similar to those observed in 
Phase 1 part of the study. The neutralizing titres and S1-binding GMCs were higher in the 
younger age cohort compared with the older age cohort.  

Vaccine Efficacy Analysis 

Phase 2/3 of Study C4591001 was designed to evaluate the safety and efficacy of BNT162b2 at 
the 30μg dose level, given in 2 doses 21 days apart in a larger population. The study objective 
and the two primary endpoints are described below: 

Phase 2/3 study objectives and primary efficacy endpoints 

The secondary efficacy endpoints, which were based on different approaches to COVID-19 case 
evaluation criteria, are described below:  

Participant Selection: initial selection was for adults 18 years and older. The protocol was later 
amended to include subjects 16 years and older, and then 12 years and older (Participants older 
than 18 years of age began enrollment from July 27,2020, 16 to 17 years of age began from 
September 16, 2020 and 12 to 15 years of age began enrollment from October 15, 2020). The 
Sponsor does not seek indication for 12-15 years old, as the number of subjects is limited at the 
time of submission. Healthy participants with pre-existing stable disease, defined as disease not 
requiring significant change in therapy or hospitalization for worsening disease during the 6 
weeks before enrolment, could be included. Participants with known stable infection with HIV, 
hepatitis C virus or hepatitis B virus could be included. It is noted that people with the following 
conditions were excluded:  

Obi ectives" Estim:mcls Endpoints 
Primary Efficacy 

To evaluate the efficacy of In paiiicipants complying with the COVID-19 incidence per 
prophylactic BNT162b2 against key protocol c1iteria ( evaluable 1000 person-years of follow-up based on 
confumed COVID-19 occuning from pmiicipants) at least 7 clays after central laborat01y or locally confinnecl 
7 clays after the second dose in receipt of the second dose of study AA T in participants with no serological 
paiiicipants without evidence of interven tion: 100 x (1 - IRR) or virological evidence (up to 7 days after 
infection before vaccination [ratio of active vaccine to placebo] receipt of the second dose) of past SARS-

CoV-2 infection 

To evaluate the efficacy of In paiiicipants complying with the COVID-19 incidence per 1000 person-
prophylactic BNT1 62b2 against key protocol c1iteria ( evaluable years of follow-up based on central 
confinned COVID-19 occuning from pa1ticipants) at least 7 clays after laborato1y or locally confinned -AAT 
7 clays after the second dose in receipt of the second dose of study 
pmiicipants with and without i.nte1v ention: 100 x (1 - IRR) 
evidence of infection before [ratio of active vaccine to placebo] 
vaccination 

• COVID-19 confirmed at least 14 days after Dose 2 : COVID-19 incidence per 
1000 person-years of follow up in participants either (1) wiU1out or (2) with and ,;vithout 
serological or virological evidence of past SARS-CoV-2 infect ion before and during 
vacci11atio11 regimen - cases confinned 2:14 days after Dose 2 

• Severe COVID-19 : incidence per 1000 person-years of follow-up i:n participants either 
(1) without or (2) \\Tith and without evidence of past SARS-CoV-2 infection before and 
during vaccination regimen - cases confumed either (1) 2: days after Dose 2 or (2) 2:14 days 
after Dose 2 

• CD C-defin ed COVID-19: incidence per 1000 person-yeai-s of follow-up in participants 
either (1) without or (2 with and without evidence of past SARS-CoV-2 infection before and 
during vaccination regimen - cases confirmed either (1) 2:7 days after Dose 2 or (2) 2':1 4 days 
after Dose 2. 
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 Other medical or psychiatric conditions, including recent or active suicidal
ideation/behaviour or laboratory abnormality that increased the risk of participation or,
in the investigator’s judgment, made the participant inappropriate for the study.

 Immunocompromised individuals and individuals who received treatment with
immunosuppressive therapy.

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

 Participants who had previous clinical or microbiological diagnosis of COVID-19 disease.
 History of severe adverse reaction associated with a vaccine and/or severe allergic

reaction to any component of the study intervention
 Women who are pregnant or breastfeeding

The Phase 2/3 part is designed as an adaptive, event-driven trial. The 95.0% credible interval 
for vaccine efficacy (VE) and the probability of VE greater than 30 % were calculated with the 
use of a Bayesian beta-binomial model. The final analysis uses a success boundary of 98.6 % for 
probability of vaccine efficacy greater than 30 %, to compensate for the interim analysis and to 
control the overall type 1 error rate at 2.5 %. 

Confirmed COVID-19 cases were determined by Reverse Transcription-Polymerase Chain 
Reaction (RT-PCR) and required at least 1 symptom consistent with COVID-19 disease. The 
symptoms included: fever, new or increased cough, new or increased shortness of breath, chills, 
new or increased muscle pain, new loss of taste or smell, sore throat, diarrhoea or vomiting. 
Approximately 44,000 participants were enrolled and randomised 1:1 to receive 2 doses of the 
Vaccine or placebo, separated by 21 days. Randomization was stratified by age: 16 through 55 
years of age, or 56 years of age and older, with a minimum of 40% of participants in the ≥ 56-
year stratum (see Table 1 Attachment 3). Note that subjects 12 through 15 years of age were 
not included in the efficacy analysis.  

Disposition and Demographic Characteristics of the Study Population 

The proportions of all randomised participants (n=43,651) included in the efficacy analysis 
were similar in the BNT162b2 and placebo groups (Table 1 and Table 2 Attachment 3). 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 (i.e., 19 to 
42 days after Dose 1). The efficacy population include 82.8 % White, 8.9 % Black or African 
American, 4.5 % Asian, and 26.8 % Hispanic/Latino participants. The median age was 52 years 
and participants were balanced for gender. The younger (16 -55 years of age) and older (≥56 
years of age) groups comprised 57.2 % and 42.6 % of participants respectively. Obese 
participants made up around 35% of the population. Approximately 20% of participants had 
baseline comorbidities. 

Result of the First Primary Endpoint: Vaccine Efficacy (VE) Without Prior Evidence of SARS-
CoV-2 Infection – 7 Days After Dose 2 – Final Analysis  

The interim analysis (4 November 2020) based on 94 COVID-19 cases successfully 
demonstrated high vaccine efficacy. This was followed by the second (and final) analysis, which 

was based on 170 accumulated COVID-19 cases. The final analysis was performed on 14 

November 2020, by which time 43,651 participants had been randomised. The focus of this 
Overview will be the final efficacy analysis:  

Among the 36,523 efficacy evaluable participants who had no evidence of existing or prior 
SARS-CoV-2 infection (18,198 in the vaccine group and 18,325 in the placebo groups), 8 cases of 
COVID-19 with onset at least 7 days after the 2nd dose were observed among vaccine recipients 
and 162 among placebo recipients. The Vaccine Efficacy (VE) against confirmed COVID-19 
occurring at least 7 days after Dose 2 was 95.0 %. The 95 % CI 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. 
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Vaccine Efficacy - First COVID-19 Occurrence from 7 days after dose 2 - Subjects without 
evidence of infection prior to 7 days after dose 2 - Efficacy Evaluation (7 days) Population 

Result of the Second Primary Efficacy Endpoint 

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-Efficacy Evaluation (7 days) 
Population  

Vaccine Efficacy by Subgroups 

For the primary endpoints, VE was evaluated for subgroups by age, gender; race, ethnicity, and 
country (see Table 3 and Table 4, Attachment 3). Table 3 presents the VE in subjects without 
evidence of prior infection and Table 4 presents the VE in subjects with or without evidence of 
prior infection. Among participants without prior evidence of SARS-CoV-2 infection, VE was >93 
% in all subgroups, with the exception of “all others” race group (89.3 %) and Brazil (87.7 %). 
The VE was 94.7 % (95 % CI: 66.7 %, 99.9 %) in participants older than 65 years of age (1 case 
in BNT162b2 group vs 19 cases in placebo group). An additional analysis of age subgroups 
showed observed VE in those older than 75 years of age was 100 % (0 cases in BNT162b2 group 
vs 5 cases in placebo group (95 % CI: -13.1 %, 100.0 %) (Table 5 Attachment 3). 

Among participants with or without prior evidence of SARS-CoV-2 infection (Table 4), VE was 
>93 % in all subgroups, with the exception of “all others” race group (78.2 %), Brazil (75.4 %),
and positive prior SARS-CoV-2 infection at baseline (-7.1 %, 1 case in each group).

Post Hoc Subgroup Analyses by Risk Status 

Post hoc analyses of efficacy based on risk status were performed (Table 6, attachment 3). 
Among participants without prior evidence of SARS-CoV-2 infection before and during 
vaccination regimen, VE for at-risk participants was 95.3 %, as compared with 94.7 % for those 
not at-risk. 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. 

Results for the Secondary Efficacy Endpoints 

The 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 
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posterior probability of >99.99 % for the true VE > 30 % met the pre-specified success criterion 
of >98.6 % for this endpoint. The 95 % CI for the vaccine efficacy was 88.7 % to 97.2 %. 

Among participants with or without evidence of SARS-CoV-2 infection before and during 
vaccination regimen, VE against confirmed COVID-19 occurring at least 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 > 30 % met the pre-specified success criterion 
of >98.6 % for this endpoint. The 95 % CI for the vaccine efficacy was 89.1 % to 97.3 %. 

Among participants without evidence of SARS-CoV-2 infection before and during the 
vaccination regimen, the observed VE of 66.3 % against severe COVID-19 occurring at least 7 
days after Dose 2 did not meet the pre-specified 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 after Dose 2 in the study. Additional analysis conducted in all cases after the
first dose (1 vs 9 cases, respectively) showed the evidence of an effect on severe cases (VE =
88.9 % with a 95 % CI of 20.1 to 99.7 %).

The efficacy analyses using CDC-defined symptoms to identify a COVID-19 case gave similar 
efficacy results as the primary endpoints. 

All Confirmed Cases of COVID-19 After Dose 1 (post-hoc analysis) 

All reports of COVID-19 with onset at any time after Dose 1 are presented in the table below: 

Vaccine Efficacy – First COVID-19 Occurrence After Dose 1 – Dose 1 All-Available Efficacy 
Population 

This provides a summary of cases for all participants in the Dose 1 all-available efficacy 
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. The estimated VE against confirmed COVID-19 
occurring after Dose 1 was 82 % (95 % CI: 75.6 %, 86.9 %), with an estimated VE of 52.4 % (95 
% CI: 29.5 %, 68.4 %) against confirmed COVID-19 occurring after Dose 1 but before Dose 2. 

The early onset of protection can be viewed in Figure 5 Attachment 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 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.  

Vaccine Safety Analysis 

Safety was evaluated in Study BNT162-01 (FIH) and in three Phases of Study C4591001. This 
Overview focuses on the safety analysis of Study C4591001. The safety analyses are descriptive 
with no formal statistical hypothesis testing. The cut-off date for safety data is 14 November 
2020. 
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Study C4591001 Phase 1 

The 10 μg, 20 μg, and 30 μg doses tested for BNT162b1 and BNT162b2 were well tolerated. The 
BNT162b1 candidate at 100 μg was discontinued after the first dose due to the reactogenicity 
profile. Reactogenicity was generally higher after Dose 2 than Dose 1. The frequency of local and 
systemic reactogenicity was generally lower for BNT162b2 compared to BNT162b1, especially 
after the 2nd dose. Reactogenicity events after each dose for both candidates in older adults 
were milder and less frequent than those observed in younger adults. The majority of events 
were mild or moderate. There were no SAEs or discontinuations because of AEs. Overall, fewer 
AEs were experienced by participants who received BNT162b2 compared with those who 
received BNT162b1, with the least number of participants experiencing AEs in the BNT162b2 
older age group. Clinical laboratory evaluations showed a transient decrease in lymphocytes 
that was observed in all age and dose groups after Dose 1, which resolved within a few days, 
and was not associated with any other clinical sequelae. 

The report received by TGA on 10 December 2020 included additional follow-up from 1 month 
after dose 2 (29 August 2020) to 4 months after Dose 2 (the data cut-off 14 November 2020): 1 
severe SAE (neuritis; due to an antecubital fossa blood draw) was reported in the younger age 
group. No additional AEs were reported in the younger or older age group between 29 August 
2020 to data cut-off date of 14 November 2020. 

Study C4591001 Phase 2/3 

The safety analysis have been done on all enrolled participants (n= 43252), the reactogenicity 
subset (n= 8,183), participates with a follow up more than 2 months after dose 2 (n=19037), 
and participants with a median follow up of 2 months after dose 2. This Overview focuses on the 
safety analysis of  

(1) Local and systemic reactogenicity in the reactogenicity subset of 8,183 subjects, and

(2) AE analysis in around 38,000 participants with a median of 2 months follow up post Dose 2.

The primary safety endpoints were solicited, specific local or systemic AEs and use of 
antipyretic or pain medication within 7 days after each dose of vaccine or placebo, as prompted 
by and recorded in an electronic diary in a subset of participants (reactogenicity subset), and 
unsolicited AEs (without prompts from the electronic diary) through 1 month after the 2nd 
dose, and through 6 months after the 2nd dose. 

Demographic characteristics of the approximately 38,000 participants with a median of 2 
months of follow-up after Dose 2 were similar between BNT162b2 and placebo groups (Table 7 
Attachment 3). There were no clinically meaningful differences by age, gender, race, ethnicity, 
or baseline SARS-CoV-2 status in the vaccine and placebo group. Across the two groups, about 
20.5 % had any comorbidity (Table 8 Attachment 3). The most frequently reported 
comorbidities were diabetes (8.4 %) and pulmonary disease (7.8 %), which were reported at 
similar frequencies in each group.  

The reactogenicity subset: as of 14 November 2020, the reactogenicity subset was comprised of 
8,183 participants (which included the 360 participants in Phase 2). Table 9 and Table 10 
(Attachment 3) present a summary of the local and systemic reactogenicity analysis. 

Local reactions: 

In the BNT162b2 group, pain at the injection site was reported more frequently in the younger 
group than in the older group (see Figure 2) with similar frequency after Dose 1 and Dose 2 of 
BNT162b2 in the younger group (83.1 % vs 77.8 %) and older group (71.1 % vs 66.1 %). 

In the BNT162b2 group, frequencies of redness and swelling were similar in the younger and 
older age group after Doses 1 and 2. Frequencies of redness were similar after Dose 1 and Dose 
2 of BNT162b2 in the younger age group (4.5 % vs 5.9 %) and in the older age group (4.7 % vs 
7.2 %). Frequencies of swelling were similar after Dose 1 and Dose 2 of BNT162b2 in the 
younger age group (5.8 % vs 6.3 %) and in the older age group (6.5 % vs 7.5 %). In the placebo 



Page 16 of 53 

group, redness and swelling were reported infrequently in the younger (≤ 1.1 %) and older (≤ 
1.2 %) groups after Doses 1 and 2. 

Across age groups, pain at the injection site did not increase after Dose 2, and redness and 
swelling were generally similar in frequency after Dose 1 and Dose 2. Most local reactions were 
mild or moderate. Few severe local reactions were reported after either dose. The frequency of 
any severe local reactions after Dose 1 and after Dose 2 was ≤ 0.7 %. No grade 4 reactions were 
reported. The local reactions for the BNT162b2 group after either dose had a median onset 
between Day 1 and Day 3, and ranges were similar in the younger and older age groups. The 
local reactions after either dose resolved with median durations between 1 to 2 days, which 
were similar in the younger and older age groups. 

Figure 1 - Participants reporting local reactions, by maximum severity, within 7 days 
after each dose, by age group – Reactogenicity subset for Phase 2/3 Analysis – Safety 
Population age group: 16-55 years 

Figure 2 - Participants reporting local reactions, by maximum severity, within 7 days 
after each dose, by age group - Reactogenicity subset for Phase 2/3 Analysis – Safety 
population age group: > 55 years 
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Systemic reactions: 

Systemic events were generally increased in frequency and severity in the younger age group 
(Figure 3) compared with the older age group (Figure 4), with frequencies and severity 
increasing with number of doses (Dose 1 vs Dose 2). Vomiting and diarrhoea were exceptions, 
with vomiting reported similarly infrequently in both age groups and diarrhoea reported at 
similar incidences after each dose. Systemic events were reported less frequently in the placebo 
group than in the BNT162b2 group, for both age groups and doses, with some exceptions. In the 
younger age group, vomiting and diarrhoea (after Dose 1 and Dose 2) were reported at similar 
frequencies in the placebo group and the BNT162b2 group (Figure 3). In the older age group, 
fever and joint pain (after Dose 1) and vomiting and diarrhoea (after Dose 1 and Dose 2) were 
reported at similar frequencies in the placebo group and the BNT162b2 group (Figure 4). 

Figure 3 – Participants reporting systemic events, by maximum severity, within 7 days 
after each dose, by age group – Reactogenicity subset for Phase 2/3 Analysis – Safety 
population age group: 16-55 years.  

Figure 4 – Participants reporting systemic events, by maximum severity, within 7 days 
after each dose, by age group – Reactogenicity subset for Phase 2/3 Analysis – Safety 
population age group: > 55 years.  
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In the BNT162b2 group, systemic events after Dose 1 were generally lower in frequency than 
after Dose 2 across age groups: fever (2.7 % vs 13.6 %), fatigue (41.5 % vs 55.5 %), headache 
(34.5 % vs 46.1 %), chills (10.6 % vs 29.6 %), muscle pain (18.0 % vs 33.5 %), and joint pain 
(9.9 % vs 20.5 %). Diarrhoea and vomiting frequencies were generally similar. Across age 
groups, median onset day for all systemic events after either dose of BNT162b2 was Day 2 to 
Day 3, and ranges were similar in the younger and older age groups. All systemic events 
resolved with median duration of 1 day, which was similar in the younger and older age groups. 
The median duration of either fever or chills from first to last day after Dose 1 and Dose 2 was 1 
day, for both younger and older age groups. Other than fatigue and headache, most systemic 
events were infrequent in the placebo group. 

Analysis of Adverse Events: 

A total of 37,707 participants who were randomized on or before 9 October 2020 were 
vaccinated with Dose 1. One of these participants did not sign an informed consent and is 
therefore not included in any analysis population. The remaining 37,706 participants had a 
median follow-up time of 2 months after Dose 2. Of these, 19,067 (50.6 %) had at least 
2 months of follow-up after Dose 2. HIV-positive participants (n = 120) were included for 
counting purposes in demographic and disposition summaries; however, these participants 
were not included in the summary of safety or efficacy endpoint results. Therefore, 37,586 
participants were included in the AE analyses presented here. 

The summary of AEs in these 37,586 participants (from Dose 1 to 1 month after Dose 2) is 
presented in Table 11 and Table 12 of Attachment 3. Among these 37,586 participants, the 
most frequent AEs reported up to 1 month after Dose 2 were reactogenicity events, in the 
System Organ Classes (SOCs) of: 

 general disorders and administration site conditions (18.6 % vaccine vs. 3.9 % placebo)
 musculoskeletal and connective tissue disorders (7.3 % BNT162b2 vs. 2.0 % placebo)
 nervous system disorders (6.1 % BNT162b2 vs. 2.4 % placebo)
 infections and infestations (1.5 % BNT162b2 vs. 1.5 % placebo)
 gastrointestinal disorders (2.9 % BNT162b2 vs. 1.9 % placebo).

Comparing the younger versus older BNT162b2 age groups, AE incidences in these SOCs were: 

 general disorders and administration site conditions (21.1 % vs 15.2 %)
 musculoskeletal and connective tissue disorders (8.3 % vs 5.9 %)
 nervous system disorders (6.9 % vs 4.9 %)
 infections and infestations (1.5 % vs 1.6 %)
 gastrointestinal disorders (3.0 % vs 2.8 %).

The numbers of overall participants who reported at least 1 AE (27.0 % vs 12.5 %) were higher 
in the BNT162b2 group as compared with the placebo group and at least 1 related AE (20.8 % 
vs 5.1 %). The most frequent AEs in the BNT162b2 group were injection site pain (2,108 [11.2 
%]), pyrexia (1,144 [6.1 %]), chills (998 [5.3 %]), fatigue (1,026 [5.5 %]), headache (966 [5.1 
%]), and myalgia (904 [4.8 %]). During this time period from Dose 1 to 1 month after Dose 2, 
most of these AEs were reported during the e-diary 7-day reporting period. The majority of 
these AEs were reported in the younger age group: injection site pain (1,358 [12.5 %]), pyrexia 
(819 [7.6 %]), chills (693 [6.4 %]), fatigue (690 [6.4 %]), headache (649 [6.0 %]), and myalgia 
(628 [5.8 %]).  

This trend continued to be seen through the data cut-off date for all enrolled participants (n= 
43,252 participants). The higher frequency of reported unsolicited non-serious adverse events 
among BNT162b2 recipients compared to placebo recipients was primarily attributed to local 
and systemic adverse events reported during the first 7 days following vaccination that are 
consistent with adverse reactions solicited among participants in the reactogenicity subset. 
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Adverse Events by Subgroups: no clinically meaningful differences in AE frequencies were 
observed by age, sex, race, ethnicity, or baseline SARS-CoV-2 status subgroups. 

Adverse Events of Clinical Interest: the CDC's list of AESIs for COVID-19, including the terms 
potentially indicative of severe COVID-19 or serious autoimmune and neuroinflammatory 
disorders, was considered in the review of reported AEs. 

Lymphadenopathy: in the BNT162b2 group, 64 participants (0.3 %) reported an AE of 
lymphadenopathy (54 in the younger age group and 10 in the older age group), and 6 in 
the placebo group. In cases where location was specified, lymphadenopathy occurred in 
the arm and neck region. Most lymphadenopathy events were reported within 2 to 4 
days after vaccination. The mean duration was 10 days and 12 events were ongoing at 
the time of the data cut-off date. A total of 47 out of these 64 lymphadenopathy events 
were judged by the investigator as related to study intervention. 

Hypersensitivity: in the younger age group, an AE of angioedema 13 days after Dose 1 
(both eyes) and hypersensitivity (allergy attack; no additional information available at 
the time of this report) was reported in 1 participant each (BNT162b2 group), and an AE 
of drug hypersensitivity (oral penicillin reaction) was reported in 1 participant who 
received placebo; all were assessed by the investigator as unrelated to study 
intervention. There were 6 participants reported “Drug hypersensitivity” in the vaccine 
group compared to 1 in placebo group (see Table 42, page 175 of Clinical Overview). 
Post-market monitoring for hypersensitivity events should be conducted. 

Facial paralysis: there were 4 reports of facial paralysis (Bell’s palsy) in the vaccine 
group with none in the placebo group (see Table 42, page 187 of Clinical Overview).  

SAEs: among the 37,586 participants with a median of 2 months of follow-up after Dose 2, from 
Dose 1 to 1 month after Dose 2 the proportions of participants who reported at least 1 SAE 
was similar in the BNT162b2 group (0.5 %) and in the placebo group (0.4 %). Three of the SAEs 
in the BNT162b2 group and none in the placebo group were assessed as related to study 
intervention: 1 SAE each of shoulder injury related to vaccine administration, ventricular 
arrhythmia, and lymphadenopathy.  

A total of 12 participants had SAEs of appendicitis; 8 in the BNT162b2 group and 4 in the 
placebo group. None were assessed as related to study intervention. An observation of 12 
appendicitis events across both treatment groups is not greater than expected based on 
background rates (estimated in a US Electronic Health Records database). 

Up to cut-off date of 14 November 2020, the number of participants who reported SAEs was 
similar in the two groups (0.7 % for BNT162b2 vs 0.5 % for the placebo group). With the 
additional follow-up time, another SAE assessed by the investigator as related to study 
intervention in the BNT162b2 younger age group was reported: 1 event of lower back pain and 
bilateral lower extremity pain with radicular paraesthesia (onset Day 47 after Dose 2). 

Severe AEs, SAEs, and AEs leading to withdrawal were few, and were reported by ≤ 1.2 %, ≤ 0.5 
%, and ≤ 0.2 % respectively, in both groups. Discontinuations due to related AEs were reported 
in 14 participants in the BNT162b2 group and 7 participants in the placebo group.  

Deaths: there were 6 participants, all in Phase 3, who died before the data cut-off date of 14 
November 2020. There were 2 deaths in the BNT162b2 group (arteriosclerosis and cardiac 
arrest) and 4 deaths in the placebo group that were assessed as not related to study 
intervention. 

Severe COVID-19 Illness: the protocol had pre-specified stopping rules that included monitoring 
of severe COVID-19 cases, and these stopping criteria were not met. The confinement of the 
majority of severe cases to the placebo groups suggests no evidence for vaccine-associated 
enhanced disease (VAED), including vaccine-associated enhanced respiratory disease (VAERD). 
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The safety profile of all enrolled participants (n = 43,252 participants) who had variable follow 
up from Dose 1 to the data cut-off date (14 November 2020) is consistent with the safety profile 
in the participants who had at least 2 months of follow-up after Dose 2.  

The safety evaluation is still ongoing. Participants continue to be monitored for unsolicited 
adverse events, including SAEs up to six months after the last vaccine dose. 

Safety in Special Population 

Pregnant women: at the time of the data cut-off (14 November 2020), a total of 23 participants 
had reported pregnancies in the safety database, including 9 participants who withdrew from 
the vaccination period of the study due to pregnancies. These participants continue to be 
followed for pregnancy outcomes. The data to support safety in pregnancy are inadequate at 
this stage. This vaccine is therefore not recommended for use during pregnancy.  

Paediatric population: There were only 100 participants 12 to 15 years of age (N=100; n=49 
BNT162b2; n= 51 placebo) recruited in the Phase 2/3 study under protocol amendment 7. The 
safety and efficacy of BNT162b2 in participants <16 years of age have not been established. The 
Sponsor is not seeking indication for < 16 years old in the current submission, and will 
undertake further study in paediatric subjects to assess the vaccine response in the paediatric 
population. 

Immunocompromised individuals: immunocompromised individuals and individuals who 
received treatment with immunosuppressive therapy were excluded from the clinical trial. 
There were data for limited number of participants with stable HIV infection. The AEs reported 
in this group are consistent with the all enrolled population.  

Post-marketing AE reports 

There were a number of reports of anaphylaxis reactions to Pfizer BioNTech’s COVID-19 vaccine 
in the United Kingdom (UK) and in the United States following the vaccine rollout. The two 
cases in the UK occurred on December 8, 2020. Both individuals in the U.K. had a history of 
severe allergic reactions and carried adrenaline auto injectors. They both were treated and have 
recovered. 

Anaphylactic reaction is now included as an identified risk for this vaccine. The updated 
Australian PI has included statement of “Close observation for at least 15 minutes is 
recommended following vaccination. A second dose of the vaccine should not be given to those 
who have experienced anaphylaxis to the first dose of Comirnaty” and “Appropriate medical 
treatment and supervision should always be readily available in case of an anaphylactic reaction 
following the administration of the vaccine”. Hypersensitivity to the active substance or to 
any of the vaccine excipients have been included as Contraindication. The FDA document for 
Health Care Professionals include the statement of “Do not administer Pfizer-BioNTech COVID-
19 Vaccine to individuals with known history of a severe allergic reaction (e.g., anaphylaxis) to 
any component of the Pfizer-BioNTech COVID-19 Vaccine”. 

RMP Evaluation 

The final RMP evaluation report is saved in TRIM D21-2006172 

The EU RMP 1.0 was provided to the TGA on the 29 December 2020. The proposed summary of 
safety concerns and their associated risk monitoring and mitigation strategies as described in 
the EU RMP are summarised below: 



Summary of safety concerns 

Important Anaphylaxis 
identified 
risks 

Important Vaccine-associated enhanced disease (VAED) 
potential including Vaccine-associated enhanced 
risks respiratory disease (V AERD) 

Missing Use in pregnancy and while breast feeding 
information 

Use in immunocompromised patients 

Use in frail patients with co-morbidities ( e.g. 
chronic obstructive pulmonary disease (COPD), 
diabetes, chronic neurological disease, 
car diovascular disorders) 

Use in patients with autoimmune or 
inflammatory disorders 

Interaction with other vaccines 

Long term safety data 

toata capture Aid 
*Clinical trials 

Pharmacovigilance 

Routine Additional 

✓i ✓* 

✓i ✓* 

✓ ✓* 

✓ ✓* 

✓ ✓* 

✓ ✓* 

✓ ✓* 

✓ ✓* 

The summary of the safety concerns above are considered acceptable. 

Risk Minimisation 

Routine Additional 

✓ -

- -

✓ -

✓ -

✓ -

- -

✓ -

- -

The sponsor has been asked to implement specific targeted follow-up forms to monitor 
AESI in Australia and to provide vaccine traceability plan prior to the vaccine supply. 

With regards to additional pharmacovigilance activities, the sponsor has proposes the following 
11 studies, of which 1 global, 3 in Europe only, 2 in Europe and US, and 3 in US only; the 
countries where 2 studies will be conducted are not available at this time. There are 6 
Interventional studies (C4591001, C4591015, BNT162-01 Cohort 13, C4591018, 1 study in high 
risk adults and 1 study for vaccine interactions) and 5 Non-Interventional studies ( 4 safety and 
1 effectiveness). 
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Table 13 Attachment 3 presents more details of the planned and ongoing studies. The results 
from these studies will help to address the missing information identified in the summary of 
safety concerns. 

No Australian specific studies have been planned. The data from the studies planned to be 
conducted overseas are considered applicable to the Australian population.  

Please see Attachment 2 for RMP Conditions of Registration. 

Delegate’s Discussion 

Unmet public health need 

With respect to the incidence rate of COVID-19, Australia is currently in a better situation in 
comparison to some other countries. However, the situation is far from the normal life we led 
pre-COVID-19. The COVID-19 outbreaks have been occurring frequently, and the consequential 
travel restriction and border closure have been having a negative impact on our daily life. A safe 
and effective vaccine is one of the important tools in our fight against the COVID-19 pandemic. 
No COVID-19 vaccine is currently registered in Australia. There is an unmet need for safety and 
effective COVID-19 vaccines during the current public health emergency. 

Short term efficacy and safety data for provisional registration 

Pfizer has submitted the short-term result from the pivotal study to support the provisional 
registration of BNT162b2[mRNA] COVID-19 vaccine. The submitted pivotal study has an overall 
good study design, including representative study population and acceptable statistical 
considerations. The result from this study have demonstrated that BNT162b2 [mRNA] at 30 μg 
administered as a 2-dose schedule (21 days apart) achieved a short term vaccine efficacy of 95 
% against PCR-confirmed COVID-19 in subjects ≥ 16 years of age without prior evidence of 
SARS-CoV-2 infection. This was demonstrated in a larger randomised placebo-controlled Phase 
III trial, with many subjects being followed for a median of 2 months post Dose 2. The vaccine 
efficacy was consistent across age, gender, race and ethnicity demographics. Vaccine efficacy 
was also demonstrated in those with one or more comorbidities. The analysis of tolerability and 
safety of the vaccine detected short-lived, mild to moderate local and systemic reactogenicity, 
low incidence of severe or serious events, and no clinically significant safety concerns among 
participants who were followed for a median 2 months after the 2nd dose of the vaccine. 

The submitted safety data is only short term at this stage, but the data have fulfilled the 
requirement as set out in the “Access Consortium statement on COVID-19 vaccines evidence” 

Study N umber C ountry Interventional/ P uq10se 
Non-Interventional 

C459 100 1 Globa l Interventional Safety 

C459 101 5 Not available at this time Interventional Safety 

C459 1010 EU on-lnterventiona l Safety 

C459101 l us Non-In terventiona l Safety 

C459 1012 us Non-Inte1v entional Safe ty 

ACCESSN AC4EU EU Non-Inte1v entiona l Safe ty 

C459 101 4 EU , US Non-In te1v entiona l Effectiveness • 

BN T1 62-0 l Cohort 13 EU Inte1ventional Safety 

C459 101 8 us Inte1ventional Safety 

Safety and EU, U S lnte1ventional Safety 
immunogenicity in high 
risk adults b 

Co-adminis tration study Not available at this tim e Inte1ventional Safe ty 
w ith seasonal influenza 
vaccme 
a. Vaccine effectiveness is not a safe ty concern: 
b. On review ofpre limirnuy inform ation from B Tl 62-0 l cohort 13, C459 100 1 HIV-infected and high-1i sk 
populations and C45910 18, a fim her safety and inumrnogenicity smdy is anticipated in up to 150 adult subjects w ith a 
range of primaiy immunocompromising conditions and/or receiv ing immunocompromising treatments or in conditions . 
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(published on TGA website on 4 December 2020). The statement specified the minimum 
requirement that trial participants must be followed for a median of at least 2 months after 
receiving their final vaccine dose. It is acknowledge that most adverse reactions to vaccines 
occur within 4-6 weeks from vaccination. The EMA has stated that conditional marketing 
authorisation for a COVID-19 vaccine could be based on review of at least 6 weeks post-
vaccination safety data. (https://www.ema.europa.eu/en/documents/other/ema-
considerations-covid-19-vaccine-approval_en.pdf).  

From the perspective of vaccine efficacy, a 2-month median follow-up is considered as the 
shortest follow-up period to achieve some confidence that any protection against COVID-19 is 
likely to be more than short-lived. The duration of protection is not yet known and is to be 
assessed in the ongoing trial.  

Data limitations 

In addition to the unknown longer-term safety and unknown duration of vaccine protection, 
there are other limitations with the submitted data. The following questions have not yet been 
addressed: 

 Vaccine efficacy against asymptomatic infection and viral transmission
 The concomitant use of this vaccine with other vaccines
 Vaccine data in pregnant women and lactating mothers
 Vaccine efficacy and safety in immunocompromised individuals
 Vaccine efficacy and safety in paediatric subjects (< 16 years old)
 A correlate of protection has yet to be established. The vaccine immunogenicity cannot

be considered and used as the surrogate for vaccine protective efficacy at this stage.

Although the vaccine efficacies against certain outcomes have been demonstrated in the pivotal 
study, the real-world vaccine effectiveness when this vaccine is rolled out to a larger and more 
diverse population is not known. The vaccine efficacy in the Aboriginal and Torres Strait 
Islander population is not studies. Pfizer has planned to conduct at least one post-authorisation 
effectiveness study, a non-interventional study (test negative design) of individuals presenting 
to the hospital or emergency room with symptoms of potential COVID-19 illness in a real-world 
setting (Study C4591014). 

The proposed post-market studies (see Table 13 Attachment 3) will help to address the 
limitation of the current information. Although no Australian specific studies have been 
planned, the data from the studies planned to be conducted overseas are considered applicable 
to the Australian population.  

Pharmacovigilance and risk management plan 

Detailed RMP evaluation is included for ACV information. The sponsor has included the 
followings as missing information in the updated EU-RMP (version 1.0):  

• Use in pregnancy and while breast feeding
• Use in immunocompromised patients
• Use in frail patients with co-morbidities (e.g. chronic obstructive pulmonary disease 

(COPD), diabetes, chronic neurological disease, cardiovascular disorders)
• Use in patients with autoimmune or inflammatory disorders
• Interaction with other vaccines
• Long term safety data 

The Sponsor has also include relevant statements in the PI to specify the populations where the 
vaccine efficacy and safety data is to be further assessed.  

Anaphylactic reaction is now included as an identified risk for this vaccine. The updated PI has 
included statement of “Close observation for at least 15 minutes is recommended following 
vaccination. A second dose of the vaccine should not be given to those who have experienced 
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anaphylaxis to the first dose of Comirnaty” and “Appropriate medical treatment and supervision 
should always be readily available in case of an anaphylactic reaction following the 
administration of the vaccine”. Hypersensitivity to the active substance or to any of the 
vaccine excipients have been included as Contraindication.  

The Sponsor has proposed the additional pharmacovigilance activities and post-market studies 
to assess the vaccine in immunocompromised subjects, in paediatric subjects, and in pregnant 
women. The delegate is of the view that the proposed pharmacovigilance activities and study 
plan is adequate to identify and characterise the risks of the vaccine.  
A national coordinated traceability plan that covers the release by the manufacturer, the entire 
distribution chain, prescription, dispensing and patient administration is to be further discussed 
between the Sponsor and the Australian COVID-19 vaccine taskforce. The sponsor should 
provide this traceability plan to the TGA for review before the supply of the product. 

Delegate’s action 

Taking into consideration of the unmet public health need and the very high short term efficacy 
with acceptable safety demonstrated in the submitted studies, the delegate is of the view that 
provisional registration of BNT162b2[mRNA]) COVID-19 Vaccine is appropriate for the use of 
this vaccine to prevent COVID-19 disease caused by SARS-CoV-2 virus in individuals 16 years of 
age and older. The pivotal study is ongoing for a total of 24 months. The longer-term efficacy and 
safety data are to be submitted to the TGA for evaluation before a full registration can be 
considered.  

Since the use of BNT162b2[mRNA] COVID-19 Vaccine is evaluated through the provisional 
pathway, a clear statement should be included in the PI with regards to the nature of the 
registration. It should also be emphasized that the decision of provisional approval is made on 
the basis of short term efficacy and safety data, and the continued approval depends on the 
evidence of longer term efficacy and safety from the ongoing and post-market assessment. 

The delegate proposes the provisional approval of this vaccine for a revised indication, and the 
sponsor has been requested to revise the indication to the following:  

COMIRNATY (BNT162b2[mRNA]) COVID-19 Vaccine has provisional approval for the 
indication below: 

Active immunisation to prevent COVID-19 disease caused by SARS-CoV-2 virus in 
individuals 16 years of age and older. 

The vaccine should be used in accordance with official guidance in an officially declared 
pandemic. 

The decision has been made on the basis of short term efficacy and safety data. Continued 
approval depends on the evidence of longer term efficacy and safety from the ongoing and 
post-market assessment. 

Following the delegate’s request, the Sponsor submitted the update PI on the 5th January 2021, 
with the indications revised to below:  

COMIRNATY (BNT162b2[mRNA]) COVID-19 Vaccine has provisional approval for the 
indication below:  
Active immunisation to prevent coronavirus disease 2019 (COVID-19) caused by SARS-CoV-
2, in individuals 16 years of age and older.  

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

The decision has been made on the basis of short term efficacy and safety data. Continued 
approval depends on the evidence of longer term efficacy and safety from ongoing clinical 
trials and post-market assessment. 
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The ACV’s advice is requested for a number of questions (see the cover page of this Overview), 
including the advice and comments on the indication wording. 

The proposed conditions of the provisional registration are specified in Attachment 2. 

This Overview is submitted for ACV advice. The final decision will be made following the ACV 
discussion. 
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Attachments 

Attachment 1: Review of the Product Information (PI) 

1. The updated PI was provided to the TGA on the 5th January 2021 following TGA request .
The indication is now revised to the following:

COMIRNATY (BNT162b2[mRNA]) COVID-19 Vaccine has provisional approval for the
indication below:
Active immunisation to prevent coronavirus disease 2019 (COVID-19) caused by SARS-CoV-
2, in individuals 16 years of age and older.

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

The decision has been made on the basis of short term efficacy and safety data. Continued
approval depends on the evidence of longer term efficacy and safety from ongoing clinical
trials and post-market assessment.

The indication wording will be discussed at the ACV meeting. 

2. Following the email request by the delegate, Pfizer agrees to include this in the next PI
update.

Traceability
In order to improve the traceability of biological medicinal products, the name and the
batch number of the administered product should be clearly recorded.

3. Please revise the black triage statement to the following as recommended by both
clinical and RMP evaluators:

This medicinal product is subject to additional monitoring in Australia due to 
provisional approval. This will allow quick identification of new safety information. 
Healthcare professionals are asked to report any suspected adverse events at 
www.tga.gov.au/reporting-problems. 

4. Please revise the PI statement according to the recommendations made by the Module 4
evaluator below:

4.6 Fertility, pregnancy and lactation

Effects on fertility

The statement proposed in Section 5.3 Preclinical safety data – Reproductive toxicity
should be moved here with minor modification.

“In a combined fertility and developmental toxicity study, female rats were
intramuscularly administered COMIRNATY prior to mating and during gestation (4
full human doses of 30 μg each, spanning between pre-mating day 21 and gestation 
day 20). SARS CoV-2 neutralising antibodies were present in maternal animals from 
prior to mating to the end of the study on postnatal day 21 as well as in fetuses and 
offspring. There were no vaccine related effects on female fertility and pregnancy 
rate. Animal studies do not indicate direct or indirect harmful effects with respect to 
reproductive toxicity (see Section 5.3 Preclinical safety data).” 

Use in pregnancy 
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As discussed in the assessment, Pregnancy Category B2 is considered appropriate 
for this product. Following changes are recommended. 

“Pregnancy Category B2  

There is limited experience with use of COMIRNATY in pregnant women. Animal 
studies do A combined fertility and developmental toxicity study in rats showed 
increased occurrence of supernumerary lumbar ribs in fetuses from COMIRNATY-
treated female rats did not indicate direct or indirect harmful effects with respect to 
pregnancy, embryo/fetal development, r post natal development (see Effects on 
fertility Section 5.3 Preclinical safety data). Administration of COMIRNATY in 
pregnancy should only be considered when the potential benefits outweigh any 
potential risks for the mother and fetus.” 

Use in lactation 

It is recommended that findings of the rat study be stated.  

“It is unknown whether BNT162b2 [mRNA] is excreted in human milk. A combined 
fertility and developmental toxicity study in rats did not show harmful effects on 
offspring development before weaning (see Effects on fertility).” 

5.1 Pharmacodynamic properties 

Mechanism of action 

Statements on the mechanism of action are supported by nonclinical data. Minor 
editorial changes are suggested.  

“The nucleoside-modified messenger RNA in COMIRNATY is formulated in lipid 
nanoparticles, which enable delivery of the non-replicating RNA into host cells to 
direct transient expression of the SARS-CoV-2 spike (S) antigen. The mRNA codes for 
membrane-anchored, full-length S with two point mutations within the central helix. 
Mutation of these two amino acids to proline locks S in an antigenically preferred 
prefusion conformation. COMIRNATY elicits both neutralising antibody and cellular 
immune responses to the spike (S) antigen, which may contribute to protection 
against COVID-19.” 

5.3 Preclinical safety data 

Statements regarding general and reproductive toxicity should be removed from this 
section. The statement on genotoxicity and carcinogenicity is acceptable.  

“Non clinical data reveal no special hazard for humans based on conventional 
studies of repeat dose toxicity. 

General toxicity 

Rats intramuscularly administered COMIRNATY (receiving 3 full human doses once 
weekly, generating relatively higher levels in rats due to body weight differences) 
demonstrated some injection site oedema and erythema and increases in white 
blood cells (including basophils and eosinophils) consistent with an inflammatory 
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response, as well as vacuolation of portal hepatocytes without evidence of liver 
injury. All effects were reversible. 

Genotoxicity/Carcinogenicity 

Neither genotoxicity nor carcinogenicity studies were performed. The components 
of COMIRNATY (lipids and mRNA) are not expected to have genotoxic potential. 

Reproductive toxicity 

Reproductive and developmental toxicity were investigated in rats in a combined 
fertility and developmental toxicity study where female rats were intramuscularly 
administered COMIRNATY prior to mating and during gestation (receiving 4 full 
human doses that generate relatively higher levels in rat due to body weight 
differences, spanning between pre-mating day 21 and gestational day 20). SARS CoV-
2 neutralising antibody responses were present in maternal animals from prior to 
mating to the end of the study on postnatal day 21 as well as in foetuses and 
offspring. There were no vaccine related effects on female fertility, pregnancy, or 
embryo-foetal or offspring development. No COMIRNATY data are available on 
vaccine placental transfer or excretion in milk.” 
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Attachment 2: Conditions for Provisional Registration 

Terms and conditions were imposed upon the authorization with respect to quality, clinical, 
labelling, and Risk Management Plan requirements: 

Clinical conditions: 

The following study reports of the two ongoing studies will have to be submitted before a 

definitive authorization can be considered: 

 Submit safety analysis at 6 months post Dose 2 from Study C4591001 (Phase 2/3) when

the analysis is available

 Submit the final completed study report for Study C4591001 with 24 months follow up
duration when it became available.

 Submit final study reports for study BNT162-01 once completed, including data on
healthy subjects

When available, further data relating to vaccine efficacy against asymptomatic disease, 
vaccine efficacy in immunocompromised subjects, paediatric subjects, pregnant women, 
lactating mother, and the information relating to post-market safety and  effectiveness 
studies should be provided to the TGA to update the Product information. 

RMP conditions: 

The Comirnaty EU-Risk Management Plan (RMP) (version 1.0, dated 21 December 
2020; DLP 17 December 2020), with Australian Specific Annex (version 0.1, dated 
5 January 2021), included with submission PM-2020-05461-1-2, and any 
subsequent revisions, as agreed with the TGA will be implemented in Australia. 

An obligatory component of risk management plans is routine pharmacovigilance. 
Routine pharmacovigilance includes the submission of periodic safety update 
reports (PSURs).  

Unless agreed separately between the supplier who is the recipient of the approval 
and the TGA, the first report must be submitted to TGA no later than six calendar 
months after the date of this approval letter. The subsequent reports must be 
submitted no less frequently than six monthly until the period covered by such 
reports is not less than three years from the date of the approval letter, or the 
entire period of provisional registration, whichever is longer. 

The reports are to at least meet the requirements for PSURs as described in the 
European Medicines Agency’s Guideline on good pharmacovigilance practices 
(GVP) Module VII-periodic safety update report (Rev 1), Part VII.B Structures and 
processes. Note that submission of a PSUR does not constitute an application to 
vary the registration. Each report must have been prepared within ninety calendar 
days of the data lock point for that report. 

Additional to the routine submission of the routine PSURs, expedited monthly, 
Comirnaty safety summary reports (including safety data for patients in Australia) 
are to be provided for the first 6 months post registration, and thereafter at 
intervals specified by the TGA. 
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A national coordinated traceability plan that covers the release by the manufacturer, 
the entire distribution chain, prescription, dispensing and patient administration must 
be in place at launch of Comirnaty. The sponsor should provide this traceability plan 
to the TGA for review before the supply of the product. 

Comirnaty (BNT162b2 [mRNA]) COVID-19 VACCINE) is to be included in the Black 
Triangle Scheme due to provisional approval. The PI and CMI for Comirnaty must 
include the black triangle symbol and mandatory accompanying text for the 
products entire period of provisional registration. 

Quality conditions: 

The Sponsor has submitted the list of manufacturing sites along with the responsibilities in 
the production of the BNT162b2 DS and DP and specified functions. Some GMP clearances 
are currently under review by the TGA. The review of the GMP clearances will be completed 
for all the manufacturing sites prior to the TGA delegate’s decision (Section 3.2.S.2.1 and 
3.2.P.3.1 Manufacturers/Section 3.2.A.1). 

Prior to the vaccine release to the market, the batch release testing and compliance is required 
to be fulfilled, as well as the Sponsor’s commitment not to supply any batches that have a 
temperature deviation during shipment.  

Batch Release Testing and Compliance  
It is a condition of registration that all independent batches of BNT162b2 [mRNA] COVID-19 

vaccine imported into Australia are not released for sale until samples and the 
manufacturer’s release data have been assessed and you have received notification 
acknowledging release from the Laboratories Branch, TGA. 

For each independent batch of the product imported into Australia, the Sponsor must 
supply the following: 

 A completed Request for Release Form, available from vaccines@health.gov.au.

 Complete summary protocols for manufacture and QC, including all steps in
production in the agreed format.

 At least 20 (twenty) vials (Samples) of each manufacturing batch of BNT162b2
[mRNA] COVID-19 vaccine with the Australian approved labels, PI and packaging
(unless an exemption to supply these has been granted) representative of all
batches of product seeking distribution in Australia.

 At least 5 (five) vials (Samples) of any further consignments of a manufacturing
batch of BNT162b2 [mRNA] COVID-19 vaccine with the Australian approved labels,
PI and packaging (unless an exemption to supply these has been granted). Further
consignments cover batches previously supplied to TGA for the purposes of batch
release testing but are seeking to be supplied again.

 If the manufacturing batch has been released in Europe or United Kingdom a copy
of the EU Official Control Authority Batch Release (OCABR) certificate (or
equivalent from the UK) must be provided.

 Any reagents, reference material and standards required to undertake testing, as
requested by Laboratories Branch, TGA.

Sponsors must provide all requested Samples and data in sufficient time (at least 5 
business days) prior to any distribution date to allow the TGA to perform testing and 
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review. Distribution of each batch of vaccine is conditional upon fulfilment of these 
conditions and receipt of a letter from the Laboratories Branch acknowledging release. 

Samples and data should be forwarded to the Biotherapeutics Section, Laboratories 
Branch before release of each batch and with sufficient lead time to allow for 
Laboratories Branch testing. The address for courier delivery is: 

ATTN: Batch Release Coordinator, 
Batch Release Unit,  
TGA Laboratories Branch,   
136 Narrabundah Lane,  
Symonston, ACT 2609. 

The shipments (including reagents) to TGA are the responsibility of the Australian 
Sponsor/Agent who will be required to facilitate the import and customs clearance 
process. 

Certified Product Details 

An electronic copy of the Certified Product Details (CPD) as described in Guidance 7: 
Certified Product Details of the Australian Regulatory Guidelines for Prescription 
Medicines (ARGPM) https://www.tga.gov.au/guidance-7-certified-product-details 
should be provided upon registration of the therapeutic good. In addition, an updated 
CPD, for the above products incorporating the approved changes is to be provided 
within one month of the date of approval letter. A template for preparation of CPD for 
biological prescription medicines and Vaccines can be obtained from the TGA website 
https://www.tga.gov.au/form/certified-product-details-cpd-biological-prescription-
medicines]. The CPD should be sent as a single bookmarked PDF document to 
Vaccines@health.gov.au as soon as possible after registration/approval of the product or 
any subsequent changes as indicated above. 

Post approval commitments 

Section 3.2.S.5 Reference standards or materials: There are no current issues 
with the methodologies and tools used in testing of the reference material. However, 
there is a lack of data submitted, with only one batch of the clinical reference 
material (CRM) tested, while primary reference material (PRM) and working 
reference materials (WRM) are still under development. As post-approval 
commitments the Sponsor should: 

 Supply the data for the PRM and WRM once generated and the Certificates of 
Analysis of reference standards made available upon request. 

 Submit additional stability data (for a duration of 1-6 months and 12-60 months) 
for reference standards and materials as soon as it becomes available. 

 Provide a protocol for the establishment of replacement reference standards 
(WRMs) including acceptance criteria and verification data. 

 TGA should be notified of any change to the source of the lipid reference 
materials. 

Section 3.2.S.7.2 Post-approval stability protocol and stability commitment: 
The Sponsor has provided a post-approval commitment that upon completion of the 
ICH stability protocols, a minimum of 1 batch of BNT162b2 DS manufactured will be 
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enrolled in the commercial stability program at the long term storage conditions of -
20±5°C for each year that DS is manufactured. Additionally, a post-approval 
commitment for the DP that a minimum of 1 batch be placed in the commercial 
stability program at the long term storage condition of -90 to -60 °C each year of DP 
manufacture. As post-approval stability commitments: 

 Additional stability data (long term, accelerated and thermal stress study 
data for a duration of ≥6 months for a minimum of 2-3 clinical or commercial 
batches) should be submitted as it becomes available. Once additional data 
have been submitted to the TGA for evaluation, an extended shelf life and/or 
change in storage conditions for the DS and/or DP may be considered. 

 Amend the Modules 3.2.S.7.2 and 3.2.P.8.2 Post-approval Stability Protocol 
and Stability Commitment in the dossier to be in accordance with ICH1 
guidelines and TGA2 requirements to include a minimum of 3 PPQ batches of 
DS and DP to be placed in the commercial stability program at the long term 
storage conditions. 

 Data and updated protocols for the currently ongoing thermal cycling studies 
should be submitted once available. 

 Any out of specification stability results for DS and/or DP should be 
submitted to the TGA as soon as they are generated. 

 Should a temperature excursion occur, the TGA should be informed before the batch 
is released as detailed in the guideline Temperature excursions of biological 

medicines3 under deviations from approved storage conditions. A commitment is 
required not to supply any batches that have a temperature deviation 
during shipment. 

Section 3.2.S.4.3 and 3.2.P.5.4 Batch analysis: Post-approval commitments by the 
Sponsor include: 

 Provide a quality risk assessment or investigation report to explain the 

reason for the deviation in trend (10 fold increase) observed for the final 3 
batches of commercial scale material manufactured at Pfizer, Andover 
(20Y513C501 20Y513C601 20Y513C701). Additionally, any remediation 
work that may have been implemented should be outlined. 

 Provide clarification of the role of Polymum Scientific in the commercial 
manufacturing process and confirm if batch analysis for DP batches 
manufactured at Pfizer, Puurs are representative of the final proposed 
commercial manufacturing process.  

Commercial scale batches: Post-approval commitments by the Sponsor include: 

 Perform testing of future process-validation batches of the commercial scale 
finished product according to the comparability testing protocol/plan and 
results provided for assessment by the TGA when available. 

 Provide the process validation data from the commercial scale batches/lots in 
order to confirm the consistency of the finished product manufacturing process. 
Results provided for assessment by the TGA when available.  

1 3AB5a; ICH Q5C Quality of Biotechnological Products: Stability testing of Biotechnological/Biological Products 
(https://www.ema.europa.eu/en/documents/scientific-guideline/quality-biotechnological-products-stability-
testing-biotechnological/biological-products en.pdf) 
2 Stability testing for prescription medicines (Biological medicines: Specific requirements) 
https://www.tga.gov.au/book/144-specific-requirements-stability-biological-medicines 
3 https://www.tga.gov au/temperature-excursions-biological-medicines  
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Attachment 3: Additional Tables and Figures 

Table 1: Efficacy Population 

Randomizedb 

Dose 1 all-available efficacy population 

Subjects without evidence of infection before Dose 1 

Subjects excluded from Dose 1 all-available efficacy population 

Reason for exclusionc 

Diel not receive at least 1 vaccination 

Diel not provide infonnecl consent 

Dose 2 all-available efficacy population 

Subjects without evidence of infection p1ior to 7 clays after Dose 2 

Subjects without evidence of infection p1ior to 14 clays after Dose 2 

Subjects excluded from Dose 2 all-available efficacy population 

Reason for exclusionc 

Diel not receive 2 vaccinations 

Diel not provide infonned consent 

Evaluable efficacy (7 days) population 

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

Evaluable efficacy (14 clays) population 

Subjects without evidence of infection p1ior to 14 clays after Dose 2 

Subjects excluded from evaluable efficacy (7 clays) population 

Subjects excluded from evaluable efficacy (14 clays) population 

Reason for exclusion° 

Randomized but did not meet all eligibility cliteria 

Diel not provide infonnecl consent 

Diel not receive all vaccinations as randomized or did not receive 
Dose 2 

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

Had other impo1tant protocol deviations on or plior to 7 clays after 
Dose 2 

Had other imp01tant protocol deviations on or prior to 14 days after 
Dose2 

Vaccine Group (as 
Randomized) 

BNT1 62b2 (30 
11g) 

n' (%) 

Placebo 
Ila (o/o) 

Total 
ua (%) 

21823 (100.0) 

21768 (99. 7) 

203 14 (93 .1) 

21828 (100.0) 43651 (1000) 

55 (0.3) 

54 (0.2) 

1 (0.0) 

20566 (94.2) 

18701 (85 .7) 

18678 (85.6) 

1257 (5 .8) 

1256 (5.8) 

1 (0.0) 

20033 (91.8) 

18242 (83 .6) 

20033 (91.8) 

182 19 (83.5) 

1790 (8.2) 

1790 (8.2) 

36 (0.2) 

1 (0.0) 

1550 (7.1) 

31 1 (1 .4) 

311 (1.4) 

21783 (99.8) 

20296 (93.0) 

45 (0.2) 

45 (0.2) 

0 

20536 (94 .1) 

18627 (85.3) 

18563 (85.0) 

1292 (5.9) 

1292 (5.9) 

0 

20244 (92.7) 

18379 (84 2) 

20243 (92 7) 

183 15 (83.9) 

1584 (7.3) 

1585 (7.3) 

26 (0.1 ) 

0 

1561 (7.2) 

60 (0.3) 

61 (0.3) 

43551 (99.8) 

406IO (93 .0) 

100 (0.2) 

99 (0.2) 

1 (0.0) 

41102 (94.2) 

37328 (85 .5) 

37241 (85.3) 

2549 (5.8) 

2548 (5 8) 

1 (0.0) 

40277 (92 .3) 

36621 (83 .9) 

40276 (92.3) 

36534 (83 . 7) 

3374 (7.7) 

3375 (7 .7) 

62 (0. 1) 

1 (0.0) 

31 11 (7. 1) 

371 (0.8) 

372 (0.9) 

Note: HIV-positive subjects are included in this stulltllaiy but not included in the analyses of the overall smcly 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) Somce Data: ads! Table Generation: 17NOV2020 
(18:29) 
(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File: 
./ncla2 _ unb lindecl/C4 5 91 00 1 _Efficacy_ FA_ 164/ a els!_ eff __pop 
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Table 2: Demongraphic Characteristics - subjects without evidence of infection prior to 7 days after 

dose 2-Evaluable efficacy (7 days) population 

Vaccine Group (as Randomized) 

BNT162b2 (30 Jig) Placebo Total 
(N"- 18242) (N"- 18379) (N"-36621) 

nb (o/o) nb (o/o) ub (o/o) 

Sex 

Male 93 18 (511) 9225 (50.2) 18543 (50.6) 

Female 8924 (48.9) 9 154 (49.8) 18078 (49.4) 

Race 

White 151 10 (82.8) 15301 (83 .3) 3041 1 (83.0) 

Black or African American 1617 (8.9) 1617 (8 .8) 3234 (8.8) 

Ame1i can Indian or Alaska native 11 8 (0.6) 106 (0.6) 224 (0.6) 

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 (23) 

Not reported 86 (0.5) 114 (0.6) 200 (0.5) 

Ethnicity 

Hispanic/Latino 4886 (26 8) 4857 (26.4) 9743 (2 6 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) 

Counuy 

Ar~entina 2561 (14.0) 2539 (13 .8) 5100 (13 .9) 

Brazil 1232 (6.8) 1223 (6.7) 2455 (6.7) 

Gennany 121 (0.7) 126 (0.7) 247 (0.7) 

South Afiica 287 ( 1.6) 279 (1.5) 566 (1.5) 

USA 14041 (77.0) 142 12 (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 ) 
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Table 3: 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 ,,g) Placebo 
(Nbl8198) (Nbl8325) 

Efficacy E ndpoint u1° Sm-veillauce nlb Sm-veillauce VE(% ) (95% CI•) 
Subgroup Time' (u2•) Time' (n2•) 

First COVID-19 occurrence from 7 days after 
Dose2 

Overall 8 2 .2 14 (I 741 ! ) 162 2.222 (175 1 ! ) 95 .0 (90.0, 97.9) 

Age grou p (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 0.508 (3848) 19 0.51 1 (3880) 94 .7 (66.7, 99.9) 

Sex 

Male 3 1.124 (8875) 8 1 1.108 (8762) 96.4 (88.9, 99.3) 

Female 5 1.090 (8536) 8 1 I.I 14 (8749) 93 .7 (84 .7, 98.0) 

Race 

W hite 7 1.889 ( 14504) 146 1.903 ( 14670) 95 .2 (89.8, 98. 1) 

B lack or African American 0 0. 165 ( 1502) 7 0 .164 ( 1486) 100.0 (3 1.2 , 100.0) 
All othersf 0 .160 ( 1405) 9 0 .1 55 (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 ( I 266 I ) 95.4 (88.9, 98.5) 

Country 

Argentina 0 .35 1 (2545) 35 0 .346 (252 1) 97 .2 (83.3 , 99.9) 

B razil 0 .119 ( 11 29) 8 0 .1 17 ( 1 12 1) 87 .7 (8.1, 99. 7) 

USA 6 1.732 ( 13359) 119 1.747 (13506) 94 .9 (88.6, 98.2) 
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Table 4 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  

Effic:uy Endpoint 
Subgl'oup 

First COVID-19 occmrence from 7 days after Dose 2 

O, ·erall 

A.ge group (years) 

16 to 55 

:,,55 

~5 

Sex 

Male 

Female 

\Vhih, 

Bla.ck or .~c:m .L\.m.ericm 

All ofbers' 
Ethnicity 

Hispan.iclL:llfino 

N on-llisp.mid non-Laifino 

Country 

Argemi,,, 

Brazil 

USA 

South Africa 

Prior SARS-CoV-2 Status 

Pos:iti,;;e at baseline~ 

N egative at baseline but positive p-ii or to 7 days after Do~ 2b. 

N egafu"' prior to 7 d,y,; aftei· Dose 2' 

Unknown 

9 

6 

3 

4 

1 

0 

2 

3 

6 

2 

6 

0 

0 

0 

Y:1<"<"ine- Group (as Randomized) 

Bl\""rl6?b? (30 pg) 
(N"=l 9965) 

SurY&IL<tnn 
Iimec- (n?d) 

2.332 ( 18559) 

1.309 ( 10653) 

1.022 (7892) 

0.530 (4044) 

1.1 B3 (94 57) 

1.1 49 (9 !01) 

1.915 ( 15294) 

0. 187 ( 1758) 

0. ! 70 ( 1507) 

0.637 (5074) 

1.68 1 ( 13380) 

0-366 (2664) 

0.134 (1274) 

1.816 (1 4141) 

O.o!5 (362) 

0.056 (526) 

0 .003 (27) 

2.214 (17411) 

0.059 (595) 

169 

120 

49 

19 

85 

84 

153 

7 

9 

55 

114 

36 

8 

124 

I 

162 

5 

P bcobo 
(N"=?0I ~) 

SurTe-.ilbnce­
Time-( (n.!d"_) 

2.345 (1 8708) 

131 (1073 8) 

1028 (7956) 

0532 (4067) 

1170 (9342) 

1176 (9366) 

!.990 (1 5473) 

0.1 8B (1758) 

0.1 67 (1 477) 

0.638 (5090) 

1.693 (13509) 

0.3 67 (2684) 

0.1 32 (1257) 

1.830 (142S7) 

0.015 (% 3) 

0.060 (5 67) 

0.004 (34) 

2.222 (17511 ) 

0.060 (596) 

YE (%) (95 % CP) 

94.6 (89.6, 97.6) 

95 .0 (88. , 98.2) 

93 .S (80.9, 98.S) 

94 .7 (66.8, 99.9) 

95.3 (876, 98.S) 

93 .9 (85 .l , 98.1) 

95 .4 (90.3, 98-2) 

100.0 (30.4, 100.0) 

78.1 (-5.4, 97.7) 

94.5 (83 .2, 98. 9) 

94.7 (88.1, 98.1) 

9 .2 (83 .5, 99.9) 

75 .4 ( -23.5, 97.5) 

95 .1 (89.1, 98.2) 

100.0 (-381S.9, JOO.OJ 

- .1 (-8309.9, 98.6) 

100.0 (-6004.9, l00.0) 

95 .0 (90.0, 97. 9) 

100.0 (-9.6, 100.0) 

Abbre-.. 1.ations : N-binding = SMS-CoV -2 Ducle.op.l'otein-bin.di:n~; _·A..!\. T = nucleic acid amplification test; S..4.RS-CoV -2 = se\~ere acute respiratory syndrome coronavirus 2 ; VE 
= ,.-accine e£6.cacy. 
a_ N = number of subj ecfs in fh.e spe.cm.ed grnup_ 
b. n } = Number of subjects meeting the endpoint definition. 
c.. Total sur,reilLmce time in 1000 pers on-ye.an. for the gn-e:n endpoint acmss all subjects "'-ithin each ~ oup at 1:isk for the endpoint Time period for COVID-19 case ac-crual is 
from 7 days after Do;-.e 2 to the end of the sur,.,-eillance period.. 
d. n2 = Number of subjects at risk for the endpoint_ 
e_ Confidence interval (CI) for VE is deri"\.-ed based on the O oppei· and Pearson method adjusted for sun :e illance time. 
f All othe1:s = -~etica.n Indian or Alaska m.fu-e., Asi J.!D., Nati,:e Hawaiian 01· othei· Pa.ci:fi.c h lan.de:r, multincia.~ .and not re,porfed race categories . 
g. Posilin N-binding annl,ody result at Visit I , posili,·e NAAI rerulf af Visit I , or medical hisf01y of COVID- !9. 
h. N ega:five N-t:. lll.ding .antibody result .and negative N.-il-~ T result a V isit l , positi.\ ;e NAAT res:ult at Visit 2 or a.t un.scheduled ,.,-is:it, U .any , prior to 7 days after Dose 2. 
1. Nep ti.\ ·e . -binding m ti.body result at Visit l, 1!.-e g_a.ti-...-e NA.""-.T result at Visit l aJ!:d Visit 2, and neg:11fu'l! NA.~T 1-esult at unsch.eduled ,,;-isif, i f aIIY~ prior to 7 days a.fte:r Dose 
2. 
PFIZER CONFIDENTIAL SDTM Creation: 17NOV2020 (09:54) Source Data: adc l 9ef' I able Generation: 18NOV2020 (15:55) 
(Cutoff Date: 14NOV2020, Snapshot D•te: l6NOV2020) Outout f ile: .lnda2 UDb!indedlC459100I Efficacy FA 164/addM '"' cov 7J>d2 s~ eval 
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Table 5 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 

Y :11cciu-e- Group (as Randomized) 

BNTl6: b: (30 µg) Placebo 
(N'=lSl98) (1\"'=1 8325) 

Effic-:icy Endpoint ut• Sun··eill :inc-e- o.lb S ur,e:illaoc-e YE (%) (9:"¾ CI') 
.Subg l'oup Tim,' (n: ") J im~r (n2d) 

Fi.r5t COVID-19- occunence from 7 d.a.ys. .1:fter D ose 2 

O, ·erall 2.214 (17411 ) 162 2-222 (17511) 95 .0 (90.0, 9'7-9) 

Age group (years) 

12 to 15 0 0.000 (14) 0 0.000 (13) NE (NE, NE) 

16 to 17 0 0.00- (52) 0 0.003 (55) NE (NE, NE) 

1S to64 7 I. 703 (I 349'7) 143 1.708 (13 563) 95 .1 (S9.6, 98.1) 

65 to 74 0.406 (3074) 14 0.406 (3095) 92 .9 (53 .1, 99.8) 

~75 0 0.102 (174) 0.106(785) 100.0 (-13 .l , l00.0) 

Rac.e 

White 7 1.889 (14504) 146 l. ~3 (14670) 95.2 (S9.8, 98. 1) 

Black or A.fricJlll American 0 0.165 (1502) 7 0. 164 (1486) 100.0 (J U , 100.0) 

.~e:rica.n Indian o:r Alaska n.a.fu:-e 0 0.01 I ( JOO) 0.010 (96) l00.0 (-3429.0, l00.0) 

.~ ian 0.092 (164) 4 0.093 (769) 74.6 (-156.6, 995) 

_ · ahve HaVi.·a.iian or other Pacif':1.C Islander 0 0.006 (46) I 0.003 (29) 1000 (-2266.9, !00.0) 

Multiracial 0 0.042 (4 14) 0.036 (359) l00.0 (-3231.3 , !00.0) 

N ot repo1ted 0 0010 (S I) 0.012 (102) 1000 (-563.3, 100.0) 
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Table 6: 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 

Var<lnr Grnup (os Roodomlzrd) 

B:\Tl62u2 (30 1•~) Ph,o:bu 
(?\•~18198) (.'1•~ 18325) 

Efficacy E1ulpolul nlb Sun-11.·ill:mn· 111 \J, Sun·r-lll;111n· VE(%) (95% Cl ') 
Subgroup Tlmr• (n2") Time• (n2' ) 

Firsr OVI0 -1 9 occ-mTence from 7 d:-1 ys after Dose 2 

Overall 2.21,1 ( 17<11 1) 162 2. 222 (175 11 ) 95.0 (90.0. 97,9) 

At risk1 

Yes 1.025 (S030) S6 1.025 (S029) 95.3 (S7.7. 98.S) 

, o 1.1 89 (93 1) 76 1.197 (94$2) 94.7 (85.9, 9 .6) 

Age i ro11p (y ars) and "' ,i sk 

16-6-1 ,1ml nor ar risk 0.962 (7671 ) 69 0.96<1 (7701) 94.2 ( 84.<I , 9 .5) 

16-64 nnd nt 1isk 0. 7,1,1 (5878) 74 0.746 (5917) 95.9 (87.6. 99.2) 

2:65 snd not at risk 0 0.227 (1701) 0.233 (1 71) 100,0 (29,0. 100.0) 

2:65 ru1d nt 1isk 0.281 (2 147) 12 0.279 (2109) 91.7 (44.2 99 8) 

Obeso• 
Ye:s 0. 763 (6000) 67 0.782 (6103) 95.4 (86.0. 99.1) 

0 l .<15 1 ( 11406) 95 1439 (11404) 94.8 (87.<I , 98 3) 

Age group (years) a11d obese 
16-64 nnd nor obese 1.107 (8811) 83 1.101 (8825) 95.2 (87.3. 98.7) 

16-64 mid obese 0 ,598 (4734) 60 0.609 (4 789) 94.9 (84.<1 , 99,0) 

2:65 nud not obese 0.343 (2582) 12 0.338 (2567) 9 1.8 (44.5. 99 8) 

2:65 a11d obese 0 0.16.5 (1265) 0.173 ( 13 I ' ) 1000 (27. I. I 00.0) 
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Table 7 Demographic characteristics - ~38,000 subjects for Phase 2/3 analysis – Safety population 

Vaccine Group (as Administered) 

BNT162b2 (30 i1g) Placebo Total 
(N"=18860) (N"=18846) (N"=37706) 

nb (%) nb (%) nb (%) 

Sex 

Male 9639 (5 1.1) 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 narive 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) 

Ethnicity 

Hispanic/Latino 5266 (27.9) 5277 (28.0) 10543 (28. 0) 

Non-Hispanic/non-Latino 13482 (7 1.5) 13459 (71.4) 26941 (71.5) 

Not reported 112 (0.6) 110 (0 6) 222 (0.6) 

Country 

Argentina 2883 (15.3) 288 1 (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 (578) 21785 (57 .8) 

>55 Years 797 1 (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/m2) 201 (11) 235 (12) 436 (1.2) 

Nonna! weight (2:18.5 kg/m2 - 24.9 kg/m2) 5517(29.3) 5460 (29.0) 10977 (29. 1) 

Ove1w eight (2:25 .0 kg/m2 - 29.9 kg/m2) 6578 (34.9) 6481 (34.4) 13059 (34.6) 

Obese (2:30.0 kg/m2) 6556 (34.8) 6662 (35.3) 13218 (35. 1) 

Missing 8 (0.0) 8 (0 0) 16 (0.0) 
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Table 8 Baseline Charlson comorbidities - ~38,000 subjects for Phase 2/3 analysis – Safety population 

Vaccine Group (as Administered) 

BNT162b2 (30 Jig) Placebo Total 
(N"=l8860) (N"=18846) (N"=37706) 

Charlson Comorbiclity Index Category nb (%) nb (%) nb (%) 

Subjects with any Charlson comorbidity 3934 (20 9) 3809 (202) 7743 (20.5) 

AIDS/HIV 59 (0.3) 62 (0.3) 121 (0.3) 

Any Malignancy 733 (3.9) 662 (3.5) 1395 (3 7) 

Cerebrovascular Disease 195 ( 1.0) 166 (0.9) 361 (1.0) 

Chronic Pulmonmy Disease 1478 (7.8) 1453 (7.7) 293 1 (7 8) 

Congestive Hean Failure 88 (0.5) 83 (0.4) 171 (0.5) 

Dementia 7 (0.0) 11 (0.1 ) 18 (0.0) 

Diabetes With Chronic Complication 99 (0.5) 113 (0.6) 212 (0.6) 

Diabetes Without Cln-onic Complication 1473 (7.8) 1478 (7.8) 295 1 (7 .8) 

Hemiplegia or Paraplegia 13 (O.l ) 21 (0.1 ) 34 (0.1 ) 

Leukemia 12 (0.1 ) 10 (0. 1) 22 (0. 1) 

Lymphoma 22 (0 1) 32 (0.2) 54 (01) 

Metasta tic Solid Tumor 4 (0.0) 3 (0.0) 7 (0.0) 

Mild Liver Disease 125 (0. 7) 89 (0 5) 214 (0.6) 

Moderate or Severe Liver Disease 1 (0.0) 2 (0.0) 3 (0.0) 

Myocardial Infarction 194 ( 1.0) 188 ( 1.0) 382 (1.0) 

Peptic Ulcer Disease 52 (0.3) 71 (0.4) 123 (0.3) 

Peripheral Vascular Disease 124 (0.7) 11 7 (0.6) 241 (06) 

Renal Disease 123 (0.7) 133 (0.7) 256 (0.7) 

Rheumatic Disease 62 (0.3) 56 (0.3) 11 8 (0.3) 

I Note: MedDRA (v23. l ) coding dictionaiy applied. 
ote : HIV-positive subjects are included in this summaiy but not included in the analyses of the overall snidy objectives. 

a. N = number of subjects in the specified group. TI1is value is the denominator for the percentage calculations. 
b. n = Number of subjects with the specified charactetistic. Subjects with multiple occmTences within each catego1y are 
counted only once. For 'Subjects with any Charlson comorbidity', n = mnnber of subjects rep011ing at least 1 occuuence of 
any Charlson comorbiclity. 
PFIZER CONFIDENTIAL SDTM Creation: l 7NOV2020 (10:04) Source Data: achn.11 Table Generation: l 7NOV2020 
(16:21) 
(Cutoff Date: 14NOV2020, Snapshot Date: 16NOV2020) Output File: 
./nda2 _tmblindecl/C459 1001 _IA_p3 _2MPD2/admh_ s002 _risk _p3 _saf 
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Table 9 Local reactions, by maximum severity, within 7 days after each dose – Reactogenicity subset for 

Phase 2/3 analysis – Safety population 

Vaccine Group (as Administered) 

B:"JT162b2 (30 Jig) Placebo 

Dose Local Reaction N" llb (%) (95% CI<) N• llb (%) (95% Cl') 

Rednessd 

Any 4093 189 (4.6) (4.0, 5.3) 4090 45 (Ll) (0 8, LS) 

Mild 4093 125 (3.1 ) (2.5, 3.6) 4090 28 (0.7) (0. 5, LO) 

Moderate 4093 55 (13) (LO, 1.7) 4090 11 (0 3) (0 1, 0.5) 

Severe 4093 9 (0.2) (0.1, 0.4) 4090 6 (0. 1) (0.1, 0.3) 

Grade 4 4093 0 (0.0, 0.1) 4090 0 (0.0. 0.1) 

Swellingd 

Any 4093 250 (6 I) (5.4, 6.9) 4090 32 (0 8) (0 5, 1.1) 

Mild 4093 159 (3 9) (3.3, 4 .5) 4090 13 (0 3) (0 2, 0.5) 

Moderate 4093 84 (2.1) (L6, 2.5) 4090 16 (0.4) (0.2, 0.6) 

Severe 4093 7 (02) (0.1 , 0.4) 4090 3 (0.1) (0.0, 0.2) 

Grade 4 4093 0 (0.0, 0.1) 4090 0 (0.0, 0.1) 

Pain at the injection sitee 

Any 4093 3186 (77.8) (76.5, 79. 1) 4090 488 (I L9) (lLO. 13.0) 

Mild 4093 2178 (53 .2) (51.7, 54.8) 4090 468 (1 L4) (10.5, 12.5) 

Moderate 4093 980 (23 .9) (22 .6, 25.3) 4090 18 (0.4) (0.3, 0.7) 

Severe 4093 28 (0.7) (0.5, 1.0) 4090 2 (0.0) (0.0, 0.2) 

Grade 4 4093 0 (0.0, 0.1) 4090 0 (0.0, 0.1) 

Any local reactionf 4093 3216 (78.6) (77.3, 79.8) 4090 525 (12.8) (l L8, 13.9) 

2 Rednessd 

Any 3758 243 (6.5) (5.7, 7.3) 3749 26 (0 7) (0 5, LO) 

I Mild 3758 132 (3.5) (2.9, 4 .2) 3749 16 (0.4) (0.2, 0.7) 

I Moderate 3758 93 (2.5) (2.0, 3.0) 3749 9 (0.2) (0.1 , 0.5) 

I 
Severe 3758 18 (0.5) (0.3, 0.8) 3749 1 (00) (0.0, 0.1) 

Grade 4 3758 0 (0.0, 0.1) 3749 0 (0 0, 0.1) 

I Swellingd 

I Any 3758 256 (6.8) (6.0, 7.7) 3749 16 (0.4) (0.2, 0.7) 

I Mild 3758 148 (3.9) (3.3, 4 .6) 3749 8 (0.2) (0.1 , 0.4) 

I Moderate 3758 98 (2.6) (2.1 , 3.2) 3749 7 (0.2) (0.1 , 0.4) 

I Severe 3758 10 (0.3) (0.1 , 0.5) 3749 1 (0.0) (0.0, 0. 1) 

I Grade 4 3758 0 (0.0, 0.1) 3749 0 (0 0, 0.1) 

I Pain at the in jection sitee 

I Any 3758 2730 (72.6) (71.2, 74. 1) 3749 372 (9.9) (9.0, 10.9) 

L Mild 3758 1831 (48.7) (47.1 , 50.3) 3749 350 (9. 3) (8.4, 10.3) 

Moderate 3758 866 (23 .0) (21.7, 24.4) 3749 22 (0.6) (0.4, 0.9) 
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Table 9 continued: 

14.364. Local Reactions, by Maximum Severity, Within 7 Days Afte1· Each Dose -
Reactogenicity Subset for Phase 2/3 Analysis - Safety Population 

Vaccine Group (as Administered) 

BNT162b2 (30 11 g) Placebo 

Dose Local Reaction N" nb (%) (95% Cl') Na nb (%) (95% Cl') 

Severe 3758 33 (0.9) (0.6, 1.2) 3749 0 (0.0. 0.1) 

Grade4 3758 0 (0.0, 0. I) 3749 0 (0.0. 0.1) 

Any local reactiotif 3758 2748 (73. 1) (71.7, 74.5) 3749 396 (10.6) (9.6. 11.6) 

Any close Reclnessd 

Any 4108 389 (9.5) (8.6. 10.4) 4 106 64 (1.6) (1.2. 2.0) 

Mild 4108 233 (5.7) (5.0, 6.4) 4106 38 (0.9) (0 7, 1.3) 

Moderate 4108 129 (3.1) (2.6, 3.7) 4 106 20 (0.5) (0.3, 0.8) 

Severe 4108 27 (0.7) (0.4, 1.0) 4106 6 (0.1 ) (0.1 . 0.3) 

Grade 4 4108 0 (0.0, 0.1) 4106 0 (0.0, 0.1) 

Swellingd 

Any 4108 430 (1 0.5) (9 .5. 11.4) 4106 42 (1.0) (0.7, 1.4) 

Mild 4108 257 (6.3) (5.5, 7.0) 4106 17 (0.4) (0.2, 0.7) 

foderate 4108 156 (3.8) (3.2, 4.4) 4106 21 (0.5) (0.3 . 0.8) 

Severe 4108 17 (0.4) (0.2, 0.7) 4106 4 (0.1) (0.0. 0.2) 

Grade4 4108 0 (0.0, 0. I) 4106 0 (0.0. 0.1) 

Pain at the injection sitec 

Any 4108 3455 (84. 1) (82.9, 85.2) 4106 700 (1 7.0) (15.9. 18.2) 

Mild 4108 204 1 (49.7) (48. 1, 51.2) 4106 660 (1 6.1) (15.0. 17.2) 

Moderate 4108 1355 (33.0) (31.5, 34.4) 4106 38 (0.9) (0. 7, 1.3) 

Severe 4108 59 (1.4) (1.1 , 1.8) 4 106 2 (0.0) (0.0, 0.2) 

Grade 4 4108 0 (0.0, 0. 1) 4106 0 (0.0. 0.1) 

Any local reactiorl 4108 3481 (84.7) (83.6,85.8) 4106 748(1 8.2) (17 .0.1 9.4) 

J Nore: Reactions were collected in the electronic diary ( e-diary) from Day I ro Day 7 after each close. 
Note: Grade 4 reactions were classified by the investigator or medically qualified person. 
a. N = number of subjects rep01t ing at least 1 yes or no response for the specified reaction after the specified dose. 
b. n = Number of subjects with the specified characteri stic. 
c. Exact 2-sided CI based on the Clopper and Pearson method. 
cl. Mild: >2.0 to 5.0 cm; moderate: >5.0 to 10.0 cm: severe: >10.0 cm: Gracie 4: necrosis (redness and swelling 
categ01i es) or exfoliarive dermatitis (redness categ01y only) . 
e. Mild: does not interfere with activity: moderate: interferes with activity: severe: prevents daily activity: Grade 4: 
emergency room visit or hospitalization for severe pain at the injection site. 
f. Any local reaction : any redness >2.0 cm, any swelling >2.0 cm, or any pain at the injection site. 
PFIZER CONFIDENTIAL SDTM Creation: 17 OV2020 (09:54) Source Data: adfacevd Table Generation: 17NOV2020 
(16.40) 
(Cutoff Date: 14NOV2020. Snapshot Date: 16NOV2020) Output File: 
./ncla2 unblinclecl/C4591001 IA P3 2MPD2/adce s010 Ir p3 saf 
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Table 10 Systemic events, by maximum severity, within 7 days after each dose – reactogenicity subset 

for Phase 2/3 analysis – Safety population 

Vaccine Group (as Administered) 

B:",T162b2 (30 i1g) P lacebo 

Dose Systemic Event N• nb (%) (95% Cl ') J\la nb (%) (95% Cl ') 

I 1 Fever 

I 2':38 .0°C 4093 11 1 (2.7) (2.2, 3.3) 4090 27 (0. 7) (0.4. 1.0) 

:::38.0°C to 38.4°C 4093 87 (2.1) (1.7 , 2.6) 4090 12 (0.3) (0.2, 0.5) 

>38.4°C to 38.9°C 4093 16 (0.4) (0.2, 0.6) 4090 8 (0.2) (0 1, 0.4) 

>38.9°C to 40.0°C 4093 7 (0.2) (0.1. 0.4) 4090 5 (0. 1) (0.0, 0.3) 

>40.0°C 4093 1 (0.0) (0.0, 0.1 ) 4090 2 (0.0) (0.0, 0.2) 

Fatigued 

Any 4093 1700 (41.5) (40.0. 43 .1) 4090 11 72 (28. 7) (273 , 30 1) 

Mild 4093 970 (23 7) (22.4, 25 .0) 4090 719 (17.6) (16.4, 18.8) 

Moderate 4093 695 (17.0) (15.8, 18.2) 4090 439 (10.7) (9.8, 11.7) 

Severe 4093 35 (0.9) (0.6, 1.2) 4090 14 (0.3) (0.2, 0.6) 

Grade 4 4093 0 (0.0, 0. 1) 4090 0 (0.0, 0. 1) 

Headached 

Any 4093 1413 (34.5) (33.1, 36.0) 4090 1100 (26.9) (25 .5 , 28 .3) 

Mild 4093 976 (23 8) (22 .5, 25 .2) 4090 747 (18.3) (171 , 19.5) 

Moderate 4093 412 (10.1) (9 2. 11.0) 4090 331 (8.1) (7 3, 9 0) 

Severe 4093 25 (0.6) (0.4, 0.9) 4090 22 (0.5) (0.3 , 0.8) 

Grade 4 4093 0 (0.0, 0.1 ) 4090 0 (0.0, 0. 1) 

Chil!sd 

Any 4093 434 (10.6) (9.7. 11.6) 4090 203 (5.0) ( 4.3, 5. 7) 

Mild 4093 317 (7 .7) (6.9, 8.6) 4090 151 (3.7) (3.1 , 4.3) 

Moderate 4093 108 (2 6) (2.2, 3.2) 4090 49 (1.2) (0 9, 1.6) 

Severe 4093 9 (0.2) (0. 1, 0.4) 4090 3 (0. 1) (0.0, 0.2) 

Grade 4 4093 0 (0.0, 0.1) 4090 0 (0 0, 0.1) 

Vomiting" 

Any 4093 37 (0.9) (0.6, 1.2) 4090 37 (0.9) (0 6, 1.2) 

Mild 4093 32 (0.8) (0.5, 1.1 ) 4090 31 (0.8) (0.5 , 1.1 ) 

Moderate 4093 5 (0. 1) (0.0, 0.3) 4090 5 (0.1 ) (0 0, 0.3) 

Severe 4093 0 (0.0, 0. 1) 4090 1 (0 0) (0.0, 0 1) 

Grade 4 4093 0 (0.0, 0.1 ) 4090 0 (0.0, 0.1 ) 

Dian-J1eaf 

Any 4093 402 (9.8) (8 .9, 10.8) 4090 388 (9.5) (8.6, 10.4) 

Mild 4093 324 (7 9) (7 .1, 8.8) 4090 317 (7 8) (6.9, 8.6) 

Moderate 4093 72 (1.8) (1 .4, 2.2) 4090 69 (1.7) (13, 2.1) 

Severe 4093 6 (0.1) (0. 1, 0.3) 4090 2 (0.0) (0 0, 0 2) 
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Table 10 continued: 

14.372. Systemic Events, by Maximum Severity, Within 7 Days Afte1· Each Dose -
Reactogenicity Subset for Phase 2/3 Analysis - Safety Population 

Vaccine Group (as Administered) 

BNT162b2 (30 11g) Placebo 

Dose Systemic Event N" lib (o/o) (95% CIC) N• n b (o/o) (95% Cr) 

Grade 4 4093 0 (0.0, 0.1) 4090 0 (0 0, 0.1) 

New or worsened muscle paind 

Any 4093 738 (18.0) (16.9. 19.2) 4090 398 (9.7) (8 .8, 10.7) 

Mild 4093 424 (10.4) (9.4, 11.3) 4090 275 (6.7) (6.0. 7.5) 

Moderate 4093 300 (7.3) (6.5, 8.2) 4090 118 (2.9) (2.4, 3.4) 

Severe 4093 14 (0.3) (0.2. 0.6) 4090 5 (0.1) (0.0. 0.3) 

Grade 4 4093 0 (0.0, 0. 1) 4090 0 (0 0. 0.1) 

New or worsened joint paind 

Any 4093 406 (9.9) (9.0, 10.9) 4090 247 (6.0) (5.3, 6.8) 

Mild 4093 248 (6.1 ) (5.3. 6.8) 4090 163 (4.0) (3.4. 4.6) 

Moderate 4093 15 1 (3.7) (3.L 4.3) 4090 83 (2.0) (1.6, 2.5) 

Severe 4093 7 (0 2) (0. L 0.4) 4090 1 (0.0) (0 0, 0. 1) 

Grade 4 4093 0 (0.0, 0.1) 4090 0 (0.0. 0.1) 

Any systemic eventg 4093 242 1 (59.1 ) (57.6. 60.7) 4090 1922 (47.0) (45 .5, 48.5) 

Use ofantipyretic or pain 4093 996 (24.3) (23 .0. 25. 7) 4090 545 (13.3) (12.3, 14.4) 
medicationh 

2 Fever 

:::38.0°C 3758 512 (13 .6) (12.5, 14.8) 3749 14 (0.4) (0.2, 0.6) 

:::38.0°C to 38.4°C 3758 325 (8.6) (7.8, 9.6) 3749 7 (0.2) (0.1 , 0.4) 

>38.4°C to 38.9°C 3758 155 (4.1 ) (3.5. 4.8) 3749 4 (0.1) (0.0, 0.3) 

>38.9°C to 40.0°C 3758 31 (0.8) (0.6. 1.2) 3749 3 (0. 1) (0 0. 0.2) 

>40.0°C 3758 1 (0.0) (0.0. 0. 1) 3749 0 (0.0. 0.1) 

Fatigued 

Any 3758 2086 (55 .5) (53.9. 57. 1) 3749 756 (20.2) (18.9. 21.5) 

Mild 3758 793 (21.1 ) (19.8, 22.4) 3749 409 (10.9) (9.9, 12 .0) 

Moderate 3758 1150 (30.6) (29 .1, 32. 1) 3749 331 (8.8) (7 9, 9.8) 

Severe 3758 143 (3.8) (3.2. 4.5) 3749 16 (0.4) (0.2. 0.7) 

Grade 4 3758 0 (0.0. 0.1 ) 3749 0 (0.0, 0. 1) 

Headached 

Any 3758 1732 (46.1 ) (44.5, 47 . 7) 3749 735 (19.6) (1 8.3, 20.9) 

Mild 3758 960 (25 .5) (24.2, 27.0) 3749 486 (13.0) (11.9. 14.1) 

Moderate 3758 696 (18.5) (17 .3. 19.8) 3749 230 (6. 1) (5 .4, 7.0) 

Severe 3758 76 (2.0) (1.6. 2.5) 3749 19 (0.5) (0 3, 0.8) 

Grade 4 3758 0 (0.0. 0.1) 3749 0 (0.0, 0.1) 

Chillsd 

Any 3758 1114 (29.6) (28 .2. 31.1) 3749 125 (3.3) (2.8. 4.0) 

Mild 3758 558 (1 4.8) (13.7. 16.0) 3749 100 (2.7) (2.2, 3.2) 

Moderate 3758 494 (13 .1) (12.1, 14.3) 3749 25 (0.7) (0.4, 1.0) 
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Table 10 continued: 

14.372. Systemic Events, by Maximum Severity, Within 7 Days Afte1· Each Dose -
Reactogenicity Subset for Phase 2/3 Analysis - Safety Population 

Vaccine Group (as Administered) 

B:'.'IT162b2 (30 i1g) Placebo 

Dose Systemic Event N" nb (o/o) (95% Cl ') l'i" nb (o/o) (95% Cl ') 

Severe 3758 62 ( 1.6) (1.3, 2.1) 3749 0 (00, 0.1) 

Grade 4 3758 0 (0.0, 0.1) 3749 0 (00, 0. 1) 

Vomiting" 

Any 3758 51 ( 1.4) (1.0. 1.8) 3749 30 (0. 8) (05. 11) 

Mild 3758 37 ( 1.0) (0. 7. 1.4) 3749 21 (0. 6) (0.3. 0.9) 

Moderate 3758 9 (0.2) (0.1 , 0.5) 3749 9 (0.2) (0.1 , 0.5) 

Severe 3758 5 (0.1) (0 0, 0.3) 3749 0 (00, 0 1) 

Grade 4 3758 0 (0 0, 0. I) 3749 0 (0.0, 0. 1) 

Dianheaf 

Any 3758 356 (9.5) (86, 10.5) 3749 276 (7.4) (6.5. 8.2) 

Mild 3758 293 (7 .8) (7 .0, 8.7) 3749 217 (5.8) (5.1 , 6.6) 

Moderate 3758 57 ( 1.5) (1.2, 2.0) 3749 54 (1.4) (11 , 1.9) 

Severe 3758 6 (0.2) (0.1 , 0.3) 3749 5 (0.1) (0.0, 0.3) 

Grade 4 3758 0 (0 0, 0.1) 3749 0 (0.0, 0 1) 

New or worsened muscle pa i.nd 

Any 3758 1260 (33.5) (32 .0. 35.1 ) 3749 260 (6.9) (6 .1. 7.8) 

Mild 3758 528 (14.1) (13 .0. 15.2) 3749 168 (4.5) (3.8. 5.2) 

Moderate 3758 669 (1 7.8) (1 6.6, 19.1) 3749 88 (2.3) (1.9, 2 9) 

Severe 3758 63 ( 1.7) (1.3, 2.1) 3749 4 (0.1 ) (0 0, 0.3) 

Grade 4 3758 0 (0.0, 0. I) 3749 0 (0.0, 0. 1) 

New or worsened joint paind 

Any 3758 772 (20.5) (19.3. 21.9) 3749 170 (4.5) (3.9. 5.3) 

Mild 3758 366 (9 7) (8.8, 10.7) 3749 89 (2.4) (1.9, 2 9) 

Moderate 3758 379 ( 10. 1) (9.1. 11.1) 3749 76 (2.0) (1 .6. 2.5) 

Severe 3758 27 (0.7) (0.5, 1.0) 3749 5 (0.1) (0.0, 0.3) 

Grade 4 3758 0 (0.0, 0.1) 3749 0 (0.0, 0. 1) 

Any systemic eventg 3758 2627 (69.9) (68.4, 71.4) 3749 1267 (33 .8) (323. 35.3) 

Use of antipyretic or pain 3758 1570 (4 1.8) (40.2, 43.4) 3749 42 7 (11.4) ( 10.4, 12.5) 
medicationh 

Any Fever 
dose 

2:38.0°C 4108 582 (14.2) (13.1. 15.3) 4106 38 (0.9) (0.7. 1.3) 

2:38.0°C to 38.4°C 4108 378 (92) (8.3 , 10.1) 4106 18 (0.4) (03. 0.7) 

>38.4°C to 38.9°C 4108 167 (4.1) (3.5. 4.7) 4106 11 (0.3) (01. 0.5) 

>38.9°C to 40.0°C 4108 35 (0.9) (0.6, 1.2) 4106 7 (0 2) (0 1, 0.4) 

>40 .0°C 4108 2 (0.0) (0.0. 0.2) 4106 2 (0.0) (0.0, 0.2) 

Fatigued 

Any 4 108 2585 (62.9) (61.4. 64.4) 4106 146 1 (35.6) (34 1. 37. 1) 
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Table 10 continued: 

14.372. Systemic Events, by Maximum Severity, Within 7 Days After Each Dose -
Reactogenicity Subset for Phase 2/3 Analysis - Safety Population 

Vaccine Group (as Administered) 

BNT162b2 (30 11g) Placebo 

Dose Systemic Event N" nb (o/o) (95% Cl ') N" nb (o/o) (95% Cl') 

Mild 4108 984 (24.0) (22 .7. 25 .3) 4106 800 (19.5) (1 8. 3, 20.7) 

Moderate 4108 1429 (34 .8) (33 .3, 36.3) 4106 635 (155) (14.4, 16 6) 

Severe 4108 172 (4.2) (3.6. 4 .8) 4106 26 (0.6) (0.4, 0.9) 

Grade 4 4108 0 (00. 0.1) 4106 0 (0.0, 0.1 ) 

Headached 

Any 4108 2265 (55.1) (53 .6, 56. 7) 4106 1402 (34.1) (32 . 7, 35 .6) 

Mild 4108 1237 (30. 1) (28.7. 31.5) 4106 887 (21. 6) (20.4, 22.9) 

Moderate 4108 930 (22 .6) (21.4. 23 .9) 4106 4 75 (11.6) (10.6. 12.6) 

Severe 4108 98 (2.4) (1.9. 2.9) 4106 40 (1.0) (0.7. 1.3) 

Grade 4 4108 0 (0.0. 0. 1) 4106 0 (0 .0. 0.1) 

Chillsd 

Any 4108 1312 (31.9) (30.5. 33.4) 4106 289 (7 0) (6 3. 7.9) 

Mild 4108 688 ( 16.7) (15 .6, 17.9) 4106 219 (5.3) (4.7, 6.1) 

Moderate 4108 553 (13 .5) ( 12.4. 14.5) 4106 67 (1.6) (1.3 , 2.1) 

Severe 4108 71 ( 1.7) (14. 2.2) 4106 3 (0. 1) (0 .0. 0.2) 

Grade 4 4108 0 (0.0, 0.1) 4106 0 (0 .0. 0.1) 

Vomiting" 

Any 4108 84 (2.0) (1.6. 2.5) 4106 62 (15) (1.2. 1.9) 

Mild 4108 66 (1. 6) (1.2, 2.0) 4106 47 (11) (0 .8. 1.5) 

Moderate 4 108 13 (0.3) (0.2. 0.5) 4106 14 (0.3) (0 .2. 0.6) 

Severe 4108 5 (0.1 ) (0.0, 0.3) 4106 1 (0.0) (0 .0, 0.1) 

Grade 4 4108 0 (0.0, 0.1) 4106 0 (0 .0, 0.1) 

Dianheaf 

Any 4108 644 ( 15.7) (14.6. 16.8) 4106 576 (14.0) (13.0. 15.1) 

M ild 4108 51 1 (12.4) ( 11 .4, 13.5) 4106 453(11.0) (10.1. 12.0) 

Moderate 4108 12 1 (2.9) (2.4. 3.5) 4106 11 6 (2.8) (2 .3, 3.4) 

Severe 4108 12 (0.3) (0.2. 0.5) 4106 7 (0.2) (0 .1 , 0.4) 

Grade 4 4108 0 (0.0, 0.1) 4106 0 (0 .0. 0.1) 

New or worsened muscle paind 

Any 4108 1573 (38.3) (36.8, 39.8) 4106 549 (13.4) (12 .3, 14.4) 

Mild 4 108 659 (1 6.0) (14.9. 17.2) 4106 350 (8.5) (7. 7. 9.4) 

Moderate 4108 840 (20.4) (19.2. 21.7) 4106 190 (4 6) (4.0. 5.3) 

Severe 4108 74 ( 1.8) (1.4, 2.3) 4106 9 (0.2) (0 .1, 0.4) 

Gracie 4 4108 0 (0.0, 0.1) 4106 0 (0 .0, 0.1) 

New or worsened joint pa.ind 

Any 4108 968 (23 .6) (22.3 . 24.9) 4106 360 (8.8) (7.9, 9.7) 

Mild 4108 458 (11.1 ) ( 10.2, 12.2) 4106 206 (5.0) (4.4. 5.7) 

Moderate 4108 476 (1 1.6) (10.6. 12.6) 4106 148 (3.6) (3.1, 4 .2) 

Severe 4108 34 (0. 8) (0.6, 1.2) 4106 6 (0 1) (0 1. 0.3) 

Grade 4 4108 0 (0.0. 0 .1) 4106 0 (0 .0, 0.1) 

Any systemic eventg 4108 31 81 (77.4) (76.1. 78.7) 4106 2255 (54 .9) (53 .4, 56.4) 

Use of antipyretic or pain 4108 1909 (46.5) (44.9, 48.0) 4106 810 (1 9.7) ( 18.S, 21.0) 
medicationh 
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Table 11 Number (%) of subjects reporting at least 1 Adverse event from Dose 1 to 1 month after Dose 

2 - ~38,000 subjects for Phase 2/3 analysis – Safety population 

Adve.-se Event 

Any event 

Related< 

evere 

Life- threatening 

Any eriou · adver e event 

Related• 

evere 

Life-threatening 

Any adver e event leading to withdrawal 

Related• 

Se ·ere 

Life-threatening 

Death 

Vaccine Group (ns Adminisle1·ed) 

BNT162b2 (30 ,,g) Placebo 
(N'=)8801) (N"=18785) 

llb (%) lib(%) 

507 1 (27.0) 2356 ( 12.5) 

39 .1: (20.8) 95~(5. 1) 

220 (1.2) 109(0.6) 

18 (0.1) 20 (0.1) 

103 (0.5) 81 (0.4) 

3 (0.0) 0 

57 (0.3) 48 (0.~) 

18(0.1) 19 (0.1) 

34 (0.2) 25 (0.1) 

14 (0. I) 7 (0.0) 

I ~ (0.1) 7 (0.0) 

2 (0.0) 4 (0.0) 

I (0.0) 2 (0.0) 
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Table 12: Number (%) subjects reporting at least 1 AE from dose 1 to cut-off date 14 Nov 2020- Subjects 

with at least 2 months follow up time after dose 2 for Phase 2/3 analysis –safety population 

Vaccine Group (a Administered) 

BNT1.62b2 (30 µg) Placebo Total 
(N"=9531) (N"=9536) (N"=19067) 

Adver e Event n" (%) nu (%) n" (%) 

Any event 2044 (21.4) 1197 (12.6) 3241 (170) 

Related' 1297 (13.6) 343 (3.6) 1640 (8.6) 

Severe 105 (11) 69 (0. 7) 174 (0.9) 

Life-threatening 10(0.1) l l (0.1) 21 (O.l) 

Any riou adver e ev nt 57 (0.6) 53 (0.6) 110 (0.6) 

Related' 2 (0.0) 0 2 (0.0) 

evere ~2 (0. ) r co. ) 6- (O. ) 

Life-threatening 10(0.l) 11 (O. l) 21 (0.1) 

An_ adverse event leading 10 withdrawal I (0.0) 0 I (0.0) 

Related' 0 0 0 

evere 0 0 0 

Life-threatening I (0.0) 0 I (0.0) 

Death l (0.0) 0 l (0.0) 
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Table 13: planned and ongoing studies 

Studr Tit.Le Summary of Safety con.een1s P:rotoco] Link 

Stu d)• J')p:e Objec lfr,e:. ad,d1·e~!led ) fi~estone 

,ca.tegot·y 

A Phase Ewj ,, placebo- The o~ ectii.,e of the study Anaphyfa.-as C459100l 
controlled, r.mdmniz.ed, is to ,evaluate the safety, V acc~associo>ted CSR submission .4:ny lime 
oh.server-hlmd, dose- to erability, enh;J!J!lced disease upon regufatmy 
finding stndy to e, <1lua1te immWJ:ogerucity ;J!J!ld {V..!UID), mdud:ing request 
the-.safety, tolerab · ity, effica.q• ,of COVID-19 , caccme-.1Ssociated CSR submission 3ll-D ec-202l immunogenicity md mRNA ,ca.ccme eI!hmced respin.tory 6 months posl" efficacy o:f SARS-CoV -2 ~ e (VAfilU)) DCl5e 2: ru. A. vaccine candidates 

Alll tmb, ·o:r;;ible imb.i m~ Use in pab.e-ll.15 witlb. co-
Fina! CSR 3] -Au g-2023 ag~iinst COVID-ll9 in 

between the vac:,cine and =bidilies (C459 100l submission 'Llrith be.il&y indi.--duak 
,conlrol group:. in lhe subset) 

supp.emental l lllt en renlio:nal frequenc:;• ,of COVID-19 Long teem s .. £efy daiia. fo low-u.p: 
C a1tego1:y 2 ,disease, in p.a.rti~u.l.r for 

se,·e!l'E! COVID- 19' disease, 
m~• su:ggest the 
OCOlil1iel!L~ of , '"-3.CCute 
associated enhanced 
d'isease. SW'lreillan.e-e is 
pLmned for 2 years 
follonring D ose 2 

S,afe.ty sw.·eilla.nce, of the Assessment of,ocom:r,en~ Anaphyl.axi.s ( 459 ]0 1] 
Pm.er COVID-I9 of safe ty e,,elllf!i mdud:ing 

AE.SI-based safety IillltErim 1"epo1ts 30-Jim~202 1 
vaccine in the U ..S .. severe o:r atyp.-cal 

~,;;eill!fs of intecest subm ission: 3 l -Dec:-202 ll Depatment of Defense COVID- 19' disease in a 
ind u din,g vaccine popub1tion following c,oholt of people within ihe 
associated ,enhJ/1!1.= d 30-Jun-20-22 

Emergency Use D ep a.rtmeet of Defense 
disease 31-Dec-2022 

Auilio1m tio11. U ealthea.re System 
Use in plil!gn;mcy Final CSR 31-Dec-2023 Non-inter,;entional 
Use in submis.s-on: 

Category 3 
unm'll!l!locompromised 
panems 

Use in frail :patients. with 
c,o-morn:idities. fe. g, 
chm nic oh.stru.cfa-e 
pulmo:na,y dises se 
(COPD), diabetes, 
chmnic mi.euro o,gica.l 
disease, cardiovascular 
1WOrders) 

Use in pati.enls with 
autoimmtme or 
im11ammca.to1y ,disorders 

Long-ter.m safety dm . 
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Table 13: Planned and ongoing studies 

Study Tit.le 

Stt1dJ l )pe 

C ategot·y 

Post-Bme,ge-ncy Use 
Authorization ;,,ctwe 
sunreil.lane2 of ad1;erse 
events Ill special inter,est 
among i:ndi,iduals ill the 
Veteran's Affi.u"S Health 
System recen.-mg Pfize1r 
Bi oNTecli Co,-ona\riru:s 
Diseo1se 20ll9 (COVID 
19') i,.·;;cci:ne 

N =-in.l:en;entional 

Category 3 

A Post-Approval a,ctii.'l! 
sur.-eillJll!lc:e sorfuty stu.dy 
to momtor l'eal-wo.rld 
s:a:fety -of the 
Pnze,--IlioNT ech 
OOVID-19 vaccine m 

e 

N on -intecva.tional 

Catego:cy 3 

A Phase IB, Pboeoo­
Coetrolled, r;md.otmz.ed, 
observer-blinded study to 
ev :ate tire s;a.rety, 
toJenbility and 
immunogelllicil:y of a 
SAR.S-CoV-2 RNA 
i,.·;iiocine candidcate 
(BNT. 6 b2) a,g2inst 
COVID-19 in heal~• 
p:reigeant wom.en ]8 
years of age and older 

Inten·el!ltio:nal 

Catego[)' 3 

Summa1·y of 
Objiecti,·,es 

Asses-Slllen.t af 
oc:eun-ence of safety 
,even.ts, including severe 
or al:ypica CO'VIDc 19' 
disease in reo1l-world use 
ofOOVID-]9 mFU A 
va=e 

Assessment of ocCl:llTe1we 
-of safety ,e.,-enks, including 
se\,ere oi- 2rypical 
COVID-19 dise<1se in. real­
woYld usec ,of COVID-19 
mRNA1.;a,ccine 

a:fet:i,· COD11"eI'IlS 

ad.dressed 

Anaphylaxis 

jl,..£Sl-baseil safe~• 
e,;·ents of interest 
inclll.di:ng varoine­
associated emhanced 
disease 

Use .in 
llilDIUl!IOCompr;omiaed 
pa!li.ems 

Use in frail patient!> v."dh 
co-morbidities (e .. g, 
chronic obsttucfa·e 
pul:monaiy disease 
(COPD), diabetes, 
~h.rom.c neuro .o,gi.cal 
dis:e.ase, c2rdiovascular 
disorders) 

Use m paiti.ems ,vith 
au:i:o:immllllte or 
imlamm<atory diso1 · e:rs 

Long-teim safety d;;;tia. 

Anaphyfaris 

AESI~based. safety 
e, ents of imercest 

Use .in pH!gDa!!!,cy 

Long0 tem:i safety iim. 

Pla.mied chm.cal study to Use ill pr,egna!l!,cy ,md 
a,sses~ safety olll.d while br,east feeding. 
immum:~genicify i:n 
pregnant womecn ·'1.<h:o 
recei,re CO..lID-19 mRNA 
vaccm.ec 

Safety and. 
umn1.11J:o,ge "city of 
OOVID-19 mRN..~ 
vaccine in pregm.oant 
WOme,J! 

Pl'of,oco] Link 

~.!li:ilesfune 

C459W12 

fote.iim i:eports 
submission: 

Final CSR 
submissi.on: 

30-JUl!J."202 1 

3 1-Dec-202 1 

30-Jun"2(t22 

3 1-Dec-2022 

3 1-Dec-2023 

C459 ]01 0 

Fmal draft 
pl'•atocol 
submission for 
EM..Di. IF,,,-iew: 

Fmal CSR 
submission : 

3 1-Jan-2021 

3 l -Mair-20-24 

C459W l 5 

Protocol draft 
submission: 

Fi:nal CSR 
submission: 

28-F,eb-202 1 

30-Apr-2023 
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Table 13: Planned and ongoing studies 

Study Ii.tle Snmma:ry of Safety rnn1i!'ern l':i-ofoco] Linik 

StudJ• J)pe 0 jrectfr,es addressed }.,f.ifestone 

Ca:te-got·-y 

A esi-neg.ni\.-e design to E stimate lhe ,effecli1;;e!l:ess Vaccine effieeti.-e.11e'is • C459l0l4 
e.-aluate the effeclr.~ .11es;s of2 doses ofCOVIDcl 9 Protocol draft 3 1-M;;ir-202 1 
of BL"'NiTl62b2 agormt mRNA ·vacci:ne a,gaies submission: 
acute respiratm:y il.lm.ess potemitial COVID- 9 

Final CSR 30-Jim-1023 due to SARS-CoV -_ ilmess requiring ordnrissio:n 
infection among adults to the ED or hoeyital submission: 

~ IS ye:lll"s ,of age wha-e SA!Ui-CoV-2 is 

N o:n-inten;enliolllal identified 

Category3 

Imm1.mogenieity of To :l5Sess potentiall.y Use .in BNT 162-0] Co.h.01 13 
COVID-19 mFlliiA protecli.ve mllllum.e llill.llUllocomp.romised IA submiss.io.n: 30-Sep-200 1 
vac:c:me m respo.nses m patients. 
immu.lloco~om:ised. immunoc:o:mprm:nised Final CSR 3 1-D ec-2022 

subjects, m uding adults submission: 

assessment of antibody 
r-espoll54!S .md C -
medi<!ted respOl!ISes 

I:nterveirtio:nal 

Category 3 

Phase II smdy ,of Safety immunogenicity Use m. C459l0 1S 
BNII62b2 in adults o..-e. 12 momhs .. imm.1mocomp!'omised Protocol 28-F:eb--200 1 
r,ecen,1.ng D esG-ipti.o:n ofCOVID·-19 patients submission: 
immunomodulators fur cases. Use in pali.entwi.th IA submissi.on: 31-Dec-WH meumatoid ardmtis 

R.11 acfa-i.ty by Clinic,il am:oim:wwte ,or 
I:nt.en;entio:nal Disease Activity Index. inf'lamw.<1to1y disorders. 

Category 3 N-mtig,en ;;inti.bodies for 
detection of asymptomatic 
mfeetion. 

Safety md Safety, immunogenicity Use m. frail p~eni!is N ot a,cailable 
immu.llogenicity m. hi,g o,·eir 1.2 mol'.!!ths m fuiil with co-moroidities Protocol 30-JUl!l-202 1 ask adults dedy, (e_g, chrome ,obstru.cti.-e submission: 
I:ntei,·entiOOl!al .imm.1.1.11aeompromised, pulmonar:r dise-ase 

FmalCSR 3 1-D ec-2022 autoimmune and other (OOiPD), diabetes, 
Category 3 !high rid indi1,,'.iduals. ~hromc l!:E!Ul"O!ope:aJ. submission: 

D escription of COVID·-19 wsea:se, c::lll"m.ova:sc:ul;;ir 

caises. disorders) . 

N -mtigen 2!Iltibodies for 
detection ,of asymptomatic 
m:fe,c,tion. 
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Table 13: Planned and ongoing studies 

StudYTi.tle 

Stu d_' 1) 'Pe 

Ca.tegot·y 

A Post-Appro\7al A,ciive 
Sur,,,-eill:mce Safe , 
Stu.dy Using Second..i:y 
Dafa to Aocitor Real­
World Safetty of ilie 
Pfizer I!io:NTech COVID 
19' vaiccme in the 

N o:n-inte.r.-entiom!l 

Category 3 

Co-admimstr.i.tion study 
wilh. .seas:o!!al. intlueniz~ 
v ac-cme-

Inten rent ional 

Categor:;• 3 

S11mma1:y ,of 
Oibjeclins 

.ll.sses.sment ,of occ:mT>e:nce 
of s;afety e.-.-enls of 
interest incl1.1.ding sever,e 
or afypi,c-al COVID-19' in 
re.al-world use of 
COVID--] 9 mRNA 
v=e. 

Sale~- rnn,,rei·ns 
addn -:ssed 

.i!lnaphyl2ri5, 

A.ESI-hased :safuty 
e\7,e:nts ,of inter-est 
indn.d:ing ,oaccine­
a.ssocimd enhanced 
disease 

Use in :p:re;gnancy 

Use in 
ilmmmocom;p:romised 
pati.eots 

Use in fi-ail patients 
'l\rith co-mmbiditie,;; 
(e .g dllomc ,o.bstnrcti:V'e 
Jlllilll.0.1!13!.l!Y ,disease 
(COPD), di.a bete~ 
d!!ro!!!ic E.l!urological 
disease, c2rdiovaro1.1.Lu: 
disor;da-s) 

Use in :p:!!"i.eill!ts 'l\rith 
autoimml.l.l!;e o.­
infl=ato!j\' cbso- er.; 

Loill\g term safety il<ita. 

Safety and futeracl:ion 'l\rith other 
.immtm.ogemcitry of va.ccmesa 
BNT] 6 b and 

,qaadri,"alent 5eil.Sonal 
·influenza; , oa.ccine-wl!.en 
admimsterad. sepair3feey or 
concowit.!il!l.tly. 

P:1·ofoco] Link 

}.f.ifesfun,e 

ACCESSNAC4!EU 

Protocol 
submission: 

Final CSR 
submission:: 

28-f ,eb-202 1 

3 1-Jan-2024 

L ot a, -ailable 

Protocol 
sublm55.·on: 

Final CSR 
submission:: 

30-Sep-202 1 

3 1-Dec-2022 

a. V 21ccine effecliveness is not a safety concern; ho'L\rei;·er, filfeciivenl!Ss study i.;; included in Ibis rable per EM.It 
clarificarrion receii;-ed on 6 D ec-emb~r 020. 
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Figure 5 

Cumuh,tive Incidence Cunes for the first COVID-19 Occurrence After Dose 1- Dose 1 All-Available Efficacy 
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----e--- A: BNT1 62b2 (30 µg) ----B- --- B: Placebo 

Note: "S" indicates subjects with sE-veu COVID-19 or COVID- 19 leading to hospitaliz ation . 
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