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1. Introduction

On 29 April 2024, the MAH submitted a completed paediatric study for Comirnaty, in accordance with
Article 46 of Regulation (EC) No 1901/2006, as amended.

These data are also submitted as part of the post-authorisation measures to assess the safety,
tolerability, immunogenicity, and efficacy of the BNT162b2 RNA-based COVID-19 vaccine candidate
against COVID-19 in healthy paediatric subjects.

A short critical expert overview has also been provided.

2. Scientific discussion
2.1. Information on the development program

The MAH stated that “Children 6 Months to <16 Years of Age: A Phase 1, Open-Label Dose-Finding
Study to Evaluate Safety, Tolerability, and Immunogenicity and Phase 2/3 Placebo-Controlled,
Observer-Blinded Safety, Tolerability, and Immunogenicity Study of a SARS-CoV-2 RNA Vaccine
Candidate Against COVID-19 in Healthy Children” C4591007 is a stand-alone study.

This report concerns the final clinical study report (CSR) for the phase I/II/III study C4591007, which
includes descriptive summary of COVID-19 incidence rate and cases for all study phases, plus data that
has not been previously reported in an interim CSR.

2.2. Information on the pharmaceutical formulation used in the study

In the European Union, the Tris/Sucrose vaccine product is supplied as a preservative-free, sterile
dispersion of LNPs in aqueous cryoprotectant buffer for intramuscular administration formulated at 0.1
mg/mL RNA in 10 mM Tris buffer, 300 mM sucrose, pH 7.4. The presentations of the vaccine used in
this study are:

e 30 pg RNA/dose for individuals 212 years of age, not for dilution (0.3 mL administration), EU
MA numbers EU/1/20/1528/003 and EU/1/20/1528/002.

e 10 pg RNA/dose for individuals 5 to 11 years of age, requires dilution (0.2 mL administration),
EU MA numbers EU/1/20/1528/004 and EU/1/20/1528/005.

e 3 ug RNA/dose of the Tris/Sucrose vaccine product (requires dilution, 0.2 mL administration)
for individuals 6 months through 4 years of age, EU MA numbers EU/1/20/1528/010.

2.3. Clinical aspects
2.3.1. Introduction

Study C4591007 is a randomised, placebo-controlled, Phase 1/2/3 paediatric study in healthy children
aged 6 months to <12 years of age. For these paediatric groups, the study was designed to evaluate
BNT162b2 vaccination in an age-de-escalation Phase 1 dose-finding portion and Phase 2/3 selected-
dose portion, in protocol-defined age groups: 5 to <12 years, 2 to <5 years, and 6 months to <2 years
of age. Initiation of the study with the oldest paediatric group (5 to <12 years of age) was based on
acceptable safety and tolerability demonstrated in adolescents in Study C4591001. The BNT162b2
series was initially planned as a 2-dose series; however, based on emerging clinical and real-world
data, the protocol was amended on 04 January 2022 to add a third dose at the selected dose level for
each age group.
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BNT162b2 10 pg for children aged 5 to 11 years of age was approved in EU on 25 November 2021.
Comirnaty 3 ug for children aged 6 months to 4 years was approved in EU on 19 October 2022.

A bivalent (original and Omicron BA.4/BA.5) booster (30 ug) dose was granted EUA in the US for
individuals 212 years of age on 31 August 2022. An EUA for the bivalent booster (10 pg) in individuals
5 through 11 years of age followed on 12 October 2022. The EUA for the bivalent booster (3 ug) as the
third dose in the primary series (3 doses) in children 6 months to <5 years of age was authorised on
08 December 2022. As of 18 April 2023, the US FDA reissued the EUA for the original/Omicron
BA.4/BA.5 bivalent mRNA COVID-19 vaccines to be used for all doses administered to individuals 6
months of age and older. In early 2023, the WHO, EMA, and FDA recommended that updated COVID-
19 vaccines target the XBB.1.5 Omicron subvariant as a monovalent vaccine.

Previous C4591007 Interim CSRs
Data from Study C4591007 has been previously reported in the following interim CSRs:

Participants 5 to <12 Years of Age

e One-month post-Dose 2 safety, tolerability, immunogenicity, and descriptive efficacy results
following administration of a 2-dose primary series of BNT162b2 10 ug in participants 5 to <12
years of age. Safety data were presented for the initial enrollment of 2268 participants (1518
vaccine recipients and 750 placebo recipients) in C4591007 (5 to <12 Years of Age) Interim
CSR Version 1.0, dated 30 September 2021.

e Six-month post-Dose 2 safety follow-up data and a formal assessment of per-protocol efficacy
for 4647 participants 5 to <12 years of age were previously reported in C4591007 (5 to <12
Years of Age 6-Month Post-Dose 2) Interim CSR Version 1.0, dated 31 October 2022.

e One-month post-Dose 3 (booster) data of BNT162b2 in 401 participants 5 to <12 years of age
who received a 2-dose primary series followed by a third (booster) dose of BNT162b2 10 ug
were previously submitted in C4591007 (5 to <12 Years of Age Dose 3) Interim CSR Version
2.0, dated 11 May 2022.

e Six-month post-Dose 3 data of BNT162b2 for all participants in the full safety population of
participants 5 to <12 years of age who received a 2-dose primary series followed by Dose 3 of
BNT162b2 10 pg (2408 participants in the original BNT162b2 group and 955 participants in the
original placebo who received BNT162b2 after unblinding) were previously reported in
C4591007 (6 Months to <12 Years of Age 6-Month Post-Dose 3) Interim CSR Version 1.0,
dated 08 November 2023. (EMEA/H/C/005735/11/0203)

Participants 6 Months to <5 Years of Age

e 1 month after Dose 2 and 1 month after Dose 3 safety, tolerability, immunogenicity, and
descriptive efficacy data following the 3-dose primary series of BNT162b2 3 ug for 4526
participants 6 months to <5 years of age

- 2750 participants 2 to <5 years of age
- 1776 participants 6 months to <2 years of age

e Data for these participants were previously submitted in C4591007 (6 Months to <5 Years of
Age Three-Dose Series) Interim CSR Version 1.0, dated 01 July 2022.

This study was conducted at 111 sites in the US, Spain, Finland, Poland, and Brazil. The data cutoff
dates for this interim CSR are 17 June 2022 (efficacy, 6 months to <5 years of age) and 28 February
2023 (6-month post-Dose 3 safety, 6 months to <12 years of age).
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e Six-month post-Dose 3 safety data following the 3-dose primary series of BNT162b2 3 ug of
BNT162b2 in 5720 participants 6 months to <5 years of age.

- 3543 participants 2 to <5 years of age
- 2177 participants 6 months to <2 years of age
e Formal per-protocol assessment of efficacy in 1993 participants 6 months to <5 years of age.

Data for these participants in the full safety population were previously reported in the C4591007 (6
Months to <12 Years of Age Dose 3) Interim CSR Version 1.0, dated 08 November 2023.

The purpose of this report is to describe the results presented in the Study C4591007 Final CSR
evaluating Pfizer BioNTech’s BNT162b2 in children 6 months to <16 years of age, which includes
descriptive summary of COVID-19 incidence rate and cases for all study phases, plus data that have
not been previously reported in an interim CSR, as follows:

Phase 1

e Post-Dose 3 safety data (reactogenicity, AE, and SAE) and SAE data from Dose 1 to 6 months
after Dose 3 in participants 6 months to <2 years of age, 2 to <5 years of age, and 5 to <12
years of age.

e Description of COVID-19 occurrences, severe COVID-19 occurrences, and multisystem
inflammatory syndrome in children (MIS-C) cases (if applicable) in the Dose 1 all-available
efficacy population through end of study.

Phase 2/3

e Description of complete safety data for participants in the troponin I testing portion of the
study (age groups: 5 to <12 years and 12 to <16 years). This includes description of the
reactogenicity and AE data following Doses 1, 2 and 3, frequency of elevated troponin I levels
at baseline and after Vaccination 2 and/or 3.

e Description of cell-mediated immune response to the reference strain in a subset of
participants 10 to <12 years of age.

e Description of the incidence of confirmed COVID-19 through the entire study follow-up period
in participants who received BNT162b2 at initial randomization or subsequently.

e SAE data from Dose 1 to 6 months after Dose 2 in participants 6 months to <2 years of age, 2
to <5 years of age, and 5 to <12 years of age.

e Description of COVID-19 occurrences, severe COVID-19 occurrences, and MIS-C cases (if
applicable) in the Dose 1 all-available efficacy population through end of study.

2.3.2. Clinical study

Study C4591007 - Children 6 Months to <16 Years of Age: A Phase 1, Open-Label Dose-
Finding Study to Evaluate Safety, Tolerability, and Immunogenicity and Phase 2/3 Placebo-
Controlled, Observer-Blinded Safety, Tolerability, and Immunogenicity Study of a SARS-CoV-
2 RNA Vaccine Candidate Against COVID-19 in Healthy Children

Study Design

Study C4591007 was a Phase 1/2/3 study in healthy children.
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Phase 1 enrolled 16 participants per dose level in each age group (planned); however, an additional 16
participants per dose level (total 32) were enrolled to receive 10 ug in the 2 to <5 years of age group.
The doses tested and selected in each age group during Phase 1 were:

e 5to <12 years of age: dose levels 10, 20, 30 ug - selected dose level 10 pg
e 2 to <5 years of age: dose levels 3, 10 pg - selected dose level 3 ug
e 6 months to <2 years of age: dose level 3 ug - selected dose level 3 pg

Phase 2/3 commenced with the selected vaccine dose level for each age group, with participants
randomised 2:1 to receive vaccine or placebo at sites in the US, Finland, Poland, and Spain. Brazil
enrolled participants 6 months to <5 years of age randomised 2:1 to receive vaccine or placebo.

Phase 2/3 was planned to evaluate BNT162b2 as a 2-dose series given 21 days apart at the selected
dose levels for each age group for safety, tolerability, and immunogenicity, and to include supportive
efficacy analyses evaluated within or across age groups in which immunobridging is successful,
depending on the accrual of a sufficient number of cases in those age groups.

All Phase 2/3 study participants could be unblinded at the 6-month post-Dose 2 follow-up visit.
Participants who originally received placebo for the initial 2 doses were offered the opportunity to
receive BNT162b2 (at the age-appropriate dose at the time of vaccination) as part of the study.

For participants 6 months to <5 years of age, the study was unblinded in stages. Unblinding completed
once all ongoing participants either had been individually unblinded or had concluded their 6-month
post-Dose 2 study visit. Due to several waves of enrollment and stages of unblinding, there were
different lengths of follow-up time for participants 6 months to <5 years of age (refer to Section 3.7
and Figure 1 for additional information). The study was unblinded in the following sequence.

The participant:
e became EUA age-eligible at 5 years of age
e enrolled prior to protocol amendment 6 (addition of 3 dose as primary series for 6m-<5y)
e enrolled after protocol amendment 6

All remaining participants 6 months to <5 years of age were unblinded after the US FDA issued an EUA
(17 June 2022) for BNT162b2 3 ug as a 3-dose primary series. Placebo participants were eligible to
receive BNT162b2 at the age-appropriate dose level in an open- label manner. As enrolment was
ongoing at the time of the EUA, participants may have been unblinded prior to the protocol-specified 6-
month post-Dose 2 period. In all case of unblinding, participants who remained in the study were
followed in an open-label manner until the end of the study participation.
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Unblinding Date
Blinded ' Open-Label

Elinded Placebe-Controlled Follow-Up Period

Dose 2
and/or 3

Blinded and Open-Label Period

BNT162b2

Dose 2
andfor 3

End of Study

Placebo

First Dose of BNT162b2

Participants Who Originally Received Placebo
and Then Received BNT162b2 After Unblinding
First Dose of BNT162b2 End of Study

Figure 1 Schematic Diagram of Varied Blinded and open-label follow up time for participants 6 months
to <5 years of age after dose 2 and/or dose 3

Troponin group

In the troponin group, troponin I assessment at baseline and after vaccination was performed to
evaluate whether elevated troponin I levels, potentially indicative of subclinical myocarditis, occurred
following vaccination. Samples were analysed using a High Sensitivity Troponin-I assay. An elevated
troponin I result was defined as >35 ng/L in male participants and >17 ng/L in female participants.
These values were established as the 99th percentile cut-off in male and female individuals,
respectively, in a reference range study conducted by the assay manufacturer.

Troponin I Analyses: At Baseline and After Vaccination in Participants =5 to <12 Years of Age and =212
to <16 Years of Age (Troponin Group).

Troponin I level in participants =5 to <12 years of age and =12 to <16 years of age in the participants
specifically enrolled for this purpose (troponin group) were drawn at baseline and on Day 4 after Dose
2 of vaccine or placebo (if =5 to <12 years). As a result of the 2 dose primary series EUA with
BNT162b2 10 ug for individuals =5 to <12 years, participants were unblinded prior to the 6 months
post-Dose 2 visit in this age group. Participants who received placebo crossed over to the BNT162b2
group and did not have an additional blood draw after Dose 2. With the emergence of Omicron and
adult clinical trial data showing an improved Omicron response after Dose 3, a third dose was added
for all study participants. Collection of a blood sample for troponin I level analysis was included for the
troponin group on Day 4 after Dose 3 for participants =5 to <12 years of age who originally received
active vaccine and for all participants 212 to <16 years of age.

In addition to the scheduled testing of troponin I after Dose 2 and Dose 3 in the troponin group
participants, potential symptoms of myocarditis and pericarditis, protocol-specified AESIs in Study
C4591007, were monitored in all participants. Per Section 8.14 of the protocol, specified procedures
were to be followed for any study participant who reported acute chest pain, shortness of breath,
palpitations, or any other symptom(s) that in the medical opinion of the investigator might be
indicative of myocarditis or pericarditis within 4 weeks after a study vaccination.
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Disposition
This study was conducted at 119 sites in the US, Spain, Finland, Poland, Mexico, and Brazil.

Phase 1

Table 1: Disposition of all assigned participants — Phase 1 - 5 to 12< years of age

Vaccine Group (as Assigned)

BNT162b2 (10 BNT162b2 (20 BNT162b2 (302 ng) Total

ug) ug) (¥t-16) (Nt=49)
(ON"=16) N*=17) n (%) n‘ (%)
n° (%) n° (%)
Assigned 16 (100.0) 17 (100.0) 16 (10:0.0) 49 (100.0)
Not vaccinated 0 1(5.9) 0 1(2.0)
Vaccinated 16 (100.0) 16 (94.1) 16 (100.0) 48 (95.0)
Doze 1 16 (100.0) 16 (94.1) 16 (10:0.0) 48 (95.0)
Dosze 2 16 (100.0) 16 (94.1) 16 (100.0) 48 (95.0)
Dose 3 16 (100.0) 8 (47.1) 16 (100.0) 10 (31.6)
Completed the study 2(12.5) 3(17.8) 3(18.8) 8(16.3)
Withdrawn from the study 14 (87.3) 13 (76.3) 13 (81.3) 40(81.6)
Reazon for withdrawal from the study
Protocol deviation 3(313) 9(32.9) T(43.8) 21(42.9)
Withdrawal by 1(6.3) 2(11.8) 1(6.3) 4(8.2)
parent/guardian participant
Other 8 (50.0) 2(11.9) 5(31.3) 15 (30.6)

a. Ofthe 16 participants who received BNT162b2 30 pg at Dose 1, 4 participants received BNT162b2 30 ug at Doze 2
and 12 participants

received BNT162b2 10 pg at Dose 2.

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

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

PFIZER. CONFIDENTIAL SDTM Creation: 09JAN2024 {03:56) Source Data: adds Table Generation: 23JAN2024
(01:35)

(Database snapshot date - 05JAN2024) Output File: /nda2 ubped2/C4591007_CS3E/adds_s002_disp pl_12

All participants in the 10 pug and 30-pg groups received Dose 3 of BNT162b2 and 47.1% of participants
in the 20-ug group received Dose 3 of BNT162b2. Of the 16 participants assigned to the 30-ug dose

level group at Dose 1, the 4 sentinel participants received 30 ug at Dose 2. However, due to increased
reactogenicity observed at the 30-pg dose level, the remaining 12 participants received 10 ug at Dose

2 as this dose was selected for Phase 2/3 in this age group. Dose 3 reflects age-appropriate dosing for
all Phase 1 participants. The 30-ug dose level was discontinued in the study.

Table 2: Disposition of all assigned participants — Phase 1 — 2 to <5 years of age

Vaccine Group (as Assigned)

BNT162b2 (3pg)  BNTI162b2 (10 pg) Total

(N=16) (N=23) =19

u® (%) u® (%) u® (%)
Assigned 16 (100.0) 33 (100.0) 49 (100.0)

Not vaccinated 0 1(3.0) 12.0)
Vaccinated 16 (100.0) 32(97.0) 13 (98.0)
Daose 1 16 (100.0) 32(97.0) 43 (95.0)
Dose 2 16 (100.0) 32 (97.0) 48 (95.0)
Dose 3 13 (81.3) 27 (21.8) 10 (81.6)
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Completed the study 7(43.8) 14 (42.4) 21 (42.9)

Withdrawn from the study 9(36.3) 18 (34.5) 27(35.1)
Reason for withdrawal from the study
Lost to follow-up 1(8.3) 2(6.1) 3(6.1)
Protocol deviation 2{12.%) (24 10 (20.4)
Withdrawal by parent/zvardian participant 3(18.8) 4(12.1) T(14.3)
Other 3(18.8) 4(12.1) 7(14.3)

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

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

PFIZER CONFIDENTIAL SDTM Creation: 09TAN2024 (03:56) Scource Data: adds Table Generation: 23JAN2024
(01:33)

(Databaze snapshot date : 05JAN2024) Qutput File: /ndal ubped2/C4391007_CSR/adds_z002_disp pl 3

All participants aged 6 months to <2 years of age received Dose 1 and Dose 2 of BNT162b2 3 pg, and
93.8% received Dose 3. A total of 8 participants (50.0%) completed the study and 8 participants
(50.0%) withdrew from the study, with the majority reason due to “other” (37.5%). One participant
(6.3%) each withdrew due to protocol deviation and withdrawal by parent/guardian/participant.

Phase 2/3

Table 3: Disposition of all randomized participants — Phase 2/3 - selected dose portion — 5 to<12 years
of age

Vaccine Group (as Randomized)

BNT162b2 (10 pg) Placebo Total
n* (%) n® (%) n® (%)
Randomized® 3127 (100.0) 1553 (100.0) 4680 (100.0)
Not vaccinated 19 (0.6) 14 (0.9 33(0.7)
Vaccinated 3108 (@9.4) 1539 (99.1) 4647 (99.3)
Doze 1 3108 (@9.4) 1539 (99.1) 4647 (99.3)
Dosze 2 3100 (9@9.1) 1533 (98.7) 4633 (99.0)
Dose 3 2534 (81.7) 1(0.1) 2355 (54.6)
Completed the study 1604 (51.3) 636 (41.0) 2240 (47.9)
Withdrawn from study 1304 (48.1) 903 (58.1) 2407 (51.4)
Reason for withdrawal from study
Lost to follow-up 126 (4.0) 41 (2.6) 167 (3.6)
Protocol deviation 474 (152 272 (17.3) 746 (13.9)
Withdrawal by parent/guardian/participant 216 (26.1) 543 (350 1350 (20.0)
Refused further study procedures 2(0.1) 0 2(0.0)
Other 86(2.8) 47(3.0) 133 (2.8)

Note: One participant from 5-<12 years of age mis-stratified to 2-<5 age group and randomized to BNT162b2 3 ug iz not
included in this table.

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

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

PFIZER CONFIDENTIAL SDTM Creation: 08JAN2024 (03:56) Source Data: adds Table Generation: 23JAN2024
(01:37)

(Database snapshot date : 05JAN2024) Output File: /nda? ubped2/C4591007_CSR/adds_s002_disp p2 12

Of participants who originally received placebo and then received BNT162b2, the majority (100.0%,
99.4%, and 83.0%) received crossover Dose 1, 2, and 3 of BNT162b2, respectively. Approximately half
of the participants (50.4%) who originally received placebo and then received BNT162b2 after
unblinding, completed the study after BNT162b2 vaccination. A total of 626 participants (49.6%) who
originally received placebo and then received BNT162b2 after unblinding withdrew from the study for
non-safety reasons. Most of these withdrawals were due to withdrawal by parent/guardian/participant
(26.6%).
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Table 4: Disposition of all randomized participants — phase 2/3 — selected dose portion - 2 to <5 years

of age
Vaccine Group (as Randomized)
BNT162b2 (3 ug) Placebo Total
n* (%) n® (%) n® (%)
Randomized® 2378 (100.0% 1184 (100.0) 3562 (100.0)
Not vaccinated 13(0.3) 6(0.3) 19(0.5)
Vaccinated 23653 (99.5) 1178 (99.5) 3543 (99.5)
Dosze 1 2363 (99.5) 1178 (99.5) 3543 (99.5)
Dose 2 2338 (98.3) 1078 (91.0) 3416 (95.9)
Dose 3 2093 (88.0) 410 (34.6) 2503 (70.3)
Completed the study 1211 (50.9) 411 (34T 1622 (45.5)
Withdrawn from study 1154 (48.3) 767 (84.8) 1921 (33.9)
Reaszon for withdrawal from study
Adverse event 3(0.1) 0 3(0.1)
Lost to follow-up 109 (4.6) 53 (4.6) 164 (4.6)
Physician decision 2(0.1) 1(0.1) 3(0.1)
Protocol deviation 148 (68.2) 82 (6.9 230 (6.5)
Withdrawal by parent/guardian/participant 428 (18.0) 458 (38 286 (243
Other 464 (18.5) 171 (14.4) 635 (17.8)

a. n=Number of participants with the specified characteristic.
b.  These values are the denominators for the percentage caleulations.
PFIZER CONFIDENTIAL SDTM Creation: 09JAN2024 (03:56) Source Data: adds Table Generation: 23JAN2024

(01:37)

(Databaze snapshot date - 05JAN2024) Qutput File: /ndal ubped2/C4391007_CSR/adds_s002_disp p2 3

Of participants who originally received placebo and then received BNT162b2, the majority (100%,
98.1%, and 88.2%) received Dose 1, 2, and 3 of BNT162b2, respectively. Approximately half of the
participants (48.4%) who originally received placebo and then received BNT162b2 withdrew from the
study after BNT162b2 vaccination. Most of the withdrawals were due to other (21.6%) and withdrawal
by parent/guardian/participant (17.2%). Most participants who withdrew for “other” reasons, withdrew

to be enrolled in Study C4591048.

Table 5: Disposition of all randomized participants — phase 2/3 — selected dose portion - 6 months to

<2 years of age

Vaccine Group (as Randomized)

BNT162b2 (3 ug) Placebo Total
n* (%) n® (%) n® (%)
Randomized®? 1460 (100.0) 729 (100.0) 2189 (100.0)
Not vaccinated 9 (0.6) 3(0.4) 12(0.5)
Vaccinated 1451 (99.4) 726 (99.6) 2177 (99.5)
Dosze 1 1451 (99.4) 726 (99.6) 2177 (99.5)
Dosze 2 1437 (98.4) 680 (93.3) 2117 (96.7)
Dosze 3 1324 (90.7) 245 (33.6) 1369 (71.7)
Completed the study T03 (48.3) 269 (36.9) 974 (44.5)
Withdrawn from study T46(51.1) 45T (62.7) 1203 (35.0)
Reazon for withdrawal from study
Adverse event 1(0.1) 1} 1(0.0)
Lost to follow-up 53(3.6) 23(3.2) 76 (3.5)
Physician decision 3(02) 1(0.1) 4002)
Protocol deviation 25(1.7) 16(2.2 41(1.9)
Withdrawal by parent/zuardian/participant 199(13.6) 196 (26.9) 393 (18.0)
Other 463 (31.8) 221(30.3) 686 (31.3)

a. n=Number of participants with the specified characteristic.
b. These values are the denominators for the percentage calculations.
PFIZER. CONFIDENTIAL SDTM Creation: 09TAN2024 (03:58) Source Data: adds Table Generation: 23JAN2024

(01:37)

(Databasze snapshot date - 05JAN2024) Output File: /nda? ubped2/C4591007_CSR/adds_s002_disp p2 2
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Of participants who originally received placebo and then received BNT162b2, the majority (100.0%,
97.8%, and 91.8%) received Dose 1, 2, and 3 of BNT162b2, respectively. A total of 321 participants
(55.2%) who originally received placebo and then received BNT162b2 withdrew from the study after
BNT162b2 vaccination. Most of the withdrawals were due to other (37.6%). Most participants who
withdrew for “other” reasons, withdrew to be enrolled in Study C4591048.

Phase 2/3 Troponin Group

Table 6: Disposition of all randomized participants — phase 2/3 — Troponin Group — 5 to <12 years of
age

Vaccine Group (as Randomized)

ENT162b1 (10 pg) Placebo Total

n® (%) n® (%) n® (%)
Randomized® 523 (100.0) 261 (100.0) 784 (100.0)

Neot vaccinated 3(1.0) 1(0.4) 6 (0.8)
Vaccinated 318 (99.0) 260 (99.6) 778 (99.2)
Daoze 1 318 (99.0) 260 (99.8) 778 (99.2)
Dose 2 314 (98.3) 110 (42.1) 624 (79.6)
Dose 3 429 (82.0) 0 420 (347)
Completed the study 395(75.5) 188 (72.00 583 (T4.4)
Withdrawn from study 123 (23.3) 712(27.6) 195 (24.9)

Reazon for withdrawal from study

Lost to follow-up 14027 10 (3.8) 24031

Physician decision 1(0.) 1(0.4) 2(0.3)

Protocol deviation 31(5%) 20(7.7) 31(6.3)
Withdrawal by parent/suardian participant 66 (12.6) 37(142) 103 (13.1)

Other 1121 4(1.35) 15(1.9)

a.  n=Number of participants with the specified characteristic.
These values are the denominators for the percentage calculations.
PFIZER CONFIDENTIAL SDTM Creation: 09JAN2024 (03:56) Source Data: adds Table Generation: 23JAN2024
(01:3
[Databaae snapshot date : 05JAN2024) Output File: /ndal_ubped2/C4301007_C3R/adds_s002_disp_p2_trop 12

The majority of participants aged 5 to <12 years, who originally received placebo then received
BNT162b2 after unblinding received Dose 1 (100.0%), Dose 2 (98.4%) and Dose 3 (86.8%). In
participants who originally received placebo and then received BNT162b2 after unblinding, 55
participants (22.6%) withdrew from the study after BNT162b2 vaccination.

The safety population in this age group of the troponin group included a total of 778 (99.2%) of 784
randomised participants. A total of 6 randomised participants (0.8%) did not receive study vaccination
and were excluded from the safety population. In the safety population, 518 and 260 participants were
in the BNT162b2 group and placebo group, respectively.

Among the participants aged 12 to <16 years, the majority of participants in the BNT162b2 group
received Dose 1 (99.8%), Dose 2 (97.8%) and Dose 3 (89.2%). A total of 443 participants (87.4%) in
the BNT162b2 group completed the study. Most of the withdrawals in the BNT162b2 group were due to
withdrawal by parent/guardian (7.9%). Two participants withdrew from the study due to pregnancy.
Both pregnancies had an onset (153 days and 169 days after Dose 2) that was greater than the
protocol-specified window of 28 days after vaccination.

The safety population in this age group of the troponin group included 487 (96.1%) of 507 assigned
participants. A total of 20 assigned participants (3.9%) were excluded from the safety population, of
whom 1 participant (0.2%) did not receive study vaccination and 19 participants’ (3.7%)
parent/guardian did not provide acceptable dual parental informed consent required per local
regulation.
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Demographics
Phase 1

In the group 5 to <12 years of age, the majority of participants were White and the median age at
vaccination was 6.0 years for participants in the BNT162b2 30/30-ug group and 8.5 years for all other
dose level groups.

The overall median follow-up time in this age group from Dose 1, Dose 2, and Dose 3 of BNT162b2 to
end of study was 20.2 months, 19.2 months, and 9.3 months, respectively.

In the group_2 to <5 years of age that received BNT162b2 3-ug, there were 9 males (56.3%) and 7
females (43.8%) in the safety population. In the BNT162b2 10-ug group, there were 19 males
(59.4%) and 13 females (40.6%) in the safety population. Across both groups, the majority of
participants were White. The median age at vaccination was 3.0 years in both groups.

The overall median follow-up time in this age group from Dose 1, Dose 2, and Dose 3 of BNT162b2 to
end of study was 23.1 months, 22.3 months, and 12.5 months, respectively.

In the group 6 months to <2 years of age, there were 10 males (62.5%) and 6 females (37.5%) in the
safety population and the majority of participants were White. The median age at vaccination was 15.5
months.

The overall median follow-up time in this age group from Dose 1, Dose 2, and Dose 3 of BNT162b2 to
end of study was 23.4 months, 22.7 months, and 12.5 months, respectively.

Phase 2/3

In the group 5 to <12 years of age, the percentage of participants who were baseline positive for prior
SARS-CoV-2 infection was similar in the BNT162b2 group (9.5%) and placebo group (9.6%). The
median age at vaccination was 8.0 years of age for both groups and the majority of participants were
White from USA.

The overall median follow-up time in this age group from Dose 1, Dose 2, and Dose 3 of BNT162b2 to
end of study was 19.8 months, 19.1 months, and 12.5 months, respectively. The overall median
follow-up time from Dose 1 and Dose 2 of placebo to the first dose of open-label BNT162b2
vaccination, withdrawal, or end of study was 3.5 months and 2.8 months, respectively.

In participants who originally received placebo and then received BNT162b2, the overall median follow-
up time from Dose 1, Dose 2, and Dose 3 of BNT162b2 to end of study was 18.6 months, 18.1
months, and 11.6 months, respectively.

In the group 2 to <5 years of age, the percentage of participants who were baseline positive for prior
SARS-CoV-2 infection was similar in the BNT162b2 group (20.0%) and placebo group (20.1%). The
median age at vaccination was 3.0 years for both groups and the majority of participants were White
from USA.

In the original blinded placebo-controlled follow-up period in this age group, the overall median follow-
up time from Dose 1, Dose 2, and Dose 3 of BNT162b2 to end of study was 16.0 months, 15.3
months, and 12.5 months, respectively. The overall median follow-up time from Dose 1, Dose 2, and
Dose 3 of placebo to the first dose of open-label BNT162b2 vaccination, withdrawal, or end of study
was 6.8 months, 6.3 months, and 2.8 months, respectively.

As participants in the placebo group crossed over to receive BNT162b2, limited additional follow-up
time accrued for these participants, resulting in the lower median time. In participants who originally
received placebo and then received BNT162b2 after unblinding, the overall median follow-up time from
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Dose 1, Dose 2, and Dose 3 of BNT162b2 to end of study was 13.1 months, 12.3 months, and 10.3
months, respectively.

In the group_6 months to <2 years of age, the percentage of participants who were baseline positive
for prior SARS-CoV-2 infection was similar in the BNT162b2 group (13.4%) and placebo group
(10.4%). The median age at vaccination was 16.0 months for the BNT162b2 group and 15.0 months
for the placebo group and the majority of participants were White from USA.

The overall median follow-up time in this age group from Dose 1, Dose 2, and Dose 3 of BNT162b2 to
end of study was 17.5 months, 16.6 months, and 12.5 months, respectively. The overall median
follow-up time from Dose 1, Dose 2, and Dose 3 of placebo to the first dose of open-label BNT162b2
vaccination, withdrawal, or end of study was 7.1 months, 6.4 months, and 2.1 months, respectively. As
participants in the placebo group crossed over to receive BNT162b2, limited additional follow-up time
accrued for these participants, resulting in the lower median time. In participants who originally
received placebo and then received BNT162b2, the overall median follow-up time from Dose 1, Dose 2,
and Dose 3 of BNT162b2 to end of study was 13.1 months, 12.5 months, and 10.5 months,
respectively.

Phase 2/3 Troponin Group

Within the Troponin group aged 5 to <12 years, among the subjects receiving BNT162b2, 51.4% of
participants were male and 14.9% of participants had evidence of prior SARS-CoV-2 infection
(“baseline positive”). In the placebo group, 53.8% of participants were male and 14.2% of participants
were baseline positive. The majority of participants in the BNT162b2 and placebo group were not
obese and did not have any comorbidities. All participants were from the US, with 10 to 13.1% of
Hispanic/Latino ethnicity). In contrast to participants =12 to <16 years of age in the troponin group
were prevalent, contributing to the lower percentage of baseline positives compared with that in the
>12 to <16 years age group.

In the Troponin group aged 12 to <16 years, a total of 55.6% of participants were male. Overall,
88.7% of participants were baseline positive. The majority of participants were from Mexico and of
Hispanic/Latino ethnicity. In contrast to participants =5 to <12 years of age in the troponin group most
participants in this age group were enrolled when Omicron sublineage(s) were prevalent, contributing
to the higher percentage of baseline positives compared with that in the =5 to <12 years of age group.
The majority of participants were not obese and did not have any comorbidities.

Objectives and Endpoints

The objectives and endpoints presented in this report align with protocol amendment 8 (28 April
2023).

The dose-finding/selected-dose age group referred to in the objectives and estimands below included
participants 5 to <12 years, 2 to <5 years, and 6 months to <2 years of age. The troponin group
referred to in the objectives and estimands below included participants 5 to <12 years (10 ug) and 12
to <16 years of age (30 pg).

Table 1 presents Phase 1 and Table 2 presents Phase 2/3 objectives/estimands/endpoints.
Objectives/estimands/endpoints previously reported are shown in gray shading and bold, those
reported in this CSR are shown in plain text.
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Table 7: Phase 1 objectives, estimands and endpoints

SAFEs from Dose 1 to § months
after Dose 2

AFs from Dose 3 to 1 month
after Dose 3

SAFEs from Dose 3 to § months
after Dose 3

Objectives Estimands Endpoints Reference
Primary: Primary: i

To describe the safety and In participants receiving at least

tolerability profiles of 1 dose of study mtervention, the

prophylactic BNT162b2 at each | percentage of participants in each

dose level in each age group age group reporting:

Post-Dose 3 reactogenicity, AE, and SAFE data
and SAF from Dose 1 to 6 months after Dose

3 data for participants =6 months to <12 years
of age are mcluded in this CSR

Exploratory: Exploratory: Exploratory:

To describe COVID-19 and + Confirmed COVID-19 cases Data for participants =6 months to <12 years
severe COVID-15 cases with » Confirmed severe COVID-19 of age are included in this CSR

and without serological or cases

virological evidence of past

SARS-CoV-2 infection

To describe MIS-C cases with and * Confirmed cases as per CDC Data for participants =6 months to <12 years
without evidence of past criteria of age are included in this CSR.
SARS-CoV-2 infection

Source: Appendix 16.1.1, Protocol Section 3.1.
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Table 8: Phase 2/3 objectives, estimands and endpoints

Objectives Estimands Endpoints Reference
Primary Safety: Primary Safety: Primary Safety:
To define the safety profile of In participants receiving at Participants, =12 to <16, =5 to <12,| Data for the troponin group are included m
prophylactic BNT162b2 in all least 1 dose of study and =2 to <5 years of age: this CSR
participants (selected-dose, and intervention from each vaccine | « Local reactions
obtaining-serum-samples-for- group, the percentage of (pain at the injection site, SAE data from Dose 1 to 6 months after
potential-troponin I-testing portions | participants in each age group redness, and swelling) Dose 2 or prior to Dose 3 for participants 6
of the study) in Phase 2/3 in each age | reporting: « Systemic events months to <12 years of age in the selected
group. » Local reactions for up to (fever, fatigue, headache, dose portion are included in this CSR
7 days following each dose chills, vomiting, diarrhea, new
* Systemic events for up to or worsened muscle pain, and | Data for selected-dose participants were
7 days following each dose new or worsened joint pain) reported in previous CSRs listed below:
* AFs from Dose 1 to 1 month | = AEs
after Dose 2 e SAEs Complete 6 Months Post-Dose 3 data for
® SAFs from Dose 1 to Participants =6 months to <2 years| Participants [
6 months after Dose 2 of age: 6 months to <12 years of age were
# AFs from Dose 3 to 1 month | « Local reactions reported in a previous CSR dated 08
after Dose 3 (tenderness at the injection site, | “evember 2023
* SAFs from Dose 3to 6 redness, and swelling)
kv aties et = ?f:aisﬁe:;::::d appetite, Com_p.lete 6 Months Post-Dose 2 data for
drowsiness, and irritability) partlupal.lts 5to <:.12 vears of age were
: reported in a previous CSR dated 31
= AFs October 2022
* SAFEs -
Interim data for participants 2 to <35
vears and 6 months to <2 yvears of age
were reported in a previous CSR dated
01 July 2022 (3-dose series)
Interim data for a subset of participants
5 to <12 vears of age were reported in
previous CSRs dated 30 September 2021
(2-dose series) and 11 May 2022 (3rd
dose)
Objectives Estimands Endpoints Reference
Primary Immunogenicity Primary Immunogenicity Primary Immunogenicity
(Selected-Dose 2-Dose Series): (Selected-Dose 2-Dose Series): (Selected-Dose 2-Dose Series):

To immunobridge the immune
response elicited by prophylactic
BNT162b2 between Phase 2/3
participants at the dose selected in
each age group and participants 16
to 25 vears of age from the
C4591001 study without serological
or virological evidence (up to 1
month after receipt of Dose 2) of
past SARS-CoV-2 infection.

In

participants complying with

the key protocol criteria
(evaluable participants) and no
serological or virological
evidence (up to 1 month after
receipt of Dose 2) of past
SARS-CoV-2 infection:

* In participants =5 to <12 yvears of
age compared to participants
16 to 25 years of age from
Phase 2/3 of the C4591001 study

GMR, estimated by the ratio
of the geometric mean of
SARS-CoV-2 neutralizing
titers in participants =3 to
<12 vears of age to those in
participants 16 to 25 years of
age 1 month after Dose 2
from Phase 2/3 of the
C4591001 study

The difference in percentages
of participants with
seroresponse® in participants
=5 to <12 vears of age and
participants 16 to 25 years of
age from Phase 2/3 of the
C4591001 study

* In participants 2 to <5 years of
age compared to participants
16 to 25 years of age from
Phase 2/3 of the C4591001 study

GMR, estimated by the ratio
of the geometric mean of
SARS-CoV-2 neutralizing
titers in participants =2 to
<35 vears of age to those in
participants 16 to 25 years of
age 1 month after Dose 2

» SARS-CoV-2 neutralizing
titers

Data for participants 5 to <12 vears of
age were reported in a previous CSR
dated 30 September 2021

Data for participants 2 to <5 vears of
age were reported in a previous CSR
dated 01 July 2022
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Exploratory: Exploratory: Exploratory:

To describe COVID-19 and » Confirmed COVID-19 cases Data for participants =6 months to <12 years
severe COWVID-19 cases with s Confirmed severe COVID-19 of age are included in this CSR
and without serological or cases

virological evidence of past
SARS-CoV-2 infection

To describe MIS-C cases with and » Confirmed cases as per CDC Data for participants =6 months to <12 years
without evidence of past criteria of age are included in this CSR
SARS-CoV-2 infection

Source: Appendix 16 1.1 Protocol Section 3.1.
Results
Efficacy results
Phase 1 — Confirmed COVID-19 Occurrences

Participants 5 to <12 Years of Age

In the Dose 1 all-available efficacy population, 17 participants reported at least 1 occurrence of COVID-
19. Of these 17 participants, 5 participants were assigned to BNT162b2 10 ug, 7 participants were
assigned to BNT162b2 20 ug, and 5 participants were assigned to BNT162b2 30 ug. One participant
assigned to BNT162b2 20 ug reported multiple COVID-19 occurrences, with the first occurrence after
Dose 2 and the second occurrence after Dose 3.

Participants 2 to <5 Years of Age

In the Dose 1 all-available efficacy population, 8 participants reported at least 1 occurrence of COVID-
19. Of these 8 participants, 2 participants were assigned to BNT162b2 3 ug, 4 participants were
assigned to BNT162b2 10 ug, and 2 participants were assigned to BNT162b2 30 ug. No participants
reported multiple occurrences of COVID-19.

Participants 6 Months to <2 Years of Age

In the Dose 1 all-available efficacy population, 4 participants assigned to BNT162b2 3 ug reported at
least 1 occurrence of COVID-19. No participants reported multiple occurrences of COVID-19.

Phase 1 - Severe COVID-19 Iliness and MIS-C

There were no participants in any age group that met 1 or more severe COVID-19 illness criteria. No
cases of MIS-C were reported.

Phase 2/3 - Selected Dose Portion - COVID-19 Incidence

This section presents results of analyses for participants 5 to <12 years of age, 2 to <5 years of age,
and 6 months to <2 years of age, for the following protocol exploratory objective

- COVID-19 incidence per 1000 person-years of follow-up through the entire study follow- up period in
participants who received BNT162b2 at initial randomization or subsequently

5 Years to <12 Years of Age

In the Dose 1 all-available efficacy population, the IR of first COVID-19 occurrence after vaccination
from 07 June 2021 to 30 September 2021, when Delta variant was the predominant strain, was 11.691
and 88.804 per 1000 person-years of follow up in the original BNT162b2 10-ug group and original
placebo prior to crossover group, respectively. The substantially lower IR in the BNT162b2 group
comparing to the placebo group was consistent with the high VE in the blinded placebo-controlled
period reported previously.
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During the transition of the Delta variant to Omicron variant in late 2021 to early 2022, a large
increase in IR was observed for all groups. To note, with EUA issued on 29 October 2021 for this age
group, study participants were offered to be unblinded and placebo participants started to receive
BNT162b2. The majority of placebo participants completed the switch to BNT162b2 by 01 January
2022, with very limited placebo-controlled surveillance afterwards.

Table 9: Incidence rates of first COVID-19 occurrence after vaccination, by calendar period - phase 2/3
- selected dose portion — 5 to <12 years of age - dose 1 all-available efficacy population

Vaccine Group

Original BNT162b2 (10 pg) Original Placebo Prior to Crossover Placebo Crossover to
BNT162b2 (10 pg)
Efficacy Endpoint nl* Surveillance IR (/1000 PY)® nl* Surveillance IR (/1000 PY)® nl® Surveillance IR (/1000 PY)*
Time® (n2%) Time® (n2°) Time® (n1°)

First COVID-19 cccurrence from 6 0.513 (2634) 11.691 25 0.282(1493) 88.804 0 0.000 (0) NE
07JUN2021% to 30SEP2021

First COVID-19 occurrence from 91 0,639 (2642) 138.098 29 0.183 (1433) 158.529 23 0.132(1038) 189.870
010CT2021 to 31DEC2021

First COVID-19 ocowrrence from 379 0.535(2314) 707.758 0 0.002 (43) 0.000 125 0.237 (1062) 527.141
01JAN2022 to 31MAR2022

First COVID-19 occurrence from 142 0.439(1971) 309.003 0 0.000 (1) 0.000 101 0211 (921 77.587
01APR2022 to 30JUN2022

First COVID-19 occurrence from 171 0.382 (1690) 436.279 0 0.000 (1) 0.000 32 0.178 (739 201837
01JUL2022 to 30SEP2022

First COVID-19 occurrence from 44 0.226 (1409) 148,811 0 0.000 () NE 24 0.137 (639 174824
010CT2022 to 31DEC2022

First COVID-19 occurrence from 26 0.183 (9707 141.900 0 0.000 (0) NE 10 0.098 (4300 101.894
01JAN2023 to 3IMAR2023

First COVID-19 ocowrrence from 3 0.051 (343) 30345 0 0.000 (0) NE 4 0,068 (378) 30116
01APR2023 to 30JUN2023

First COVID-19 occurrence from 0 0.010 (102) Q.000 0 0.000 (0) NE 1 0.010 (90) 98690
01JUL2023 to 30SEP2023

First COVID-19 cccurrence from 0 0.000 (1) 0.000 0 0.000 (0) NE 0 0.000 (5) 0.000
010CT2023 to 160CT2023F
First COVID-19 occurrence after 862 3.099 (2634) 278.163 4 0467 (1493) 115.624 342 1.072(1093) 319.092
vaccination

Abbreviation: NE = not estimable.

a  nl =Number of participants meeting the endpoint definition.

b.  Total surveillance time in 1000 person-vears (PY) for the given endpoint across all participants within each group at risk for the endpeint. For the original BNT162b2 and
original placebo prior to croszover group, time period for COVID-19 caze accrual iz from latest of Dose 1 vaccination date or the start date of each calendar time period to the
earliest of confirmed caze, death, withdrawn from the study, study completion date, their first doze of BNT162b2 vaccination

date {origmal placebo group only), or the end date of each calendar time period. For the placebe crossover to BNT162b2 (10 pg) group, the time period 15 from latest of first dose
of BNT162b2 vaccination date or the start date of each calendar time period to the earliest of confirmed case, death, withdrawn from the study, studv completion date, or the end
date of each calendar time period.

c. n2 =Number of participants at rizk for the endpoint.

d.  Incidence rate (IR) is calculated as number of participants meeting the endpoint definition total surveillance time across all participants at risk for the endpoint within the
specific group.

e.  Date of the first participant recelving vaccination.

f  Date of last visit for the last participant.

PFIZER. CONFIDENTIAL SDTM Creation: 12JAN2024 (02:40) Source Diata: adc1%u Table Generation: 02FEBE2024 (19:10)
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Table 10: Cumulative incidence curves for the first COVID-19 occurrence after vaccination — Phase 2/3
- selected dose portion -5 to <12 years of age - dose 1 all available efficacy population

Cumulative Incidence of COVID-19 Ocourrence
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2 to <5 Years of Age

In the Dose 1 all-available efficacy population, the IR of first COVID-19 occurrence after vaccination
from 21 June 2021 to 30 September 2021 after vaccination, when Delta variant was the predominant
strain, was 38.084 and 41.155, per 1000 person-years of follow up in the original BNT162b2 3-ug
group and original placebo prior to crossover group, respectively. During the transition of the Delta
variant to Omicron variant in late 2021 to early 2022, large increase in IR was observed for all groups.

Table 11: Incidence rates of first COVID-19 occurrence after vaccination, by calendar period — Phase
2/3 - selected dose portion — 2 to <5 years of age - dose 1 all available efficacy population

Vaccine Group

Original BNT162b2 (3 ng)

Original Placebo Prior to Crossover

Placebo Crossover to

BNT162b2 (3 ug)
Efficacy Endpoint nl*  Surveillance IR (1000 PY)® nl®* Surveillance IR (1000 PY)* nl*  Surveillance IR (/1000 PY)°
Time® (n27) Time® (n2°) Time® (n2*)

First COVID-19 occurrence from 21JUN2021 3 0.131(632) 38.084 3 0.073 (36T) 41.155 0 0.000 (0) NE
to 30SEP2021

First COVID-19 occurrence from 010CT2021 20 0.213(1125) 24083 18 0.113 (613) 159.424 1 0.004 (32) 274418
to 31DEC2021

First COVID-19 occurrence from 01JAN2022 138 0.279(1417) 404433 65 0,107 (740) 617.846 17 0.042 (289) 400.881
fo 3IMAR2022

First COVID-19 occurrence from 01APR2022 106 0.342(1621) 310012 51 0102 (648) 456.908 24 0.077(303) 311.481
to 30JUN2022

First COVID-19 occurrence from 01JUL2022 125 0.332(1446) 376.004 3 0.015(193) 196.125 43 0.134 (602) 321.684
to 30SEP2022

First COVID-19 cccurrence from 010CT2022 46 0.275(1223) 167.182 1 0,002 (14) 488302 13 0.121(329) 107.814
to 31DEC2022

First COVID-12 cccurrence from 01JAN2023 13 0.174 (852 86.446 0 0.001 (5) 0.000 12 0.091 (430) 132.457
to 31MAR2023

First COVID-19 occurrence from 01APR2023 3 0.088 (438) 57.060 Q 0.001 (4) 0.000 4 0.062 (303) 63.026
to 30JUN2023

First COVID-19 occurrence from 01JUL2023 1 0034213 29.580 0 0.001 (3) 0.000 ] 0.026 (164) 0.000
to 30SEP2023

First COVID-19 accurrence from 010CT2023 1 0.007 (71) 137.518 0 0.000(3) 0.000 0 0.004 (47) 0.000
to 08DEC2023F
First COVID-19 occurrence after vaccination 462 1.873(1866) 246438 142 0422(1059) 336.232 114 0.360 (664 203.630
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Abbreviation: NE = not estimable.

a  nl =Number of participants meeting the endpoint definition.

b, Total surveillance time in 1000 perzon-vears (PY) for the given endpoint scross all participants within each group at rizk for the endpoint. For the original BNT162b2 and
onginzl placeboe prior to crossover group, time period for COVID-19 caze accrual 1z from latest of Dose 1 vaccination date or the start date of each calendar time peniod to the
earliest of confirmed case, death, withdrawn from the study. study completion date, their first dose of BNT 16202 vaccmation

date (original placebo group only), or the end date of each calendar time period. For the placebo crossover to BNT162b2 (3 ug) group, the time period is from latest of first dose
of BNT162b2 vaccination date or the start date of each calendar time pericd to the earliest of confirmed case, death, withdrawn from the study, studv completion date, or the end
date of each calendar ti tod.

c. 12 =Number of partiipants at risk for the endpoint.

d. Incidence rate (IR) 12 caleulated 2z number of participantz meeting the endpoint definition total surveillance time acrosz all participants at risk for the endpoint within the
specific group.

e Date of the first participant receiving vaccination.

f  Date of last visit for the last participant.
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Table 12: Cumulative incidence curves for the first COVID-19 occurrence after vaccination — phase 2/3
- selected dose portion — 2 to <5 years of age — dose 1 all available efficacy population
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6 Months to <2 Years of Age

In the Dose 1 all-available efficacy population, the IR of first COVID-19 occurrence after vaccination
from 21 June 2021 to 30 September 2021, when Delta variant was the predominant strain, was 0 and
55.937 per 1000 person-years of follow up in the original BNT162b2 3-ug group and original placebo
prior to crossover group, respectively. During the transition of the Delta variant to Omicron variant in
late 2021 to early 2022, large increase in IR was observed for all groups.
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Table 13: Incidence rates of first COVID-19 occurrence after vaccination, by calendar period — Phase
2/3 - selected dose portion — 6 months to <2 years of age — dose 1 all available efficacy population

Vaccine Group

Original BNT162b2 (3 ng) Original Placebo Prior to Crossover Placebo Crossover to
BNT162b2 (3 pg)
Efficacy Endpoint nl*  Surveillance IR {1000 PY¥ nl* Surveillance IR {1000 PY) nl*  Surveillance IR (/1000 PY)*
Time® (n2%) Time® (n2%) Time? (n2%)

First COVID-19 cccurrence from 21JUN2021= 0 0.093 (344) 0.000 3 0.034 (325 55037 ] 0.000 (0) NE
o 30SEP2021

First COVID-19 occurrence from 010CT2021 15 0.134(711) 7.504 9 0.090 (421) 99,892 ] 0.000 () NE
to 31DEC2021

First COVID-19 occurrence from 01JAN2022 107 0174 (864) 615.364 47 0.076 (302) 619338 g 0.028 (226) 283.002
to 31IMAR2022

First COVID-19 occurrence from 01APR2022 77 0.204 (932) 377428 22 0.034 (356) 409.327 23 0.067 (367) 343.041
to 30JUN2022

First COVID-19 occurrence from 01JUL2022 100 0.189(834) 529432 2 0.010(108) 791441 28 0.091 (419) 306.739
to 30SEP2022

First COVID-19 occurrence from 010CT2022 44 0.147 (683) 208472 1 0.002(9) 350,075 13 0.083 (379) 155.910
to 31DEC2022

First COVID-19 cccurrence from 01JAN2023 23 0.087 (3000 263.528 1 0001 (5 201.852 7 0.058 (290) 120.933
to 31MAR2023

First COVID-12 cccurrence from 01APR2023 6 0.042 (224) 142324 0 0.001 (4) 0.000 3 0.039 (187) 77.504
o 30JUN2023

First COVID-19 occurrence from 01JUL2023 2 0016 (112) 126.623 0 0.001 (4) 0.000 2 0.019 (106) 107.4%0
to 308EP2023

First COVID-19 occurrence from 010CT2023 0 0.003 (31 0.000 0 0.000 (4) 0.000 o 0.003 (39) 0.000
to 08DEC2023%

First COVID-19 ocourrence after vaccination 3740 1108 (1099

[

37.288 o1 0.289 (637) 315047 34 0.388 (463) 216.730

Abbreviation: NE = not estimable.

a  nl =Number of participants meeting the endpoint definition.

b.  Total surveillance time in 1000 person-vears (PY) for the given endpoint acrozs all participants within each group at risk for the endpoint. For the original ENT162b2 and
onginal placebo prior to crossover group, time period for COVID-19 caze accrual 1s from latest of Dose 1 vaccination date or the start date of each calendar time period to the
earliest of confirmed case, death, withdrawn from the study, study completion date, their first dose of BNT162b2 vaccination

date (original placebo group only), or the end date of each calendar time period. For the placebo crossover to BNT162b2 (3 wg) group, the time period iz from latest of first dose
of BNT162b2 vaccination date or the start date of each calendar time period to the earliest of confirmed case, death, withdrawn from the study, siudyv completion date, or the end
date of each calendar time period.

c. 12 =Number of participants at rizk for the endpoint.

d.  Incidence rate (IR) is caleulated as number of participants meeting the endpoint definition total surveillance time across all participants at nisk for the endpoint within the
specific group.

e Date of the first participant receiving vaccination.

£ Date of last visit for the last participant.
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Table 14: Cumulative incidence curves for the first COVID-19 occurrence after vaccination — phase 2/3
- selected dose portion — 6 months to <2 years of age — dose 1 all available efficacy population
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Phase 2/3 - Selected Dose Portion —Severe COVID-19 Illness and MIS-C

This section presents Phase 2/3 severe COVID-19 occurrences and MIS-C from Dose 1 through end of
the study. No cases of MIS-C were reported in Phase 2/3.

5 Years to <12 Years of Age

Fifteen participants had COVID-19 that met 1 or more severe illness criteria. Criteria for severe illness
were fulfilled for 13 cases in the BNT162b2 group and 2 occurrences in the placebo group (noting 2:1
randomization and significantly shortened surveillance period for placebo group due to unblinding and
crossover). All occurrences in the placebo group met protocol-defined severe illness criteria. In the
BNT162b2 group, 10 occurrences met protocol-defined severe illness criteria, 1 case met CDC-defined
severe illness criteria, and 2 cases met both severe illness criteria.

2 to <5 Years of Age

Thirteen participants had COVID-19 that met 1 or more severe illness criteria. Criteria for severe
iliness were fulfilled for 9 occurrences in the BNT162b2 group and 4 occurrences in the placebo group
(noting 2:1 randomization and significantly shortened surveillance period for placebo group due to
unblinding and crossover). One occurrence in the BNT162b2 group met both severe illness criteria. All
other occurrences across BNT162b2 and placebo groups met a single protocol-defined criterion for
severe illness.

6 Months to <2 Years of Age

Seven participants had COVID-19 that met 1 or more severe illness criteria. Criteria for severe illness
were fulfilled for 6 occurrences in the BNT162b2 group and 1 occurrence in the placebo group (noting
2:1 randomization and significantly shortened surveillance period for placebo group due to unblinding
and crossover). No participants with occurrences meeting severe criteria had evidence of prior infection
with SARS-CoV-2. Two occurrences in the BNT162b2 group met both criteria for severe illness, and all
other occurrences met a single protocol-defined criterion for severe illness.

Phase 2/3 - Peripheral Blood Mononuclear Cell Analysis (PBMC) Subset — 10 to <12 Years of
Age

Blood samples were obtained prior to Dose 1, at 7 days and 6 months after Dose 2, and prior to and 1
month after Dose 3 from 55 participants =10 to <12 years of age for isolation of peripheral blood
mononuclear cell (PBMCs). The analysis included the frequency of T-cell specific responses to epitopes
(amino acid 1-643) in the spike protein S1 subunit of the wild-type virus.

Frequencies of CD4+ T cells secreting interferon gamma in response to S1 peptide stimulation
increased 7 days after Dose 1 and 1 month after Dose 2 for some participants.

Frequencies of CD8+ T cells secreting interferon gamma in response to S1 stimulation increased 7
days after Dose 1. The geometric mean interferon gamma responses in CD8. T cells remained
relatively unchanged for the rest of the sampling period.
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Figure 2: Plot of CD4 T cell responses to wild type spike pool 1 of PBMCs - Response IFN y+(% of
CD4) - Phase 2/3 PBMC subset - 10 to <12 years of age — all available immunogenicity population
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Figure 3: Plot of CD8 T cell responses to wild type spike pool 1 of PBMCs — Response IFN y+(% of
CD8) - Phase 2/3 PBMC subset - 10 to <12 years of age - all available immunogenicity population
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Figure 4: Plot of CD4 T cell responses to wild type spike pool 1 of PBMCs - Response IL2+ (% of CD4)
- Phase 2/3 PBMC subset - 10 to <12 years of age — all available immunogenicity population
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Figure 5: Plot of CD4 T cell responses to wild type spike pool 1 of PBMCs - Response IL4+ (% of CD4)
- Phase 2/3 PBMC subset - 10 to <12 years of age — all available immunogenicity population
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Figure 6: Plot of CD4 T cell responses to wild type spike pool 1 of PBMCs - Response CD4 IFN-y
producing cells (SFC/10¢ PBMC) - Phase 2/3 PBMC subset - 10 to <12 years of age — all available
immunogenicity population
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Figure 7: Plot of CD8 T cell responses to wild type spike pool 1 of PBMCs — Response CD8 IFN-y
producing cells (SFC/10° PBMC) - Phase 2/3 PBMC subset - 10 to <12 years of age — all available
immunogenicity population
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Safety results

The local and systemic reactions as well as AEs and SAEs for the phase I/II/III have already been
presented in previous reports (EMEA/H/C/005735/X/0138, EMEA/H/C/005735/11/0160 and
EMEA/H/C/005735/11/0203) and therefore not included here. The main safety focus in this report
includes safety data for the Troponin group. Furthermore, MIS-C cases are also a target for this report.

Participants 6 Months to <2 Years of Age

During the blinded placebo-controlled follow-up period from Dose 1 to 6 months after Dose 2 or prior
to Dose 3, 24 participants (1.7%) in the BNT162b2 3-ug group and 17 participants (2.4%) in the
placebo group reported at least 1 SAE.

During the blinded placebo-controlled follow-up period from Dose 3 to 6 months after Dose 3, 1
participant (0.1%) in the BNT162b2 3-ug group reported an SAE of respiratory syncytial virus
bronchiolitis.
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Table 15: Number (%) of participants reporting at least 1 serious adverse event from dose 1 to 6
months after dose 2 or prior to dose 3, by system organ class and preferred term - blinded placebo-

controlled follow up period — phase 2/3 — 6 months to <2 years of age — safety population

Vaccine Groop (a: Administered)

BNT162b2 (3 pe) Placebo
(Ma=144T) (=T18)
Svstem Organ Clas: n® (%) (B&0LG CT+) e {%0) {9504 CT)
Preferred Term
Any advarss svam 24 (LT (L1253 17 (24) (14,38
CGastrointestinal dizorders 0 {0.0, 0.3) 140.1) (0.0, 0.8)
Vorniting 0 {0.0,0.3) 140.1) (0.0, 0.8)
Trmnmes svatem dizorders 1{0.1) {0.0, 0.4 140.1) (0.0, 0.8)
Anaphyvlactic reaction 1{0.1) {0.0, 04 140.1) (0.0, 0.8)
Infections and mfestations 20(04) (0.8, 2.1) B{LD) {0.5,2.3)
Bronchiolitiz 3I00LY {0.0, 0. 304 {0.1,1.%)
Fazpiratory syncytial virus bronchiolitis F00L3) (0.1, 0.8) 140.1) (0.0, 0.8)
Gastrosntarits 301 0.0, 0.6y /] {0.0,0.5)
Gastroentarits rotavins: 1{0.1) {0.0, 04 140.1) (0.0, 0.8)
Grastroentarits viral 2001 {0.0, 0.5) /] (0.0, 0.5)
Fneumoniz 2000 {0.0, 0.5) /] {0.0,0.5)
Angl abacesz 1{0.1) {0.0, 04 /] {0.0,0.3)
Enferovirus infection 1{0.1) (0.0, 0.4 /] {0.0,0.5)
Exanthema subitom 1001y {0.0, 04y /] (0.0, 0.5)
Gastroentaritiz norovirs 0 {0.0,0.3) 140.1) (0.0, 0.8)
HCoV-ILA3 infection 0 {0.0,0.3) 140.1) (0.0, 0.8)
Larzs mtestine infection 1{0.1) {0.0, 0.4 /] (0.0, 0.5)
Lorover respiratory tract imfection 1{0.1) {0.0, 0.4 L] {0.0,0.3)
Lrover respiratory tract infection viral 1{0.1) {0.0, 0.4 L] {0.0,0.53)
Mlstapneumonins: infection 1{0.1) (0.0, 0.4 /] {0.0,0.5)
Oritis meadiz acurs 1001y {0.0, 04y /] (0.0, 0.5)
Parzsinflusnzas vims infection 1{0.1) (0.0, 0.4y /] (0.0, 0.5
Fespiratory svncytial vins mfection 1{0.1) {0.0, 0.4 L] {0.0,0.5)
Fhinovirus infection 1{0.1) {0.0, 0.4 /] (0.0, 0.5)
Tonsillitiz 0 {0.0, 0.3) 14013 (0.0, 0.8)
Viral infection 0 {0.0,0.3) 140.1) (0.0, 0.8)
Injury, poisoning and procedural complications 1{0.1) {0.0, 0.4 440.6) (0.2, 14)
Arcidental overdozs 1¢0.1) (0.0, 0.4 0 (0.0, 0.5)
Bumns second dasras 0 {0.0, 0.3) 140.1) (0.0, 0.8)
Conoussion 0 {0.0,0.3) 140.1) (0.0, 0.8)
Fall 0 {0.0, 0.3) 140.1) (0.0, 0.8)
Head injury 0 {0.0,0.3) 140.1) (0.0, 0.8)
Thermal 0 (0.0, 0.3) 140.1) (0.0, 0.8)
hletzbolizm and nuirition disordars 0 (0.0, 0.3) 24{0.3) (0.0, 1.0y
Feeding imtolerance 0 {0.0,0.3) 140.1) {0.0,0.8)
Hypoghveasmia 0 (0.0, 0.3y 140,13 (0.0, 0.8)
arvous sy=stam disordars 2000 {0.0, 0.5 /] (0.0, 0.5)
Febrile commlszion 1{0.1) (0.0, 0.4y /] {0.0,0.5)
Seizure 1{0.1) {0.0, 04 /] (0.0, 0.3)
Pespiratory, thoracic and medizstimal dizordars 0 {0.0,0.3) 240.3) (0.0, 1.0y
Ajute respiratory fathare 0 {0.0.0.3) 140.1) (0.0, 0.8)
Fneumomediastimum 0 (0.0, 0.3) 140.1) (0.0, 0.8)
Fazpirstory diswes: 0 {0.0,0.3) 140.1) (0.0, 0.8)
Wascular dizorders 0 {0.0,0.3) 240.3) (0.0, 1.0y
Cvangsis 0 {0.0,0.3) 240.3) (0.0, 1.0y

Note: MedDRA (v25.1) coding dictionary applied.

a. N =numbsr of participantz m the spacified group. This value 1= the denomimator for the percentage caloulations.

b.  n=DIhumber of participant: reportng at least 1 eoowrence of the specified event. For "any adverss event," n = numbsr

of participants reporting at lesst 1 ecomrence of any adverss event
c.  Exact2-zsided CI, basad on the Cloppsr and Pearson method.
PFIFER. CONFIDENTIAL SDTM Creation: 03ATAG2023 (14:20) Source Diata: adsswa Table Generation: 24TAM2024

{18:23)

{(Curoff Dhate: 28FER2003, Snapshot Date: 20MIARI023)

Fils:
Jndal nbped2iC4591007_6MFD3_sBLA_UPDATE /adae 151 _dlpd3_soc bp p2 2
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Phase 2/3 - Troponin Group - 5 to <12 Years of Age

Reactogenicity AE and SAE data, including troponin I analyses, are summarized for 778 participants 5
to <12 years of age in the troponin group safety population (518 participants in the BNT162b2 group

and 260 participants in the placebo group) are presented below.
Reactogenicity

Local reactions
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Figure 8: Local reactions, by maximum severity, within 7 days after each dose (E-diary only) - phase

2/3 - Troponin group - 5 to <12 years of age - safety population

In the BNT162b2 group, most local reactions were mild or moderate. Two participants (0.5%) reported
severe local reactions of pain at the injection site after Dose 3. In the placebo group, 1 participant
(0.4%) reported a severe local reaction of redness after Dose 1. No Grade 4 local reactions were

reported after any dose in either group.

Median time to onset for any local reaction after receiving any dose of BNT162b2 occurred on Day 1.0
and also occurred on Day 1.0 after receiving Doses 1 and 2 of placebo. All local reactions resolved with
a median duration of 1.0 to 2.0 days after any dose of BNT162b2 10 pg and with a median duration of

1.0 day after Dose 1 and 1.0 to 1.5 days after Dose 2 of placebo.

Systemic events
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Figure 9: Systematic events, by maximum severity, within 7 days after each dose (E-diary only) -
phase 2/3 — Troponin group — 5 to <12 years of age - safety population

In both groups, the majority of systemic events were mild or moderate. After any dose in the
BNT162b2 10-pg group, severe cases of headache (0.8%), fatigue (0.6%), chills (0.4%), and

diarrhea (0.2%) were reported infrequently. After any dose in the placebo group, 2 participants (0.8%)
reported severe cases of fatigue. No Grade 4 systemic events were reported after any dose.

After any dose, 43 participants (8.3%) in the BNT162b2 10-ug group and 8 participants (3.1%) in the
placebo group reported fever 238.0°C. Of the 43 participants in the BNT162b2 group, 20 participants
(3.9%) reported fevers 238.0°C to 38.4°C, 14 participants (2.7%) reported fevers >38.4°C to 38.9°C,
and 9 participants (1.7%) reported fevers >38.9°C to 40.0°C. No participants reported fever >40°C.
Antipyretic or pain medication use after any dose was reported by 199 participants (38.5%) and 31
participants (11.9%) in the BNT162b2 10-ug group and placebo group, respectively.

Median time to onset for any systemic event after Dose 1 of BNT162b2 10 ug occurred on Day 1.0,
while median time to onset for any systemic event after Dose 2 and Dose 3 occurred on Day 2.0.
Median time to onset for any systemic event after Dose 1 of placebo occurred on Day 2.0 and on Day
1.0 for Dose 2. All events resolved with a median duration of 1.0 day after any dose of BNT162b2. All
events resolved with a median duration of 1.0 day after Dose 1 or Dose 2 of placebo, except for fever,
which resolved with a median duration of 2.0 days after Dose 1.

Adverse Events

AEs from dose 1 to 1 month after dose 2
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Table 16: Number (%) of participants reporting at least 1 adverse event from dose 1 to 1 month after
dose 2 - phase 2/3 - blinded placebo-controlled follow up period — Troponin group - 5 to <12 years of
age - safety population

Vaccine Group (a: Administered)

EBNT162b2 (10 pg) Placebo
P=518) (Ne=260)

Adverse Event ut () n® (%)

Ay adverse svant 3TN 11(8.1)

Flelated® 12(23) (1.5
Severs 1{0.2) [
Life-threataning o [}
Any sarious advarss event 1(0.3) [
Flelated® o [
Severs 1{0.2) [
Life-threataning o [}

Any nonserious advarse svant 3T(T FANERY]

Flelated® (1.5
Severs o [}
Life-threataning o [}
Any adverse svant leading to withdrawal o [
Flelated® o [
Sericuz o [}
Severs o [}
Life-threstaning o [
o [

Death

a M= nmumber of participants in the specified zroup. This vale is the denorminator for the percentsze caloulations.

b, n=DNumber of participants reporting at l2ast 1 ocoarence of the specified event category. For "any adverse event"n
= pumbar of participamts reporting at least 1 ocouwrrence of any adverse event.

c.  Assessed by the investigator sz relatad to the study intarvention.

PFIZER. CONFIDENTIAL SDTM Creation: 121AN2024 (03:40) Source Data: adaecca Table Gemeration: 23TAN2024
(02:11)

(Datsbaze mapshot dats - 05TAN2024) Output File: nda?_ubped/C4501007_CSEadae 5130_dlmd_pd_wop 12

Note that participants who originally received placebo and then received BNT162b2 after unblinding did
not complete a reactogenicity e-diary after BNT162b2 vaccination as, per protocol, local reactions and
systemic events were reported as AEs.

The SOC containing the most frequently reported AEs in both the BNT162b2 group and placebo group
was infections and infestations (2.5% and 2.7%, respectively), respiratory, thoracic and mediastinal
disorders (1.4% and 2.3%, respectively), general disorders and administration site conditions (1.9%
and 0.8%, respectively), and gastrointestinal disorders (1.0% and 1.2%, respectively). One participant
(0.2%) in the BNT162b2 group reported noncardiac chest pain.

From Dose 1 to 1 month after Dose 2, 61 participants (25.1%) who originally received placebo and
then received BNT162b2 after unblinding reported any AE. The SOC containing the most frequently
reported AEs was general disorders and administration site conditions (19.3%), infections and
infestations (3.7%), nervous system disorders (3.3%), respiratory, thoracic and mediastinal disorders
(2.5%), and musculoskeletal and connective tissue disorders (1.6%). One participant (0.4%) each
reported chest pain and noncardiac chest pain. Many of the AEs were reflective of reactogenicity events
that were reported as AEs (eg, injection site pain, fatigue, headache).
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Table 17: Number (%) of participants reporting at least 1 adverse event from dose 1 to 1 month after
dose 2 -, by system organ class and preferred term - phase 2/3 - blinded placebo-controlled follow up
period - Troponin group — 5 to <12 years of age - safety population

Vaccine Group (a: Adminiztered)

BNTL62b2 (10 pg) Placebo
(=519) (B=260)

System Orzan Class 1 (%) (9504 CI9) n® (%) (950 CT7)
Freferred Term

Anv adverse avant ITEL

Eve dizorders 1002
Lacrimation mcreased 1{0.3)

Gastrointastinal dizorders {10y

Vamiting 3{0.6)
Diarhoss 1004y
Gingival blesding 100
Nauzea 0

Creneral dizorders and administration sita conditions 10 (1.9}
Injection site pain 3(L.0)
Puremia 3{0.4)
Injection site arvthema 1{0.3)
Injection zite swelling 1{0.3)
Han-cardiac chest pain 1002
Injection site razh 0

Infections and mfestation: 13 (2.3}
Upper respiratory ract infection 4 (0.8)
Staphviococcal infection 3 (0
Pharvngitiz sreptococcal 204
COVID-18 1003
Cellulitiz 1{0.3)
Eczama herpetionm 1{0.)
Namopharmgitiz 1{0.3)
Cnitis madia 1403
Valvovaginitis 100
Molusoum contsgiosmr [
Sinusitis L)
Wiral upper respiratory tract infection [i]

Injury, poizoning and procedural complications 3{0.4)
Anida fracoure 1{0.3)
Contuzion 1{0.3)
Fall 103
Limb infury 1003
Lip injury o

[vestizations [
SAFS-CoV-I test positive [i]

Mstabolizm and nutrition dizorders 1{0.3)
Dacreazad appetite 1{0.3)

Busculoskelstal and connective tizsue dizorders 1{0.3)
Pam in extramity 103

Mervous svstem dizorders 004
Headache 1{0.3
Parassthesia 1{0.3)

Svncope [i]

Prvchiamric dizorders 1{0.3)
Anzsty 1{0.3
Inzommniz [

Razpiratory, thoracic and medizstinal dizorders T4 (0.5, 2. .
Fhinomhoea 30.6) 0.1, 1. 1(0.4) 0.0,2.1)
Asthma 1{0.3 (0.0, 1. 1(0.4) (0.0,2.1)
Cough 1{0.5) 00 L 2(0.8) (0.1,2.8)
Crophanyngeal pain 1{0.5) 00 L 2(0.8) (0.1,2.8)
Resniratorn: disardar 10N mno1mnm n mo 148
Wheazing 1{02) (00, 1.1) a 0o,14
Hazmaptyzis o 00,07 1(0.4} 00,21

Skn and nrboutanaou: tizne disordars 3{0.6) 0117 208} (0.1.2.8)
Iight sveeat: 1{0.3) (00, 1.1) o 00,14
Detachiae 102 (00, 1.1) a 0o,14
Urticaria 1{02) 00,11 1] 00,14
Fash o 00,07 1(0.4) 00,21
Fuash pruritic o (0.0, 0.7 1(0.4) 00,21

Dote: MedDFA (v26.1) coding dictionary applied.

a  IN=mumber of participants in the specified sroup. This vahe is the denorminator for the percentaze caloulations.

b, n=Nuwmber of participants reporting at lzast 1 occurrence of the specifisd event, For "any adverse event," n=
mumber of participants reporting at least 1 ocoumrence of any adversa event.

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

PFIZEF. CONFIDENTLAL SDTM Creation: 12TAN2024 (03:40) Source Data: adasxa Tabls Generation- 23TAN2024
(02:12)

(Diatabaze mapshot dats - 0STAN2024) Output File: nda?_ubped2/C4301007_CSFadas_s150_dlmd?_soc_pZ_mwop_12

From_Dose 3 to 1 month after Dose 3, the percentage of participants reporting any AE was 11.5% in
the original BNT162b2 group and 15.3% in the original placebo/BNT162b2 group. The higher
percentage of any AE reported in the original placebo/BNT162b2 group is due to these participants
having their reactogenicity events reported as AEs. The percentage of participants reporting any AEs

assessed as related to study intervention by the investigator was 4.5% in the original BNT162b2 group
and 10.4% in the original placebo/BNT162b2 group. All related AEs were nonserious. One participant
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(0.2%) in the original BNT162b2 group and 1 participant (0.5%) in the original placebo/BNT162b2
group reported a nonserious, severe AE. No SAEs, AEs leading to withdrawal, life-threatening

AEs, or deaths were reported in either the original BNT162b2 group or the original placebo/BNT162b2
group during this time period.

The SOCs containing the most frequently reported AEs in the original BNT162b2 and original
placebo/BNT162b2 group were general disorders and administration site conditions (4.1% and 9.9%,
respectively), infections and infestations (3.8% and 3.5%, respectively), respiratory, thoracic and
mediastinal disorders (1.9% and 2.0%, respectively), and gastrointestinal disorders (1.7% and 1.0%,
respectively).

Many of the AEs were reflective of reactogenicity events that were reported as AEs (eg, injection site
pain, fatigue, headache

Table 18: Number (%) of participants reporting at least 1 adverse event from dose 3 to 1 month after

dose 3, by system organ class and preferred term - phase 2/3 — Troponin group — 5 to <12 years of
age - safety population

Vaccine Group (a: Administered at Doze 2)

Original Original Flacebo/
BNT162b2 (10 pg) ENT162b2 (10 pg)
(N=418) (N=202)

System Organ Class BE (%) {9504 CT7) n® (0g) {9504 CT7)

Preferred Term
Anv adverse svent 48 (115 (8.6, 14.5) YRR (10.7, Z1.1)
Blood snd hvmphatic svatam dizorder: 410} 1(0.5) {00, 27)

Lyvmphadenoparky 2{0.35) 1(0.5) (00,27

Lymnph node pain 2{0.3) 0 {00, 1.8
Ear and labyrinth dizorders ] 1(0.5) (00, 27)

Earpain ] 1(0.5} {00, 27
Castroinrastinal disorders T(LT) 2(L0)

Vamiting 30T 1(0.5)

Abdorninal pain upper 2{0.3) ]

Diarrhoea 2{0.3) 0

Gastritis 1{0.3) 0

Tiauzea o 1(0.5)
Creneral dizorders and administration sit= conditions 17¢4.1) W0iEs

Injection site pain T(LT) 1784

Drrexia 2{0.3) 4(2.0)

Azillary pain 5{1LY ]

Chills 1{0.3) 20L.0)

Fatigue 0 3(L5)

Injection site swelling ] 20000

Weszzel punciure zits braiss 2{03) o

Veszzel puncnms site pain 2{0.3) 1)

Injection site srythama ] 1(0.5)

Pain ] 1(0.5}

Snzlling 1{0.2) 1)
Infections and infestations 16(3.8) T3.5)

COVID-10 8{L9) 2(1.0)

Nazopharvmgitis 1{0.2) 2(L0)

Viral infection 2{0.3) ]

Wirel upper respiratory tract infection 1(0.2) 1(0.5)

Ear infection 1{0.2) 0

Ezternsl ear cellulitiz 1{0.2) o

Crmmsrnsme it el 1inm
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Influenrs ] 0.0, 0.9 1{0.5} {00, 27)

Pharvmgitis sreprococcal 140.2) (0.0, 1.3) o (0.0, 1.8)
Tpper respiratory wact infection 140.2) 0.0, 1.3) 0 (0.0, 1.5)
Viral rhinitiz o (0.0, 0.9 1{0.5) {000, 2.7
I[njury, poisoning and procedural complications 1{0.7) 00, 1.3 i} {0.0, 1.8}
Upper limb fracture 1{0.2) 0.0, 1.3 o {00, 1.8
Dfusculozkeletal and comnectve tzsue disordars 140.2) 0.0, 1.3) 1(0.5} {00, 2.7
Arthralzia 1403 {00, 1.3) 1{0.5) (0o, 27
Myaleia ] (0.0,09) 1(0.5) (0o, 27
Mervons sveeem dizorderz 1{0.2) 0.0, 1.3) 1(0.5} {00, 27
Hzadache 1{0.2) 0.0, 1.3 1{0.5} (00,27
Pevchiamic disorders 140.2) 3 0 (0.0, 1.5)
Anisty 1403 3 o (00, 1.8)
Flespirstory, thorscic and madizstine] disordsrs B{LE im 402 5
Orophanymaeal pain 4{L0) 4] 20L.0) {0.1, 33
Cough 307 1{0.5} {00, 2.7)
Fhinorrhosa 2{0.5) 1] {000, 1.8)
Mazal conzestion 1] 0.0, 0.9 1{0.5} {00, 27
Skin and mibornaneens Hzme dizordars 1{0.2) 0.0, 1.3) o (0.0, 1.8)
Fazh 1{0.3) 0.0, 1.3) 0 (0.0, 1.8)

Motz MadDPA (v26.1) coding dictionary appliad.
g I =mnumber of pamicipantz in the specified aroup. Thiz value iz the denominator for the parcemage caloulations.
b. n=Number of participants reporting at laast 1 ocourrence of the specified event. For "any adverss event" n =
mmiber of participants reporting af least 1 ecourrence of any adverss event.
. Emact 2-zided CL, based on the Clogper and Pearson method.
PBFIZEF. CONFIDENTIAL SDTM Creation: 12JAN2024 (08:40) Source Datz: adaewa Table Generation: 01FEB2024
(04:33)
(Datsbaze mapzhot date - 03TAN2024) Quiput File: .nda?_ubped2'C4301007_C3F adae_s150_d3imd?_=oc_p2_trop_12

Related AEs

During the blinded placebo-controlled follow-up period, from Dose 1 to 1 month after Dose 2, AEs
assessed as related to study intervention by the investigator were reported by 12 participants (2.3%)
and 4 participants (1.5%) in the BNT162b2 and placebo groups, respectively. These AEs were all
nonserious.

Most related AEs reported by participants in the BNT162b2 group were reactogenicity events in the
general disorders and administration site conditions SOC (1.5%) and the most commonly reported PT
in this SOC was injection site pain (1.0%). One participant (0.2%) reported noncardiac chest pain.
Related AEs (injection site rash, vomiting, syncope, insomnia, and oropharyngeal pain) in the placebo
group were reported by 1 participant (0.4%) each.

From Dose 3 to 1 month after Dose 3, AEs assessed as related to study intervention by the
investigator were reported by 19 participants (4.5%) and 21 participants (10.4%) in the original
BNT162b2 group and original placebo/BNT162b2 group, respectively. These AEs were all nonserious.
Most related AEs reported by participants in the original BNT162b2 group and in the original
placebo/BNT162b2 group were reactogenicity events in the general disorders and administration site
conditions SOC (3.1% and 9.9%, respectively). The most commonly reported PT in this SOC in the
original BNT162b2 group and original placebo/BNT162b2 group was injection site pain (1.7% and
8.4%, respectively).

Immediate AEs

Five participants (1.0%) in the BNT162b2 group and 1 participant (0.4%) in the placebo group
reported any immediate adverse events (Table 14.100).
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Table 19: Number (%) of participants reporting at least 1 immediate adverse event, by system organ
class and preferred term - phase 2/3 - Troponin group - 5 to <12 years of age — safety population

Vaccine Group (a3 Adminiztered)

ENT162b2 {10 pg) Placebo

W=518) (DE=261)
System Organ Clazz (%) (9580 CI°) n® {04} {9504 CT7

Preferred Term

Any adverse svant {10 (03,22 1 (04 {0.0,2.1)
Gastroimeastingl dizarders 1{0.3) {00, 1.1 (04 {00,2.1)
Vomitma 1{0.3) (0.0, 1.1 (04 {0.0,2.1)
(eneral dizorders and adminiztrarion sits condition: 2004 {00, 143 0 {0.0, 1.4
Injection =ite arvthema 1{0.2) (0.0, 1.1) 0 (0.0, 1.4)
Injection site pam 1{0.1) {00, 1.1y 0 (0.0, 1.4)
husculoskeletal and connectve tzsue dizorder: 1{0.3) 0 (0.0, 14
Pam In extramity 1{0.3) 0 (0.0, 1.4)
Mervous svstemn dizorders 1{0.3) L4 {0.0,2.1)
Parassthesia 1{0.2) 4] {00, 1.4
Swncope 0 104 {0.0,2.1)
Povchiatric disorders 1{0.2) 4] {00, 1.4
Anisty 1{0.3) (0.0, 1.1 0 (0.0, 1.4)

Blote: MedDFA (v26.1) coding dictionary applisd.

a2 IMN=rmmber of participants inthe specified zroup. Thiz vahs iz the denominator for the parcentzse calolarions.
b, n=2uwnber of participants reporting at least 1 oconrence of the specifiad event. For "any adverzs event," n=
mumber of pamicipants reporting ar least | occunmence of any adverss event

c.  Exact Z-zided CI, baszed on the Clopper and Pearzon method.

BFIZEF. COWFIDENTIAL SDTh Creation: 12TAN2024 (08:40) Sowrce Data: adaewa Table Genaration: 0ZFEB2024
(18:35)

Da‘z’:ﬁee mapshot date @ 031AM2024) Output File: .mdal wbped2/C4501007_CSF.adae 150 mun p2 tp 12

Deaths
No deaths were reported in participants 12 to <16 years of age in the troponin group during the study.

Serious Adverse Events

Serious Adverse Events from Dose 1 to 6 Months After Dose 2 (Prior to Dose 3)

From Dose 1 to 6 months after Dose 2 (prior to Dose 3), 1 participant (0.2%) each reported an SAE of
abortion spontaneous and ovarian cyst. The spontaneous abortion occurred in a participant who
developed worsening abdominal pain and underwent an abdominal ultrasound 187 days after
vaccination, which confirmed pregnancy at approximately 8 weeks’ gestation. On postvaccination Day
193, the participant experienced vaginal hemorrhage, vomiting, and diarrhea for which the participant
was evaluated in the emergency department. The participant was diagnosed with ‘latent abortion’ and
received treatment with progesterone. The following day, a repeat ultrasound was performed which
demonstrated absence of product in the uterus and uterine aspiration was performed. The participant
recovered the same day. This spontaneous abortion was assessed as not related to study intervention.

Serious Adverse Events from Dose 3 to 6 Months After Dose 3

From Dose 3 to 6 months after Dose 3, no participants reported an SAE.

Elevated Troponin I Level At Baseline and After Vaccination - Troponin Group - 12 to <16
Years of Age

At baseline, a total of 2 male participants (0.4%) (95% CI: 0.0, 1.5) had an abnormal troponin I value
range of >50 to 100 ng/mL (Table 50), with no further abnormal troponin I levels.

At Day 4 after Dose 2, a total of 2 participants (0.4%) (95% CI: 0.1, 1.5) had an abnormal troponin I
result: one male participant with a troponin value range of >35 to 50 ng/mL, and 1 female participant
(0.5%) (95% CI: 0.0, 2.6) with a troponin value range of >17 to 35 ng/mL (Table 50). Neither
participant had abnormal troponin I levels at baseline or at the after Dose 3 visit.
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At Day 4 after Dose 3, a total of 3 participants (0.7%) (95% CI: 0.1, 2.1) had an abnormal troponin I
result: two male participants and 1 female participant (Table 50). One male participant had a troponin
value range of >35 to 50 ng/mL, and the other male participant had a troponin value range of >50 to
100 ng/mL. The female participant had a troponin value range of >35 to 50 ng/mL. None of these
participants had abnormal troponin I levels at baseline or at the after Dose 2 visit. No participant in the
troponin group with elevated troponin I levels at baseline or after study vaccination reported symptoms

of potential myocarditis/pericarditis.

Table 20: Number (%) of participants with elevated Troponin I results at each time point, by sex and
Troponin value range - phase 2/3 — Troponin group — 12 to <16 years of age - safety population

Vaccine Group (8: Administered)

BNT162b2 (30 pg)
MMale Female Total
Doze No. Troponin Valoe Range N n* (04) N n () i n® ()
/Sampling (ngl) (9504 CT) (9520 CT9) (95% CT9)
Time Point
VPrevax Any sbnormality 270 2(0.7) 116 0 436 2(0.4)
(0.1, 2.7} 00,17 (0.0, 1.5}
171235 NA 4 o
00,17 (0.0, 0.8}
=35 ta 50 0 0 0
(0.0, 1.4 00,17 (0.0,08)
>5010 100 2(0.7) 0 (0.4
©.1,2.7 00,17 (0.0, 1.5
=100 10 200 o 0 o
(0.0, 1.4} 00,17 (0.0, 0.8}
=200 o 0 o
(0.0, 1.4) 00,17 (0.0, 0.8)
2Day 4 Any shnonmality 256 1(0.4) 209 1(0.5) 463 2(0.4)
(0.0,22) 0.0,2.6) (0.1, 15}
=170 35¢ NA 1(0.5)
(0.0, 2.6)
3510 50 1(0.4) 0
(0.0,2.2) 00,17
=50 to 100 o 0 o
(0.0, 1.4) 00,17 (0.0, 0.8)
100 to 200 o 0 o
(0.0, 1.9) 00,17 (0.0, 0.8)
200 a 0 a
(0.0, 1.4) 00,17 (0.0, 0.8)
3Dav4 Anv sboonmality 235 2(0.8) 158 1005 423 307
(0.1, 3.0} (0.0,2.8) (0.1,21)
1Tt 35 HA 0 o
(0.0,1.9) (0.0, 00}
2351290 1(0.4) 1(0.5) 2(0.5)
(0.0,2.3) 00,29 (0.1, 17)
55012 100 1(0.4) 0 100.2)
(0.0, 2.3) (0.0, 1.8) (0.0, 13)
10010 200 0 0 0
(0.0, 1.6 00,19 (0.0,09)
=200 o 0 o
(0.0, 1.6 00,19 (0.0,08)

Abbraviation: WA = not applicabla.

Tdote: Cme participant who received BNT16202 10 pg st Doze 1 and 30 yg at Doz 2 and Dose 3 iz alzo inchuded m the analvzis.

& MN=number of paricipants with woponin I t2st remalt in the specified s=x and age group. Thess values ars the denominators for the percentage calculations.
b, nm=TTumber of participant: with an slevated woponin I rasult.

c.  Exact Z-zided CI. based on the Clopper and Pearson method.

d. Anelevated troponin I result i defined a2 >33 nzl i = or »17ng/L m females.

PFIZEF. CONFIDENTIAL SDTM Craation: 1IMAY20I3 (15:34) Source Data: adlb Tabls Generstion: 05TUMZ023 (15:40)

(Cutoff Diate: 13MAR 2023, Snapshot Data: 08MAY2023) Output File: /ndal wbpad2'C4301007_3LT12_Troponin/adlh_s201 san_tr_vi_16

Multisystem Inflammatory Syndrome in Children

No cases of MIS-C were reported in any of the Phase I/II/III study.
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2.3.3. Discussion on clinical aspects

This is the final report for the Phase 1/2/3 study C4591007, which is a randomised, placebo-controlled,
study in healthy children aged 6 months to <12 years of age. For these paediatric groups, the study
was designed to evaluate BNT162b2 vaccination in an age-de-escalation Phase 1 dose-finding portion
and Phase 2/3 selected-dose portion, in protocol-defined age groups: 5 to <12 years, 2 to <5 years,
and 6 months to <2 years of age. Initiation of the study with the oldest paediatric group (5 to <12
years of age) was based on acceptable safety and tolerability demonstrated in adolescents in Study
C4591001. The BNT162b2 series was initially planned as a 2-dose series; however, based on emerging
clinical and real-world data, the protocol was amended on 04 January 2022 to add a third dose at the
selected dose level for each age group.

BNT162b2 were administered at the following dose levels: 5 to <12 years of age (10 ug), 2 to <5
years of age (3 ug) and 6 months to <2 years of age (3 ug).

Interim data from this study has previously been presented and assessed in
EMEA/H/C/005735/X/0138, EMEA/H/C/005735/11/0160 and EMEA/H/C/005735/11/0203.

Efficacy

The incidence rate of COVID-19 was monitored for approximately one year post dose 3. During this
period, the epidemiological situation of COVID-19 strains changed drastically. Breakthrough cases
started to appear during the Delta strain wave. The high vaccine efficacy, which was recorded earlier,
(7 days to 2 months post last dose) in placebo-controlled settings, vanished later on, when Omicron
strains became prevalent. The incidence rate (IR) increase was observed in all study arms in all studied
age groups. Also, severe cases appeared in all study arms, but no MIS-C case was reported.
Interestingly, among children below 5 years, who received 3 doses of 3 ug Original Comirnaty, the IR
was lower in the cross-over arm than in original active arm, showing, that recent vaccination protected
better than vaccination with the same vaccine longer time ago. This observation shows the importance
of the level of circulating antibodies, which is constantly decreasing with time since vaccination.

Exploratory PBMC analysis revealed that CD4+ and CD8+ T cells stimulated with S1 peptide responded
with interferon gamma, IL2 and IL4 secretion in some vaccinated subjects, whereas such secretion was
not observed in placebo recipients. This data supports the mechanism of action for Comirnaty as some
T cell mediated immunity is also recorded besides of the B cell and neutralising antibody mediated
immunity.

The data provided do not raise new concerns and are in agreement with other data.

Safety

The local and systemic reactions as well as adverse events (AEs) and serious adverse events (SAEs)
for the phase I/II/III have already been presented in previous reports (EMEA/H/C/005735/X/0138,
EMEA/H/C/005735/11/0160 and EMEA/H/C/005735/11/0203) and therefore not included here.

Among the participants aged 6 months to <2 years of age, any AEs were reported at a frequency of
1.7% in the vaccine group and by 2.4% in the placebo group.

The main safety focus in this report includes safety data for the Troponin group. Among the 778
participants aged 5 to <12 years of age (518 participants in the BNT162b2 group and 260 participants
in the placebo group) pain at injection site was the most commonly reported local reaction at all three
doses of vaccine (67-73%). The most reported systemic events for all three doses of vaccine were
fatigue (37-39%) followed by headache (24-30%) and muscle pain (12-19%). Fever was reported
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among 1-3% of the subjects in the vaccine group. Most of the local and systemic events were mild to
moderate at intensity and resolved within 1-2 days.

Up to one month after dose 2, any AEs were reported in 7,1% of the subjects in the vaccine group and
in 8,1% of the subjects in the placebo group. The system organ class (SOC) containing the most
frequently reported AEs in both the vaccine group and placebo group was infections and infestations
(2.5% and 2.7%, respectively). Most related AEs reported in the vaccine group were reactogenicity
events in the general disorders and administration site conditions SOC (1.5%) and the most commonly
reported PT in this SOC was injection site pain (1.0%). One participant (0.2%) reported noncardiac
chest pain.

From dose 3 to 1 month after dose 3, the percentage of participants reporting any AE was 11.5% in
the original vaccine group and 15.3% in the original placebo and then switched to the vaccine group.
The higher percentage of any AE reported in the original the last group is explained by these
participants having their reactogenicity events reported as AEs. The AEs considered related to
vaccination were reported by 19 participants (4.5%) and 21 participants (10.4%) in the original
vaccine group and original placebo/vaccine group, respectively. These AEs were all nonserious. The
most commonly reported preferred term (PT) in this SOC in the original vaccine group and original
placebo/vaccine group was injection site pain (1.7% and 8.4%, respectively).

Two male participants had abnormal troponin I values at baseline (>50-100 ng/L), at day 4 after dose
2 one male reported >35-50 ng/L and one female>17-34 ng/L. At day 4 after dose 3 one male and
one female reported >35-50 ng/L, and one male reported a troponin I level of >35-50 ng/L. No
participants reported levels >100 or >200 ng/L. No participant in the troponin group with elevated
troponin I levels at baseline or after study vaccination reported symptoms of potential
myocarditis/pericarditis.

MIS-C cases are also a target for this report; however, no such cases were reported in this study.
The presented safety data are in line with previous reported results. No new safety concern was

identified in this report.

3. CHMP overall conclusion and recommendation

The efficacy data provided are in agreement with other available data. among children below 5 years,
who received 3 doses of 3 ug Original Comirnaty, the IR was lower in the cross-over arm than in
original active arm, showing, that recent vaccination protected better than vaccination with the same
vaccine longer time ago. This observation shows the importance of the level of circulating antibodies,
which is constantly decreasing with time since vaccination.

The presented safety data are in line with previous reported results. No new safety concern was
identified.

X Fulfilled:

No regulatory action required.
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