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1. Background information on the procedure

Pursuant to Article 7.2 of Commission Regulation (EC) No 1234/2008, BioNTech Manufacturing GmbH
submitted to the European Medicines Agency on 31 July 2024 an application for group of variations.

The following changes were proposed:

Variation(s) requested Type

C.I.13 C.1.13 Other variations not specifically covered elsewhere in Variation type II
this Annex which involve the submission of studies to the
competent authority

C.l.4 C.1.4 Change(s) in the Summary of Product Characteristics, Variation type II
Labelling or Package Leaflet due to new quality, preclinical,
clinical or pharmacovigilance data

C.l.4 C.I.4 Change(s) in the Summary of Product Characteristics, Variation type II
Labelling or Package Leaflet due to new quality, preclinical,
clinical or pharmacovigilance data

A grouped application comprised of 3 Type II Variations as follows:

C.I.4: Update of sections 4.6, 4.8 and 5.1 of the SmPC in order to update pregnancy related information
based on final results from interventional study C4591015, listed as a category 3 study in the RMP. Study
C4591015 is a phase 2/3, placebo controlled, randomised, observer-blinded study to evaluate the safety,
tolerability, and immunogenicity of a SARS-CoV-2 RNA vaccine candidate (BNT162b2) against COVID-19
in healthy pregnant women 18 years of age and older. The Package Leaflet is updated accordingly.

C.I.4: Update of sections 4.4, 4.8 and 5.1 of the SmPC in order to update information for
immunocompromised individuals based on final results from interventional study C4591024, listed as a
category 3 study in the RMP. Study C4591024 is a phase 2b, open-label study to evaluate the safety,
tolerability, and immunogenicity of vaccine candidate BNT162b2 in immunocompromised participants =2
years of age. The Package Leaflet is updated accordingly.

C.1.13: Submission of the C4591030 (secondary BNT162b2 immunogenicity endpoint analysis)
supplementary (post-final) clinical study report. This is a phase 3, randomised, observer-blind trial to
evaluate the safety and immunogenicity of BNT162b2 when co-administered with seasonal inactivated
influenza vaccine (SIIV) in adults 18 through 64 years of age. In addition, the MAH took the opportunity
to introduce minor editorial changes to the PI.

The requested variation(s) proposed amendments to the Summary of Product Characteristics and
Package Leaflet
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2. Overall conclusion and impact on the benefit/risk balance

Within this type II variation, the MAH wishes to update the SmPC to describe the safety and
immunogenicity of the Comirnaty Original while administrated to pregnant women (study C4591015) and
to immunocompromised population from 2 years old and above (study C4591024). Also, MAH submitted
the final neutralising antibody data when Comirnaty Original was administrated simultaneously with
seasonal inactive influenza vaccine (SIIV).

C4591015

The study C4591015 was a global Phase 2/3, randomised, placebo-controlled, observer-blind study to
evaluate the safety, tolerability, and immunogenicity of Comirnaty Original (30 pg) versus placebo
(saline) administered in 2 doses, 21 days apart, in approximately 350 healthy pregnant women 18 years
of age or older vaccinated at 24 to 34 weeks’ gestation. Participants were randomised 1:1. Enrolment in
this study was terminated due to enrolment challenges as a result of universal recommendations for
COVID-19 vaccination of pregnant women and the increased global availability of COVID-19 vaccines.

Efficacy

The primary immunogenicity objective was to compare neutralising antibody titres 1 months post-dose 2
in pregnant women compared to the historical control, which consisted of age matched non-pregnant
women from study C4591001. The secondary objectives were to investigate vaccine efficacy (VE),
describe antibody levels of mothers and their infants at different time points, up to delivery and 6 months
post-delivery.

All study arms had about 110 individuals in each. The geometric mean ratio (GMR) analysis of
neutralising antibodies was descriptive, but the data showed, that antibody level was higher among non-
pregnant women, especially when those without earlier SARS-CoV-2 infection were compared. This is
expected results and in agreement with earlier data. Section 5.1 of SmPC was updated to include a short
text regarding the study design with reference to pregnant participants lower geometric mean titres
(GMT) and GMR compared to non-pregnant women from historical control group.

About 110 infants born for both vaccinated and placebo arms mothers were evaluated for S-protein
binding antibodies. No neutralisation assay was performed for serum from infant participants. Considering
the binding and neutralising antibodies have demonstrated good agreement, this is acceptable. At the
delivery, there was high level of S-protein binding antibodies in infants. This is a sign of a successful
antibody transfer through placenta, which is expected results and in agreement with data from other
vaccines.

Safety

The safety database constitutes of pregnant women were randomised to receive either 30 ug of
Comirnaty Original (BNT162b2, n=174) or placebo (n=174) administered in 2 doses, 21 days apart at 24
to 34 weeks’ gestation and their infants. The study was limited in size due to the national recommended
COVID-19 vaccination of pregnant women.

The reactogenicity profile was in line with previous results from non-pregnant adult individuals. The
reactions were transient and most of them were mild to moderate at intensity. The most reported local
reaction was pain at injection site (83% dose 1; 75% dose 2). The most frequently reported systemic
events were fatigue (50%) and headache (34-41%). Fever was reported in 1-4% (dose 1 and 2
respectively). Most reported adverse events (AEs) were related to reactogenicity. The frequency of
participants reporting any serious adverse event (SAE) was low and comparable to what was reported in
the placebo group (5.6% and 5.5%, respectively). Two related AEs were reported among the pregnant
participants receiving BNT162b2 (tachypnoea and injection site pain). None of the infants experienced
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AEs related to maternal vaccination. No new safety concern was identified in this limited study population.
Sections 4.6 and 4.8 of the SmPC are updated accordingly.

C4591024

Study C4591024 was a Phase 2b study that evaluated the safety, tolerability, and immunogenicity of
BNT162b2 in immunocompromised participants >2 years of age based and utilised a vaccination series of
3 doses of age adapted Comirnaty followed by a fourth dose 3-6 months after dose 3.

Efficacy

The main immunogenicity objective was to evaluate neutralising antibody titres among baseline SARS-
CoV-2 negative immunosuppressed population before and after the 3rd and 4th dose. The study recruited
all ages from 2 years and above. The study had also explorative objectives. Most important of those is
the evaluation of neutralising antibody titre among entire evaluable immunogenicity population regardless
of their baseline SARS-CoV-2 status.

Enrolment in this study was terminated due to enrolment challenges as a result of universal
recommendations for COVID-19 vaccination of immunocompromised individuals and the increased global
availability of COVID-19 vaccines. Altogether 124 individuals were enrolled to the study, whereas 7
participants were adults. Therefore, the entire study became descriptive.

The immunogenicity data showed that most reduced antibody response appears among those who were
on immunomodulatory therapy. The immune response improved for everybody regardless of diagnosis or
age after the 4t dose. The primary immunogenicity objectives were to describe the immune responses
among baseline SARS-CoV-2 negative immunocompromised population. There were roughly quarter of
participants with unknown baseline status because these participants did not have some baseline sample
(either blood or nasal swab) or had unclear test result. Section 5.1 of SmPC was updated to include a
short text describing that all studied immunocompromised groups had higher GMT after fourth dose
compared to the third dose. In conclusion, the 4% dose of Comirnaty improved neutralising antibody titres
among immune-compromised population. This observation is in agreement with an earlier data.

Safety

The safety database constitutes of a total of 124 immunocompromised participants aged 2 to <5 years
(n=37), 5-<12 years (n=65) 12-<18 years (n=15) and =18 years (n=7). The dose for each of the 4
vaccinations depended on the age of participants at time of vaccination (>12 years of age: 30-ug dose, 5
to <12 years of age: 10-ug dose, 2 to <5 years: 3-ug dose).

Most of the reactogenicity evens were transient and mild to moderate at intensity. Children aged 2-<5
years old were presented with a mild reactogenicity profile with a low frequency of both local and
systemic events (<21%), similar as for non-immunocompromised participants presented in other studies.
Children aged 5 to <12 years that constituted the largest age group (n=65) in this limited study reported
local reactions (most common pain at injection site: 53-63%) and systemic events where fatigue (46-
61%). Fever was reported in 1,5-12%, none had fever >40°C. Among the participants =12 years old
(n=22), the reactogenicity profile was in line with the data that has been presented previously for non-
immunocompromised participants. The majority of AEs were in the infections and infestations SOC, and
all adverse events of special interests (AESIs) were likely related to participant’s underlying condition.
There were no deaths, no SAEs assessed as related by the investigator, no life-threatening AEs, and no
AEs leading to withdrawal. No new safety concerns were identified in this limited study population of
immunocompromised individuals. Section 4.8 of the SmPC is updated accordingly.

C4591030
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The study C4591030, which investigated co-administration of Comirnaty and seasonal influenza vaccine
study has been part of RMP since April 2021. 1134 participants were randomised at a ratio of 1:1 into the
coadministration group, or the separate administration group (placebo and SIIV)/Comirnaty, stratified by
age groups (18 through 49 years and 50 through 64 years) and by history of positive SARS-CoV-2 test
results by nucleic acid amplification test (NAAT) or rapid antigen test prior to randomisation (with prior
history of SARS-CoV-2 and without prior history of SARS-CoV-2). Data for this study has been assessed
previously in procedure 1I/0201.

Efficacy

The primary immunogenicity objective was to demonstrate that the immune responses elicited by
Comirnaty when co-administered with SIIV are non-inferior to those elicited by Comirnaty when
administered alone, as demonstrated by full-length S-binding IgG levels. The GMR met the pre specified
non-inferiority criteria (lower limit of the 2-sided 95% CI for the GMR >0.67) as immunogenicity primary
endpoint of this study, which was evaluated during an earlier procedure 1I/201.

In current update, an overview of results of the secondary BNT162b2 immunogenicity endpoint analyses
of SARS-CoV-2 neutralisation titres for a subset of approximately 200 participants were presented. The
neutralising assay results from this smaller selected population agree generally with the earlier presented
S-protein binding antibody results from entire evaluable immunogenicity population. The antibody titre
was very high for both separate and co-administration groups. The antibody concentration was
numerically higher in separate administration group compared to the co-administration group according
to both serology methods for this selected smaller study population. As assessed in II/0201, the GMRs of
the S-protein binding antibody data from entire evaluable immunogenicity population did meet the pre
specified non-inferiority criteria. The GMR coadministration vs. separate administration was 0.83 [95%
CI: 0.77, 0.89]). For this post-hoc analysis for small subgroup, the GMR would not meet the pre specified
non-inferiority criteria for neither of the assays (lower limit of the 2-sided 95% CI for the GMR >0.67).
The result was very near to non-inferiority criteria, GMR LL 0.66 for neutralisation and 0.67 for S-binding
assay. According to the applicant, this may be due to the sampling variability and smaller sample size of
the neutralisation subset.

There will be no immunogenicity data presented from this co-administration study in SmPC as agreed
earlier during II/201. The clinical impact for lower titre of neutralising antibodies in case of co-
administration with SIIV is unknown.

The benefit-risk balance of COMIRNATY remains positive.

3. Recommendations

Based on the review of the submitted data, this application regarding the following change:

Variation(s) requested Type
C.I.13 C.1.13 Other variations not specifically covered elsewhere in Variation
this Annex which involve the submission of studies to the type II

competent authority

C.l.4 C.I1.4 Change(s) in the Summary of Product Characteristics, Variation
Labelling or Package Leaflet due to new quality, preclinical, type 11
clinical or pharmacovigilance data
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Variation(s) requested Type

C.l.4 C.I.4 Change(s) in the Summary of Product Characteristics, Variation
Labelling or Package Leaflet due to new quality, preclinical, type 11
clinical or pharmacovigilance data

A grouped application comprised of 3 Type II Variations as follows:

C.1.4: Update of sections 4.6, 4.8 and 5.1 of the SmPC in order to update pregnancy related information
based on final results from interventional study C4591015, listed as a category 3 study in the RMP. Study
C4591015 is a phase 2/3, placebo controlled, randomised, observer-blinded study to evaluate the safety,
tolerability, and immunogenicity of Comirnaty (original) against COVID-19 in healthy pregnant women 18
years of age and older. The Package Leaflet is updated accordingly.

C.1.4: Update of sections 4.4, 4.8 and 5.1 of the SmPC in order to update information for
immunocompromised individuals based on final results from interventional study C4591024, listed as a
category 3 study in the RMP. Study C4591024 is a phase 2b, open-label study to evaluate the safety,
tolerability, and immunogenicity of Comirnaty (original) in immunocompromised participants =2 years of
age. The Package Leaflet is updated accordingly.

C.I.13: Submission of the supplementary (post-final) clinical study report for study C4591030 (secondary
Comirnaty immunogenicity endpoint analysis). This is a phase 3, randomised, observer-blind trial to
evaluate the safety and immunogenicity of Comirnaty (original) when co-administered with seasonal
inactivated influenza vaccine (SIIV) in adults 18 through 64 years of age.

In addition, the MAH took the opportunity to introduce minor editorial changes to the Product information.

Xis recommended for approval.

Amendments to the marketing authorisation

In view of the data submitted with the variation, amendments to Annexes I, IIIB are recommended.

4. EPAR changes

The table in Module 8b of the EPAR will be updated as follows:
Scope

Please refer to the Recommendations section above

Summary

Please refer to Scientific Discussion "EMA/VR/0000224683"
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Annex: Rapporteur’s assessment comments on the type II
variation
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5. Introduction

The present submission is intended to provide final immunogenicity, efficacy and safety analyses from
studies C4591015 and C4591024, as well as secondary neutralisation titre data from study C4591030. As
a result, the MAH has proposed update of the SmPC sections 4.4, 4.6, 4.8 and 5.1.

The phase 3 study C4591015 enrolled 348 healthy pregnant women participants =18 years of age and
their infants, once born. This Phase 2/3 study evaluated 2 doses of BNT162b2 30 ug or placebo
administered 21 days apart (Visits 1 and 2) in pregnant women vaccinated at 24 to 34 weeks’ gestation.

The phase 2b study C4591024 enrolled a total of 124 immunocompromised participants aged 2 to <18
years (n=117) and 218 years (n=7). The study evaluated a 4-dose schedule (the first 2 doses separated
by 21 days), with a third dose occurring 28 days after the second dose. The fourth dose was administered
3-6 months after Dose 3, at the discretion of the investigator. The dose for each of the 4 vaccinations
depended on the age of participants at time of vaccination (>12 years of age: 30-ug dose, 5 to <12 years
of age: 10-pug dose, 2 to <5 years: 3-ug dose).

Study C4591030 evaluated the safety and immunogenicity of a fourth dose of BNT162b2 30 ug
administered concomitantly with SIIV compared with the vaccines given 1 month apart in adults 18
through 64 years of age who had previously received 3 doses of BNT162b2 30 ug. This study enrolled a
total of 1134 participants 18 through 64 years of age who had previously received 3 doses of BNT162b2
30 pg: 568 participants in the coadministration group (BNT162b2 and SIIV)/placebo and 566 participants
in the separate-administration group (placebo and SIIV)/BNT162b2. This study has been evaluated earlier
during procedure 1I/201 and the safety data is therefore not included in this report. The MAH has here
submitted the SARS-CoV-2 neutralisation assay results for a subset of participants (N= 100 in each study
arm), which was a secondary immunogenicity objective of this study.

6. Clinical Efficacy aspects
6.1. Study C4591015

6.1.1. Methods - analysis of data submitted

This was a global Phase 2/3, randomised, placebo-controlled, observer-blind study to evaluate the safety,
tolerability, and immunogenicity of 30 ug of BNT162b2 or placebo administered in 2 doses, 21 days apart,
in approximately 350 healthy pregnant women 18 years of age or older vaccinated at 24 to 34 weeks’
gestation. Participants were randomised 1:1 to receive BNT162b2 or placebo (saline).

The Phase 2 portion of the study included approximately 200 pregnant women enrolled at 27 to 34
weeks’ gestation. The IRC reviewed safety data through 7 days after the second dose for all Phase 2
participants. The Phase 3 portion of this study included approximately 150 pregnant women enrolled at
24 to 34 weeks' gestation. Phase 3 proceeded after the first 200 maternal participants had been enrolled
in Phase 2. Maternal participants who originally received placebo could receive BNT162b2 at the 1-month
post delivery visit.

Enrolment in this study was terminated due to Enrolment challenges as a result of universal
recommendations for COVID-19 vaccination of pregnant women and the increased global availability of
COVID-19 vaccines.
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Objectives, Estimands, and Endpoints

Table 1: Objectives, Estimands, and Endpoints

Objectives Estimands Endpoints
Primary Immunogenicity
To describe the immune response to In female participants complying SARS-CoV-2

prophylactic BNT162b2 in maternal
participants 18 years of age or older
vaccinated at 24 to 34 weeks’ gestation and
reference to the immune response in
nonpregnant women 18 years of age or
older from the C4591001 study without
evidence of past SARS-CoV-2 infection and
with and without evidence of prior SARS-
CoV-2 infection

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

e GMR, estimated by the ratio of the
geometric mean of SARS-CoV-2
neutralising titres in pregnant
women to those in nonpregnant
women 1 month after Dose 2

neutralising titres

Secondary

To describe the efficacy of prophylactic
BNT162b2 against confirmed COVID-19 and
asymptomatic SARS-CoV-2 infection
occurring from 7 days after Dose 2 through
1 month after delivery in maternal
participants 18 years of age or older
vaccinated at 24 to 34 weeks’ gestation
without evidence of prior SARS-CoV-2
infection and with and without evidence of
prior SARS-CoV-2 infection

In maternal participants complying
with the key protocol

criteria (evaluable participants) and
no serological or virological
evidence (prior to 7 days after
receipt of Dose 2) of past SARS-
CoV-2 infection:

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

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

To describe the immune response over time
and persistence of prophylactic BNT162b2
when administered to maternal participants
18 years of age or older vaccinated at 24 to
34 weeks’ gestation.

In maternal participants complying
with the key protocol criteria
(evaluable maternal participants)
from each vaccine group:

¢ GMCs/GMTs, at baseline (before
Dose 1), 2 weeks after Dose 2, 1
month after Dose 2, at delivery, and
6 months after delivery

e GMFRs from baseline through 2
weeks after Dose 2, 1 month after
Dose 2, at delivery, and

6 months after delivery

¢ Full-length S-
binding IgG levels
e SARS-CoV-2
neutralising titres

To describe the immune response in infants
born to maternal participants vaccinated
with prophylactic BNT162b2 during
pregnancy

In infants born to evaluable
maternal participants from each
vaccine group:

e GMCs and GMFRs, at birth and 6
months after deliver

¢ Full-length S-
binding IgG levels
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Exploratory

To describe the incidence of confirmed
COVID-19 among maternal participants who
were vaccinated with BNT162b2.

In maternal participants who
received BNT162b2 at initial
randomisation:

e Incidence per 1000 person-years
of follow-up

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

To describe the incidence of asymptomatic
SARS-CoV-2 infection through 6 months
after delivery in maternal participants 18
years of age or older vaccinated at 24 to 34
weeks’ gestation with BNT162b2 at initial
randomisation and without evidence of prior
SARS-CoV-2 infection.

In maternal participants who
received BNT162b2 at initial
randomisation and without evidence
of prior SARS-CoV-2 infection:

e Incidence per 1000 person-years
of follow-up

Incidence of
asymptomatic
SARS-CoV-2
infection per
1000 person-
years of follow-up
based on N-
binding antibody
seroconversion

To describe the serological responses
among maternal participants to the
BNT162b2 vaccine candidate in cases of:
e Confirmed COVID-19

e Confirmed severe COVID-19

e SARS-CoV-2 infection

without confirmed COVID-19

In each subset of evaluable
maternal participants from each
vaccine group with:

e Confirmed COVID-19

e Confirmed severe COVID-19

e SARS-CoV-2 infection but no
confirmed COVID-19

¢ GMCs/GMTs and GMFRs at
baseline, 1 month after Dose 2, at
delivery, and 6 months after
delivery

e Full-length S-
binding IgG levels
e SARS-CoV-2
neutralising titres

To describe the immune response to
prophylactic BNT162b2 between Dose 1 and
Dose 2 when administered to maternal
participants 18 years of age or older
vaccinated at 27 to 34 weeks’ gestation in
the Phase 2 portion of the study

In evaluable maternal participants:
¢ GMCs/GMTs at baseline and before
Dose 2

¢ GMFRs from baseline to before
Dose 2

e Full-length S-
binding IgG levels
e SARS-CoV-2
neutralising titres

To describe the immune response in infants
born to breastfeeding maternal participants
vaccinated with prophylactic BNT162b2
during pregnancy.

In infants born to maternal
participants from each vaccine
group, based on the breastfeeding
status:

e GMCs and GMFRs, at birth and 6
months after delivery

Full-length S-
binding IgG levels

To describe the incidence of confirmed
COVID-19 in infants born to maternal
participants who were vaccinated with
BNT162b2 during pregnancy

In infants born to maternal
participants from each vaccine
group:

e Incidence rate of infant

e COVID-19
incidence per
1000 person-
years of follow-up
based on central
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participants with confirmed COVID- laboratory or
19 locally confirmed
NAAT
To describe MIS-C cases in infants born to In infants born to maternal MIS-C incidence
maternal participants who were vaccinated participants from each vaccine per 1000 person-
with BNT162b2 during pregnancy group: years of follow-up
¢ Incidence rate of MIS-C

Inclusion/Exclusion Criteria

Enrolled in this study were participants who were healthy pregnant women =18 years of age and their
infants, once born. Enrolment was monitored to help ensure distribution of vaccination across the
gestational age ranges of 27 0/7 to 34 0/7 weeks for Phase 2 and =24 0/7 and <34 0/7 weeks for Phase
3.

Allocation
All participants were centrally assigned to randomised study intervention using an IRT system.
Blinding

The study was observer-blinded, as the physical appearance of the investigational vaccine and the
placebo may differ. The participant, investigator, study coordinator, and other site staff were blinded
through the 1-month postdelivery visit for each maternal participant, at which point maternal participants
who originally received placebo could receive BNT162b2.

Immunogenicity

The below assays were performed for immunogenicity analyses, which were all based on samples
analysed at the central laboratory.

- SARS-CoV-2 neutralisation assay;
- Full-length S-binding IgG levels;
- N-binding antibody assay

For the primary immunogenicity objective, the GMR at 1 month after Dose 2 was calculated as the
difference in means of logarithmically transformed assay results (SARS-CoV-2 neutralising titres in
pregnant women minus those in nonpregnant women) and exponentiating the difference. Two-sided Cls
were obtained by calculating Cls using Student t distribution for the difference of the means of the
logarithmically transformed assay results and exponentiating the confidence limits. The primary
immunogenicity analysis included participants without evidence of prior SARS-CoV-2 infection and with
and without evidence of prior SARS-CoV-2 infection. The nonpregnant participants were randomly
selected from Study C4591001 female participants based on 1:1 age matching to the maternal
participants within each vaccine group.

Efficacy

Efficacy was assessed throughout a maternal and infant participant’s involvement in the study through
surveillance for potential cases of COVID-19. If, at any time, a maternal or infant participant developed
acute respiratory illness, for the purposes of the study he or she was considered to potentially have
COVID-19 illness. The assessments included a nasal (midturbinate) swab, which was tested at a central
laboratory using an approved and validated RT-PCR test, or other equivalent nucleic acid amplification-
based test (i.e., NAAT) to detect SARS-CoV-2. In addition, clinical information and results from local
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standard-of-care tests were assessed. The central laboratory NAAT result was used for the case
definition, unless no result was available from the central laboratory, in which case a local NAAT result
could be used.

Statistics general consideration

All of the immunogenicity analyses were based on the evaluable immunogenicity populations. An
additional analysis was performed based on the all-available immunogenicity populations as there was
over 10% difference in sample size between the all-available immunogenicity populations and the
evaluable immunogenicity populations.

Participants were summarized according to the vaccine group to which they (or their mothers) were
randomised.

The efficacy analyses were based on the evaluable efficacy populations. In addition, VE was also analysed
by the all-available efficacy (mITT) populations.

Due to early Enrolment termination and reduced sample size, all endpoints were analysed descriptively
without formal hypothesis tests.

Subgroup analyses based on race and ethnicity were performed on all primary safety and immunogenicity
endpoints (as supplemental analyses).

Analyses among HIV-positive women and their infants were provided separately, as these were
considered special populations for this study.

Exploratory analyses of the serological response at baseline, 1 month after Dose 2, delivery, and 6
months after delivery were planned for maternal participants with confirmed COVID- 19, confirmed
severe COVID-19, or SARS-CoV-2 infection, based on both protocol and CDC definitions; however, since
there were no maternal participants who reported severe COVID-19 and a limited number of confirmed
COVID-19 cases, these analyses were not conducted as the sample sizes would have been too small for
any meaningful interpretation.

Assessor’s comment: The methodology of the Study C4591015 is similar to the Comirnaty studies
reported earlier and is approvable. There were plenty of exploratory objectives for this study, which were
not all calculated due to limited sample size. Also, not all of the calculated explorative results are
presented in current AR due to non-conclusive results from the limited number of participants.

In immunological comparison, age matched historical control group consisting of nhon-pregnant women
was used. This is not the ideal control group as the time and place for the control is not the same as for
the active arm. The study C4591015 recruited since 16.02.2021, whereas C4591001 phase 3 recruited in
summer 2020. The time gap between studies was at least 6 months.

Still, we have to accept it as it was not feasible and ethical to conduct a clinical trial on a group, to whom
the vaccination with Comirnaty was officially recommended.

The issues of postponement of the study results has been assessed during an earlier procedure
EMEA/H/C/005735/MEA/012.2. It was agreed, that due to the high burden in neutralisation assay
laboratory, the study results were delayed.

6.1.2. Results

Immunogenicity population- Maternal Participants
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Exclusions from the evaluable immunogenicity population were balanced across BNT162b2 and placebo
groups among C4591015 participants and among C4591001 participants; the most common reason for
exclusion for C4591015 participants was due to a lack of at least 1 valid and determinate immunogenicity
result within 28-42 days after Dose 2. The proportions of participants without evidence of prior infection
for the C4591015 (ca. 33%) and C4591001 (86%) study participants reflect varying conditions of the
COVID-19 pandemic, as the studies were conducted in different times and countries.

Table 2: Immunogenicity Populations — Maternal Participants (Study C4591015) and Nonpregnant Female
Participants (Study C4591001) - All Randomized Participants

Vaccine Group (as Randomized)

BNT162b2 {30 pg) Placebo
C4591015 4591001 4591015 C4591001
(Maternal) (Nonpregnant (Maternal) (Nonpregnant
Women) ‘Women)
n* (%a) n® (%a) n* (%a) n® (%a)
Randomized” 174 (100.0) 123 (100.0) 174 100.0) 133 (100.0)
All-available immunogenicity population 171 (98.3) 120 (97.6) 170{97.7) 129 (97.0)
HIV-positive 12 (6.9) 0 995.2) 0
Participants excluded from all-available 3.7 3{2.4) 4(2.3) 4{3.0)
immunogencity population
Reason for exclusion
Did not receive at least 1 dose of the 1 {0.6) 0 1{0.6) 0
study intervention
Dhd not have at least 1 vahd and 2(L.1) MN/A 3T N/A
determinate immunogenicity result after
vaccination
Ihd not have at least 1 vahd and NiA 3(2.4) MN/A 4{3.0)
determinate immunogenicity result after
Dose 2
Evaluable immunogemcity population 111 (63.8) 114 (92.7) 115 (66.1) 124 (93.2)
HIV-positive 10(3.7) 0 9(5.2) 0
Without evidence of infection up to | 59 (33.9) 107 (B7.0) 58 (33.3) 113 (E5.0)
month after Dose 2¢
Participants excluded from evaluable 63 (36.2) 9(7.3) 59(33.9) 9(6.8)
immunogenicity population
Reason for exclusion?
Mot eligible for the study at T(4.0) 0 4(2.3) 0
randormization
Did not receive 2 doses of the 4(2.3) 1{0.8) 4(2.3) 4(3.0)
vaccing o which they were randomized
Ihd not receive Dose 2 within 19-42 3(LT) 3(24) (LT 1 {0.8)
days after Dose |
Did not have at least 1 valid and 39(33.9) 61{4.9) 57(32.8) B (6.0)

determinate immunogenicity result
within 28-42 days after Dose 2

Had other protocol deviation(s) as B (4.6) 0 5(2.9) 0
determined by the clinician

Abbreviation: N/A = not applicable.

Note: Participants from C4391001 are a selected subset of age matched nonpregnant female Phase 3 participants.

MNote: Blood samples for immunogenicity assessment drawn at the delivery visit but within 1 month afier Dose 2 visit
window were also included in this analysis.

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

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

¢ Participants who had no serological or virological evidence (prior to the 1 month after Dose 2 blood sample
collection) of past SARS-CoV-2 infection (ie, N-binding antibody [serum| negative at Dose 1 and 1 month afier Dose 2
and no positive result between visits, negative NAAT [nasal swab] at Dose 1, Dose 2, and any unscheduled visit prior to
the 1 month after Dose 2 blood sample collection) were included in the analysis.

d.  Participants may have been excluded for more than 1 reason.

PFIZER CONFIDENTIAL Souwrce Data: adsl Table Generation: 01MAR2024 (02:39)

(Data cutoff date : C4391001 [31Aup2021]) Output File: /nda3/C4391015 Bridging/adva s008 imm pop brdg
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Demographics

A greater proportion of C4591015 participants identified as Black or African American (=227.0% compared
with 25.3% in C4591001) and a higher percentage were enrolled from South African sites (224.3%
compared with 20.8% in C4591001). Additionally, the proportion of C4591015 maternal participants with
positive baseline SARS-CoV-2 status (=37.8%) was higher than what was observed among C4591001
participants (23.5%), which could have been due to the different timepoints at which participants were
enrolled in each study relative to the progression of the COVID-19 pandemic. The majority of participants
identified as non-Hispanic/non-Latino (=62.2%). The median age of participants at Dose 1 was 30.0
years, and the median gestational age at Dose 1 for the BNT162b2 and placebo groups was 28.9 weeks
and 29.1 weeks, respectively. Both groups were similar with regards to HIV status. Pre-pregnancy BMIs
for C4591015 maternal participants were generally higher than those observed in C4591001 nonpregnant
female participants.

Table 3: Demographic Characteristics — Maternal Participants (Study C4591015) and Nonpregnant Female
Participants (Study C4591001) - Evaluable Immunogenicity Population
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Vaceine Group (as Randomized)

BNT162b2 (30 pg) Placebo
C4591015 C4591001 C4591015 C4591001 (Nonpregnant
(Maternal) (Nonpregnant Women) (Maternal) Women)
(N*=111) (N*=114) (N*=115) (NA=124)
n® (%) n" (%) n® (%) n" (%)
Race
White 77 (69.4) 94 (R2.5) 77(67.0) 94 (T5.8)
Black or African American 30(27.0) 6(5.3) 32(27.8) 14 (11.3)
Amencan Indian or Alaska 0 2(L.8) ] 2(1.6)
Mative
Asian 2(L.8) T{6.1) 6(5.2) B (6.5)
Multiracial 0 5(4.4) ] 6 (4.8)
Mot reported 2(L.E) 0 o 0
Ethmcity
Hispanic/Latino 42 (37.8) 39(34.2) 40 (34.8) 45 (36.3)
Non-Hispanic/non-Latino 69 (62.2) 75 (63.8) 75 (65.2) 79 (63.7)
Country
Argentina 0 2421.1) ] 27 (21.8)
Brazil 11(9.9) 16 (14.0) 10 (8.7) 11 {%.9)
Germany 0 3(4.4) ] 5(4.0)
South Africa 27(24.3) 2(L8) 31(27.0) 1(0.8)
Spain 16(14.4) ] 11 {9.6) 0
Turkey 0 2(1.8) 0 1(0.8)
United Kingdom 5(4.5) 0 4(3.5) 0
United States 52 (46.8) 65 (57.0) 59 (51.3) 79 (63.7)
HIV-Positive
No 101 (91.0) 114 (100.0) 106 (92.2) 124 (100.0)
Yes 10 (%.0) 0 9 (7.8} 0
Age at Dose | (years)
Mean (SD) 30.0 (6.04) 30.1 {6.24) 30,0 (5.93) 29.8 (5.88)
Median 30.0 30.0 30.0 30,0
Min, max (18, 44) (18, 44) (18, 44) (18, 44)
Gestational age at Dose 1
{weeks)
n 111 N/A 115 N/A
Mean (SD) 29.2 (2.49) N/A 203 (2.34) N/A
Median 289 N/A 29.1 NIA
Min, max (24.0, 34.9) N/A (24.1, 35.6) NIA
Gestational age at Dose 2
(weeks)
n 111 N/A 115 NIA
Mean (SD) 32.2(2.46) N/A 32.4(2.36) N/A
Median 3.0 N/A 323 N/A
Min, max (27.0,37.7) N/A (27.0, 38.6) N/A
Baseline SARS-CoV-2 status
Positive 42 (37.8) 4(3.5) 49 (42.6) 6 (4.8)
Negative 67 (60.4) 109 {95.6) 63 (54.8) 118 {95.2)
Missing 2(1.8) 1(0.9) 3(2.6) 0
Body mass index {BMI)
Underweight (<18.5 kg/m?) 0 2(1.8) 0 5(4.0)
Nomal weight (=18.5 kg/m” 27(24.3) 51(44.7) 27 (23.5) 49 (39.5)
- 249 ko/m?)
Overweight (=25.0 kg/mr - 41 (36.9) 30 (26.3) 42 (36.5) 32 (25.8)
29.9 kg/m?)
Obese (=30.0 kg/'m?) 43 (38.T) 31(27.2) 46 (40.0) 38 (30.8)

Abbreviations: N/A = not applicable; SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.

Note: Gestational age at Dose 2 (weeks) = gestational age at Dose 1 {weeks) + (date of Dose 2 - date of Dose 1)/7.

Note: Participants from C4391001 are a selected subset of age matched nonpregnant female Phase 3 participants.

Note: As per inclusion eriteria 10 for weight in C4591015 protocol, the BMI included is pre-pregnaney and if unavailable,
the BMI recorded from the first obstetric visit was used. The weight categories included in the table were created as per

these records.

a. N = number of participants in the specified group. This value is the denominator for the percentage calculations.
b. 0= Number of participants with the specified characteristic.
PFIZER CONFIDENTIAL Source Data: adsl Table Generation: 01 MAR2024 {02:39)
(Data cutoff date : C4591001 [31Aug2021]) Output File: /nda3/C4591015 Bridging/adsl s005 demo p3 safl7
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Assessor s comment: the study pregnancy study recruited mainly in USA (47%), South Africa (24%)
and Spain (14%), whereas the historical control population was from USA (57%), Argentina (21%), Brazil
(14%) and Germany(4%). The geographical origin of study population may influence the antibody levels
among baseline seropositives as different SARS-COV-2 were spread in different locations. Also it is
unknown, how many different SARS-CoV-2 infections every seropositive participant have had. As the
historical control was recruited early in the pandemic, much higher proportion was still seronegative
(95%) compared to the pregnancy study population (55-60 %).

Immunogenicity population — Infant Participants

The proportions of infant participants included in the immunogenicity populations were balanced between
the BNT162b2 and placebo groups. The evaluable immunogenicity population for infant participants
included 109 participants in the BNT162b2 group and 105 participants in the placebo group.

The proportion of participants excluded from the evaluable immunogenicity population was 34.7% and
37.5% for the BNT162b2 group and the placebo group, respectively. The most frequent reason for
exclusion of infant participants from the evaluable immunogenicity populations was because the mother
was not considered to be an evaluable immunogenicity maternal participant.

Table 4: Immunogenicity Populations (infant)

Maternal Vaceine GGroup (as

Randomized)
BNT162b2 (30 pg) Placebo Total
n* (%) n* (%) n® (%)
Randomized" 167 (100.0) 168 (100.0)y 335 (100.0)
All-available immunogenicity population (infant) 163 (97.6) 156 (92.9)  319(95.2)
HIV-positive maternal 11 (f.6) (54 20 (6.0)
Participants excluded from all-available immunogenicity population 4(2.4) 12(7.1) 16 (4.5)
{infant)
Reason for exclusion®
Were bomn to maternal participants who were not all-available 0 1 {0.6) 1 (0.3}
mmmunogenicity maternal participants
[d not have at least 1 vahid and detenminate immunogenicily 4i24) 12(7.1) 16 (4.8)
result
Evaluable immunogenicity population (infant) 109 (65.3) 105 (62.3) 214 (63.9)
HIV-positive maternal 10 6.0y 9(54d) 19{5.7)
Participants excluded from evaluable immunogenicity population 55 (34.7) 63 (37.3) 121 {36.1)
{infant)
Reason for exclusion®
Were born to maternal participants who were not evaluable 55 (34.7) 54(32.1) 112 {323.4)
immunogenicity maternal participants
Did not have at least 1 valid and determinate immusogenicity 4(24) 12({7.1}) 16 {4.8)
result
Had other protocol deviation(s) as determined by the clinician 0 1 {0.6) 1 (0.3}

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

b.  Infants were not randomized and vaceinated but are summarized according to the vaceine group to which their
mothers were randomized. These values are the denominators for the percentage calculations .

¢.  Participants may have been excluded for more than 1 reason.

PFIZER CONFIDEMTIAL SDTM Creation: 03APR2023 (08:47) Source Data: adsl Table Generation: 19FEB2024
(0402

{ Database snapshot date: Safety [29Mar2023), Immunogenicity [09Jan2024]) Output File:

Jnda3/C4591015 CSRadva 008 imm pop inf

Demographics
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Demographics and baseline characteristics for the safety population of infant participants were balanced
for the BNT162b2 and placebo groups. The majority of participants were White (67%), non-Hispanic/non-
Latino (64%), and located in the US (48%) or South Africa (27%). The majority of infants were born =37
weeks to 41 weeks 6 days, and 89% of infant participants were breastfed. Both groups were similar with
regards to HIV status.

Table 5: Demographic Characteristics — Evaluable Immunogenicity Population (Infant)

Maternal Vacecine Group (as Randomized)

BNT162b2 (30 pg) Placebo Total
(N =109) [(N*=105) (N*=2114)
n'" (%) n® (%) n" (%s)
Sex
Male H45.9) 371(54.3) 107 (50.07)
Female 39054.1) 48 (45.T) 107 (30.07)
Race
White TG (69.7) 67 (63.8) 143 (66.8)
Black or African American 29 (26.6) 29 (27.6) 38 (27.1)
Asian 1 {0.9) J(4.8) 6 (2.8)
Multiracial 0 1 (1.0} 1 (0.5)
Mot reported 3(2.8) 31{2.9) 6(2.8)
Ethmcity
Hispanic/Latino 400 36.7) 35(33.3) T5(35.00
Mon-Hispanic/non-Latino 67 (61.5) 69 (63.7) 136 (63.6)
Mot reported 2{L.E) 1 (1.0} 314
Country
Brazil 11¢10.1) B (7.6) 19 (5.9}
South Africa 2T (24.8) 31{29.5) 58(27.1)
Spain 16(14.7) 100(9.5) 26(12.1)
United Kingdom 5{4.6) 4(3.8) 9(4.2)
United States S0 (45.9) 52 (49.5) 102 (47.7)
Mother HI'V-Positive
Yes 101{9.2) O (8.6) 19 (5.9)
Mo 09 (90.8) 96 (91.4) 195 (91.1)
Breast Feeding Status
Yes 96 (BE.1) 94 (B9.5) 190 (88.8)
MNo 13(11.9) B (7.6) 21(9.8)
Missing 0 31{2.9) (14
Gestational age at birth (weeks)
<37 weeks (0 days 1 {0.9) 4(3.8) 5(2.3)
=37 weeks - 41 weeks 6 days 107 (98.2) 90 (94.3) 206 (96.3)
=47 weeks 1{0.9) 2{1L.9) (14

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

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

PFLZER CONFIDENTIAL SDTM Creation: 03APR2023 (08:47) Source Data: ads] Table Generation: 19FEB2024
(03:17)

{Database snapshot date: Safery [29Mar2023], Immunogenicity [(9Jan2024]) Output File:

Jnda3/C4591015 CSRfadsl s005 evalim inf

Efficacy population- maternal participants
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The evaluable efficacy population included 161 participants in the BNT162b2 group and 163 participants
in the placebo group.

Exclusions from the evaluable efficacy population were similar across groups; the most common reason
was due to other protocol deviation(s) as determined by the clinician.

The evaluable efficacy population without evidence of SARS-CoV-2 infection prior to 7 days after Dose 2
included 91 participants in the BNT162b2 group and 94 participants in the placebo group.

Efficacy population- infant participants

The evaluable efficacy population included 167 participants in the BNT162b2 group and 168 participants
in the placebo group.

For infants born to mothers in the BNT162b2 and placebo groups, most (88.0% and 90.5%,respectively)
were breastfed and few (6.6% and 5.4%, respectively) were born to mothers who were HIV-positive.

Primary immunogenicity — Maternal GMR of Neutralising Titres

. Among participants without prior evidence of SARS-CoV-2 infection up to 1 month after Dose
2 (evaluable immunogenicity population), the ratio of the neutralising GMT (GMR) in Study
C4591015 maternal participants in the BNT162b2 (30 ug) group to that of Study C4591001
nonpregnant females who received BNT162b2 30 pg was 0.67 (95% CI: 0.50, 0.90). See the
table below, which is the version MAH intends to be added to the SmPC.

o For participants with or without prior evidence of SARS-CoV-2 infection up to 1 month after
Dose 2 (evaluable immunogenicity population), the model-adjusted ratio of the neutralising
GMT (adjusted GMR) in Study C4591015 maternal participants in the BNT162b2 (30 pg)
group to that of Study C4591001 nonpregnant females who received BNT162b2 30 ug was
0.95 (95% CI: 0.69, 1.30).
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Table 6: Geometric mean ratios — participants without* or with or without evidence of infection up to 1
month after Dose 2 - maternal participants (study 9) and nonpregnant female participants (Study 2) -
evaluable immunogenicity population

Participants without evidence of infection™
Comirnaty
Study 9 Study 2 Pregnant/
Pregnant women Nonpregnant women | nonpregnant
Dose/
Sampling GMT? GMT? GME*
Assay time point® | n° (95% CI% n® (95% CI1%) (95% CI)*
SARS-CoV-2
neutralization
assay - NT50 1109.2 1663.7 0.67
(titre)® 2lmonth | 58 | (8492, 1448.9) | 107 |(1411.5,1960.8) (0.50,0.90)
Participants with or without evidence of infection
Comirnaty
Study 9 Study 2 Pregnant/
Pregnant women Nonpregnant women | nonpregnant
Dose/
Sampling GMT® GMTE GMR*®
Assay time point® | nf (95%% CIF) nf (95% CI¥) (95% CI)*
SARS-CoV-2
neutralization
assay - NT50 1 200.0 2005.7 0.05
{titre)® 2lmonth | 99 [(1518.2,2377.7)| 113 |{1627.0.2472.6)] (0.69.1.30)

Abbreviations: CI = confidence interval; GME = geometric mean ratio; GMT = geometnic mean titre; LLOGQ = lower limat of
quantitation; LS = least square; N-binding = SARS-CoV'-2 nucleoprotein-bmding; NAAT = nucleic acid amplification test;
NT30 = 50% neutralizing titre; SARS-CoV'-2 = severe acute résparatory svndrome coronavires 2.

Not
-

e: Participants from Study 2 are a selected subset of age matched nonpregnant female Phase 3 participants.

Participants who had no serological or virological svidence (prior to the 1 month after Dose 2 blood sample collection)
of past SARS-CoV-2 infectron (Le. N-bindmg antibody [serum] negative at Dose 1 and 1| month after Dose 2 and no
positive result between visits, negative NAAT [naszal swab] at Dose 1, Dose 2, and any unscheduled visit prior to the

1 month after Dose 2 blood sample collection) were included in the analysis.

SARS-CoV-2 NT50 were determuned usmg a validated 384-well assay platform (onginal stram [USA-WAL 2020,
wsolated 1 January 2020]).

Protocol-specifisd uming for blood sample collection

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

GMTs and 2-sided $5% Cls were calculated by exponentiating the mean loganthm of the titres and the corresponding
Cls (based on the Student t distnbution). Assay results below the LLOQ were set to 0.5 = LLOGQ.

GMR and 2-sided 95% Cls were calculated by exponentiating the mean difference of the logarithms of the assay and the
comesponding Cls (based on the Student t distributaon).

n = Number of participants with valid and determinate assay results for the specified assay at both baseline and the given
dose/'sampling tme point.

GMTs and 2-sided Cls were calculated by exponentiating the LS means and the corresponding Cls based on analysis of
log-transformed NT30 titres using a regression model with group, age at Dose 1 i vears (contmuoous), and bazeline log
transformed NT30 tres.

GMR (rano of GMTs of pregnant women o nonprégnant women) and 2-saded Cls were calculated by exponsntiating the
difference of LS means and the comesponding Cls based on the same regression mode] as above,

Assessor s comment: the GMR analysis was descriptive, but the data shows, that antibody level was
higher among non-pregnant women, especially among those without earlier SARS-CoV-2 infection. This is
expected results and in agreement with earlier data. We suggested to use short text instead of the table
to describe that pregnant woman had lower GMT and GMR than non-pregnant women from historical
control group (OC), which the Applicant has followed in an updated SmPC.

Secondary Immunogenicity Analyses- Maternal participants

Neutralising GMTs and Full-length S-binding IgG GMCs
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In maternal participants in the BNT162b2 group, GMTs of neutralising antibodies and full-length S-binding
IgG GMTs were substantially increased, compared to the placebo group, peaked at 2 weeks after Dose 2
and remained elevated through the 6-month postdelivery visit. See the results in Table below. Results for
participants in the evaluable immunogenicity population with or without evidence of infection followed a
similar trend.

Table 7: Geometric Mean Titres and Concentrations of Participants Without Evidence of Infection -
Evaluable Immunogenicity Population (Maternal)

Vaccine Group (as Randomized)

BNT162h2 (30 pg) Placebo
Assay Dose/Sampling n" GMTIGMC® n* GMTGMCE
Time Point* (95% CI%) (95% C1%)
SARS-CoV-2 neutralization assay - 1/Prevax 65 433 39 448
NT50 {titer) (43.5,43.3) (42.3,47.3)
212 Weeks 58 1901.8 4 44.5
(1472.9, 2455.3) (41.5, 46.3)
2/1 Month 50 1.4 49 435
(220.6, 1473.0) (43.5,43.3)
Delivery 55 6783 47 435
(526.4, £74.0) (43.5,43.3)
t-Month postdelivery 26 44928 N/A
(219.6, 1103.7)
Full-length S-binding 1gG level assay  1/Prevax 65 21 50 2.0
(UfmL) (1.5, 2.8) (1.3, 3.0)
22 Weeks 58 T639.0 34 1.7
(6403.0,9113.6) (1.2, 2.6)
2/1 Month 50 43369 49 1.6
(3436.0, 5442 .4) (1.1,2.3)
Delivery 55 2894.2 47 1.5
(23708, 3533.1) (1.0, 2.2)
f-Month postdelivery 26 1603.3 M/A

(8H7.8, 2895.5)

Abbreviations: GMC = peometric mean concentration; GMT = peometric mean titer; [gG = immunoglobulin G LLOG
lower limit of quantitation; N/A = not applicable; NT50 = 30% neutralizing titer; § = spike protein; SARS-CoV-2 = severe
acute fespiratory syndrome coronavirus 2.

Maote: Human immunodeficiency virus (HIV }-positive participants are not included in this summary.

Mote: Participants who had no serological or virological evidence (up to the reporting timepoints) of past SARS-CoV-2
infection (1, a negative N-binding antibody [serum|] result at all planned visits up to the reporting timepoints, a negative
MAAT [nasal swab] result at the study vaccination visit and at any unscheduled visit up to the reporting imeponts ) and
were included in the analysis.

a.  Protocol-specified timing for blood sample collection.

b. 1= Number of participants with valid and determinate assay results for the specified assay at the given dose/sampling
time point.

¢.  GMTs, GMCs, and 2-sided 95% Cls were calculated by exponentiating the mean logarithm of the titers or
concentrations and the corresponding Cls (based on the Student t distribution). Assay results below the LLOG) were set to
0.5 = LLOQ).

PFIZER CONFIDENTIAL SDTM Creation: 12JAN2024 (03:07) Source Data: adva Table Generation: 22FEB2024
(01:04)
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Assessor s comment: the neutralising and binding antibody levels show agreement, so that the highest
levels were measured 2 weeks post dose 2. The levels then started to lower reaching 3-4x lower levels at
6 months post-delivery timepoint in comparison to the 2 weeks post dose 2. This antibody kinetics is in
agreement with an earlier data.
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The placebo group demonstrated about the same low antibody level than at the baseline during entire
study period.

GFMRs

GMFRs of neutralising and binding antibodies at 1 month after Dose 2 was substantially higher in the
BNT162b2 group compared to the placebo group. In maternal participants in the BNT162b2 group, the
GMFR for neutralising and full- length S- binding antibodies peaked at 2 weeks after Dose 2 and remained
elevated through the delivery visit and 6-month postdelivery timepoints. See the results below. Results
for participants in the overall evaluable immunogenicity population followed a similar trend.

Table 8: Geometric Mean Fold Rise From Before Vaccination to Each Subsequent Time Point (Evaluable
Immunogenicity Population, All-Available Immunogenicity Population [Maternal])

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
Assay Dose/Sampling n? GMFR® n® GMFR®
Time Point® (95% CI9 (95% CI9
SARS-CoV-2 neutralization assay - NT30 2/2 Weeks 100 46.8 106 1.1
(titer) (34.8,62.9) (0.9,1.2
2/1 Month 87 347 97 14
(26.0,46.1) (1.1, 1.7)
Delivery 92 17.8 S0 1.2
(12.9,24.7) (1.0, 1.5)
6-Month postdelivery 83 28 8 N/A
(18.2.45.6)
Full-length S-bhinding IzG level assay (U/mL) 2/2 Weeks 100 770.0 106 12
(445.2,1331.8) (0.9, 1.5)
2/1 Month 88 5622 97 13
(349.5, 904.5) (1.0, 1.6)
Delivery 92 3822 g1 1.0
(229.0, 637.9) (0.8, 1.4)
6-Month postdelivery 85 2522 N/A

(127.0, 500.7)

Abbreviations: GMFE. = geometric mean fold rise; IgG = immunoglobulin G; LLOQ = lower limit of quantitation; N/A =
not applicable; NT50 = 50% neutralizing titer; $ = spike protein; SARS-CoV-2 = severe acute respiratory syndrome
coronavirus 2.

Note: Human immunodeficiency virus (HIV)-positive participants are not included i this summary.

a. Protocol-specified timing for blood sample collection.

b.  n=Number of partictpants with valid and determinate assay results for the specified assay both before vaccination
and at the given dose/sampling tine point.

c. GMFRs and 2-sided 95% CIs were calculated by exponentiating the mean logarithm of fold rises and the
corresponding Cls (based on the Student t distribution). Assay results below the LLOQ were set to 0.5 » LLOQ.
PFIZER CONFIDENTIAL SDTM Creation: 12JAN2024 (03:07) Source Data: adva Table Generation: 22FEB2024
(01:04)

(Database snapshot date: Safety [29Mar2023], Immunogenicity [09Jan2024]) OQutput File:
/nda3/C4591015_CSFR/adva_s002_gmfr evl

Subgroup Analyses

GMTs at prevaccination (Dose 1) and 1 month after Dose 2 were evaluated by race, ethnicity, and
baseline SARS-CoV-2 status in Study C4591015 maternal participants and Study C4591001 nonpregnant
females, see table below. Among participants with or without evidence of infection, higher baseline and
post-vaccination titres were observed in Black/African American participants as compared to other race
groups. Higher GMTs were also observed in participants with positive baseline SARS-CoV-2 status at both
baseline and 1 month after Dose 2 timepoints compared to those observed in participants with negative
baseline status.

Type II variation assessment rapport
EMADOC-1700519818-1645300 Page 24/93



Overall, GMTs for the BNT162b2 groups for both studies were generally similar and did not identify any
clinically meaningful differences for any other race subgroup or ethnicity. As several subgroups included a
limited number of participants, these results should be interpreted with caution

Table 9: Geometric Mean Titres, by Subgroup — Participants With or Without Evidence of Infection -

Maternal Participants (Study C4591015) and Nonpregnant Female Participants (Study C4591001) -
Evaluable Immunogenicity Population
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Vaecine Group (as Randomized)

BNT162b2 (30 pg) Placebo
C4591015 4591001 C4591015 4591001
(Maternal) (Nonpregnant (Maternal) (Nonpregnant

Women) Women)
Assay Dose/Sampling Subgroup o' GMT* o' GMT* o GMT* n® GMT*
Time Point* (95% (95% C19 (95% (95%
CI9) Ccr Iy
SARS-CoV-2 1/Prevax All 1o 704 113 454 e 729 124 464
neutralization (57.7, (43.2,47.6) (59.7, (434,
assay - NT50 85.9) 89.0) 49.6)
(titer)
Race
White 76 59.3 94 435 77 636 94 46.4
(49.1, (43.5,43.5) (52.8, (429,
TL.T) 76.6) 50.3)
Black or African 20 148.5 5 1.9 23 1225 14 435
American (79.7, (26,7, (63.5, (435,
276.7) 257.3) 236.3) 43.5)
All others 4 435 14 484 & 379 16 489
(43.5, (38.5, 60.8) (27.8, (38.1,
43.5) 120.8) 62.6)
Ethnicity
Hispanic/Latino 41 65.0 39 435 40 772 45 499
(50.2, (43.5,43.5) (36.3, (422,
84.1) 105.8) 58.9)
Non- 59 744 74 464 66 T0.5 79 445
Hispanic/non-Latino (55.6, (43.1.49.9) (54.2. (42,5,
99.6) 91.7) 46.7)
Baseline SARS-
CoV-2 status
Positive 4 172 4 1413 44 1453 6 165.7
(114.4, (37.8. (97.5, (47.6,
280.8) 328.6) 216.3) 577.2)
MNegative 65 435 109 435 59 448 118 435
(43.5, (43.5,43.5) (423, (435,
43.5) 47.5) 43.5)
2/1 Month All 100 21987 114 17320 106 984 124 447
(1618.5, (1469.4, (743, (43.0,
2987.0) 2041.5) 130.4) 46.5)
Race
White 76 16E51 94 1615.8 77 655 94 443
(1214.9, (1354.5, (334, (42.7.
2337.3) 1927.5) B0.4) 46.0)
Black or African 20 80169 6 26884 23 3366 14 489
American (4356.2, (750.2, (1403, (38.0,
14753.8) 9634.0) 808.1) 62.9)
All others 4 535.0 14 22865 [ 626 16 435
(103.9, (13908, (16.7, (43.5,
2754.00 3759.2) 1587.1) 41.5)
Ethnicity
Hispanic/Latino 40 1940.1 39 1850.8 40 76.6 45 453
(11407, (14252, (54.4, (418,
3299.%) 2403.5) 107.8) 49.0)
Mon- 60 23900 75 1673.3 66 1145 79 444
Hispanic/non-Latino (1635.0, (1351.5, (T4, (42.6.
3493.8) 2071.6) 171.6) 46.3)
Baseline SARS-
CoV-2 status
Positive 34 BT280 4 T062.2 44 2535 6 768
(5441.3, (2589.4, (151.2, (304,
14000.0) 19261.0) 425.2) 193.8)
Megative 64 11248 109 16632 59 506 118 435
(8613, (14154, (41.7, (435,
1469.0) 1954.4) 61.6) 41.5)

Abbreviations: GMT = geometric mean titer; LLOQ = lower limit of quantitation; NT50 = 50% neutralizing titer;
SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.

Note: All others = American Indian or Alaska Native, Asian, Native Hawaiian or other Pacific Islander, multiracial, and
not reported race categories.

Note: Blood samples for immunogenicity assessment drawn at the delivery visit but within 1 month after Dose 2 visit
window were also included in this analysis.

Note: Human immunodeficiency virus (HIV }-positive participants are not included in this summary.

Note: Participants from C4591001 are a selected subset of age matched nonpregnant female Phase 3 participants.

a.  Protocol-specified timing for blood sample collection.

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

¢.  GMTs and 2-sided 95% Cls were calculated by exponentiating the mean logarithm of the titers and the corresponding
Cls (based on the Student t distribution). Assay results below the LLOQ were set to 0.3 = LLOQ.

PFIZER CONFIDENTIAL Source Data: adva Table Generation: 01MAR2024 (02:12)

(Data cutoff date : C4391001 [31Aug2021]) Output File: /nda3/C4591015_Bndging/adva_s001_gmtc_sub_eval
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Assessor s comment: the highest impact for antibody level after 1 month post dose 2 is the baseline
SARS-COV-2 baseline status. Priming with natural infection results with 5-8 fold higher antibody titres
compared to SARS-CoV-2 naive population. The other factors such as race and ethnicity have less impact.
This is expected results and in agreement with an earlier data.

Secondary Immunogenicity Analyses - Infant Participants
Full-length S-binding IgG GMCs

o Maternal vaccination with BNT162b2 30 pg yielded substantially higher GMCs of full-length S-
binding IgG in infants compared to placebo. For the evaluable immunogenicity population, at
birth and 6 months of age GMCs were 5576.4 (95% CI: 4246.2, 7323.2) and 311.1 (95% CI:
235.8, 410.5) respectively for infants whose mothers received BNT162b2, compared to 19.4
(95% CI: 10.2, 37.0) and 22.0 (95% CI: 11.4, 42.7) for infants whose mothers received
placebo, see the results in the table below.

Table 10: Geometric Mean Concentrations — Evaluable Immunogenicity Population (Infant)

Maternal Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
Assay Sampling n® GMC* n® GMC*
Time Point® (95% CIF) (95% CI)
Full-length 5-binding IgG level assay (U/mL) Birth a1 5576.4 g2 194
(42462, 7323.2) (102, 37.0)
6 Months of age 83 3111 69 220
(235.8. 410.5) (11.4.42.7)

Abbreviations: GMC = geometric mean concentration; I2G = immunoglabulin G; LLOQ = lower limit of quantitation; S =
spike protein.

Note: Infants born to human immunodeficiency virus (HIV)-positive participants are not included in this summary.

a. Protocol-specified timing for blood sample collection.

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

c.  GMCs and 2-sided 95% Cls were calculated by exponentiating the mean logarithm of the concentrations and the
corresponding Cls (based on the Student t distribution). Assay results below the LLOQ were setto 0.5 < LLOQ.

PFIZER CONFIDENTIAL SDTM Creation: 12JAN2024 (03:07) Source Data: adva Table Generation: 22FEB2024
(01:04)

{Database snapshot date: Safety [29Mar2023], Immunogenicity [09Jan2024]) Output File:

J/nda3/C4391015 CSF/adva s001 eval infant

Assessor s comment: no neutralising test was performed in infant participants, but the binding
antibodies were evaluated. Anyhow, as binding and neutralising antibodies have demonstrated good
agreement, this is acceptable. These data show successful antibody transfer through placenta, which is
expected results and in agreement with data from other vaccines.

It is noted, that in infants, the binding antibody levels were about double as high as in their mothers at
the delivery, but lowered much more than in their mothers. While in their mothers, the antibody level was
about half reduced 6 months after the delivery, then in infants, the levels were reduced 20- fold. Anyhow,
these data show, that maternal immunisation results in high antibody level in their infants and is most
likely protective several months post-delivery.

The MAH wishes to present this data in SmPC as a text as following:

Type II variation assessment rapport
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an additional descriptive immunogenicity analysis, infants born to maternal participants who

recerved Comirnaty had higher geometric mean concentrations (GMCs) of full-length S-binding
immunoglobulin G (IgG) concentrations at birth and at 6 months after delivery [5 576.4 (95% CI-
42462 7323 2): =91 and 311.1 {95% CI: 235 8, 410.5); n=83], respectively, compared to infants
born to maternal participants from the placebo group [19.4 (95% CI: 10.2_ 37.0): n=92 and 22.0 (95%
CI- 114 42 7): n=69]/

Despite that the immunogenicity evaluation in newborns was a secondary objective, the MAH removed
this part from 5.1 following a request in an RSI.

GMFRs

o In infants in the evaluable immunogenicity population whose mothers received BNT162b2, the
GMFR of full-length S-binding IgG from birth to 6 months of age was 0.1 [95% CI: 0.0, 0.1],
indicating a decline in antibody titres during this period.

Exploratory Subgroup Analyses

GMCs of full-length S-binding IgG in infants in the evaluable immunogenicity population were evaluated
by breastfeeding status, see the table below. GMCs for breastfed infants were generally higher than those
observed for infants who were not breastfed. GMCs for breastfed or not breastfed infants whose mothers
received BNT162b2 were substantially higher at birth compared to infants whose mothers received
placebo, and remained elevated at 6 months of age. As the not breasted subgroup included a limited
number of participants, these results should be interpreted with caution.

Table 11: Geometric Mean Concentrations, by Breastfeeding Status — Evaluable Immunogenicity
Population (Infant)

Maternal Vaccine Group (as

Randomized)
BNT162b2 (30 pg) Placebo
Assay Sampling Breastfeeding n" GMC* a® GMC*

Time Point* Status (95% CI7) (95% CI%)

Full-length S-binding 1gG level assay  Birth Overall! 91 35764 92 19.4
{U/mL) (42462, 7323.2) (10.2, 37.0)

Breastfed &1 58109 84 206
(4305.5, TR42.8) (10.4, 40.8)

Not breastfed 7 4858.4 t 10.3
(2218.3, 10640.4) (0.5, 201.8)

6 Months of age  Overall® B3 3111 69 220
(235.8, 410.5) (11.4,42.7)

Breastfed 62 3385 48 26.6
(254.0, 505.8) (11.9, 59.5)

Not breastfed 2] 2048 20 9.9
(138.0,303.9) (3.6,27.4)

Abbreviations: GMC = geometric mean concentration; [gG = immunoglobulin G; LLOG = lower limit of quantitation; S
spike protein.

Mote: Infants born to human immunodeficiency virus (HIV)-positive participants are not included in this summary.

a. Protocol-specified timing for blood sample collection.

b. 0= Number of participants with valid and determinate assay results for the specified assay at the given sampling time
point.

¢ GMCs and 2-sided 95% Cls were calculated by exponentiating the mean logarithm of the concentrations and the
corresponding Cls (based on the Student t distnbution). Assay results below the LLOQ were set to (0.5 = LLOGQ.

d. Participanis with unknown breastfeeding status are included in the 'Overall' category as well.

PFIZER CONFIDENTIAL SDTM Creation: 12JAN2024 (03:07) Source Data: adva Table Generation: 22FEB2024
(01:01)

(Database snapshot date: Safety [29Mar2023), Immunogenicity [09Jan2024]) Output File:

Jnda3/C4591015 CSR/adva s001 eval brstfd inf

Assessor s comment: these data show that breastfed babies have somewhat higher level of binding
antibodies against SARS-CoV-2 than babies, who have got antibodies through placental transfer only.
This means that antibodies from vaccinated mothers milk are stable enough to survive passage through
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gastrointestinal tract and baby is immunized passively through breastmilk. This is expected results and in
agreement with earlier data from other vaccines.

The clinical impact of this antibody level difference between breastfed and not breastfed babies is
unknown. There is no data of levels of neutralising antibodies in breastmilk compared to serum in
vaccinated mothers.

Immunogenicity Conclusions
The immunogenicity outcomes for evaluable maternal participants in this study are as follows:

o The observed SARS-CoV-2 50% neutralising GMT 1 month after Dose 2 was lower in the
maternal participants without evidence of prior SARS-CoV-2 infection, when compared to
similar nonpregnant female participants from Study C4591001, which is consistent with what
has been observed in other maternal COVID vaccine studies across the wider literature.

o In the group inclusive of participants with prior evidence of SARS-CoV-2 infection, maternal
participants had higher antibody levels than nonpregnant participants from Study C4591001.
This observation is due to the higher prior SARS-CoV-2 infection rate in the maternal
participants. After accounting for the baseline neutralising titres, the model-adjusted SARS-
CoV-2 50% neutralising GMT in maternal participants was numerically lower than
nonpregnant comparators.

. The SARS-CoV-2 50% neutralising GMTs and full-length S-binding IgG GMCs for both
participants without prior infection and those with or without prior infection were substantially
higher in groups vaccinated with BNT162b2 versus the placebo group for all post-vaccination
timepoints.

. The SARS-CoV-2 50% neutralising GMT and full-length S-binding IgG GMC responses for both
participants without prior infection and those with or without prior infection were highest 2
weeks after Dose 2 and dropped at the 6 month after Dose 2 timepoint. Antibody levels
remained elevated in participants vaccinated with BNT162b2 at the 6 month timepoint
compared to those observed in the placebo group at any previous timepoint.

. There was an increase in SARS-CoV-2 50% neutralising GMTs and GMCs of full-length S-
binding IgG from the Dose 1 prevaccination to the Dose 2 prevaccination time points;
however, this increase was not as substantial as the increase observed after post-Dose 2.

The immunogenicity outcomes for evaluable infant participants in this study are as follows:

. Full-length S-binding IgG GMC levels at birth were higher in the infants born to vaccinated
maternal participants than those born to participants in the placebo group. These
concentrations dropped over the following 6 months but remained higher in infants born to
vaccinated participants compared to those born to participants in the placebo group, even at
the 6 month post-birth timepoint.

. Comparing the maternal and infant full-length S-binding IgG GMCs [4336.9 (95% CI: 3456.0,
5442.4) at 1-month post-dose 2 and 5576.4 (95% CI: 4246.2, 7323.2) at birth respectively]
indicates effective transplacental transfer of antibody.

C4591015 - Efficacy
Secondary Efficacy Analyses — Maternal Participants
Vaccine Efficacy Against Confirmed COVID-19

Due to the very small sample size resulting from early termination of Enrolment the number of COVID-19
cases are low and VE results are uninterpretable.
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Table 12: . Vaccine Efficacy — First COVID-19 Occurrence From 7 Days After Dose 2 — Blinded Follow-Up
Period - Participants Without Evidence of Infection Prior to 7 Days After Dose 2 - Evaluable Efficacy
Population (Maternal)

Vaccine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(N°=88) (N*=90)
Efficacy Endpoint nl®  Surveillance nl® Surveillance VE (95% CI®
Time® (n2%) Time® (n2%) (%)
First COVID-19 occurrence from 7 2 0.155 (86) 2 0.145 (8%) 38 {-1227.8.93.0)

days after Dose 2

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

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

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

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

¢.  Total surveillance time in 100 person-vears for the given endpoint across all participants within each group at risk for
the endpoint. Time pertod for COVID-19 case accrual 15 from 7 days after Dose 2 to the end of the surveillance period.

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

e.  Confidence interval (CI) for VE 1s derived based on the Clopper and Pearson method adjusted for surveillance time.
PFIZER CONFIDENTIAL SDTM Creation: 03APR2023 (09:10) Source Data: adc19ef Table Generation: 12DEC2023
(23:13) Qutput File: /nda3/C4591015 EFF/adc1%ef ve cov 7pd2 wo evim

Assessor s comment: the efficacy population was small, below 100 in each arm and in both arms had
equal number of cases (n=2). This results in very wide 95 % CI and no conclusions can be made.

Vaccine Efficacy Against Asymptomatic SARS-CoV-2 Infection Based on Seroconversion (N-Binding)

For asymptomatic infection, based on N-binding antibody seroconversion, in the evaluable efficacy
population of maternal participants without evidence of SARS-CoV-2 infection prior to the first post-Dose
2 N-binding test, the VE had wide 95% CI due to the limited number of participants and these results
should be interpreted with caution.

Table 13: Vaccine Efficacy — Asymptomatic Infection Based on N-Binding Antibody Seroconversion -

Blinded Follow-up Period - Participants Without Evidence of Infection Prior to the First Post-Dose 2 N-
Binding Test -Evaluable Efficacy Population (Maternal)

Vacecine Group (as Randomized)

BNT162b2 (30 pg) Placebo
(No=§4) (N*=§9)
Efficacy Endpoint n®  Swurveillance n"  Suorveillance VE [95% C1Y)
Time* Times (%)
Asymptomatic infection based on N-binding 4 0099 10 0147 409 (-104.9, 86.5)

antibody seroconversion after Dose 2

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

Naote: Participants who had no serological or virological evidenee (before Dose 2) of past SARS-CoV-2 infection (ie. N-

binding antibody [serum] negative at Dose 1 and no positive before Dose 2, negative MAAT [nasal swab] at Dose 1, Dose

2, and at any unscheduled visit before Dose 2) and had at least one post-dose 2 N-binding Test in the blinded follow up

period were included in the analysis.

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

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

¢.  Total surveillance time in 100 person-vears for the given endpoint across all participants within each group at risk for

the endpoint. Time period for case accrual is from Dose 2 to the end of the surveillance period.

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

PFIZER CONFIDENTIAL SDTM Creation: 03APR2023 (09:10) Source Data: adc1%sm Table Generation: 12DEC2023

(23:18) Output File: /nda3/C4591015 EFF/adel9ef ve cov d2 wo evim
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Assessor s comment: due to the low sample size, the uncertainty of the VE estimate is large, but in
placebo group there were more cases of asymptomatic infections (10/89) than in vaccinated arm (4/84).

6.1.3. Discussion

The study C4591015 was a global Phase 2/3, randomised, placebo-controlled, observer-blind study to

evaluate the safety, tolerability, and immunogenicity of 30 ug of BNT162b2 or placebo administered in 2
doses, 21 days apart, in approximately 350 healthy pregnant women 18 years of age or older vaccinated
at 24 to 34 weeks’ gestation. Participants were randomised 1:1 to receive BNT162b2 or placebo (saline).

Enrolment in this study was terminated due to enrolment challenges as a result of universal
recommendations for COVID-19 vaccination of pregnant women and the increased global availability of
COVID-19 vaccines. The original study protocol was amended 5 times mainly to adapt the protocol to the
requests from the authorities and to the reduced sample size.

The methodology of the Study C4591015 was similar to the Comirnaty studies reported earlier and is
acceptable. The primary immunogenicity endpoints were evaluated using neutralising assay and
secondary endpoints S-protein binding antibodies. The primary immunogenicity objective was to compare
neutralising antibody titres in pregnant women compared to the age matched non-pregnant women 1
months post- dose 2. The secondary objectives were to investigate VE, describe antibody levels of
mothers and their infants at different time points, up to delivery and 6 months post-delivery. There were
also plenty of exploratory objectives for this study, which not all gave meaningful results due to the
limited sample size.

In immunological comparison, about 110 individuals in each study arm in pregnant cohort were age
matched with the historical control group consisting of non- pregnant woman from study C4591001. Both
studies were randomised, placebo-controlled and observer-blind. Anyhow, this was not the ideal control
group as the time and place for the control is not the same as for the active arm. The study C4591015
recruited since 16.02.2021, whereas C4591001 phase 3 recruited in summer 2020. The time gap
between studies was at least 6 months. The pregnancy study recruited mainly in USA (47%), South Africa
(24%) and Spain (14%), whereas the historical control population was from USA (57%), Argentina
(21%), Brazil (14%) and Germany (4%). The geographical origin of study population may influence the
antibody levels among baseline seropositives as different SARS-COV2 were spread in different locations.
Also it is unknown, how many different SARS-Cov2 infections every seropositive participant have had. As
the historical control was recruited early in the pandemic, much higher proportion was still seronegative
(95%) compared to the pregnancy study population (55-60%). Still, we have to accept this kind of
historical control as it was not feasible and ethical to conduct a placebo controlled clinical trial on a group,
to whom the vaccination with Comirnaty was officially recommended.

The GMR analysis of neutralising antibodies was descriptive, but the data shows, that antibody level was
higher among non-pregnant women, especially when those without earlier SARS-CoV-2 infection were
compared. This is expected results and in agreement with earlier data. The MAH wishes to add a table
including immunogenicity information from pregnant and non-pregnant women to the SmPC. We
suggested to use a short text instead of a table describing that GMT and GMR was lower among pregnant
compared to the non-pregnant from historical control (OC), which the Applicant has followed in an
updated SmPC.

The neutralising and S protein binding antibody levels show agreement. The highest levels of both kind of
antibodies were measured 2 weeks post dose 2. The levels then started to lower reaching 3-4x lower
levels at 6 months post- delivery timepoint in comparison to the 2 weeks post dose 2. This kind of
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antibody kinetics is in agreement with an earlier data. The placebo group demonstrated about the same
low antibody level than at the baseline during entire study period.

Subgroup analysis show that the highest impact for antibody level after 1 month post dose 2 is the
baseline SARS-CoV-2 baseline status. Priming with natural infection results with 5-8 fold higher antibody
titres compared to SARS-CoV-2 naive population. This is expected results and in agreement with an
earlier data.

About 110 infants born for both vaccinated and placebo arm mothers were evaluated for S-protein
binding antibodies. No neutralisation assay was performed for serum from infant participants. Anyhow, as
binding and neutralising antibodies have demonstrated good agreement, this is acceptable. At the
delivery, there was high level of S-protein binding antibodies in infants. This is a sign of a successful
antibody transfer through placenta, which is expected results and in agreement with data from other
vaccines. The MAH wishes to add immunogenicity data in newborns to the SmPC despite that the
immunogenicity evaluation in newborns was a secondary objective. Still we agree that this information is
important to be presented in SmPC.

It is noted, that in infants, the binding antibody levels were about double as high as in their mothers at
the delivery, but lowered much more than in their mothers. While in their mothers, the antibody level was
about half reduced 6 months after the delivery, then in infants, the levels were reduced 20- fold. Anyhow,
these data show, that maternal immunisation results in high antibody level in their infants and is most
likely protective several months post-delivery.

One of the explorative objectives were to compare the antibody levels 6 months post delivery among
breastfed babies in comparison for those who were not. These data show that breastfed babies had
somewhat higher level of binding antibodies against SARS-CoV-2 than babies, who have got antibodies
through placental transfer only. This means that antibodies from vaccinated mothers milk are stable
enough to survive passage through gastrointestinal tract and baby is immunized passively through
breastmilk. This is expected results and in agreement with earlier data from other vaccines. There is no
data of levels of neutralising antibodies in breastmilk compared to serum in vaccinated mothers. The
clinical impact of this antibody level difference between breastfed and not breastfed babies is unknown.

Vaccine efficacy evaluation in pregnant women compared to non-pregnant women was a secondary
objective for this study. Due to the very small sample size resulting from early termination of Enrolment
the number of COVID-19 cases was also low and VE results were uninterpretable. In VE evaluation for
symptomatic Covid-19, there was equal number of cases (N=2) in both study arms (ca N=90). In VE
evaluation for asymptomatic COVID-19 placebo group there were more cases of asymptomatic infections
(10/89) than in vaccinated arm (4/84).

In conclusion, this descriptive study demonstrated that antibody titres were somewhat lower in pregnant
women compared to the non-pregnant women in historical control group. These antibodies were
transferred through placenta and the newborns had high levels of antibodies in their blood at the delivery.
After 6 months the antibody titres in babies was strongly reduced, but still higher that in the placebo
group. Breastfeeding helps to maintain higher antibody titres. These observations are in agreement with
earlier data.
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6.2. Study C4591024

6.2.1. Methods - analysis of data submitted

Study C4591024 was a Phase 2b study that evaluated the safety, tolerability, and immunogenicity of
BNT162b2 in participants >2 years of age based on representative medical conditions and utilized a
vaccination series of 3 doses (the first 2 doses separated by 21 days, with a third dose occurring 28 days
after the second dose) followed by a fourth dose 3-6 months after dose 3. The dose for each of the 4
vaccinations depended upon the age of the participant at the time of vaccination.

o For the 22 participants who were >12 years of age, a 30 ug dose level was used.
o For the 65 participants who were 5 to <12 years of age, a 10 pg dose level was used.
o For the 37 participants who were 2 to <5 years of age, a 3 ug dose level was used.

Enrolment in this study was terminated due to enrolment challenges as a result of universal
recommendations for COVID-19 vaccination of immunocompromised individuals and the increased global
availability of COVID-19 vaccines.

Objectives, Estimands, and Endpoints

Table 14: Primary and exploratory Immunogenicity Objectives, Estimands and Endpoints (modified)
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Objectives Endpoints Estimands

Primary: Primary: Primary:

To describe the immune response to prophylactic In participants complying with the key protocol criteria » SARS-CoV-2 neutralizing
BNT162b2 in participants =18 years of age without {evaluable participants) and no serological or virological titers

serological or virological evidence of past

SARS-CoV-2 infection and with:

» Asymptomatic CLL without treatment and
undergoing observation, or CLL on BTK inhibitor
or anti-CD20 monoclonal antibodies

# Diagnosed with NSCLC and on chemotherapy,
checkpoint inhibitors, or targeted agents for
oncogene-driven tumors

# Maintenance hemodialysis treatment due to end-
stage renal disease

* Immunomodulator therapy for an autoimmune
inflammatory disorder

evidence of past SARS-CoV-2 infection in each disease
subset:
s GMTs at | month after Dose 3 and Dose 4

To describe the immune response to prophylactic

In participants complying with the key protocol criteria

* SARS-CoV-2 neutralizing

BNTI162b2 in participants =2 to <18 years of age (evaluable participants) and no serological or virological titers.
without serological or virological evidence of past evidence of past SARS-CoV-2 infection in each age group
SARS-CoV-2 infection and either: (=2 to <5, =5 to <12, and =12 to <18 years) and disease
= Are on immunomodulator therapy for an subset:

autoimmune mflammatory disorder ¢« GMTs at | month after Dose 3 and Dose 4
* Are on immunosuppression therapy after solid

organ transplant
# Underwent bone marrow or stem cell transplant at

least & months before enrollment
Exploratory: Exploratory: Exploratory:
To further describe the immune response to In participants complying with the key protocol criteria *  SARS-CoV-2 neutralizing
prophylactic BNT162b2 in participants =18 years of {evaluable participants) and no serological or virological titers

age without serological or virological evidence of past

SARS-CoV-2 infection and with:

» Asymptomatic CLL without treatment and
undergoing observation, or CLL on BTK inhibitor
or anti-CD20 monoclonal antibodies

# Diagnosed with NSCLC and on chemotherapy,
checkpoint inhibitors, or targeted agents for
oncogene-driven tumor

# Maintenance hemodialysis treatment due to end-
stage renal disease

# Immunomodulator therapy for an autoimmune
inflammatory disorder

evidence of past SARS-CoV-2 infection in each disease
subset:
* GMTs at all immunogenicity blood draws
* GMFRs from baseline to | month after Dose 22, from
baseline 1 month after Dose 3, and from Dose 4 to
| month and 6 months after Dosc 4
+ Percentages of participants with seroresponse at | month
after Dose 2%, | month after Dose 3, and | month and 6
months after Dose 4

To further describe the immune response to

prophylactic BNT162b2 in participants =2 to <18

vears of age without serological or virological

evidence of past SARS-CoV-2 infection and erther:

* Are on immunomodulator therapy for an
autoimmune mflammatory disorder

* Are on immunosuppression therapy after solid
organ transplant

# Underwent bone marrow or stem cell transplant at
least & months before enrollment

In participants complying with the key protocol criteria
(evaluable participants) and no serological or virological
evidence of past
SARS-CoV-2 infection in each age group (=2 to <5; =5 to
<12; 212 to <18) and disease subset:
+ GMTs at all immunogemicity blood draws
*» GMFRs from baseline to | month after Dose 22, baseline
| month after Dose 3, and from Dose 4 to | month and 6
months after Dose 4

* SARS-CoV-2 neutralizing
titers

To further describe the immune response to
prophylactic BNT162b2 in participants with and
without serological or virological evidence of past
SARS-CoV-2 infection

= GMTs at all immunogenicity blood draws

* GMFRs from baseline to | month after Dose 2°, from
baseline to 1 month after Dose 3, and from Dose 4 to 1
month and 6 months after Dose 4

+ Percentages of participants with seroresponse at | month
after Dose 27, | month after Dose 3, and | month and 6
months after Dose 4

* SARS-CoV-2 neutralizing
titers

To describe the incidence of confirmed COVID-19
among immunocompromised participants

* Incidence rate of confirmed COVID-19 per 1000 person-
years of follow-up

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

To describe the incidence of MIS-C cases

s [Incidence rate of confirmed MIS-C cases

* Confirmed cases as per
CDC symptom criteria

a. Serology testing at 1 month after Dose 2 was not conducted because a full primary series in immunocompromised individuals is 3 doses

b.  Only 1 participant had enrolled in the PBMC subset due to the challenges with study enrollment overall: with too few participants to make a
meaningful analysis, further collection of blood for PBMC assessment and HLA typing was not required.
¢.  Due to the challenges with study enrollment overall and with too few cases to make a meaningful analysis, sequencing analyses were not conducted.

Source: Appendix 16.1.1, Protocol Section 3
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Assessor s comment: the main immunogenicity objective was to evaluate neutralising antibody titre
among baseline SARS-CoV-2 negative immunosuppressed population before and after the 37 and 4th
dose. The study recruited all ages from 2 years and above. The study had also explorative objectives,
most important of those is the evaluate neutralising antibody titre among entire evaluable
immunogenicity population regardless of their baseline SARS-CoV-2 status.

Inclusion/Exclusion Criteria

Participants must have met all the inclusion criteria and not met the exclusion criteria specified for the
protocol. Key criteria are summarized below.

Eligible study participants were healthy male or female individuals =2 years of age who were
immunocompromised by virtue of the following:

OR

OR

OR

OR

e Had known NSCLC and were =18 years of age with at least 1 of the following:

@)

Who received chemotherapy at least 2 weeks (14 days) before Enrolment (or is treatment
naive), and were not expected to receive chemotherapy within at least 2 weeks (14 days)
after dose administration; and/or

Was receiving checkpoint inhibitor treatment (PD-1/PD-L1 inhibitor, CTLA-4 inhibitor) and
had undergone at least 1 treatment cycle prior to enrolment (at Visit 1); or

Was receiving targeted drug therapy treatment (EGFR, ALK, ROS1, BRAF, RET, MET,
NTRK inhibitors) and had undergone at least 1 treatment cycle prior to Enrolment (at Visit
1); or

e Had known CLL and were =18 years of age with at least 1 of the following:

@)

Had asymptomatic disease (e.g., Rai stage <3, Binet stage A or B) and was undergoing
observation and was not receiving any treatment for CLL; or

Was receiving B-cell inhibitory monoclonal antibody treatment (anti-CD20) and had
received at least 3 cycles prior to Enrolment; and/or

Was receiving a BTK inhibitor, PI3K inhibitor, or BCL-2 inhibitor

e Was currently undergoing maintenance haemodialysis treatment secondary to end- stage renal
disease and was =18 years of age

Was on active immunomodulator therapy (e.g., TNFa inhibitor, tofacitinib or MTX) for an

autoimmune inflammatory disorder (e.g., inflammatory arthritis, such as rheumatoid arthritis,
psoriatic arthritis, and juvenile idiopathic arthritis, and inflammatory bowel disease, such as
ulcerative colitis and Crohn’s disease) at a stable dose defined as receiving the same dose for at
least 3 months (84 days) with no changes in the 28 days prior to Visit 1.

Was receiving a solid organ transplant at least 3 months (84 days) prior to enrolment (Visit 1)

and with no acute rejection episodes within 2 months (60 days) prior to Enrolment (Visit 1), and
is 2 to <18 years of age

Has had an autologous or allogenic bone marrow or stem cell transplant at least 6 months (182

days) prior to Enrolment (Visit 1), with adequate immune reconstitution for immunisation, in the
investigator’s opinion, and was 2 to <18 years of age
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Individuals were excluded from the study if they had a past clinical or microbiological diagnosis of COVID-
19, or a past clinical diagnosis of MIS-C. Individuals were also excluded from the study if they had active
GVHD, transplant rejection, or PTLD, or were treated for one of these conditions within 3 months before
Enrolment. A bleeding diathesis or condition associated with prolonged bleeding that would contraindicate
an IM injection, a medical or psychiatric condition including recent (within past year) or active suicidal
ideation/behaviour and pregnant or breastfeeding individuals were also excluded. Individuals were also
excluded if they had a history of severe adverse reaction associated with a vaccine and/or severe allergic
reaction (e.g., anaphylaxis) to any component of the study intervention.

Blinding
This was an open-label study.
Immunogenicity Endpoints and Analysis

For all the immunogenicity endpoints, the analysis were based on the evaluable immunogenicity
population. An additional analysis was performed based on the corresponding all-available
immunogenicity population. Participants were summarized according to the vaccine group to which they
were assigned.

Geometric Means

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

Geometric Mean Fold Rises

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

Reverse Cumulative Distribution Curves

Empirical RCDCs plotted proportions of participants with values equal to or exceeding a specified assay
value versus the indicated assay value, for all observed assay values. Data points were joined by a step
function with data points on the left side of the step.

6.2.2. Results

Changes in study conduct

There have been 5 protocol amendments during the study. Some changes were purely administrative
clarifications initially reported in PACLs. Other more important changes are listed below:

¢ Removal of the requirement to conduct a potential COVID-19/MIS-C convalescent visit following
each COVID-19/MIS-C illness visit.

e Removal of the exploratory objective looking into viral shedding in line with the removal of the
convalescent visit.

e Addition of primary and exploratory safety, tolerability, and immune response objectives for the
expanded cohort of participants on active immunomodulator therapy.
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e Updated Visit 5 window to allow its occurrence as early as 28 days after Visit 2 and updated
wording to allow subgroup analysis of immunogenicity endpoints based on various timing of Dose
3. These changes were made to be in line with Regulatory recommendations for providing a 3rd
dose of BNT162b2 to immunocompromised individuals.
e Updated procedures to allow a fourth dose (booster), reducing the window for provision of Dose
3, and allowing vaccination with the age-appropriate dose.
e Updated the number of participants in each group based on actual recruitment figures.
¢ Removed further blood draws for participants who have consented to PBMC sampling.

Assessor s comment: the changes of the study protocol has been assessed earlier during procedures
PAM MEA/016.0-0.16.6.

Study population

This study was conducted at 18 sites in Brazil, Germany, Mexico, and the USA.

Please see the Safety population section for study population characteristics. The numbers included into

each group in evaluable immunogenicity population are presented below.

Table 15: Evaluable immunogenicity population (assessors table)

3 ug 10 ug 30 ug 30 ug Total
2to<5y |[5to<12y |12to<18y | =18y N (%)
All patients N | Dose 3 26 56 11 4 97
Dose 4 16 31 4 57
Immuno Dose 3 8 17 5 3+1 34
modulatory Dose 4 7 8 2 haemodialysis | 21
therapy N 3+1 NSCLC
Solid organ Dose 3 11 19 0 31
transplant N Dose 4 13 0 18
Stem cell Dose 3 7 20 5 0 32
transplant N Dose 4 5 10 3 0 18
Dose 3 population baseline characteristics
Sex N (%) Male 15 (57.7) 34 (60.7) 7 (63.6) 1 (25.0) 57 (59)
female 11 (42.3) 22 (39.3) 4 (36.4) 3 (75.0) 40 (41)
Median age (years) at 3.0 8.5 12.0 50.5
vaccination
Baseline Positive 1(3.8) 1(1.8) 2 (18.2) 0 4 (4.1)
SARS-Cov-2 negative | 22 (84.6) 41 (73.2) 6 (54.5) 4 (100.0) 73 (75.3)
status N (%) missing 3(11.5) 14 (25.0) 3(27.3) 0 20 (20.6)
Country Brazil 3 (11.5) 7 (12.5) 2 (18.2) 1 (25.0) 13 (13.4)
Germany | 8 (30.8) 24 (42.9) 8 (72.7) 1 (25.0) 41 (42.3)
USA 15 (57.7) 25 (44.6) 1(9.1) 2 (50.0) 43 (44.3)

Assessor’s comment: The MAH faced problems to recruit the desired sample size for the planned study
among immunocompromised population. The study started to recruit subjects in October 2021, which is
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already 10 months since CMA for Comirnaty 30 pg for adults in EU. Indeed, all countries provided vaccine
against COVID-19 after the authorisation at first to the most vulnerable population, which includes the
immunocompromised individuals. Therefore, it is not surprising, that the desired sample size was
unreachable. Therefore, it was considered acceptable to stop recruiting subjects during procedure PAM
016.4 September 2022 and continue with the available study population.

The largest sample size was achieved among age group 5-<12 years, who received 10 pg Comirnaty.
Older cohorts, which received adult dose 30 ug Comirnaty, recruited very low number as for older than
12, the vaccine was officially recommended at the time of the study.

The majority of study population was from USA and Germany and was SARS-CoV-2 negative at the
baseline. There was rather large proportion, about 20% of participants in age group 5-<18 with unknown
baseline SARS-CoV-2 status. This is strange and need a clarification (OC). The MAH answered that these
participants did not have some baseline sample (either blood or nasal swab) or had unclear test result.

GMTs- 1 months post dose 3 or 4

Participants without evidence of infection

Participants 2 to <5 Years of Age

In total, GMTs were higher at 1 month after Dose 3 (741.6) and 1 month after Dose 4 (2219.5) compared
to levels observed before study vaccination across all disease subsets. At 6 months after Dose 4, GMTs
were reduced across all disease subsets (293.2). No participants in the stem cell transplant group had a
valid and determinate assay result at any time point.

Between disease subsets, GMTs were generally similar between participants in the immunomodulatory
therapy group and the solid organ transplant group at 1 month after Dose 3 (600.2 and 884.7,
respectively) and before Dose 4 (266.3 and 870.6, respectively). At 1 month after Dose 4, GMTs were
higher in the solid organ transplant group (9576.3) than in the immunomodulatory therapy group
(837.5).

Table 16: Summary of Geometric Mean Titres — Participants Without Evidence of Infection by Age Group -
Dose 3 or Dose 4 Evaluable Immunogenicity Population Age Group: 2-<5 Years
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Vaecine Group (as Assigned)
BNTI62b2 (3 pgd

Immunomodulatory Solid Organ Stem Cell Total
Therapy Transplant Transplant
Aszay Daosel n* GAITE n* GMTE a¥  GMTY b GAIT®
Sampling (#5% CI7) (95%% CT7) (95% (95% CI°)
Time T
Point*
SARS-CoV-2 1/ Prevax? 5 433 5 415 ] NE 11 435
neutralization assay (43.5,43.5) (43.5,43.5) (NE, NE) (43.5,43.5)
- fefenenice stramn -
NTS0 (titer)
3N 5 00,2 6 847 0 NE 11 T4LE
Month® (77.8, 4619.8) (176.7, 4430.6) (NE, NE} {267.6, 2055.4)
4/ Pre- 3 266.3 2 370.6 0 NE 5 4277
Diase 4° (4.0, 17852.4) (0.4, (NE, NE} (72.7,2515.T)
1815448 3)
41 3 N 2 95763 ] NE 5 1085
Month? (1.4, 518774.5) (0.0, (ME, NE} {117.6, 41883.%)
2070132632.7)
44 1 433 1 1976.0 0 NE 2 2932
Months! {NE, HE}) [MNE, NE) (NE, NE} (0.0,
S911058113277.4)

Abbreviations: GMT = geometric mean tater; LLOQ = lower limit of quantitation; NAAT = sucleic acid amphificatson
test, N-binding = SARS-CoV'-2 nucleoproteim=binding; NE = not estimable; NT50 = 50°% neutralizing titer, Prevax =
before vaccination; SARS-CoV-2 = severe acute respiratory syndrome coronavings 2.

Note: Participants incloded i this analvsss had no serological or virological evidence of past SARS-CoV-2 infection up to
the 1 month post Dose 3 or 1 month post Dose 4 study blood sample collection. Particrpants who had no serological or
virological evidence (prior to the subsequent blood sample collection) of past SARS-CoV'-2 mfection

(1e, negative N-binding antibody [senm] result at any visit prior to subsequent time pomt, SARS-CoV-2 not detected by
NAAT [nasal swab] until prior vaccination, and negative NAAT [nasal swab] result at any unscheduled visit prior to the
subsequent blood sample collection) and had no medical history of COVID-19 were incloded in the snalysis.

o Prowcol-specified tmang for blood sample collection

b.  n=Number of participants with valid and determinate assav results for the specified assay at the grven

doze sampling tume point.

c. GMTs and 2-saded 93% Cls were calculated by exponentatng the mean loganthm of the titers and the corresponding
Cls (based on the Student ¢ distnbution). Assay results below the LLOQ) were set 10 0.5 = LLOGQ

d.  Dose 3 evaluable immunogenscaty population or Dose 4 evaluable immunogemcity population.

e, Dose 3 evaluable immunogenicity population.

f Dose 4 evalushle immunogemcity population.

PFIZER CONFIDENTIAL SDTM Creation: 27FEBI024 (16:15) Source Data: adva Table Generanon: 29MARI024
(03:12)

{Dratabase snapshot date - 10AUG2023, 23FEB2024) Output File: nda3 'C43581024_CSR_SEROUadva_s001_gmt_wo_evl|

Assessor’s comment: the sample size in this age group was small, especially when dividing into
subgroups and therefore conclusions should be drawn carefully. Anyhow, the data shows, that most
reduced antibody response appears among those who are on immunomodulatory therapy. The immune
response improved for all after the 4th dose.

Participants 5 to <12 Years of Age

In total, GMTs were higher at 1 month after Dose 3 (1612.0) and 1 month after Dose 4 (3270.8)
compared to levels observed before study vaccination across all disease subsets. At 6 months after Dose
4, GMTs were reduced across all disease subsets (296.7).

Between disease subsets, GMTs were lowest in participants in the immunomodulatory therapy group
before Dose 4 (258.3), 1 month after Dose 4 (754.2), and 6 months after Dose 4 (135.5). At 1 month
after Dose 3, GMTs were higher in the stem cell transplant group (4592.3) than in the immunomodulatory
therapy group (758.4) and the solid organ transplant group (741.2). At 1 month after Dose 4, GMTs in
the solid organ transplant group (5335.3) and the stem cell transplant group (5330.8) were both higher
than those in the immunomodulatory therapy group (754.2).
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Table 17: Summary of Geometric Mean Titres — Participants Without Evidence of Infection by Age Group -
Dose 3 or Dose 4 Evaluable Immunogenicity Population Age Group: 5-<12 Years

Vaccine Group (as Assigned)

BNT162b2 (10 pg)
Immunomodulatory Solid Organ  Stem Cell Transplant Total
Therapy Transplant
Assay Dose/ n® GMT* n® GMT® n° GMT* n® GMT*
Sampling (95% CI9 (95% CI9) (95% CI9) (95% CI9)
Time
Point*
SARS-CoV-2 1/Prevax? 6 435 g 435 11 435 26 435
neutralization assay - (43.5,43.5) (43.5, (43.5,43.5) (43.5,43.5)
reference strain - 43.3)
NT30 (titer)
3N 6 7584 5 7412 11 45923 26 1612.0
Month® (123.7.4650.4) (150.6. (1989.5, 10600.4) (763.0.
1647.0) 3405.3)
4/Pre- 5 2583 6 4531 7 1040.1 18 5355
Dose 44 (23.4.2849.1) (1185, (202.9. 5333.1) (232.7.
1732.5) 1232.5)
411 2 7542 4 53333 2 33308 8 32708
Monthf (0.0, (517.0, (0.0, (760.5,
351878145.2) 55061.8) 113927797661576.0) 14067.2)
4/6 2 1355 3 49095 1 314.0 6 296.7
Months! (129.3, 142.0) (2.4, (NE. NE) (62.0. 1419.9)
99303.5)

Assessor’s comment: the data shows, that most reduced antibody response appears among those who
are on immunomodulatory therapy. The immune response improved for all after the 4% dose. As this age
group had the largest sample size in this study, these results are the most trustable.

Participants 12 to <18 Years of Age

At 1 month after Dose 3, GMTs in the immunomodulatory therapy group, solid organ transplant group,
and stem cell transplant group were 7330.0, 43.5 and 2368.1, respectively Only 1 participant in the solid
organ transplant group had a valid and determinate assay result at 1 month after Dose 4 (2845.0).

Table 18: Summary of Geometric Mean Titres - Participants Without Evidence of Infection by Age Group -
Dose 3 or Dose 4 Evaluable Immunogenicity Population Age Group: 12-<18 Years

Vaccine Group (as Assigned)
BNT162b2 (30 pg)

Immunomodulatory Solid Organ Stem Cell Total
Therapy Transplant Transplant
Assay Dose/ n® GMT® n® GMT¢ n® GMT® n° GMT*
Sampling (95% CT) (95% (95% CT9) (95% CI9)
Time CIY
Point®
SARS-CoV-2 neutralization  1/Prevax® 1 435 1 433 2 435 4 4335
assay - reference strain - (NE.NE) (NE. NE) (43.5,43.3) (43.5,43.3)
NT30 (titer)
3/1 Month® 1 73300 1 435 2 2368.1 4 1156.4
(NE.NE) (NE. NE) (1679.9, (32.2,415533)
33383)
4/Pre-Dose 0 NE 1 45340 0 NE 1 4534.0
44 (NE.NE) (NE. NE) (NE, NE) (NE. NE)
4/1 Monthf 0 MNE 1 28450 0 NE 1 28450
(NE.NE) (NE. NE) (NE, NE) (NE. NE)
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Assessor s comment: the sample size is too low to make separate analysis for subgroups. The
immune response improved for all after the 4% dose.

Participants =18 Years of Age

GMTs were only able to be determined for participants in the immunomodulatory therapy group at all 4
time points and for 1 participant in the haemodialysis group at prevaccination and at 1 month after Dose
3. In total, GMTs were higher at 1 month after Dose 3 (344.6) and elevated 1 month after Dose 4
(1474.0) compared to levels observed before study vaccination.

Table 19: Summary of Geometric Mean Titres — Participants Without Evidence of Infection by Age Group -
Dose 3 or Dose 4 Evaluable Immunogenicity Population Age Group: =18 Years

Vaccine Group (as Assigned)
BNT162b2 (30 pg)

Immunomodulatory  Non-Small Haemodialysis Total
Therapy Cell Lung
Cancer
Assay Dose/ n® GMTE© n® GMT* n® GMT® nP GMT®
Sampling (95% CI9 (95% CI9) (95% CI9 (95% CI9)
Time
Point®
SARS-CoV-2 1/Prevax? 2 435 0 NE 1 435 3 435
neutralization assay - (43.5,43.3) (NE. NE) (NE. NE) (43.5,43.3)
reference strain - NT30
(titer)
3/1 Month® 2 596.5 0 NE 1 115.0 3 3446
(0.1, 3699733.4) (NE. NE) (NE.NE) (18.7. 6348.0)
4/Pre-Dose 2 202.3 0 NE 0 NE 2 2023
44 (49.3,828.9) (NE. NE) (NE. NE) (49.3,828.9)
4/1 Month® 1 1474.0 0 NE 0 NE 1 1474.0
(NE. NE) (NE. NE) (NE. NE) (NE.NE)

Assessor’s comment: the sample size is too low to make separate analysis for subgroups. The
immune response improved for all after the 4t dose.

Participants with or without evidence of infection

GMTs were observed to be higher across all timepoints in participants with or without evidence of prior
infection compared to those without evidence of infection, see the table below, which MAH wishes to be
added to the SmPC.
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Table 20: Summary of geometric mean titres — participants with or without evidence of infection by age

group - all available immunogenicity population

Comirnaty
3 meg 10 mcg 10 mcg 30 meg
Age group: Age group: Age group: Age group:
1 to = 5 vears 5to = 12 vears 12 to = 18 years > 18 vears
Dwosel
Sampling CAIT: GMT: GMTE GAIT®
Assay time point® | n* (95%% CI%) n® (95% CI%) n | (95%% CIY) (95% CI¥)
BARSCoVI 448 445 54.2 82.2
meutralization | | Prevax | 32 (42.2,47.T) 52 (42.5, 46.5) 14 (33.7, 87.0) (16.0, 422.5)
EEEEy — Q423 1 566.5 23406 787.1
peference 3 month | 32 [ (337.1, 1653.4) | 60 | {10155 2405.9) 14| (1175.5 7356.0) | {66.5,9321.5) |
fstrain - NT 50 4578 2212 3118453 6046.2
titre )* 4 Pre-dose 4| 20 | (2650 88490 | 57 | (SBET 14403 [11) (1 6098 & 701.3) (3.3, 68 7346.00
IHTD 64634 134571 10313
4.1 month 1 26 [(1851.0,6419 .':,'_ S0 (4 319.7, 946709} 9 .-_“;' 2701, 34 362 -Lj—l 4 | (569, 18 481.7)
46 months | 25 1 296,7 | 4% 13823 8| 5776, | 3 16056
[ [ e7a2 249400 | (13545, 565020 [(2801.4.11509.2) [ [(28.3 80814.5)]

Abbreviations: CI = confidence mterval, GMT = geometnic mean titre; LLOQ = lower hmit of quantitation; XT30 = 5%

neutralizing titre; Prevax = before vaccination; SARS-CoV'-2 = severe acute respiratory symdrome coronavirus 2

a  SARS-CoV-2 NT30 were determined using a validated 384-well assay platform (onginal stram [USA-WAL/ 2020,
1solated in January J020])

b Protocol-specified tumang for blood sample collection

c. n=Number of participants with valid and determinate assav results for the specified assav at the grven dose 'sampling
titne podnt.

d. GAITs and Z-sided 95% Cls were calculated by exponentiating the mean logarithem of the titres and the corresponding Cls
{based on the Student t distribution). Assay results below the LLOG were setto 0.5 = LLOWQ.

Assessor’s comment: the primary immunogenicity objectives were to describe the immune responses
among immunosuppressed baseline SARS-CoV-2 negative population. The MAH wishes to update the
SmPC with a table presenting immune responses regardless of the baseline SARS-CoV-2 status, which
was an exploratory objective. There were roughly quarter of participants with unknown baseline status
and the sample size is small even for entire evaluable immunogenicity population. The data shows
mainly, that the 4t dose improves the antibody titre in all studied age groups including
immunosuppressed individuals from 2 years and older. This observation is in agreement with an earlier
data. We suggested to replace the table above with a short text describing that all groups had higher
GMT after fourth dose (OC), which the Applicant has followed in an updated SmPC.

GMFRs From Before Dose 1 to Each Subsequent Timepoint

Participants Without Evidence of Infection

Similar to the pattern observed in GMTs, the GMFRs in participants without evidence of prior infection in
the evaluable immunogenicity population were observed to be higher at 1 month after Dose 3 and 1
month after Dose 4 across all age groups.

Participants With or Without Evidence of Infection

In the evaluable immunogenicity population, GMFRs were observed to be generally higher across all
timepoints in participants with or without evidence of prior infection compared to those without evidence
of infection.

GMFRs From Before Dose 4 to Each Subsequent Timepoint

Participants Without Evidence of Infection

Participants 2 to<5 Years of Age

In the evaluable immunogenicity population, no participants in the stem cell transplant group had valid
and determinate assay results at both prevaccination time points and at the given dose/ sampling time
points. In total, the GMFRs 1 month after Dose 4 were 5.2 (95% CI: 1.4, 18.7) and 2.0 (95% CI: 0.0,
16990.4) at 6 months after Dose 4.
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Participants 5 to <12 Years of Age

In the evaluable immunogenicity population, the GMFRs 1 month after Dose 4 were 9.4 (95% CI: 7.1,
12.3) and 1.5 (95% CI: 0.7, 3.2) at 6 months after Dose 4.

Participants 12 to <18 Years of Age

In the evaluable immunogenicity population, only the solid organ transplant group had 1 participant with
valid and determinate assay results at both prevaccination time points and 1 month after Dose 4. The
fold-rise for this participant was 0.6.

Participants =18 Years of Age

In the evaluable immunogenicity population, only the immunomodulatory therapy group had 1 participant
with valid and determinate assay results at both prevaccination time points and 1 month after Dose 4.
The fold-rise for this participant was 8.1.

Participants With or Without Evidence of Infection

GMFRs were observed to be generally higher across all timepoints in participants with or without evidence
of prior infection in the evaluable immunogenicity population compared to those without evidence of
infection.

Seroresponse - 1 Month Post-Dose 3 or Post-Dose 4

Participants Without Evidence of Infection

Participants 2 to<5 Years of Age

In the evaluable immunogenicity population, there were no participants in the stem cell transplant group
with a valid and determinate assay result at both the prevaccination timepoint and subsequent sampling
timepoints.

The proportion of participants without evidence of infection in the Dose 3 or Dose 4 evaluable
immunogenicity population who achieved seroresponse to the reference strain was 63.6% (95% CI: 30.8,
89.1) at 1 month after Dose 3 and 80.0% (95% CI: 28.4, 99.5) at before Dose 4 and 1 month after Dose
4. At 6 months after Dose 4, 1 (50.0%) out of the 2 participants with assay results at 6 months after
Dose 4 achieved seroresponse to the reference strain.

Participants 5 to <12 Years of Age

In total, the proportion of participants without evidence of infection in the Dose 3 or Dose 4 evaluable
immunogenicity population who achieved seroresponse to the reference strain at 1 month after Dose 3
was 80.8% (95% CI: 60.6, 93.4) and 66.7% (95% CI: 41.0, 86.7) before Dose 4. Seroresponse rate was
87.5% (95% CI: 47.3, 99.7) at 1 month after Dose 4 and 33.3% (95% CI: 4.3, 77.7) at 6 months after
Dose 4.

Participants 12 to <18 Years of Age

In the evaluable immunogenicity population, the solid organ transplant group was the only group that had
a participant with a valid and determinate assay result at both the prevaccination timepoint and all
subsequent sampling timepoints.

The proportion of participants without evidence of infection in the Dose 3 or Dose 4 evaluable
immunogenicity population who achieved seroresponse to the reference strain at 1 month after Dose 3
was 75.0% (95% CI: 19.4, 99.4). At before Dose 4 and 1 month after Dose 4, 1 participant had valid
assay result and the participant had seroresponse.
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Participants =18 Years of Age

In the evaluable immunogenicity population, the immunomodulatory therapy group was the only group
that had a participant with a valid and determinate assay result at both the prevaccination timepoint and
all subsequent sampling timepoints.

The proportion of participants without evidence of infection in the Dose 3 or Dose 4 evaluable
immunogenicity population who achieved seroresponse to the reference strain at 1 month after Dose 3
was 33.3% (95% CI: 0.8, 90.6). Two participants had valid assay results at before Dose 4 and none had
seroresponse. At 1 month after Dose 4, 1 participant had a valid assay result and the participant had

seroresponse.

Participants With or Without Evidence of Infection

The proportion of participants with or without evidence of prior infection in the Dose 3 or Dose 4
evaluable immunogenicity population who achieved seroresponse to the reference strain was observed to
be higher compared to those without evidence of prior infection.

Table 21: GMFRs and Seroresponse for Participants With or Without Evidence of Infection - Evaluable
immunogenicity population. Assessor’s table.

Dose/ Endpoint 3 ug 10 ug 30 ug 30 ng
Timepoint 2to<5y 5to<12y 12to< 18y =18y
3/1 Number of N= 26 N= 56 N= 11 N= 4
month observations
20.7 (11, 38) 38.2 (25, 60) 65.2 (20, 208) | 4.7 (1, 45)
GMFR (95% CI)
N N= 19 N= 46 N= 10 N=1
Seroresponse % 73.1 (52, 88) | 82.1(70,91) 90.9 (59, 100) | 25(1, 81)
(95% CI)
4/pre N N= 24 N= 55 N= 10 N=3
vacc. GMFR (95% CI) 11.3 (6, 23) 20.7 (13., 33.) 63.4 (29, 138) |3.9(2,9)
N N= 16 N= 39 N=10 N=0
Seroresponse % 66.7 (45, 84 70.9 (57, 82 0 (0, 71
P ° ( ) ( ) 1 100 (69, 100) (0, 71)
(95% CI)
4/1 N N= 16 N=31 N= 6 N= 4
th GMFR (95% CI 89.5 (40, 201 9.1 (2, 54
mon (95% CI) ( )| 143 (85, 24) 141.4 (48, 417) (2,54)
N N= 15 N= 30 N= 6 N= 3
Seroresponse % 93.9 (70, 84) | 96.8 (83, 100) 75 (19, 99)
100 (54, 100)
(95% CI)
4/6 N N= 15 N= 28 N=5 N= 3
month GMFR (95% CI) 34.6 (16, 76) 51.1 (26, 99) 62.5 (13, 292) 10.3 (0, 1748)
N N= 14 N= 23 N=5 N=1
Seroresponse % 93.3 (68, 100) | 82.1 (63, 94 33 (1,91
roresponse Yo ( ) ( )| 100 (48, 100) (1,91)
(95% CI)

IAssessor 's comment: highest seroresponse was achieved 1 month post 4t dose. |
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Immunogenicity Conclusions

Analysis of immunogenicity data at 1 month after Dose 3 (26 participants 2 to <5 years of age, 56
participants 5 to <12 years of age, 11 participants 12 to <18 years of age, and 4 participants >18 years
of age) and 1 month after Dose 4 (16 participants 2 to <5 years of age, 31 participants 5 to <12 years of
age, 6 participants 12 to <18 years of age, and 4 participants =18 years of age) in the evaluable
immunogenicity population without evidence of prior infection demonstrated a vaccine-elicited immune
response.

GMTs

GMTs were observed to be higher at 1 month after Dose 3 and 1 month after Dose 4 compared to levels
observed before study vaccination across age groups and disease subsets.

GMFRs

Similar to the pattern observed in GMTs, the GMFRs were observed to be higher 1 month after Dose 3
and 1 month after Dose 4 across age groups and disease subsets.

Seroresponse

The proportion of participants achieving seroresponse to the reference strain was observed to be highest
at 1 month after Dose 4 across age groups and disease subsets.

6.2.3. Discussion

Study C4591024 was a Phase 2b study that evaluated the safety, tolerability, and immunogenicity of
BNT162b2 in immunocompromised participants >2 years of age based and utilized a vaccination series of
3 doses of age adapted Comirnaty followed by a fourth dose 3-6 months after dose 3.

The main immunogenicity objective was to evaluate neutralising antibody titre among baseline SARS-
COV-2 negative immunosuppressed population before and after the 3rd and 4th dose. The study recruited
all ages from 2 years and above. The study had also explorative objectives, most important of those is
the evaluate neutralising antibody titre among entire evaluable immunogenicity population regardless of
their baseline SARS-COV-2 status.

Enrolment in this study was terminated due to enrolment challenges as a result of universal
recommendations for COVID-19 vaccination of immunocompromised individuals and the increased global
availability of COVID-19 vaccines. The MAH faced problems to recruit the desired sample size for the
planned study among immunocompromised population. The study started to recruit subjects in October
2021, which is already 10 months since CMA for Comirnaty 30 ug for adults in EU. Indeed, all countries
provided vaccine against COVID-19 after the authorisation at first to the most vulnerable population,
which includes the immunocompromised individuals. Therefore, it is not surprising, that the desired
sample size was unreachable. Therefore, it was considered acceptable to stop recruiting subjects during
procedure PAM 016.4 September 2022 and continue with the available study population. Altogether 124
individuals were enrolled to the study, whereas 7 participants were adults. Therefore entire study became
descriptive.

The largest sample size was achieved among age group 5-<12 years, who received 10 pg Comirnaty.
Older cohorts, which received adult dose 30 ug Comirnaty, recruited very low number as for older than
12, the vaccine was officially recommended at the time of the study.

The majority of study population was from USA and Germany and was SARS-CoV-2 negative at the
baseline. There was rather large proportion, about 25% of participants in age group 5-<18 with unknown
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baseline SARS-CoV-2 status. The reason was unknown and needed a clarification from the MAH (OC). The
Applicant explained that absence of the baseline sample (either blood or nasal swab) or unclear test
result caused the “unknown baseline Covid-19 status” label for about 20% of participants.

The immunogenicity data shows, that most reduced antibody response appears among those who were
on immunomodulatory therapy. The immune response improved for everybody regardless of diagnosis or
age after the 4t dose.

The primary immunogenicity objectives were to describe the immune responses among baseline SARS-
CoV-2 negative immunocompromised population. The MAH wishes to update the SmPC with a table
presenting immune responses regardless of the baseline SARS-CoV-2 status, which was an exploratory
objective. There were roughly 20 % of participants with unknown baseline status and the sample size is
small even for entire evaluable immunogenicity population. The data shows mainly, that the 4t dose
improves the antibody titre in all studied age groups including immunosuppressed individuals from 2
years and older. We suggest to replace the table with a short text describing improved immunogenicity
after the 4t dose for all studies groups (OC), which the Applicant has followed in an updated SmPC.

In conclusion, the 4t dose of Comirnaty improved neutralising antibody titres among
immunocompromised population. This observation is in agreement with an earlier data.

6.3. Study C4591030

6.3.1. Methods - analysis of data submitted

Study C4591030 was a Phase 3, multicentre, randomised, observer-blind, 2-arm, parallel-design study
conducted in Australia and New Zealand. The purpose of this study was to assess the safety and
immunogenicity of a fourth dose of BNT162b2 administered concomitantly with SIIV compared with the
vaccines given 1 month apart in adults 18 through 64 years of age who had previously received 3 doses
of BNT162b2. Approximately 1126 participants were planned to be randomised at a ratio of 1:1 into the
coadministration group (BNT162b2 and SIIV)/placebo, or the separate-administration group (placebo and
SIIV)/BNT162b2, stratified by age groups (18 through 49 years and 50 through 64 years) and by history
of positive SARS-CoV-2 test results by NAAT or rapid antigen test prior to randomisation (with prior
history of SARS-CoV-2 and without prior history of SARS-CoV-2).

Results pertaining to the primary, secondary, and exploratory objectives for Study C4591030 were
previously described in the C4591030 Final CSR (dated 29 June 2023), which was submitted, reviewed
and approved via EMEA/H/C/005735/11/0201 (CHMP Opinion: 30 May 2024, EC decision: 03 July 2024).
As requested in the EMEA/H/C/005735/11/0201 final assessment report, an overview of results of the
secondary BNT162b2 immunogenicity endpoint analyses of SARS-CoV-2 neutralisation titres for a subset
of approximately 200 participants.

6.3.2. Results

Immunogenicity Population

The evaluable BNT162b2 immunogenicity population of the SARS-CoV-2 neutralisation assay subset
included 100 (100%) participants in the coadministration group and 100 (100%) in the separate-
administration group. No participants were excluded from the evaluable BNT162b2 immunogenicity
population of the SARS-CoV-2 neutralisation assay subset.

Type II variation assessment rapport
EMADOC-1700519818-1645300 Page 46/93



Participants without evidence of infection up to 1 month after BNT162b2 vaccination included 60 (60.0%)
in the coadministration group and 60 (60.0%) in the separate-administration group.

Table 22: Demographic Characteristics — SARS-CoV-2 Neutralisation Assay Subset — Evaluable BNT162b2
Immunogenicity Population

Vaccine Group (as Administered)
Coadminisiration  Separate- Admunistration Total
Group Group (N*=200)
{N*=100) (=100} n® (%4}
u® (%3) n* (%a)
Sex
Male 3503500 410410y 76 (38.00
Female 65 (65.0) 59 (59.0) 124 (62.0)
Race
Whate 26 (86.0) T8 (78100 164 (32.0)
Black or African Amercan 1] 1{1.0% 1{0.5)
Asian 10 (10.0) 13(13.00 23(11.5)
Watrve Hawatian or other Pacific Islander 20200 6{5.00 8400
Not reported 2020 1{L.0) 3015
Unknown 0 1{L0) 1(0.3)
Country
New Zealand 80 (8000 "'S (78.0) 138 (79
Australia 20 (20.0) 22 (22.0) 22 (21.0)
Age ar first study vaccination (vears)®
Mean (3D 388 (1289 031577 39.5(15.33)
Median 370 40.5 380
Min, max (19, 53) (19, 64) (19, 63)
Age group (at first study vaccination)
18-49 Years T4 (7400 69 (69.0) 143(71.5)
50-64 Years 26(26.00 GLO 3T (28.5)
Baselme SARS-CoV-2 stanus
Positive? 40 (4000 40 (40.0) 80 (40,00
Medical history of COVID-19 35(35.00 33350 &8 (34.00
Pogitive N-binding antibody 39(39.00 39 Ee0) TE (39.0)
Negative® 60 (80,00 60 (60.0) 120 (60.0)
Timing of the third dose of BNT162b2 prior to
BNT162b2 vaccination recerved during the study
(days)
1 100 100 200
Mean (5D} 1358 28.14) 163.6 (25.7%) 149.7 (30,300
Median 1325 1595 147.0
Min, max {92, 191) {119, 227) (92, 227)
=90 to = 190 Days 91 (91.0) T4(74.0) 165 (82 5)
= 18010 < 270 Days a2 26 (26.00 33(17.5)

Abbreviations: N-binding = SARS-CoV-2 mucleoprotem—binding; SARS-CoV-2 = severe acute resprratory syndrome
coronavirus 2.
Mote: The coadministration group recerved BNT162b2 (30 pg) in the lefi deltord and SITV in the nght deltood at the first
vaccmation visit, and placebo i the left deltoid at the second vaccmation visit. The separate-admimistration group received
placebo in the left deltosd and SIIV in the night deltoad at the first vaccination visit, and BNT16262 (30 pg) m the left
deltoid at the second vaccination visit.
a. XN =number of participants in the specified group, or the total sample. This value 15 the denomunator for the
percentage calculations.
b.  n=Number of participants with the specified characteristic.
c. For New Zealand participants, date of birth was entered as "0 Jan Year” as per local regulations.
d Positive N-binding antibody result at Visit 1 or medical hustory of COVID-19.

Negatve N- bmdm,gannbcdu result at Visit 1 mdmm:da.calh:slm of COVID-19.
PFJ'ZER CONFIDENTIAL SDTM Creation: 14MAY 023 (22:27) Source Data: ads] Table Generation: 05MAR2024
(01:36)
{Database snapshot date: 20Feb2024) Ouiput File: /nda3/C4591030 NeoCSR2024/ads]l s005_nt
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Secondary Immunogenicity Analyses
SARS-CoV-2 Neutralising Geometric Mean Titres and Geometric Mean Fold-rises

In the evaluable BNT162b2 immunogenicity population of the SARS-CoV-2 neutralisation assay subset,
reference strain neutralising GMTs were increased from baseline to 1 month after BNT162b2 vaccination
among both the coadministration and separate-administration groups. GMTs were slightly lower in the
coadministration group compared with the separate- administration group at 1 month after vaccination.
SARS-CoV-2 neutralising titre GMFRs for the reference strain from before vaccination to 1 month after
BNT162b2 vaccination were 2.5 (95% CI: 2.1, 2.9) in the coadministration group and 3.3 (95% CI: 2.7,
3.9) in the separate-administration group.

Table 23: Geometric Mean Titres/Concentrations and Geometric Mean Fold Rises Overall and by Baseline
SARS-CoV-2 Status — SARS-CoV-2 Neutralisation Assay Subset — Evaluable BNT162b2 Immunogenicity
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Sampling Time Point

Baseline 1 Month After
BNTI162b2 Vaccination
Assay Subgroup  Vaccine Group n* GMT/  (95% n* GMT/ (95% CI") n® GMFR! (95%
(as Randomized) GMCY Iy GMCh 1)
SARS-CoV-2 All Coadmimstration 100 27359 (2107.6, 100 &773.9 (53450, 100 2.5 (2.1,
neutralization group 3603.4) B275.3) 2.9
assay
- reference
strain - NT30
(Titer)
Separate- 100 24212 (1780.1, 100 7ER6.6 (62649, 100 3.3 (2.7,
admimstration 3293.3) Q028.2) i
group
Baseline
SARS-
CoV-2
status
Positive® Coadmimistration 40 %9802  (6548.2, 40 130705 (968735, 40 1.5 (1.2,
Zroup 12315.5) 17634.8) 1.7}
Separate- 40 H3IEET (59908, 40 170124 (129630, 40 20 (1.6,
administration 11738.1) 22326.7) 2.6)
group
Megative® Coadministration 60 12538  (989.0, 60 43706 (35545, 60 3.5 (2.8,
Zroup 15%09.5) 537400 4.3)
Separate- G600 105377 (7661, 60 47240 (35970, 60 4.5 (3.5,
administration 1460.2) 6204.1) 3.7
group
Full-length All Coadministration 100 3607.5 (4539.1, 100 133965 (113784, 100 24 (2.1,
S-binding group 6927.3) 15772.6) 2.7
Il (UimL)
Separate- 100 48TED  (3R54.0, 100 160359 (135406, 100 3.3 (2.9,
administration 6176.3) 18978.3) 18)
group
Raseline
SARS-
Cov-2
status
Positive® Coadministration 40 12263.0 (92802, 40 203054 (159369, 40 1.7 (1.3,
group 16204.5) 25830.0) 2.1)
Separate- 40 12379.1 (95103, 40 269709 (221448, 40 22 (1.8,
admimstration 16113.4) 3284H.8) 2.6)
group
Megative® Coadministration 60 33282 (2677.1, 60 101526 (%3602, 60 3.1 (2.6,
group 4137.%) 12329.4) 3.6)
Separate- 60 26226 (20414, 60 113386 (92025, 60 43 (3.7,
admimstration 3369.5) 13970.5) 5.1)
group

Abbreviations: GMC = geomeiric mean concentration; GMFR = peometric mean fold rise; GMT = geometric mean titer;
IgG = immunoglobulin G;

LLOQ = lower limit of quantitation; N-binding = SARS-CoV-2 nucleoprotein—binding; NT50 = 30% neutralizing titer;
SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.

Mote: Assay results below the LLOO were set o 0.5 = LLOQ for all GMT/GMC and GMFR calculations.

Mote: The baseline was defined as Visit | for the coadministration group and Visit 2 for the separate-administration group.
a.  n= Number of participants in the vaccine group with valid and determinate assay results for the specified assay at the
specified sampling time point.

b. GMT/GMC and the corresponding 2-sided Cls were calculated by exponentiating the mean logarithm of the
titers/concentrations and the corresponding Cls (based on the Student t distribution).

¢.  n= Number of participants with valid and determinate assay results for the specified assay at both the given sampling
Time points.

d. GMFRs and the corresponding 2-sided 95% Cls were calculated by exponentiating the mean logarithm of fold rises
(later time point over earlier time point) and the corresponding Cls (based on the Student t distribution).

e.  Positive = positive N-binding antibody result at Visit 1 or medical history of COVID-19. Negative = negative N-
binding antibody result at Vizit 1 and no medical history of COVID-19.

PFIZER CONFIDENTIAL SDTM Creation: 04MAR2024 (02:51) Source Data: adva Table Generation: 12MAR2024
(02:58)

(Database snapshot date: 29Feb2024) Output File: /nda3/C4591030 NeuCSR2024/adva_gmfr 001 _ref bat
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An ad hoc analysis of model-based GMR (coadministration group to separate-administration group),
which was not prespecified, was also conducted for the SARS-CoV-2 neutralisation assay subset. The
model-based GMR for the SARS-CoV-2 neutralisation assay (reference strain) in the subset was 0.80
(95% CI: 0.66, 0.96), very similar to that observed for the full- length S-binding IgG assay in the same
subset of participants. The model-based GMR for the full-length S-binding IgG assay (coadministration
group to separate-administration group) was 0.83 (95% CI: 0.77, 0.89) in the overall study population in
the primary analysis, while in the neutralisation assay subset the GMR was 0.77 (95% CI: 0.67, 0.89).
Table 24: Model-Based Geometric Mean Ratio for SARS-CoV-2 Neutralization Titres and Full-Length S-

Binding IgG Levels (U/mL) at 1 Month After BNT162b2 Vaccination — SARS-CoV-2 Neutralization Assay
Subset - Evaluable BNT162b2 Immunogenicity Population

Vaccine Group (as Randomized)

Coadministration Group  Separate-Administration Coadministration
Group Group/Separate-
Administration Group
Assay n? GMT/ n? GMT/ GMR-®
GMCt GMCt (95% CI°)
(95% CI*) (95% CIY)

SARS-CoV-2 100 63658 100 8241.2 (7177.3, 9462.8) 0.80 (0.66, 0.96)
neutralization assay - (37014, 7361.2)
reference strain - NT30
(Titer)
Full-length S-binding IeG 100 13092 5 100 16949 5 0.77 (D67, 0.89)
(U/mL) (11748.7, 14590.0) (152425, 18847.6)

Abbreviations: GMC = geometric mean concentration; GMR = geometric mean ratio; GMT = geometric mean titer; IgG =
immunoglobulin G;

LLOQ = lower limit of quantitation; LSMeans = least squares means; N-binding = SARS-CoV-2 nucleoprotein-binding;
NT350 = 530% neutralizing titer; SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.

Note: The baseline was defined as Visit 1 for the coadministration group and Visit 2 for the separate-administration group.
a. 1 =Number of participants with valid and determinate assay results for the specified assay at both baseline and the
given sampling time point.

b.  GMTs/GMCs and the 2-sided 93% Cls were calculated by exponentiating the LSMeans of the titers/concentrations
and the corresponding Cls based on analysis of logarithmically transformed assay results using a linear regression model
with terms of vaccine group, age group, and the corresponding baseline assay results (log scale). Assay results below the
LLOQ were setto 0.3 x LLOQ

c. GMRs and the corresponding 2-sided 93% Cls were calculated by exponentiating the difference in LSMeans and the
corresponding Cls based on the same linear regression model as that for GMTs/GMCs.

PFIZER. CONFIDENTIAL SDTM Creation: 04MAR2024 (02:31) Source Data: adva Table Generation: 14MAR2024
(04:55)

(Database snapshot date: 29Feb2024) Output File: ./nda3/C4591030_NeuCSR2024/adva_gmr_nt mode_bnt

Assessor’s comment: the result assessed during 11/201

Table 2, Model-Based Geometric Mean Ratio for Full Length S-Binding IgG Levels
(U/mL) at 1 Month After BNT162b2 Vaccination — Evaluable BNT162b2
Immunogenicity Population

Vaccine Group (as Randomized)

Coadministration Group Separate-Administration  Coadministration Group/Separate-
Group Administration Group
Assay n® GMCh n® GMC? GMR*®
(95% CIY) (95% CIF) (95% CI9
Full-length 8- 499 13767.8 413 166445 0.83(0.77, 0.89)
binding IsG (13110.0, 14458.6) (13774.7, 17562.3)

(U/mL)

The neutralising assay results from this smaller selected population agree with the earlier presented S-
protein binding antibody results from entire evaluable immunogenicity population. The antibody titre was
very high for both separate and co-administration groups. The antibody concentration was numerically
higher in separate administration group compared to the co-administration group according to both
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serology method. For this post- hoc analysis for small subgroup, the GMR would not meet the pre
specified non-inferiority criteria (lower limit of the 2-sided 95% CI for the GMR >0.67) There will be no
immunogenicity data presented from this co-administration study in SmPC as agreed earlier during
I1/201. The clinical impact for lower neutralising antibody titre in case of separate administration is
unknown.

Immunogenicity Conclusions

Secondary BNT162b2 Immunogenicity — SARS-CoV-2 Neutralisation Assay Subset

e SARS-CoV-2 reference strain GMTs were increased from baseline to 1 month after BNT162b2
vaccination among both the coadministration and separate-administration groups. GMTs were
slightly lower in the coadministration group compared with the separate-administration group at 1
month after vaccination.

e GMFRs for the reference strain from before study vaccination to 1 month after BNT162b2
vaccination were slightly lower in the coadministration group (2.5 [95% CI: 2.1, 2.9]) compared
with the separate-administration group (3.3 [95% CI: 2.7, 3.9]).

. Due to the sampling variability and smaller sample size of the neutralisation subset, the lower
bounds of the 95% CI of the model-based GMRs were lower than seen for the full-length S-
binding IgG assay in the overall study population in the primary analysis; however, the point
estimates of GMRs for the SARS-CoV-2 neutralisation assay and full-length S-binding IgG assay
were similar: 0.77 (95% CI: 0.67, 0.89) and 0.80 (95% CI: 0.66, 0.96) for the full-length S-
binding IgG assay and the SARS- CoV-2 neutralisation assay (reference strain) in the
neutralisation subset respectively, compared to 0.83 (95% CI: 0.77, 0.89) in the overall study
population in the primary analysis for the full-length S-binding IgG.

6.3.3. Discussion

The primary results were evaluated during procedure II/201, but are repeated here to put the new results
into the context.

Because the recommendations for COVID-19 vaccination and influenza vaccination have a considerable
overlap, including recommended age groups, at-risk populations, and timing, both vaccines may need to
be administered at the same time. Such guidance is already provided in the USA and European Union,
and by the World Health Organization (WHQO) since autumn 2022.

The study C4591030, which investigates co-administration of Comirnaty and seasonal influenza vaccine
study has been part of RMP since April 2021.

1134 participants were randomised at a ratio of 1:1 into the coadministration group, or the separate
administration group (placebo and SIIV)/Comirnaty, stratified by age groups (18 through 49 years and 50
through 64 years) and by history of positive SARS-CoV-2 test results by NAAT or rapid antigen test prior
to randomisation (with prior history of SARS CoV-2 and without prior history of SARS-CoV-2).

The primary immunogenicity objective was to demonstrate that the immune responses elicited by
Comirnaty when co-administered with SIIV are noninferior to those elicited by Comirnaty when
administered alone, as demonstrated by full-length S-binding IgG levels. The full-length S-binding I1gG
measurement results showed that binding antibody concentration was numerically higher in separate
administration group compared to the co-administration group (non-overlapping GMC 95% CI). The GMR
coadministration vs. separate administration was 0.83 [95% CI: 0.77, 0.89]). The GMR met the pre
specified non-inferiority criteria (lower limit of the 2-sided 95% CI for the GMR >0.67) as immunogenicity
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primary endpoint of this study. S-binding IgG levels has not been used earlier as a primary
immunogenicity endpoint in Comirnaty studies. Neutralisation assay is seen as the most relevant to
demonstrate protection against infection.

Already during the study report evaluation (MEA 018) we noted that the primary SARS-CoV-2
Immunogenicity endpoint for this study is full-length S-binding IgGlevels and not the neutralising
antibodies. At the same time, SARS-CoV-2 neutralising antibody titreis a secondary endpoint and was
planned to be evaluated for a subset of approximately 200 participants. The approach of choosing binding
antibodies as a primary endpoint could be acceptable if a good correlation of binding IgG and
Neutralisation assays would be demonstrated. Therefore, the MAH had to show the correlation between
neutralising and binding antibodies to ensure clinical relevance of the binding antibody data. The MAH has
submitted the requested method correlation analysis and the result is acceptable as demonstrating a
good correlation (R? = 0.97) between the values measured using Neutralisation and Binding assay.

In current update, an overview of results of the secondary BNT162b2 immunogenicity endpoint analyses
of SARS-CoV-2 neutralisation titres for a subset of approximately 200 participants were presented.

The evaluable BNT162b2 immunogenicity population of the SARS-CoV-2 neutralisation assay subset
included 100 (100%) participants in the coadministration group and 100 (100%) in the separate-
administration group. The neutralising assay results from this smaller selected population agree generally
with the earlier presented S-protein binding antibody results from entire evaluable immunogenicity
population. The antibody titre was very high for both separate and co-administration groups. The
antibody concentration was numerically higher in separate administration group compared to the co-
administration group according to both serology method for this selected smaller study population. For
this post-hoc analysis for small subgroup, the GMR would not meet the pre specified non-inferiority
criteria for neither of the assays (lower limit of the 2-sided 95% CI for the GMR >0.67). The result was
very near to non-inferiority criteria, GMR LL 0.66 for neutralisation and 0.67 for S-binding assay. The
GMRs of the S- protein binding antibody data from entire evaluable immunogenicity population did meet
the pre specified non-inferiority criteria.

There will be no immunogenicity data presented from this co-administration study in SmPC as agreed
earlier during II/201. The clinical impact for lower titre of neutralising antibodies in case of co-
administration with SIIV is unknown.

7. Clinical Safety aspects
7.1. Methods - analysis of data submitted

7.1.1. C4591015

Study C4591015 was a global Phase 2/3, randomised, placebo-controlled, observer-blind study to
evaluate the safety, tolerability, and immunogenicity of 30 ug of BNT162b2 or placebo administered in 2
doses, 21 days apart, in healthy pregnant women 18 years of age or older vaccinated at 24 to 34 weeks’
gestation.

The Phase 2 portion of the study included approximately 200 pregnant women enrolled at 27 to 34
weeks’ gestation. The IRC reviewed safety data through 7 days after the second dose for all Phase 2
participants.

Type II variation assessment rapport
EMADOC-1700519818-1645300 Page 53/93



The Phase 3 portion of this study included approximately 150 pregnant women enrolled at 24 to 34
weeks’ gestation. Phase 3 proceeded after the first 200 maternal participants had been enrolled in Phase
2. Maternal participants who originally received placebo could receive BNT162b2 at the 1-month post-
delivery visit.

Subjects with known HIV infection could be included if the participant had a viral load <50 copies/mL and
CD4count >200 cells/mm3 within 6 months before Enrolment, and on stable antiretroviral
therapy for at least 6 months.

Enrolment in this study was terminated on 25 October 2021 due to Enrolment challenges as a result of
universal recommendations for COVID-19 vaccination of pregnant women and the increased global
availability of COVID-19 vaccines.

7.1.2. C4591024

This was a Phase 2b, open-label study with BNT162b2 in immunocompromised participants =18 years of
age treated for NSCLC or CLL, receiving haemodialysis treatment secondary to end-stage renal disease,
or receiving immunomodulator therapy for an autoimmune inflammatory disorder, and in
immunocompromised participants 2 to <18 years of age receiving immunomodulator therapy or who
have undergone solid organ transplant (within the previous 3 months) and are on immunosuppression or
who have undergone bone marrow or stem cell transplant at least 6 months prior to Enrolment.

The study evaluated a 4-dose schedule (the first 2 doses separated by 21 days), with a third dose
occurring 28 days after the second dose. The fourth dose (booster) occurred 3-6 months after Dose 3*.

The dose for each of the 4 vaccinations depended upon the age of the participant at the time of
vaccination, as follows:

e For participants who were >12 years of age (on the day of vaccination): at a 30-ug dose level

e For participants who were 5 to <12 years of age (on the day of vaccination): at a 10-ug dose
level

e For participants who were 2 to <5 years of age (on the day of vaccination): at a 3-pg dose level

e In each of the cohorts <18 years of age (at Visit 1), participants with the following
immunocompromising conditions were recruited/enrolled:

o Immunomodulator treatment for an autoimmune inflammatory disorder (=10 participants
in each age cohort)

o Immunomodulator treatment after solid organ transplant (=10 participants in each age
cohort)

o Underwent bone marrow or stem cell transplant =6 months (182 days) before Enrolment
(=10 participants in each age cohort)

e In the cohort that was =18 years of age (at Visit 1), participants with the following
immunocompromising conditions were recruited/enrolled:

o Treated for NSCLS or CLL (no participants who were receiving treatment or under
observation for CLL were enrolled in Study C4591024.)

o Were receiving haemodialysis treatment secondary to end-stage renal disease

o Immunomodulatory treatment for an autoimmune inflammatory disorder
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*Note that the timing of the fourth dose was determined by the investigator’s discretion, taking into account factors
such as the participant’s underlying condition and level of immunosuppression, the evolving clinical literature, the
COVID-19 incidence in the participant’s geographic area, and the potential for increased reactogenicity with Dose 4
occurring earlier. Additionally, although more data are needed for COVID-19 vaccines, there is a risk of reduced
immunogenicity and antibody persistence with a shorter interval between Dose 3 and Dose 4. Investigators were
encouraged to weigh the risks and benefits for each participant and make an individualized decision on the timing of
the third dose, provided it falls within the minimum and maximum time frames detailed above. Depending on the
timing of Dose 3 and Dose 4, participants were expected to participate for up to 14 months, with a maximum of
approximately 15 months

There have been 5 protocol amendments during the study. Some changes were purely administrative
clarifications initially reported in PACLs. Other more important changes are listed below:
e Removal of the requirement to conduct a potential COVID-19/MIS-C convalescent visit following
each COVID-19/MIS-C illness visit.

e Removal of the exploratory objective looking into viral shedding in line with the removal of the
convalescent visit.

e Addition of primary and exploratory safety, tolerability, and immune response objectives for the
expanded cohort of participants on active immunomodulator therapy.

e Updated Visit 5 window to allow its occurrence as early as 28 days after Visit 2 and updated
wording to allow subgroup analysis of immunogenicity endpoints based on various timing of Dose
3. These changes were made to be in line with Regulatory recommendations for providing a 3rd
dose of BNT162b2 to immunocompromised individuals.

e Updated procedures to allow a fourth dose (booster), reducing the window for provision of Dose
3, and allowing vaccination with the age-appropriate dose.

e Updated the number of participants in each group based on actual recruitment figures.

e Removed further blood draws for participants who have consented to PBMC sampling.

7.2. Results

7.2.1. C4591015

The study was not able to enrol the intended number of participants due to real-world use of the vaccine
in this population.

Disposition

Maternal population

Table 25: Disposition of All Randomized Participants — Maternal — Prior to Unblinding
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Vaccine Group (as Randomized)

BNT162b2 (30 nug) Placebo Toral

(N*=174) (N*=174) (N*=348)
n® (%) n® (%) n® (%)
Randomized 174 (100.0) 174 (100.0) 348 (100.0)
Not vaccinated 1(0.6) 1(0.68) 2(0.6%
Vaccinated
Dose 1 173 (99.4) 173 (99.4) 346 (99.4)
Daoze 2 170 ¢97.7) 170 (97.7) 340 (97.7)
Completed 1-month postdelivery visit 161 (92.3) 139 (91.4) 320 (92.0)
Withdrawn from the study T4.0) 12 (6.9) 19(5.5)
Withdrawn before Dose 1 1(0.6) 1(0.6) 2(0.6)
Withdrawn after Dose 1 and before Dose 2 2(1.1) 2(1.1) 4(1.1)
Withdrawn after Doze 2 (2.3) Q{52 1337
Reazon for withdrawal
Withdrawal by subject 4(2.3) 9(52) 13(3.7)
Protocol deviation 2(1L1) 2(1.1) 4{1.1)
Lost to follow-up 1(0.6) 1(0.6) 2{0.6)
Note: Human immuncdeficiency virus (HIV)-positive participants are included 1n this summary but analyzed and reported
separately.

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

b, n=Nomber of participants with the specified characteristic

PFIZER CONFIDENTIAL SDTM Creation: 03APR2023 (09:33) Source Data: adds Table Generation: 12MAY2023
(12:03) Output File: /nda3/C4591015 BR/adds =002 all p3 rand

Infant population:

A total of 167 infants were born to maternal participants in the BNT162b2 group and 168 were born to
maternal participants in the placebo group. Most (86.9%) infant participants completed the 6-months-of-
age follow-up visit. Withdrawal from the study was more frequently reported among infants whose
mothers were randomised to placebo (17.3%) than those whose mothers were randomised to BNT162b2
(9.0%); the most frequent reasons for withdrawal during the study was withdrawal by parent/guardian
and lost to follow-up. Two infant participants (1 in the BNT162b2 [pneumonia, mother was HIV
positiveland 1 in the placebo group [neonatal pneumonia]) died during the study due to SAEs that were
assessed as unrelated to study vaccination, and were subsequently withdrawn from the study.

The safety population for maternal participants included 173 participants in the BNT162b2 group and 173
participants in the placebo group; 2 maternal participants were excluded from the safety population
because they did not receive the study intervention. Most maternal participants included in the safety
population were breastfeeding, and 12 in the BNT162b2 group and 10 in the placebo group were HIV-
positive.

Demographics

Maternal population:

Table 26: Demographic Characteristics — Safety Population (Maternal)

Type II variation assessment rapport
EMADOC-1700519818-1645300 Page 56/93



Vaccine Group (as Administered)

BNT162b2 (30 pg) Placebo Total
(N*=173) (NE=173) (N=146)
n® (%) P (%) n® (%)
Race
White 117 (67.6) 118 (68.2) 235 (67.9)
Black or African American 47 (270 43 (249 90 (26.0)
American Indian or Alaska Native 1(0.6) 1(0.6) 2(0.6)
Asian 329 9(3.2) 1440
Native Hawaiian or other Pacific Islander 0 1(0.6) 1(0.3)
Multiracial 1(0.6) 0 1(0.3)
Not reported 213 1(0.6y 3(0;
Ethnicity
Hispanic/Latino 70 (40.5) 63 (364) 133 (38.4)
Non-Hispanic Non-Latine 103 (39.5) 110 (63.6) 213 (61.6)
Country
Brazil 24(13.9) 19(11.0) 43(12.4)
South Africa 40(23.1) 42243 82(237)
Spain 21 (12.1) 18(10.4) 39(11.3)
United Kingdom T(4.0) 2(4.6) 15(4.3)
United States 81(46.8) 86 (49.7) 167 (48.3)
HIV-positive
Yes 12(69) 10(5.8) 22(64)
Ne 161(93.1) 163 (94.2) 324 (93.6)
Age at Dose 1 (vears)
Mean (3D) 29.6 (6.27) 206 (3.79) 20.6 (6.03)
Median 0.0 30.0 300
Min, max (18, 44) (18,44 (18, 44)
Gestational age at Dose 1 (weeks)
fi 173 173 346
Mean (3D) 3000274 302264 30.1(2.69)
Median 301 304 304
Min, max (24.0,349) (24.1,36.1) (24.0,36.1)
Gestational age at Dose 2 (weeks)
n 170 170 340
Mean (5D) 33.1(2.68) 33427 33.2(2.70)
Median 333 334 334
Min, max (27.0,37.7) (27.0,39.6) 27.0,3986)
Bazeline SARS-CoV-2 status confirmed
Positive 63 (36.4) 64 (37.0) 127 (36.7)
Negative 102 (39.0) 105 (80.7) 207 (39.8)
Missing 346 4(2.3) 12(3.3)
Body mass index (BMI)
Underweight (<185 lcg'rn]] 0 1{0.8) 1(0.3)y
Normal weight (=18 5 kg/m® - 24.9 kg/m?) 43 (249 39(22.3) 82(23.71)
Overweight (225.0 kg/m? - 28.9 kg/m?) 65 (37.6) 62 (35.9) 127 (36.7)
Obese (230.0 kg'm?) 65(37.6) 70 (40.3) 135 (39.0)
Missing 0 1(0.6) 1(0.3)

Abbreviations: HIV = human immunodeficiency virus; SARS-CoV-2 = severe acute respiratory svndrome coronavirus 2.
Note: Gestational age at Dose 2 (weeks) = gestational age at Dose 1 (weeks) — (date of Dose 2 — date of Dose 1)/7.

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

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

PFIZER. CONFIDENTIAL SDTM Creation: 03APR2023 (09:47) Source Data: ads] Table Generation: 10MAY 2023
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Most (=297.7%) maternal participants were administered Dose 1 and Dose 2 as randomised. For
participants who were originally randomised to placebo, 87.4% and 85.1% received a first dose and
second dose of BNT162b2, respectively, following unblinding at the 1-month postdelivery visit.

In all randomised maternal participants, the majority (=87.9%) in the BNT162b2 and placebo groups
received Dose 2 in the protocol-defined window of 19 to 23 days after Dose 1. For the 152 (87.4%)
maternal participants who were originally randomised to placebo and received a first dose of BNT162b2
after unblinding, the majority (127 [73.0%]) received a second dose of BNT162b2 in the protocol-defined
window of 19 to 23 days after the first dose.

Infant population:
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The majority of participants were White (65.4%), non-Hispanic/non-Latino (60.3%), and located in the
US (48.7%) or South Africa (23.9%). The majority of infants were born 237 weeks to 41 weeks 6 days,
and 89.3% of infant participants were breastfed. Both groups were similar with regards to HIV status
(mother positive in 6-7%).

Reactogenicity

Local reactions

Figure 1: Local Reactions, by Maximum Severity - Safety Population (Maternal)
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Most local reactions were mild or moderate in severity. A severe event of swelling was reported in 1
participant in the BNT162b2 group after Dose 1, and a severe event of pain at the injection site was
reported in 1 participant in the same group after Dose 2. No Grade 4 local reactions were reported in

either group.

Across both groups, median onset for all local reactions was between Day 1 and Day 2.5 after Dose 1 or
Dose 2, and all events resolved with median durations between 1 to 2 days.

Subgroup analysis: Local reactions reported within 7 days after vaccination were evaluated by race,
ethnicity, and baseline SARS-CoV-2 status. Overall, for these subgroups, local reactions were reported
at higher frequencies among participants in the BNT162b2 group after both doses compared to those in
the placebo group. Among vaccinated participants, no clinically meaningful differences were observed by
race or ethnicity in either group. For participants with baseline negative SARS-CoV-2 status, higher
frequencies of pain at the injection site were reported after each dose in both the BNT162b2 and placebo
groups as compared to baseline positive participants. As several subgroups included a limited number of
participants, these results should be interpreted with caution.

Systemic Events

Figure 2: Local Reactions, by Maximum Severity - Safety Population (Maternal)
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Systemic Events, by Maximum Severify - Safety Population (Maternal)
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Most systemic events were mild or moderate in severity. In both the BNT162b2 and placebo groups, the
most frequently reported severe events after any dose were fatigue (2.0% and 0.6%, respectively) and
headache (1.9% and 0.6%, respectively). No Grade 4 systemic events were reported in either group.

Across both groups, median onset for all systemic events was between Day 1 and Day 4 after Dose 1 or
Dose 2, and all events resolved with median durations between 1 to 4.5 days.

The reported frequencies of participants with baseline systemic events were similar for the BNT162b2 and
placebo groups, with the baseline fatigue most frequently reported (29.7% and 33.8%, respectively).

Subgroup analyses: Systemic events reported within 7 days after vaccination were evaluated by race,
ethnicity, and baseline SARS-CoV-2 status. Among vaccinated participants, no clinically meaningful
differences were observed by race, ethnicity, or SARS-CoV-2 status in either group. As several subgroups
included a limited number of participants, these results should be interpreted with caution.

Adverse Events
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Table 27: Number (%) of Participants Reporting at Least 1 Adverse Event From Dose 1 to 1 Month After
Dose 2 - Blinded Follow-Up Period — Safety Population (Maternal)

Vaccine Group (as Administered)

BNT162b2 (30 pg) Placebo
(N#=161) (NE==163)
Adverse Event n® (%) n° (%)
Any adverse event 38(23.6) 37227
Belated® 1(0.6) 1(0.6)
Severe T(43) (49
Life-threatening 0 318
Any serious adverse event 9(56) 2(5.5)
Related® ] 0
Severe LEERY 4(2.3)
Life-threatening ] 3(18)
Any nonserious adverse event 33(20.3) 33(20.2)
Belated® 1(0.6) 1(0.6)
Severe 201 4(2.5)
Life-threatening ] [}
Any adverse event leading to withdrawal 0 0
Related® ] 0
Severe 0 0
Life-threatening 0 0
Death 0 0

Note: Human immunedeficiency virns (HIV)-positive participants are not included in this summary. Analyses for HIV-
positive participants and their infants will be summarized separately.

Note: Nonserious adverse events related to study intervention with onset within 7 days (excluding immediate adverse
event and adverse events leading to withdrawal) after vaccination and identified as reactogenicity events were excluded
from the analysiz of adverse events. These events were included in the analysis of reactogenicity events.

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

b.  n=Nuomber of participants reporting at least 1 occurrence of the specified adverse event category. For "any adverse
event," n = the number of participants reporting at least 1 occurrence of any adverse event.

c.  Assessed by the investigator as related to investigational product.

PFIZER. CONFIDENTIAL SDTM Creation: 03APR2023 (10:10) Source Data: adae Table Generation: 03MAY2023
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Participants Randomised to Placebo and Who Received BNT162b2 After Unblinding

Note that these participants did not use an e-diary to record local reactions or systemic events occurring
within 7 days of vaccination after receipt of BNT162b2 after unblinding at 1 month postdelivery, and all
such events were reported as AEs.

The frequency of AEs reported among participants who originally received placebo and then received
BNT162b2 after unblinding (22.2%) was similar to that in the BNT162b2 group during the blinded follow-
up period (23.6%), and overall the results did not suggest any meaningful differences in types of AEs
reported. From vaccination with BNT162b2 to 1 month after the second dose of BNT162b2 for

original placebo participants who then received BNT162b2 after unblinding, there were no reported SAEs,
life-threatening AEs, AEs leading to withdrawal, or deaths. Except for 1 participant, all AEs were mild or
moderate in severity. Related AEs were reported in 12.5% of participants. The most frequently reported
AEs in these participants unblinded at 1-month postdelivery were reactogenicity events. The frequency of
AEs reported among participants who originally received placebo and then received BNT162b2 after
unblinding (22.2%) was similar to that in the BNT162b2 group during the blinded follow-up period
(23.6%). From vaccination with BNT162b2 to 1 month after the second dose of BNT162b2 for original
placebo participants who then received BNT162b2 after unblinding, there were no reported SAEs, life-
threatening AEs, AEs leading to withdrawal, or deaths. Except for 1 participant, all AEs were mild or
moderate in severity. Related AEs were reported in 12.5% of participants. The most frequently reported
AEs in these participants unblinded at 1-month postdelivery were reactogenicity events.

Infant Participants
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The proportions of infant participants with any AEs reported from birth to 1 month of age were similar in
the BNT162b2 (35.3%) and placebo (37.1%) groups. Most AEs were mild or moderate in severity (<£6.3%
were severe between both groups), and none were assessed by the investigator as related. Between both
groups, SAEs were reported in <13.8% and life-threatening AEs were reported in and <3.1% of infants.
One infant participant in the placebo group was withdrawn due to a fatal SAE of neonatal pneumonia that
was assessed by the investigator as unrelated to study intervention. Additionally, 1 infant born to an HIV-
positive maternal participant in the BNT162b2 group was withdrawn due to a fatal SAE of pneumonia that
was also assessed as unrelated to study intervention by the investigator.

Adverse Events by System Organ Class and Preferred Term
Maternal Participants

AEs in maternal participants from Dose 1 to 1 month after Dose 2 that were most frequently reported for
the BNT162b2 group were in the SOCs of pregnancy, puerperium and perinatal conditions (9.3%),
infections and infestations (5.0%), and gastrointestinal disorders (4.3%); in the placebo group, AEs were
reported in these SOCs for pregnancy, puerperium and perinatal conditions (9.2%), gastrointestinal
disorders (6.1%), infections and infestations (2.5%), and blood and lymphatic system disorders (2.5%),
respectively. The frequency of AEs reported by PT was generally similar between the BNT162b2 and
placebo groups. Few Tier 2 AEs! were reported in maternal participants from Dose 1 to 1 month after
Dose 2. In the BNT162b2 group, most Tier 2 AEs were reported in 2 participants each.

Participants Randomised to Placebo and Who Received BNT162b2 After Unblinding

In maternal participants originally randomised to placebo, who received BNT162b2 after unblinding at 1-
month postdelivery, AEs reported from the first dose of BNT162b2 to 1 month after the second dose of
BNT162b2 were most frequently in the SOCs of general disorders and administration site conditions
(13.2%), infections and infestations (6.9%), and nervous system disorders (5.6%). The few AEs reported
in >1 participant was primarily reactogenicity events; the most frequently reported were injection site
pain (9.0%) and headache (4.9%).

Infant Participants

AEs in infant participants from birth to 1 month of age that were most frequently reported for the
BNT162b2 group were in the SOCs of pregnancy, puerperium and perinatal conditions (16.7%) and
congenital, familial and genetic disorders (10.3%); in the placebo group, AEs were reported in these
SOCs for 19.5% and 5.0%, respectively. In the BNT162b2 group, most AEs were reported in 1 participant
each. The most frequently reported AE in the BNT162b2 group was jaundice neonatal (12.2%), which was
reported similarly in the placebo group (10.7%).

Tier 2 AEs were reported at similar frequencies between the BNT162b2 and placebo groups (53 and 61
participants, respectively). In the BNT162b2 group, most Tier 2 AEs were reported in 1 to 3 participants
each.

Infants Born to HIV-Positive Participants

There were few infants born to HIV-positive maternal participants with AEs reported during the study;
most were born to mothers in the placebo group. None of the AEs were assessed as related. One infant
born to an HIV-positive participant maternal participant in the BNT162b2 group had a fatal SAE of
pneumonia that was assessed by the investigator as not related.

Related Adverse Events

L A MedDRA PT is defined as a Tier 2 event if there are at least 1% of participants in at least 1 vaccine group reporting the
event
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Maternal Participants

Table 28: Number (%) of Participants Reporting at Least 1 Related Adverse Event From Dose 1 to 1
Month After Dose 2, by System Organ Class and Preferred Term — Blinded Follow-Up Period — Safety
Population (Maternal)

Vaccine Group (as Administered)

BNT162b2 (30 pg) Placebo

(N*=161) (N*=163)
System Organ Class nP (%4) (95% CI% nP (%) (9509 CI9

Preferred Term

Any event 1(0.6) (0.0,3.4) 1(0.6) (0.0,34)
General disorders and administration site conditions 0 (0.0,23) 1(0.8) (0.0,34)
Injection site pain 4 (0.0,2.3) 1(0.8) (0.0,3.4)
Reszpiratory, thoracic and mediastinal disorders 1(0.8) (00,34 0 (0.0,2.2)
Tachypnoea 1(0.6) 00,34 ¢ (0.0,2.2)

Note: MedDEA (v23.1) coding dictionary applied.

Note: Human immunodeficiency virns (HIV)-positive participants are not included in this summary. Analyses of HIV-
positive participants and their infants will be listed separately.

Note: Nonserious adverse events related to study intervention with onset within 7 days {excluding immediate adverse
event and adverse events leading to withdrawal) after vaccination and identified as reactogenicity events were excluded
from the analysiz of adverse events. These events were included in the analysis of reactogenicity events.

a. N =number of participants in the specified group. This value is the denominator for the percentage calculations.
b.  n=Number of participants reporting at least 1 occurrence of the specified adverse event. For "Any event." n =
number of participants reporting at least 1 occurrence of any adverse event.

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

PFIZER. CONFIDENTIAL SDTM Creation: 03APR2023 (10:10" Source Data: adae Table Generation: 03MAY2023

Neither of the two related AEs were SAEs or AEs which led to withdrawal.

In infant participants, none of the AEs reported from birth to 1 month of age were assessed as related to
study intervention by the investigator.

Immediate Adverse Events
Maternal Participants

In maternal participants, there were no immediate AEs reported within 30 minutes after receiving Dose 1.
After Dose 2, 1 participant in the placebo group reported an immediate AE of injection site pain.

Participants Randomised to Placebo and Who Received BNT162b2 After Unblinding

In maternal participants who were originally randomised to placebo and then received BNT162b2 after
unblinding at 1-month postdelivery, there were no immediate AEs reported after the first or second dose
of BNT162b2.

Severe and Life-Threatening Adverse Events
Maternal Participants

Severe AEs were reported by 7 participants (4.3%) in the BNT162b2 group and 8 participants (4.9%) in
the placebo group from Dose 1 to 1 month after Dose 2. In the BNT162b2 group, severe AEs were mostly
reported by 1 participant each and were most frequently reported (<2 participants) in the SOCs of
pregnancy, puerperium and perinatal conditions and infections and infestations. The few severe AEs that
were SAEs were similar in frequency between groups (5 [3.1%] participants in the BNT162b2 group, 4
[2.5%] participants in the placebo group), and none were assessed by the investigator as related.

Infant Participants

Severe AEs were reported by 5 participants (3.2%) in the BNT162b2 group and 10 participants (6.3%) in
the placebo group from birth to 1 month of age. In the BNT162b2 group, severe AEs were reported in 1
participant each and were most frequently reported (<3 participants) in the SOCs of congenital, familial
and genetic disorders and pregnancy, puerperium and perinatal conditions. The few severe AEs that were
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SAEs were similar in frequency between groups (5 [3.2%] participants in the BNT162b2 group, 8 [5.0%]
participants in the placebo group), and none were assessed by the investigator as related.

Deaths

Maternal Participants

There were no deaths in maternal participants.
Infant Participants

One infant born at 32 weeks and 3 days gestational age, to a maternal participant in the placebo group,
died at 7 days of age due to an SAE of neonatal pneumonia; the event duration was 7 days, and was
assessed as not related by the investigator. Additionally, one infant born at 40 weeks gestational age, to
an HIV-positive maternal participant in the BNT162b2 group, died at 124 days of age due to an SAE of
pneumonia; the event duration was 6 days, and was investigator-assessed as not related.

Serious Adverse Events
Maternal Participants

For SAEs reported in maternal participants from Dose 1 to 1 month after Dose 2, the proportions were
similar in the BNT162b2 (5.6%) and placebo (5.5%) groups; none were assessed by the investigator as
related.

Table 29: Number (%) of Participants Reporting at Least 1 Serious Adverse Event From Dose 1 Through 1

Month After Delivery, by System Organ Class and Preferred Term - Blinded Follow-Up Period - Safety
Population (Maternal)
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Yaccime Group (as Administered)

ENTI6202 (30 pg) Placebo
(=161} (N*'=163)
System Organ Class n' (%) {93% CT} u® (%) (5% CT)
Freferred Term
Any event (130 (83,187 23(14.1) (8.2, 20.4)
Cardine diverders 1(0.8) 0.0,3.4) 2(LY (01,44
Mearesserisg foetal heart rate patiern L] me,2.3 2(LY (01,44
Brachrcardia foetal 1(0.6) (0.0, 3.4) 0 (00, 2.2
Gastroitestingl disardens 1(0.8) (0.0,3.4) Q (00, 2.2
Abdominal wall haematoma 1(0.6) 00,34 a (0.0, 2.2
Hepatobiliary disorders [ 0.0,2.3) 1(0.6) (0.0, 3.4)
Chalelithinss o (0.0,2.3) 1 (0.8 (00, 3.4)
Infections and infestations ifle (0.4, 53) 2{LE) (01, 4.4)
Endometritis 1 {0.8) (0.0, 3.4) o (0.0, 2.2
Lewer respirateny tract mfeston 1(0.8) (0.0, 3.4) Q (00, 2.2)
Parumcnia o me.23 106 (00,34
Prelonephritis 1(0.6) (0.0, 3.4) 0 {00, 2.2
Urinary tract infection ) 0.0,2.3) 1 {06y (00, 3.4)
Injury, potsoning and procedunal complications o me.2% 1(0.6) (00,34
Urinary tract procedural complication [} {0.0,2.3) 1 (0.6 {00, 3.4)
Ievestizations L 0o 2.3 2000 144
Foetal beast rate abmarenal ] (00,23 1(0.5) [0.0,3.4)
Ultrasousd feetal abnormal 1] 00,13 1 (0.8 (0.0, 5.4)
Mlusculeskelsal and conmective tssue disarders 1 (0.6) 0.0, 3.4) a {0.0,2
Ohstecarthrats 1(0.4) (0.0, 3.4) [ [0.0,22)
Pregnarcy, puerperium and perinatal conditions 13 (8.0} (4.4, 13.9) 17 (10.4) (6.2, 16.2)
Pre-sclampsia 415 (0.7, 6.2 {13 0.1, 44)
Foetal distress syadrome ETEE ] 04, 53) 21D 101,44
Cephalo-peivic disproportion 1(0.6) (0.0, 3.4) 31E 04,53
Premature separztion of placenta 1] (0.0, 2.3) I(lE) 0.4, 5.3)
Foetal bypalmesia 1(0.8) (0.0, 3.4) 1 (0.5) 0.0, 3.4)
Gestaticaal Bypemenscs 1(0.4) 00,34 1 (0.8 (0.0,54)
Pestpastum baemorrhage 0 0.0, 2.3) 2{LH 0.1, 44
Arrested labour 1] (0.0, 23) 1 (0.5 0.0, 3.4)
Breech presentation 1(0.6) (0.0, 3.4) 0 00,22
Failed indoction of Inbour 1(0.4) 00, 34) 0 (0.0,2.2)
Foetal growth pestriction 1 (0.6} (0.0, 3.4) 0 00,23
Haemomhage m pregnancy 1 (0.6) (0.0, 3.4) 0 [0.0,2.2)
Mesondus in assiotic flusd 1] 00, 23 (0.8 10.0,54)
Meconium stain 1(0.6) 0034 LI (0.0,2.2)
Omphalorthexss 1] {0.0, 2.3) I (0.6} 0.0, 3.4
Placental insufficiency o (0.0, 2.3) 1{0.6) 0.0,3.4)
Preterms presarcre rupte of niensbranes 1] 0, 235 1 (0.8 00, 54)
Proloeged ruptore of membranes o 00,23 1 {0.8) 0.0, 34)
Feetained placenta or membranes 1 (0.6) (0.0, 3.4) 0 {0.0,2.2)
BReproductive system and breast disorders 2L 0.1,44) L1 [0, 23
Uterise disoades 2(L.2) 02,44 Q 0.0,2.2)
Skin and sube tissoe daserders 1(0.4) (0.0, 3.4) 0 0.0,22)
Prusgita 1 (0.6 (0.0, 3.4) 0 00,22
Wascular disorders 1 (0.6} (0.0, 3.4) 0 {0.0,2.2)
Dheep vem thrombosis. 1(0.4) (0.0, 5.4) L} (0.0, 2.2)

Note- MedDRA (v23.1) coding dictsonary applied.

Note: Human immuncdeficiency vines (HIV)-pesitive participants are not inchoded in this summary. Analyses of HIV-
positive particzparts and theer infasts will be sommarized separstely.

a N =number of participants in the specified group. This value 1s the denominator far the percestage calculations.

b, n=Number of particrpants reporting at least 1 oocurrence of the specified adverse event. For "amy event” o= pomber
of partscipants reporting at least | occumrence of amy adverse event.

c. [Exarct Z-sidad CI, bazed on the Clopper and Pearson method.

FFIZER CONFIDENTIAL SDTM Crestson: 03 APRIO2S (10:100) Source Data: sdae Table Generation: 03MAY 023
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Participants Randomised to Placebo and Who Received BNT162b2 After Unblinding

In maternal participants originally randomised to placebo, who received BNT162b2 after unblinding at 1-
month postdelivery, from the first dose of BNT162b2 to 1 month after the second dose of BNT162b2
there were no SAEs reported.

Infant Participants

From birth to 1 month of age, SAEs were reported in 12.2% and 13.8% of infant participants in the
BNT162b2 and placebo groups, respectively; none were assessed by the investigator as related.

From birth to 6 months of age, SAEs were reported in 13.5% and 15.1% of infant participants in the
BNT162b2 and placebo groups, respectively; none was assessed by the investigator as related. In the
BNT162b2 group, SAEs were most frequently reported in the SOCs of pregnancy, puerperium and
perinatal conditions (5.8%) and congenital, familial and genetic disorders (5.8%), which were reported at
similar frequencies n the placebo group (3.1% and 3.1%, respectively). By PT, all SAEs in the BNT162b2
group were reported in <3 participants each, except for jaundice neonatal (7 participants). In the placebo
group, an SAE of neonatal pneumonia, assessed by the investigator as not related, was fatal.

Infants Born to HIV-Positive Participants

From birth to 6 months of age, SAEs were reported in 9.1% and 22.2% of infants born to HIV-positive
participants in the BNT162b2 and placebo groups, respectively, hone were assessed by the investigator
as related. One infant born to an HIV-positive participant in the BNT162b2 group had a fatal SAE of
pneumonia that was assessed by the investigator as not related to study vaccine.

Discontinuations from Study Due to Adverse Events

Maternal Participants

There were no maternal participants who were withdrawn due to AEs.
Infant Participants

In the placebo group, 1 infant was withdrawn due to a fatal SAE of neonatal pneumonia that was
assessed by the investigator as not related. Additionally, 1 infant born to an HIV-positive participant
maternal participant in the BNT162b2 group was withdrawn due to a fatal SAE of pneumonia that was
assessed by the investigator as not related.

Adverse Events of Special Interest
Maternal Participants

No protocol-defined AESIs were reported in maternal participants during the study (before or after
unblinding).

Infant Participants

Numerical differences between infant participants with reported congenital anomalies were observed
between groups, with anomalies reported in 8 participants in the BNT162b2 group and 2 in the placebo
group. None of the events were assessed by the investigator as related. All participants with reported
AESIs were breastfed.
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Table 30: Number (%) and Comparison of Participants Reporting at Least 1 Adverse Events of Special
Interest From Birth to 6 Months of Age, by System Organ Class and Preferred Term - Safety Population
(Infant)

Matermal Vaccine Group (as Administered)

BNT16262 (30 ug) Placeba Difference
(Ni= 154) [
Svsteen Organ Class n¥ (%) (PE%RCT nP(%)  (BEMCTY % (95% CTY)
Preferred Term
Congenital, fasnilial and geeetsc dasceden B{i.1) (2.2,8% I{1.3) (0.2, 4.5 ig
Atrial septal defact (1l (0.4, 55 1 (0.6 (00, 3.5) 1.3
DhGearge’s svndroms 1 {08} (0D, 3.5 1} 0.0, 2.3} 0.4
hherecephaly 1(0.8) (00,55 o (0.0, 2.3) 0.6
Mucopobraccharidoss 1 (0.6} (0.0, 3.5) ] (0.0, 2.3 06
Patent doctos arfericaus i} o, 2.3y 1 (L&) oD 35 0.6
Syedactyly 106 (00,35 v (00,23 06
Trascamy 21 1 {0.8) (00,35 o (0.0, 2.3) 0.6
Ventricular wegtal defect 1] 00,23 106 0035 04
Benal and wrisany discrders 1 {0.6) (00, 3.5 o (o, 23 0.6
Vencouretenc reflux 1 {0.6) 0 35 o (o, 2.3) 06

Note: MedDEA (v235.1) codmg dictionary applied

Note: Adverse evest of special interest terms are from the COVID-19 program targeted medical event (TAE) bist dated
16Mow2022

Note: Human immueodeficiency virns (HIV}-positive pasticipants ase not incleded in this summary, Anahves of HIV-
positive participants and ther infants will be listed separately.

a N =number of parhcrparts in the specified groop. Thas value 13 the denomanator for the percentage calculabions

b. o= Number of participants reportmg at beast 1 occamence of the specified adverse event. For “Amy event " o=
number of participants reporting at least 1 occurrence of any adverse event.

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

4. DMfference m proporiions, expressed as a percentage (BNT1SID [30 pe] - placebe)

& 2.5pded C1, based ca the Mistinen asd Normisen method for the difference m proporions, sxpressed a5 & peroentage.
FFIZER CONFIDENTIAL SDTM Creation: 03APR2023 (10:10) Source Data: adae Table Generaton: 13MAR2024
(13:3%)

(Database snapshet date: Safery [190Mar2023], Immencmenseity [097an20221) Output File:

Other Significant Adverse Events
Maternal Participants

¢ Anaphylaxis/hypersensitivity: In the BNT162b2 group, there was 1 participant with
hypersensitivity (allergy) of moderate severity that was reported 12 days after Dose 2, which was
assessed by the investigator as not related to study intervention, and resolved within 3 days.

e Bell’s palsy: There were no reported AEs of Bell’s palsy in either vaccine group.
e Appendicitis: There were no reported AEs of appendicitis in either vaccine group.

e Lymphadenopathy: In the placebo group, there was 1 participant with lymphadenopathy (left
axillary) of mild severity that was reported 2 days after Dose 1, which was assessed by the
investigator as related, and resolved within 2 days. There were no reported AEs of axillary pain,
lymph node pain, or lymphadenitis.

Other Safety Evaluations
Pregnancy Outcomes — Maternal Participants

Most maternal participants delivered via the vaginal route (69.0% in BNT162b2 and 66.1% in placebo),
and fewer had an emergency Cesarean delivery (7.7% in BNT162b2 and 10.7%). For 1 HIV-positive
participant in the BNT162b2 group, the outcome was a stillbirth.

Birth Outcomes - Infant Participants
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Most infants were born at term and had favourable newborn assessment outcomes. Infant outcome is

presented in the table below.

Table 31: Birth Outcomes - Safety Population (Infant)

Mlaternal Vaceine Group (az Adminiztered)

BNT162b2 (30 pe) Placebo
(N==16T) (N=168)
n® (%) (95% CT<) n® (%) (35% CI%)

<37 weaks 0 days 21y (0.1,43) 3048 (2.1,53)

=37 weeks - 41 weeks 6 davs 162 (37.00 (93.2,59.0) 157(93.3) (BB.6, 96.T)

=42 weeks 21y (0.1,43) 2011 (01,43

MMizsine 1(0.6) (0.0,3.3) 1(0.6) (00,33
Apzar seore — | minute after delivery

03 4024 (0.7, 6.0) 7.6.0)

4-6 4024 (0.7, 6.0) .5, 99)

7.10 157 (94.0)  (89.3,97.1) 152 (90.5) .0,94.5)

Miissinz {1y (0.1,43) 3(1.8) 30
Apezar seore — 5 minutes after delivery

-3 ] 1{0.6) 00,33

4-6 1(0.6) 4024 (0.7.6.0)

7-10 164 (98.0) 160 (83.2) (90.8,97.9)

Miissinz {1y (01,43 308 04.51)
Apgar seore — 11 mimites after delivery

7-10 62(37.1) (25.8,44.5) 63 (37.5) (30.2,45.3)

Miissinz 103 (62.9) (35.1,70.) 103 (62.3) (34.7,69.3)
Infant cry immediately after delivery

Yes 152 (9100 (85.6.54.5) 147 (87.3) (BL35,92.1)

MNe 12073 (38,122 14 (8.3 (4.6, 13.6)

Miissinz (L8 (04,53) T(42) (L.7.84)
Infant suckle shortly after dalivery

Yes 154 (922 (87.1,55.8) 150 (89.3) (83.6,93.3)

Ne 348 (21,93 11(6.3) (33, 11.4)

Afizzing 53.0) (1.0,6.8) T4 [1.7,84)
Infant outcome

MNormal 133 (91.6) (86.3,95.3) 150 (88.3) (83.6,93.3)

Ceonzenital malformation/memaly 10 (6.0) (2.5, 10.7) 6(3.6) (1.3.7.6)

Other neonatal problem (L8 (0. )} 11(6.3) (3.3, 11.4)

Mlizzing 100.6) (0.0,3.3) 1{0.6) 00,33

a. = nmumber of mfant participants i the specified zroup. This value 1= the denominator for the percentaze
caleulztions.

b, n=Number of participants with the specifiad charactaristic.

¢ Exact 2-zsided confidence interval (CT), based on the Clopper and Pearson methed.

PFIZER CONWFIDENTIAL SDTM Creation: 03APR2023 (10:02) Source Data: adscio Table Generation: 03MAT2023
(12:27) Output File: /nda3/C4591015_BR/adfaio_s(01

7.2.2. C4591024

Disposition

The disposition is described by age group below. None of the participants were excluded from the safety

population.

Participants 2 to <5 Years of Age
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Table 32: Disposition of Participants by Age Group — All Assigned Participants Age Group: 2-<5 Years
Vascine Group (as Assigned)
BNTI62b2 (3 pe)
Immunemodslator Solid Organ Srem Cell Tatal

'Im Tm;r Tﬁ- (Nem3T

a* (%) a* (%) o (M) o ()
Assigned 201000 15 (100.00 13 (100.00 3701000
Vacemaind®
Dose 1 201000 15 (100.00 13 (100.00 37(100.00
Diose 2 201000 15{100.00 [rd 0] 3609735)
Diose 3 201000 15 (10000 L8 ERT ]
Diosa 4 1716 13 (86.7 Bi462) 26703)
3 T(TLE) 6 (400 B452) 190514
10pg o T(46T) L] T1RS)
Completed 1-meath post-Dose 2 010000 15 (100un LR WETH
it
Complesed !-menth pos-Dose 3 5 (38.9) 15 (10003 10765 133
st
a:::tmm l.meath post.Dose 4 118 13 (86.7 G462} 28703y
v
Completed the study¥ T(T1.8) 12 (30.00 6(46.2) I3 (6760
Wihdrawn from stady @ J0m T(338) 12324y
Withdrawn afber Dose | ad o o 10 125
‘bediore Diose 2
Peasoe for withdrawal
Other ] ] 1.0 127
Withdrawe afber Dose 2 sd ] ] 1m 127
‘bedfiome Diose 3
Peasom for withdrawal
Withdranal I ] ] 11T 127
‘parent musthan
Withdrawe after Dose 3 ed 12D 2133 5385 224N
bedore Dose 4
Peasom for withdrawal
Lecat v follow-umm 0 ] (hy 1270
Protocel devianes ] 1] 1M 1270
Withdrawal plrrk] 23y 1054 &85
parent guasdian
Peefosed firther sndy ] o G0 127
Withdrawe afer Dose 4 ] 16T L] 12T
Peasom for withdrawal
Withdranal t o 16T L] 120
parent prasdias |
:-:u MummmF1Bmmnmmmmmufwuwudﬁﬂuﬂm
l“ \fnﬂ:uﬂmmmumﬁdmumm This vahos 15 the desomisator for the percentaps
E m -Tlﬂnhﬂ of partuipants with the specied charasisnste.

r: MdWJthmmnﬂmnmhtmﬂthWﬁ
lg;ewtumd!lrmsdlg:nim!ﬂn recenved an age-sppeoprixie higher dose of a subsequent waccimation vt
d hm-&mmm:mmm;mﬂmm
'urh:h Iizﬂnd‘l.ﬁ:mmﬂu.l.ﬂerﬂme-i ]:En:llmmdnm:l 4).

STIAL SDTH Creation: 13 'ﬁ‘u_ (20:14) Sourse Dat: adds Table Generation: 30NOV2023
ﬂE[i]

{Tratalane smapshon date - [0ALGH025) Oyt File: nda €4391004 €SB SAFETY adds o060
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Participants 5 to <12 Years of Age
Table 33: Disposition of Participants by Age Group — All Assigned Participants Age Group: 5-<12 Years

Vaccine Croup (a: Aszigned)
BNTL62b2 (10 pug)
Tenmumemodulator Seodid Organ Seem Cell Tatal
Therapy Tramaplant Tramsplant =)
(N'=10 N'=14) =11}
" (%) o* (%) u* (%) o (%4
Asagnad 19 (1000, 24 (100.09 22(100.00 & (10000
Vaccizaned
Dosz | 19 (100.0) 24 (100.09 12(100.0) &5 (100,00
Doz 2 19 (100.0) 24 (100.09 23 (100.0) &5 (100,07
Dwze 3 17{85.5) 24 (100.09 22 (100.0) 43 (36.5)
10 ug 17 (855 1 (958) 22 (100.0) 62 (55.4)
30 ug 0 1(4.3 0 1415
Dozt 4 14{T.T) 20 (83.3) 17 (77.3) 51(78.5)
10 pg 12{8.25 W9 15(68.2) 46 (70.8)
ELJT 2{10.5 1 FLUR] 501
Copnplased 1-mnenh pest-Dose 2 19 (100,00 24 (100.09 32 (10000 &5 (10009
visdt
Cornpleted 1-moeth post-Dose 3 17885 24 (100.0) 13(100.00 &3 (24.0)
it
C.;thhud l-moeth post-Doas 4 14(73.T) 20(83.5) 17{T7.3) 51(78.5)
v
Cornplated the soad 16(84.2) 20 (83.3) 1% (L5} 54 (83.1)
Witkdrawa fioe smody 3155 4147 418D 111489
Withdrzmn after Dose 1 and 0 1] 1] 0
bafore Dove 2
Tichdranm after Dose 2 and 2(10.5) 1] 1] I{(3L)
befiore Dosz 3
Peason for witsdrawal
Chier 1{53) 1] 4] 1{1.5
Withdeawead e 1{53) o 0 1{15
paant guardias
Wichdeanm after Dose 3 and 0 2({187) 3 {13.8) T {10.8)
befiore Doz 4
Peasom for witsdravwal
Procece] devianon 0 142y 0 1{1.5
Withdsawal by parscipant 0 o 1445 1.5
Tithdeawal by 0 L] e 5¢17
parens guardian
TWithdramm after Dose 4 1{53) 0 1{4.5 0
Faasom for witkdranal
Last t falleny-ap 0 0 145 (1.5
Prosoced devistion e o o LR
Mote: There it cne participant m 1 1=<18 aze g0 ot enrollment with medication emor of 10 me instead of 30 me af dose
2 18 meinded in dhe tble:
& =mumber of paricipams in the specified group or weal sample. This vabue is the denominaror for the parcentage

b, o= iznher of paticipants with the specified characteristic.

¢ Prowscol apesdeaes 4 allows for ape-sppropriste doang o each vacciranes vise Parnoipann: whe mmed § vears of
&g or named 12 vears of age during the srudy recaived an sge-appropnime hagher dose st & subsequant vacomanion Vs
d  Inchedss participanty who completed the sudy § mmnthy after Doss 3 {per protooo] smendemant 3) and participants
whe completed the stafy & morths after Dese 4 (pet protocol asendriest §).

FFIZER. COWFIDENTIAL SDTM Creatom: 13ATNG2025 (20014) Source Diata: adds Table Gensranon: 30090072023
(21:15)

(Datsbase maphot date : VIAUGD023) Otput File: . nda3/C4A591024_CEF_SAFET ¥'addy 3002
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Participants 12 to <18 Years of Age

Table 34: Disposition of Participants by Age Group — All Assigned Participants Age Group: 12-<18 Years

Vaccine Group (as Assigned)
BNTI62b2 (30 pg)
Immusomodulatory Solid Organ Seem Cell Total
Therapy Transpl Transph =18)
=T =1} =0
1" (%4) a* (%) B (% B (%)
Aszignad 7 {1000y 1 (10,0} T{100.0) 15 (100,00
Watcizaned
Dese 1 7 (100.0) 1 (100.0) 7 {100.0) 15 (100.0)
Doss 2 T{h00.0) 1 (00,0} T{100.00 13 (20000
Doss 3 T {h00.0) 1 (ho0.0) §(RET) 14 (P33
Doz 4 (T4 1 (100.0) J(4LE) o (80.0)
Tﬂd 1-momth post-Dioss 2 T{h00.0 1 (000} §{85.T) 14(93.3)
v
Cernplesed -rmemtie post.Die 3 7 (100.0) 1 (100.0) §(85.7) 14 (93.3)
wisdt
Coenplesed 1-mami post-Diose £ 5(7L4) 1 (100.0) 3(328) £ (B0.0)
visdt
Canpleted the smdy (7LD 0 kT e B(33.3)
Withdran from sudy 2(25.8) 101000} 4{37.1) THET)
Withdramm after Dos= 1 and 1] o 0 ]
baftre Dot 2
TWithdexwn afier Dose I and Q o 1{14.3) 1{5T)
batore Dase 3
Fzasom for withdramval
Wikdsawal by 0 o 1{143) 187
|parem: peardiam
Withdramm after Doss 3 and 2(25.6) o ER oy S@33)
before Dose 4
Feasom for withdraoval
Last to followup 0 ] 1{14.3) 16T
Withdawal by paricipant 1143 o 0 H )
Wikhdiramwal by 1{143) o 186 3(20.0)
parest maedian
Withdrawn affer Dose 4 Q 11000 0 15T
Feasom for withdearval
Provocal devistics 0 1 (100.0) 0 16T

bonz: There s one partcipan s 12-<18 age proup at enrollment with medicarion emor of 10 mg instead of 30 mg ar doss
4 35 mehaded im the bl

L = mumber of participasts in the specified group ar total sarepbe. This valoe is the denominator for the percentane
calenlariamg

b m=Xumber of parmcipants with the specified dharacrerionic.

c.  Prosoco] amendmant £ sllows for ags-appropriste dosing a1 esch vaccinason viss. Participants whe mmed F vaams of
age o turned 12 vears of age doving the study received an age-appropriate higher doss ot a yobsequent vaccination vist.
d  Iechades pasmicipases whe completed the snudy § mosshs after Dese 5 (par proeacal smendinent 3) and pareisipants
whio oorsplered the srudy § months after Dese 4 (per prosoco] amendenens 4).

PFFLZER COMFIDENTIAL SDTM Creasion: 12AUGI023 (20014) Source Data: 33ds Table Genarstion: 070V
(21:15)

FMMM : MOATAGO2S) Orpan Fide: . mda’ C4591024_CRR.SAFET Yoadds_s0i2
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Participants =218 Years of Age

Table 35: Disposition of Participants by Age Group — All Assigned Participants Age Group: =18 Years

Vaccine Group (a: Aszigned)

BNT162b2 (30 pe)
Immmunomodulatory Non-Small Cell Haemodialvziz Taotal
Therapy Lung Cancer (=1} (=T}
N'=%) {M=1)
n* (U4) n® (%) n® (%) u® {20)
Aszziznad 5(100.0) 1 {10000 1 {10009 T {100.0)
Vaccinated®
Daz= 1 5 (100.0) 1 (100.0) 1 {10009 T {100.00)
Digze 2 5(100.00 1 {10000 1 {10009 T {100.0)
Digze 3 5 (100.0) 1 (100.0) 1 {10009 T {100.00)
Diozz 4 J{60.0 1 {10000 0 4 (57.1}
Completed 1-month post-Diose 2 5(100.00 1 {10000 1 {10009 T {100.0)
vizit
Completed 1-month post-Diose 3 2R 1 (10000 1 {10009 6(35.7)
Vit
Caompleted 1-month post-Diose 4 {6000 1 {10000 0 4 (57.1}
vzt
Caompleted the smady* J{60.0 1 {10000 0 4 (57.1}
Withdrawm from smdy 204000 L] 1 {10009 ERC )
Withdrzan after Dioze 1 and 0 L] 0 0
before Dozs 2
TWithdraun after Doss 2 and o 0 0 0
befors Doze 2
Withdrzam after Doze 2 and 204000 Q 1 {10009 3429
before Doze 4
Fazazon for withdrawal
Crher 120,00 L] 0 1143}
Withdrawal by participant 102000 0 1 {10009 2(28.4)
Withdrawn after Dioze 4 0 0 0 0

Iote: There is one partcipant m 12-<18 aze sroup at swrollment with medication emror of 10 me instead of 30 me at doss
4 iz included in the table.

a2 IMN=rpumber of paricipants in the specified zroup or total sample. This velue iz the denominator for the percantaze
caloulations.

b, n=XMummber of participants with the :pecified charactenstic.

o Protocol amendiment 4 allows for age-approprizte dosme at each vaccination visit Partcipants who tamed 3 vears of
aze or nuned 12 vesrs of aze during the sudy received an aze-approprisie hisher dose at & subssguent vaccination visit
d.  Inchades panticipants who complsted the studv § months after Dose 2 (par protocol amendment 3) and participants
who completed the study § months after Dose 4 (per protocol amendment 43,

PFIZEF. CONFIDENTIAL SDTM Creation: 13AUGI023 (20:14) Source Data: adds Table Generation: 30MOWV2023
(21:15)

(Dratabasze mapzhot date - 10ATE023) Curput File:  nda3/C4301024 C3F_SAFETYladds =002
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Participants 2 to <5 Years of Age

Table 36: Demographic Characteristics of Participants by Age Group — Safety Population Age Group: 2-<5
Years

Vaccine Group (a3 Adminiztered)
ENTI62bE (3 po
Immunemodulstory Salid Organ Stemn Cell Total
Therapy Tramplant Traniplant (=27
=9) (e=15) =13)
o (2] n* (Ba) B (%) B (0§
Sem
ete 157 5(55.8) T{HT) 10 (765 22 (595)
Farsals 4(444) B {533} 3{13.1) 15 {20.5)
Faace
TWhiee 2 (100.00 11733 12 (82 3) 32(86.5)
Black or African o 2{133) 0 21(5.8)
Amsncan
Asan 0 16T ] 135
Nhrimacial 0 0 107 1027
ot reported 0 LiET) o 127
Erhniciry
Hispazic T ating 1011 1{6T) 4(308) {162
Mor-Hiypanic 'mon-Lating B389 14 {93.3) F{682) 31(83.8)
Conpery
Braszil 1011 5{333) 4{30.8) 10 (27.0)
ey 1011 2{13.3) T{53.8) 10 (2700
Unised States T(T7.8) (3.3 2134 17 (858
Ame ut vaccivation (vears)
Mbem (D) 3,1 (050 3.6 {0L83) 3.100.76) 330.78
Nladian 0 20 30 hi]
M, max 2,4 ()] 249 2.3
Bmalirg 2ARS-Cal’-2
sLamus
Fouitivet 1011} 3 (200 0 4{10.8)
Megatowt $(389) 12 (20.09 F{682) 29(784)
srizg 0 0 4{308 a0 |

Abbreviation:: WAAT =muclac aod smphificanen vesr; M-binding = 3ARS5-CoV/-2 mclecprotein-tindmg SARS-CoV'-2
= EVENE JCURR TREPEAINIY SVRETOmE COTORIIIG 1.

1 IW=pumber of participants in the specified group,. This valos is the denominstor for the percenteze calculations.

b a=Xzober of participacts with the specifed charactemistic.

¢ Positive N-bindine sribecy resilt ar Ve 1, positive NAAT resualt o Visis 1 or pasdical history of COVID-15.

d Mesanve M-bimding aseeibady resslr ar Vil 1 pegsnve BAAT ressr ae Visdr 1, and ne meadical kissaey of COVID-

14
PFLZER. CORSFIDENTIAL SDTM Creagion: 27FEB2024 (16:13) Source Daca: adsl Tabde Generation: Z2MAR2024
(02:4E)

(Drazabaie mapibot dase  10AUGI027, I3FERI024) Qonprat File: . mdaz CA5F1004_CER_SERO adal 1003
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Participants 5 to <12 Years of Age

Table 37: Demographic Characteristics of Participants by Age Group — Safety Population Age Group: 5-

<12 Years
Varcine Group (2 Adminiztered)
BNTL62b2 (10 =)
Immunemodulaiory Solid Organ Stem Cell Total
Therapy Tramiplant Traniplant (=45
(=15 (N'=14) (=11}
n* (44} n* (04) n* (04 n* (24}
Sex
hisla T(36.8) 13 (62.5) 17(77.3) 3 (60.0)
Fomuals 120632y 0 (F1.5) 1T 24 (+0.0)
Face
Whire 17 (805 @75 10344 TR
Elack er African 1(5. 0 3{13.8 (6.3
AMSEICHn
Asisn 0 1{%.3) 1] 1{1.5)
Dultiracial ] L2 0 (LA
Mot reportad 1(5.5) 142 o 130
Ethmiciny
Hisparde Lanms S(31.6) 1(83) 100 10 (154
Moo~ Hipani won-Latin 13 (58.4) 22 (91.7) 19 (36.4) 54 (33.1)
Mot reported o L] 1{8.3) 1{.5)
Country
Erazml 2(24.3) 2(83) L ER ) 10 (15.4)
Germury 3(15.8) T 15 (88.2) X (38.5)
United States 11{(57.8) 15 (62.5) 4{18.2) 30 (46.2)
Age st vaccination (vears)
Dfaan {300) L7218 51400 85071 4104
hiadian 10.0 50 ] 20
Min mae (5,11 {5, 11) 6, 11) (%, 11)
Bazelins SARS-CoV-2
FLaTas
Poatfe 1(5.3) 0 o 1(1.%)
Mazamoe 15 (TR} 17 {70.5) 17(77.3) 45 (75.4)
Dhiising 3(13.8) TR {127 13 23.1)

Abbreviations: WAAT = nuchsic aod amphficanos test; I-bndng = SAR5-CoVV-2 mucleoprotein-—bindimg: SARS-ColV-2

= JEVEES JCUDE TREPEINTY iYTdTomne coronavIngs I
W =pumber of participants in the specified group. This valus is the denoringtor for the percestage caloulations.
b o rsher of participants with the specified chamacteristic

£ Postive N-bindine araibody result at Visit 1, posstive IAAT result a Visit 1, or medical bisrary of COVID-15.
4 MNesamve M-biedims aseibady reslt o Vion 1 pegaeive MAAT resnls o Visft | snd me medsesl histeey of COVID-

19

FFLZER. COMWFIDENTIAL SDTM Creation: 2TFEB2024 (14:15) Scuarce Disa: ads] Table Geseration: 29N AR

(02:48)

(Database mapshot date - 10AUG023, BFEE024) Output File: .ndad C4391024_CSP,_SERC adsl_s003
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Participants 12 to <18 Years of Age

Table 38: Demographic Characteristics of Participants by Age Group — Safety Population Age Group: 12-

<18 Years
Vaccine Group (as Adminiztered)
BNT162b2 (30 p=)
Immunomodolatory Solid Organ Stem Cell Total
Therapy Tram:plant Tran:plant (=15
N=T) N'=1) =T}
u* () n* (%) o® (%) (%)
Sex
Llals {714 L (1000} 2{18.8) B(333)
Famsls 2(28.6) 1] {714 T(46.T)
Flace
White G{85.T) L (100.0) 7 (100.03 14(83.3)
Asizm 1{143) i i 1{&T)
Hizpanic/Lating 3 (429 i 1{14.3) 4267
IMon-Hispanic mon- 4(57.1) L(lo0ay §(35.T) 11{73.3)
Latmo
Country
Brazl a 1{14.3) 4267
Crermany i (85T 10 (66.7)
United Statzs L (1000} 1] 1{8.T)
Ags st vaocination (Vears)
Dl=an (50 13.4 (1.62) 4.0 12.6(1.13) 13.1 (139}
Mlzdian 13.0 140 120 120
Afin, max (12, 14) (14 14 {12, 1% {12, 1§)
Bassline 3AFS-CoV/-2
status
Pozitive I 1] 1{14.3) 4(26.T)
Degatve? 1(14.3) L (100.0) §{85.T) B(333
Dlzzing I 1] 1] 320

Abbraviatons: WAAT =macleic acid amplification texr; M-binding = 3AF5-CoV-2 micleoprotsin-—bindma AR S-CoW-2
= zevare acits respiratory svndrome coronavines 2.

I=mumber of participants in the specified zroup. This valus s the denominator for the percentaze calouladons.

n = Mmber of participants with the specified characteristic.

Pozitive M-binding antibody result at Vizit 1, positive MAAT resulr at Visit 1, or medical history of COVID-12.
Megative I-binding antibody result st Visit 1, negative MAAT result at Vizit 1, and no medics] history of COVID-

[N al=a o

19.
PFIZER. CONFIDENTIAL SDTM Crestion: 27FEE2024 (16:15) Source Data: ads] Table Generation: 200LAR2024
(02:48)

(Database mapshot date : 10AUG2023, 23FEB2024) Output File: .nda3/C4501024_CSE_SERO/adsl 003
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Participants =18 Years of Age

Table 39: Demographic Characteristics of Participants by Age Group — Safety Population Age Group: =18
Years

Vaccine Group (as Adminiztered)

BNT1462b2 {30 p=)
Immunomodulatory Non-Small Cell Lung Haemodialysiz Total
Therapy Cancer w=1) (=T
v=3) =1y
n° (%) o® (%) n* () o* (%)
Sax
Mfal= 2 (4000) 1 {10000 1 (100.0) 4(57.1)
Famale 3 (60.0) 0 0 3(4L8)
Flace
White 1(20.00 0 ] 1(14.3)
Black or African American 2 (4000) 0 1] 2 (23.6)
Amerncan ndian or Alazks 0 1 {100.0) 0 1(l4.3)
Mamve
Dfultiracial 12000 0 1] 1{14.3)
bot reported 1(20.00 0 1 (100.00 2(28.8)
Ethmnicity
Hispanic/ Lating 2 (4000 1 {10000 1(100.00 4(57.1)
Mon-Hizpanic ‘non-Lating 3 (60.0) [+ i 3(42.9)
Counmry
Brazil 1(20.00 o ] 1(14.3)
Cremmarmy 12000 0 1] 1(14.5)
United States 2(40.0 o ] 1(28.8)
Demico 12000 1 {10000 1(100.00 3(4LE)
Ags af varcinstion (vears)
Duf=an (50} 49.0 (2035 400 4(-) 62.0{-) 408 (178D
Duadian 39.0 40.0 [1] 400
Dfin, max {31, 73) (40, 40} {62, 62) (31, 73}
Eazaline 3AFS-CoV-2 starus
Positive 12000 1 {10000 1] 2 (23.6)
Megative? 4(30.0) e 1 (100.00 (714}

Abbreviztions: WAAT = mucleic acid amplificarion test; I-bindims = 2ARS-CoVV-2 nucleoprotsin-binding: 3ARS-CoV-2
= zavere a0Urs raspirstory svndromes coronavin: 2.

3 M=pumber of pamicipant in the specified aroup. Thisz valus i= the denominator for the parcemtaze caloulations.

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

.. Pozitive M-binding antibody result at Visit 1, positive WAAT result at Visit 1, or medical history of COVID-12.

d. Megative N-binding antibody result st Visit 1, negative FLAAT resalt at Visit 1, and no mediczl history of COWID-
BFIZER CONFIDENTIAL SDTM Creaion: 27FER2024 (16:15) Source Dara: adsl Tabls Generation: Z8M[ARI0Z4
(02:48)

(Dratabaze mapshot date - 10AUG2023, 23FEB2024) O File: . nda3 C4301024_CER,_SEROQ/ads]_ 003

Vaccine as Administered and Vaccine Administration Timing
Participants 2 to <5 Years of Age

All assigned participants received Dose 1 of BNT162b2 3 pg. For Dose 2 and Dose 3, all participants who
received immunomodulatory therapy and solid organ transplant, received BNT162b2 3 ug. In participants
who received a stem cell transplant, 12 participants (92.3%) and 11 participants (84.6%), respectively,
received BNT162b2 3 ug at Dose 2 and Dose 3. For Dose 4, 51.4% of all participants received BNT162b2
3 ug and 18.9% received BNT162b2 10 pg. Participants who aged up received the age-appropriate dose
at the next dose. All participants who received BNT162b2 10 pg at Dose 4 were in the solid organ
transplant group. In total, 81.1%, 54.1%, and 70.3% of participants received Dose 2, Dose 3, and Dose
4 of BNT162b2, respectively, within the protocol-specific time frame.

Participants 5 to <12 Years of Age

All assigned participants received Dose 1 and Dose 2 of BNT162b2 10 pg. For Dose 3, a total of 62
participants (95.4%) received BNT162b2 10 pg and 1 participant (1.5%) in the solid organ transplant
group received BNT162b2 30 pg. For Dose 4, a total of 46 participants (70.8%) received BNT162b2 10 ug
and 5 participants (7.7%) received BNT162b2 30 pg. Participants who aged up received the age-
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appropriate dose at the next dose. In total, 92.3%, 49.2%, and 66.2% of participants received Dose 2,
Dose 3, and Dose 4 of BNT162b2, respectively, within the protocol-specific time frame.

Participants 12 to <18 Years of Age

All assigned participants received Dose 1 and Dose 2 of BNT162b2 30 pg. For Dose 3, a total of 14
participants (93.3%) received BNT162b2 30 pg. For Dose 4, a total of 8 participants (53.3%) received
BNT162b2 30 pg. One participant (14.3%) in the immunomodulatory group received BNT162b2 10 pg at
Dose 4 due to a dosing error. In total, 100.0%, 46.7%, and 46.7% of participants received Dose 2, Dose
3, and Dose 4 of BNT162b2, respectively, within the protocol-specific time frame.

Participants =218 Years of Age

All assigned participants received Dose 1, Dose 2, and Dose 3 of BNT162b2 30 pug. For Dose 4, a total of
4 participants (57.1%) received BNT162b2 30 ug. In total, 85.7%, 57.1%, and 57.1% of participants
received Dose 2, Dose 3, and Dose 4 of BNT162b2, respectively, within the protocol-specific time frame.

E-Diary Transmission

Reactogenicity and antipyretic/pain medication use was recorded for 7 days after study vaccination. The
e-diary entries from the participant were the primary data source for these events.

Participants 2 to <5 Years of Age

Across all participants 2 to <5 years of age, transmission rates during the 7 days after vaccination were
78.4% to 100.0% after Dose 1, 75.0% to 91.7% after Dose 2, 71.4% to 94.3% after Dose 3, and 73.7%
to 100.0% after Dose 4.

Participants 5 to <12 Years of Age

Across all participants 5 to <12 years of age, transmission rates during the 7 days after vaccination were
87.7% to 96.9% after Dose 1, 84.6% to 92.3% after Dose 2, 66.1% to 90.3% after Dose 3, and 60.9%
to 87.0% after Dose 4.

Participants 12 to <18 Years of Age

Across all participants 12 to <18 years of age, transmission rates during the 7 days after vaccination
were 60.0% to 93.3% after Dose 1, 53.3% to 86.7% after Dose 2, 71.4% to 100.0% after Dose 3, and
50.0% to 87.5% after Dose 4.

Participants 218 Years of Age

Across all participants =18 years of age, transmission rates during the 7 days after vaccination were
71.4% to 100.0% after Dose 1, 71.4% to 100.0% after Dose 2, 57.1% to 71.4 % after Dose 3, and
25.0% to 100.0% after Dose 4.

Reactogenicity

Local Reactions

Across all age groups, the majority of local reactions were mild or moderate in severity. No severe or
Grade 4 local reactions were reported.

Participants 2 to <5 Years of Age

Frequencies of any local reaction (redness, swelling, pain at the injection site) within 7 days after each
dose of BNT162b2 3 ug were similar (Dose 1: 18.9%, Dose 2: 14.3%, Dose 3: 14.3%, Dose 4: 21.1%).

Type II variation assessment rapport
EMADOC-1700519818-1645300 Page 76/93



Pain at the injection site was the most frequently reported local reaction, and the frequency was similar
after each Dose (Dose 1: 16.2%, Dose 2: 14.3%, Dose 3: 14.3%, Dose 4: 15.8%).

Across all groups, the median onset for any local reaction after receiving BNT162b2 3 ug was Day 1 for
Dose 1, Dose 2, and Dose 3, and was Day 2 for Dose 4. Local reactions resolved within a median duration
of 1 days, 1 days, 1-6 days, and 1-2 days after onset for Dose 1, 2, 3, and 4, respectively. After Dose 3,
one participant in the solid organ transplant group reported swelling with a median duration of 6 days.

Participants 5 to <12 Years of Age

Frequencies of any local reaction (redness, swelling, pain at the injection site) within 7 days after each
dose of BNT162b2 10 pg were similar (Dose 1: 66.2%, Dose 2: 63.1%, Dose 3: 52.5%, Dose 4: 54.3%).
Pain at the injection site was the most frequently reported local reaction, and the frequency was similar
after each Dose (Dose 1: 61.5%, Dose 2: 60.0%, Dose 3: 49.2%, Dose 4: 54.3%.

Across all groups, the median onset for any local reaction after receiving BNT162b2 10 ug was Day 1.0
for Dose 1, Dose 2, Dose 3, and Dose 4. Local reactions resolved within a median duration of 1-2.5 days,
1-2 days, 1-4 days, and 2-3 days after onset for Dose 1, 2, 3, and 4, respectively.

Participants 12 to <18 Years of Age

Frequencies of any local reaction (redness, swelling, pain at the injection site) within 7 days after each
dose of BNT162b2 30 pg were similar (Dose 1: 80.0%, Dose 2: 80.0%, Dose 3: 71.4%, Dose 4: 75.0%).
Pain at the injection site was the most frequently reported local reaction, and the frequency was similar
after each Dose (Dose 1: 73.3%, Dose 2: 73.3%, Dose 3: 71.4%, Dose 4: 62.5%).

Across all groups, the median onset for any local reaction after receiving BNT162b2 30 ug was Day 2,
Day 1, Day 1, and Day 2, for Dose 1, Dose 2, Dose 3, and Dose 4, respectively. Local reactions resolved
within a median duration of 2-3.5 days, 2-3 days, 4.5-7 days, and 1-5 days after onset for Dose 1, 2, 3,
and 4, respectively. Duration of local reactions was observed to be marginally higher in the
immunomodulatory group, however, considering the small number of subjects, this cannot be considered
clinically significant.

Participants =18 Years of Age

Frequencies of any local reaction (redness, swelling, pain at the injection site) within 7 days after each
dose of BNT162b2 30 pg were similar (Dose 1: 85.7%, Dose 2: 71.4%, Dose 3: 60.0%, Dose 4: 75.0%).
Pain at the injection site was the most frequently reported local reaction and the frequency was similar
after each Dose of BNT162b2 30 pg (Dose 1: 85.7%, Dose 2: 71.4%, Dose 3: 60.0%, Dose 4: 75.0%).

Across all groups, the median onset for any local reaction after receiving BNT162b2 30 ug was Day 1.0,
Day 2.0, Day 2.0, and Day 2.0, for Dose 1, Dose 2, Dose 3, and Dose 4, respectively. Local reactions
resolved within a median duration of 2 days, 3 days, 1 to 2 days, and 2 to 4 days after onset for Dose 1,
2, 3, and 4, respectively.

Systemic Events

Across all age groups, the majority of systemic events were mild or moderate in severity and incidence of
severe systemic events was low. No Grade 4 systemic events were reported.

Participants 2 to <5 Years of Age

Type II variation assessment rapport
EMADOC-1700519818-1645300 Page 77/93



Figure 3: Systemic Events by Maximum Severity, Within

Group: 2-<5 Years

7 Days After Each Dose —— Safety Population Age
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FFIZER CONFIDENTIAL SDTH Creatom: 134062023 (21:14) Sevmee Datw adfacevd Table Generation: Z7SEP2025 (02 06)

[ Fewr

After any dose, fevers >38.0°C were reported by 5 participants (13.5%), with 2 participants (5.4%)
reporting a fever 238.0°C to 38.4°C, 1 participant (2.7%) reporting a fever 238.4°C to 38.9°C, and 2
participants (5.4%) reporting a fever =238.9°C to 40.0°C. No participants reported fever >40.0°C.
Antipyretic or pain medication use was reported by 7 participants (18.9%) after any Dose.

The median onset for systemic events was Day 5, Day 3.5, Day 3, Day 3 for Dose 1, 2, 3, and 4,
respectively. Systemic events resolved within a median duration of 1-5 days, 1-3 days, 1-2 days, and 1-4
days after onset for Dose 1, 2, 3, and 4, respectively.

Participants 5 to <12 Years of Age
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Figure 4: Systemic Events by Maximum Severity, Within 7 Days After Each Dose —— Safety Population Age
Group: 5-<12 Years
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FRIZER CONFIDENTIAL ST Creation: 1340 G023 721:14) Source Data adfacewd Table Generation 2PSEP 1033 (02 06

After any dose, fevers >38.0°C were reported by participants 10 participants (15.4%), with 3 participants
(4.6%) each reporting fevers >38.0°C to 38.4°C, >38.4°C to 38.9°C, and =38.9°C to 40.0°C. The 3
participants who reported fevers >38.9°C to 40.0°C were all reported after Dose 4. One participant
(1.5%) reported a fever of unknown temperature. No participants reported fever 240.0°C. Antipyretic or
pain medication use was reported by 23 participants (35.4%).

The median onset for systemic events was Day 2 for Dose 1, 2, 3, and 4. Systemic events resolved within
a median duration of 1-7 days, 1-3 days, 1-3 days, and 1-1.5 days after onset for Dose 1, 2, 3, and 4,
respectively. Two participants in the immunomodulatory therapy group reported new or worsened joint
pain with duration of 4 and 10 days.

Participants 12 to <18 Years of Age
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Figure 5: Systemic Events by Maximum Severity, Within 7 Days After Each Dose —— Safety Population Age

Group: 12-<18 Years
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After any dose, fevers =38.0°C were reported by 6 participants (40.0%). Three participants (20.0%)
reported a fever =38.0°C to 38.4°C, 1 participant (6.7%) reported a fever 238.4°C to 38.9°C, and 2
participants (13.3%) reported a fever 238.9°C to 40.0°C. No participants reported fever 240.0°C.
Antipyretic or pain medication use was reported by 9 participants (60.0%) after any Dose. Two severe
events were reported (diarrhoea and fatigue).

The median onset for systemic events was Day 2 for Dose 1, 2, 3, and 4. Systemic events resolved within
a median duration of 1.5 -10 days, 1-4 days, 1-5 days, and 1-5.5 days after onset for Dose 1, 2, 3, and
4, respectively. One participant in the immunomodulatory therapy group reported vomiting that resolved
in 10 days.

Participants =18 Years of Age
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Figure 6: Systemic Events by Maximum Severity, Within 7 Days After Each Dose —— Safety Population Age
Group: =218 Years
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One participant (20.0%) in the immunomodulatory therapy group reported a fever of 238.0°C to 38.4°C
after Dose 2. No participants reported fever >240.0°C. Antipyretic or pain medication use was reported by
4 participants (57.1%) after any Dose.

The median onset for systemic events was Day 1, Day 2, Day 1, Day 2 for Dose 1, 2, 3, and 4,
respectively. Systemic events resolved within a median duration of 1-5 days, 1-3.5 days, 1-8 days, and
1-5 days after onset for Dose 1, 2, 3, and 4, respectively.

Adverse Events

Summary of Adverse Events

The AE profile after vaccination of children 2 to <18 years of age mostly reflected reactogenicity events or
unrelated infections typically observed in a paediatric population with immunocompromising conditions,
with a low incidence of severe AEs. The AE profile after vaccination of adults 218 years of age mostly
reflected reactogenicity events or unrelated infections typically observed in an adult population with
immunocompromising conditions, with a low incidence of severe AEs. Across all age groups, the majority
of local and systemic reactions were mild or moderate in severity. No Grade 4 systemic reactions were
reported. The majority of AEs were in the infections and infestations SOC, and all AESIs were likely
related to participant’s underlying condition. There were no deaths, no SAEs assessed as related by the
investigator, no life-threatening AEs, and no AEs leading to withdrawal.

Summary of Adverse Events from Dose 1 to 1 Month After Dose 2

Type II variation assessment rapport
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AEs were reported by 14 participants (37.8%) who were 2 to <5 years, 15 participants (23.1%) who
were 5 to <12 years of age, 2 participants (13.3%) who were 12 to <18 years of age, and 1 participant
(14.3%) who was =18 years of age.

e 4 participants (10.8%) who were 2 to <5 years of age reported nonserious AEs that were
assessed as related, and they were all severe.

e 5 participants (7.7%) who were 5 to <12 years of age reported nonserious AEs that were
assessed as related.

e 1 participant (14.3%) who was 12 to <18 years of age in the stem cell transplant group who
reported nonserious AEs that were assessed as related.

e 1 participant (14.3%) =18 years of age reported a severe, nonserious AE that was not assessed
as related.

Summary of Adverse Events from Dose 3 to 1 Month After Dose 3

AEs were reported by 9 participants (25.7%) who were 2 to <5 years of age, 8 participants (12.9%) who
were 5 to <12 years of age, and 2 participants (14.3%) who were 12 to <18 years of age. No
participants >18 years of age reported an AE.

2 participants (5.7%) who were 2 to <5 years of age reported nonserious AEs that were assessed as
related. SAEs were reported by 4 participants (11.4%) in the safety population all 4 participants (26.7%)
were in the solid organ transplant group. Two of the SAEs were classified as severe.

3 participants (4.8%) who were 5 to <12 years of age reported nonserious AEs that were assessed as
related. There was 1 participant (5.9%) in the immunomodulatory group who reported a severe SAE.

The participant who was 12 to <18 years of age in the stem cell transplant group reported nonserious
AEs that were assessed as related.

Summary of Adverse Events from Dose 4 to 1 Month After Dose 4

AEs were reported by 2 participants (10.5%) who were 2 to <5 years of age and 7 participants (15.2%)
who were 5 to <12 years of age. No AEs were reported by participants who were >12 years of age.

1 participant (5.3%) who was 2 to <5 years of age in the immunomodulatory therapy group reported
nonserious AEs that were assessed as related to study intervention by the investigator.

All participants who were 5 to <12 years of age who reported AEs were in the solid organ transplant
group. There was 1 participant (5.3%) who reported a nonserious AE that was assessed as related.

Table 40: Number (%) of Participants Reporting at Least 1 Adverse Event from Dose 1 to 1 month after
Dose 4, by System Organ Class and Preferred Term by Age Group — Safety Population
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Vaccine Group (a: Administered)

Age Group
BXNT1462b2 (3 pgy ENT16Xb2 (10 ENT162b2 {30 BNTI162b2 (30 p=)
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(w=65) (e=15)
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Vaccine Group (a: Administered)

Age Group
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Vaccine Group (as Administered)

Age Group
ENTI62b2 (3 pg}  BNT16b2 (10 BNT162b2 (M BNT162b2 (30 pg)
2= Yearz pg} pg} =18 Vearz
=37 5212 Years  12-<IS Years =T
(h=g5) (he=15)
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Preferred Term CT) CI7) CT9)
Injury, poisoning and procadural 3(80) 2(31) (04, 0 (0.0, 0 (0.0,410)

complications 0.7 .8
Fall 1{27) 0 {00, o (0.0, o (0.0,41.0)
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Postoperative ilens 1{27) 0 oo, 0 0 (0.0,410)
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Skin sbrazion 1(27) 1(13) 00,83 0 0 (0.0,410)
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12.9)

Blood fron decreazad 0 {00,983 1(13) (0.0,83) 0 0 (0.0,41.0)
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0.7 218
Rash arythematon: 1(27) 0 0 (0.0, 0 (0.0,41.0)
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Analysis of Adverse Events

Analysis of Adverse Events from Dose 1 to 1 Month After Dose 2

AEs were reported by 14 participants (37.8%) who were 2 to <5 years, 15 participants (23.1%) who
were 5 to <12 years of age, 2 participants (13.3%) who were 12 to <18 years of age, and 1 participant
(14.3%) who was =18 years of age:

e In participants 2 to <5 years of age, the SOCs containing the most frequently reported AEs in all
disease subsets were infections and infestations and general disorders and administration site
conditions (18.9% and 10.8%, respectively).

e In participants 5 to <12 the SOCs containing the most frequently reported AEs in all disease
subsets were general disorders and administration site conditions, gastrointestinal disorders, and
infections and infestations (6.2%, 6.2%, and 4.6% respectively). Many of the AEs were reflective
of reactogenicity events that were reported as AEs (e.g., injection site pain, vomiting, injection
site erythema), or are commonly reported for this age group.

e In participants 12 to <18 years of age, 1 participant (14.3%) in the immunomodulatory therapy
group reported an AE of urinary traction infection. The participant (14.3%) in the stem cell
transplant group reported AEs of chills, injection site pain, pyrexia, dizziness, and headache,
many of which were reflective of reactogenicity events that were reported as AEs.

e The 1 participant (20.0%) who was =18 years of age was in the immunomodulatory therapy
group and reported AEs of urinary tract infection and vulvovaginitis.

Analysis of Adverse Events from Dose 3 to 1 Month After Dose 3

AEs were reported by 9 participants (25.7%) who were 2 to <5 years of age, 8 participants (12.9%) who
were 5 to <12 years of age, and 2 participants (14.3%) who were 12 to <18 years of age. No
participants =18 years of age reported an AE.

e In participants who were 2 to <5 years of age, the SOC containing the most frequently reported
AEs in all disease subsets was infections and infestations (17.1%).

e In participants who were 5 to <12 years of age, the SOC containing the most frequently reported
AEs in all disease subsets was general disorders and administration site conditions (3.2%). All
other SOCs containing reported AEs were reported by 1 participant each. In the blood and
lymphatic system disorders SOC, 1 participant (5.9%) in the immunomodulatory therapy group
reported lymphadenopathy. The general disorders and administration AEs were reflective of
reactogenicity events that were reported as AEs (e.g., injection site bruising, injection site pain).

e In participants who were 12 to <18 years of age, the participant in the immunomodulatory
therapy group reported an AE in the infections and infestations SOC (PT: urinary tract infection)
and the participant in the stem cell transplant group reported an AE in the nervous system
disorders SOC (PT: headache).

Analysis of Adverse Events from Dose 4 to 1 Month After Dose 4

AEs were reported by 2 participants (10.5%) who were 2 to <5 years of age and 7 participants (15.2%)
who were 5 to <12 years of age, and 1 participant (25.0%) who was =18 years of age. No AEs were
reported by participants who were 12 to <18 years of age:

e In participants who were 2 to <5 years of age, the participant in the immunomodulatory therapy
group reported a related AE in the musculoskeletal and connective tissue disorders SOC (PT:
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synovitis). The participant in the solid organ transplant group reported AEs in the infections and
infestations SOC (PTs: conjunctivitis and urinary tract infection).

In participants who were 5 to <12 years of age, the SOCs containing the most frequently
reported AEs were infections and infestations (8.7%) and gastrointestinal disorders (4.3%). The
most frequently reported AE in this age group was otitis externa, which was reported in 3
participants in the solid organ transplant group.

In participants who were >18 years of age, the only participant in the NSCLC group reported an
AE in the neoplasms, benign, malignant, and unspecified (including cysts and polyps) SOC (PT:
metastases to bone).

Related Adverse Events

Related Adverse Events from Dose 1 to 1 Month After Dose 2

Related AEs were reported by 4 participants (10.8%) who were 2 to <5 years, 5 participants (7.7%) who
were 5 to <12 years of age, and 1 participant (6.7%) who was 12 to <18 years of age. No participants
>18 years of age reported a related AE.

In participants 2 to <5 years of age, the participant in the immunomodulatory therapy group
reported a related AE of purpura and the participant in the solid organ transplant group reported
a related AE of injection site pain. In the stem cell transplant group, 1 participant reported a
related AE of eye inflammation, and 1 participant reported a related AE of injection site pain.

In participants 5 to <12, the SOC containing the most frequently reported related AEs was
general disorders and administration site conditions (4.6%), which were reflective of
reactogenicity events that were reported as AEs (e.g., injection site pain, injection site
erythema).

In participants 12 to <18 years of age, 1 participant (14.3%) in the stem cell transplant group
reported related events of injection site pain, dizziness, and headache, which were all nonserious.

Related Adverse Events from Dose 3 to 1 Month After Dose 3

Related AEs were reported by 2 participants (5.7%) who were 2 to <5 years of age, 3 participants (4.8%)
who were 5 to <12 years of age, and 1 participant (7.1%) who was 12 to <18 years of age. No
participants =18 years of age reported an AE.

In participants who were 2 to <5 years of age, 1 participant (11.1%) in the immunomodulatory
therapy group and 1 participant (6.7%) in the solid organ transplant group reported related AEs
(skin abrasion and gastritis, respectively); both were nonserious.

In participants who were 5 to <12 years of age, 2 participants (11.8%) in the immunomodulatory
therapy group and 1 participant (4.3%) in the solid organ transplant group reported related AEs
(lymphadenopathy, body temperature increased, and injection site bruising, respectively); all
were nonserious.

In participants who were 12 to <18 years of age, 1 participant (16.7%) was in the stem cell
transplant group and reported a related AE of headache that was nonserious.

Related Adverse Events from Dose 4 to 1 Month After Dose 4

AEs were reported by 1 participant (5.3%) who was 2 to <5 years of age and 1 participant (2.2%) who
was 5 to <12 years of age. No AEs were reported by participants who were >12 years of age:

In participants who were 2 to <5 years of age, the 1 participant (14.3%) was in the
immunomodulatory therapy group and reported a related, nonserious AE of synovitis.
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e In participants who were 5 to <12 years of age, the 1 participant (5.3%) was in the solid organ
transplant group and reported a related, nonserious AE of diarrhoea.

Severe and Life-Threatening Adverse Events

Severe and Life-Threatening Adverse Events from Dose 1 to 1 Month After Dose 2

No life-threatening AEs were reported. Severe AEs were reported by 4 participants (10.8%) who were 2
to <5 years of age and 1 participant (14.3%) who was =18 years of age.

e In participants 2 to <5 years of age, the participants in the solid organ transplant group reported
severe AEs of gastroenteritis and urinary tract infection. The participants in the stem cell
transplant group reported severe AEs of dental caries and pyrexia.

e 1 participant (20.0%) who was > 18 years of age in the immunomodulatory therapy group
reported a severe AE (urinary tract infection).

Severe and Life-Threatening Adverse Events from Dose 3 to 1 Month After Dose 3

No life-threatening AEs were reported. Severe AEs were reported by 2 participants (5.7%) who were 2 to
<5 years of age (solid organ transplant group: gastroenteritis, postoperative ileus) and 1 participant
(1.6%) who was 5 to <12 years of age (immunomodulatory therapy group: intestinal obstruction). No
participants >12 years of age reported a severe or life-threatening AE.

Severe and Life-Threatening Adverse Events from Dose 4 to 1 Month After Dose 4

No severe or life-threatening AEs were reported by participants in any age group.
Deaths

No deaths were reported from study vaccination through end of study.

Serious Adverse Events from Dose 1 to End of Study

From Dose 1 to end of the study, 11 participants (29.7%) who were 2 to <5 years of age, 11 participants
(16.9%) who were 5 to <12 years of age, and 2 participants (28.6%) who were =18 years of age
reported at least 1 SAE. No participants 12 to <18 years of age reported an SAE and no SAEs were
assessed as related.

e In participants <12 years of age, most of the SAEs were from the infections and infestations SOC
(participants 2 to <5 years of age [18.9%] and participants 5 to <12 years of age [7.7%]).

e In participants = 18 years of age, 1 participant (20.0%) in the immunomodulatory therapy group
reported an SAE of renal colic and 1 participant (100.0%) in the haemodialysis group reported
SAEs of melaena, gangrene, and azotaemia.

Safety-Related Participant Withdrawals
No participants were withdrawn because of adverse events from Dose 1 to end of study.
Other Significant Adverse Events

From study vaccination through end of study, no protocol-designated AESIs of myo/pericarditis or
exacerbation of underlying immunocompromising conditions were reported. Other AEs of specific interest
due to their autoimmune or neuroinflammatory nature, theoretical association with vaccines, or known
occurrence in patients with COVID-19 are surveilled as AESIs. All reported AESIs in this study were due
to worsening of participants underlying condition. No participants >12 years of age reported an AESI.
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e In participants 2 to <5 years of age from Dose 1 to end of the study, 2 participants (5.4%)
reported at least 1 AESI, and both participants (22.2%) were in the immunomodulatory group.
One participant (11.1%) reported an AESI of uveitis and 1 participant (11.1%)
reported an AESI of rash erythematous.

e In participants 5 to <12 years of age, 5 participants (7.7%) reported at least 1 AESI. Of these 5
participants, 3 participants (15.8%) were in the immunomodulatory therapy group (PTs of:
tumour necrosis factor receptor-associated periodic syndrome, Crohn’s disease, dermatomyositis,
and dystrophic calcification) and 2 participants (8.3%) were in the solid organ transplant group
(PTs of: kidney transplant rejection and donor specific antibody present).

Incidence Rate of Confirmed COVID-19 Cases After Dose 1

Overall, there was a small number of confirmed COVID-19 cases (n=45) reported by participants after
Dose 1 to end of study.

Participants 2 to <5 Years of Age

In participants who received BNT162b2 3 pg, the IR of first COVID-19 occurrence after Dose 1, from 7
days after Dose 3, and from 7 days after Dose 4 in the immunomodulatory therapy group was 663.287,
633.565, and 751.543 per 1000 person-years of follow up, respectively. The IR of first COVID-19
occurrence after Dose 1 and from 7 days after Dose 3 in the solid organ transplant group was 492.251
and 181.266 per 1000 person-years of follow up, respectively, and no case occurred from 7 days after
Dose 4. The IR of first COVID-19 occurrence after Dose 1 in the stem cell transplant group was 234.737
per 1000 person-years of follow up, and no case occurred after 7 days after Dose 3 onwards.

Participants 5 to <12 Years of Age

In participants who received BNT162b2 10 pg, the IR of first COVID-19 occurrence after Dose 1, from 7
days after Dose 3, and from 7 days after Dose 4 in the immunomodulatory therapy group was 952.660,
770.895, and 519.559 per 1000 person-years of follow up, respectively. The IR of first COVID-19
occurrence after Dose 1, from 7 days after Dose 3, from 7 days after Dose 4 in the solid organ transplant
group was 621.808, 422.059, and 577.623, per 1000 person-years of follow up, respectively. The IR of
first COVID-19 occurrence after Dose 1, from 7 days after Dose 3, from 7 days after Dose 4 in the stem
cell transplant group was 428.509, 364.594, and 381.064 per 1000 person-years of follow up,
respectively. There was a separation in the KM curves between the immunomodulatory therapy and the
other two disease groups, which potentially corresponds to the lower GMTs observed in the
immunomodulatory therapy disease group.

Participants 12 to <18 Years of Age

In participants who received BNT162b2 30 pg, the IR of first COVID-19 occurrence after Dose 1 and from
7 days after Dose 3, in the immunomodulatory therapy group was 861.947 and 602.226 per 1000
person-years of follow up, respectively. No case occurred in solid organ transplant group. The IR of first
COVID-19 occurrence after Dose 1 and from 7 days after Dose 3, in the stem cell transplant group was
422.499 and 616.976 per 1000 person-years of follow up, respectively. No case occurred in solid organ
transplant group.

Participants =18 Years of Age

In participants who received BNT162b2 30 ug, the IR of first COVID-19 occurrence after Dose 1, from 7
days after Dose 3, from 7 days after Dose 4, in the immunomodulatory therapy group was 697.708 and
1144.984, and 3397.674 per 1000 person-years of follow up, respectively. No case occurred in non-small
cell lung cancer and haemodialysis groups.
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Surveillance of COVID-19 Cases

Confirmed COVID-19 Cases, Severe COVID-19 Iliness, and MIS-C

There were few episodes of confirmed COVID-19 cases (n=45) reported by participants across all age
groups throughout the study and primarily represented mild to moderate illness.

One participant 5 to <12 years of age reported COVID-19 that met 1 or more severe illness criteria
(protocol-defined) and no cases of MIS-C were reported.

7.3. Discussion

C4591015

This report presents the final safety data from the phase 3 study C4591015 where pregnant women were
randomised to receive either 30 ug of BNT162b2 (n=174) or placebo (n=174) administered in 2 doses,
21 days apart at 24 to 34 weeks’ gestation. HIV positive subjects could be included if they were on stable
antiretroviral therapy and a viral load of <50 copies/mL. These subjects could therefore not be seen as
immunocompromised. The study was limited in size due to the national recommended COVID-19
vaccination of pregnant women.

The reactogenicity profile was in line with previous results from non-pregnant adult subjects. The
reactions were transient and most of them were mild to moderate at intensity. The most reported local
reaction was pain at injection site (83% dosel; 75% dose2). The most frequently reported systemic
events were fatigue (50%) and headache (34-41%). Fever was reported in 1-4% (dose 1 and 2
respectively). Most reported AEs were related to reactogenicity. The frequency of participants reporting
any SAE was low and comparable to what was reported in the placebo group (5.6% and 5.5%,
respectively). Two related AEs were reported among the maternal participants receiving BNT162b2
(tachypnoea and injection site pain). None of the infants experienced AEs related to maternal vaccination.
No new safety concern was identified in this limited study population.

C4591024

This report presents the final safety data of the phase 2b study C4591024 that enrolled a total of 124
immunocompromised participants aged 2 to <5 years (n=37), 5-<12 years (n=65) 12-<18 years (n=15)
and >18 years (n=7). The study evaluated a 4-dose schedule (the first 2 doses separated by 21 days),
with a third dose occurring 28 days after the second dose. The fourth dose was administered 3-6 months
after Dose 3, at the discretion of the investigator. The dose for each of the 4 vaccinations depended on
the age of participants at time of vaccination (>12 years of age: 30-ug dose, 5 to <12 years of age: 10-
Mg dose, 2 to <5 years: 3-ug dose).

Most of the reactogenicity evens were transient and mild to moderate at intensity. Children aged 2-<5
years old were presented with a mild reactogenicity profile with a low frequency of both local and
systemic events (<21%), similar as for non-immunocompromised subjects presented in other studies.
Children aged 5 to <12 years that constituted the largest age group (n=65) in this limited study reported
local reactions (most common pain at injection site: 53-63%) and systemic events where fatigue (46-
61%). Fever was reported in 1,5-12%, none had fever >40°C. Among the subjects 212 years old (n=22),
the reactogenicity profile are in line with the data that has been presented previously for non-
immunocompromised subjects. The majority of AEs were in the infections and infestations SOC, and all
AESIs were likely related to participant’s underlying condition. There were no deaths, no SAEs assessed

Type II variation assessment rapport
EMADOC-1700519818-1645300 Page 90/93



as related by the investigator, no life-threatening AEs, and no AEs leading to withdrawal. No new safety
concerns were identified in this limited study population of immunocompromised subjects.

8. Changes to the Product Information

As a result of this group of variations, sections 4.4, 4.6, 4.8 and 5.1 of the SmPC are being updated to
reflect the outcome of this assessment. The Package Leaflet (PL) is updated accordingly.

Please refer to Attachment 1 which includes all agreed changes to the Product Information.

9. Request for supplementary information
9.1. Other concerns

Clinical aspects

1. Please replace the table 8 in SmPC with a short text describing that antibody titre was lower in
pregnant women compared to non-pregnant women from historical control group.

2. Please replace the table 9 in SmPC with a short text describing that antibody titre was higher
after the 4t dose in all studied immunocompromised groups.

3. In study C4591024 there was about 20% of participants in age group 5-<18 with unknown
baseline SARS-CoV-2 status. The reason is unknown and need a clarification.

4. See comment in the SmPC section 4.8 in separate document.

10. Assessment of the responses to the request for
supplementary information

10.1. Other concerns

Clinical aspects

Question 1
Please replace the table 8 in SmPC with a short text describing that antibody titre was lower in pregnant
women compared to non-pregnant women from historical control group.

Summary of the MAH’s response
Please refer to Section 5.1 of the SmPC for response and proposed revision.
Assessment of the MAH’s response

Conclusion: Issue solved

Type II variation assessment rapport
EMADOC-1700519818-1645300 Page 91/93



Xloverall conclusion and impact on benefit-risk balance has/have been updated accordingly

[INo need to update overall conclusion and impact on benefit-risk balance

Question 2
Please replace the table 9 in SmPC with a short text describing that antibody titre was higher after the 4t
dose in all studied immunocompromised groups.

Summary of the MAH’s response

Please refer to Section 5.1 of the SmPC for response and proposed revision.
Assessment of the MAH'’s response

Conclusion: Issue solved

Xloverall conclusion and impact on benefit-risk balance has/have been updated accordingly

[INo need to update overall conclusion and impact on benefit-risk balance

Question 3
In study C4591024 there was about 20% of participants in age group 5-<18 with unknown baseline
SARS-CoV-2 status. The reason is unknown and need a clarification.

Summary of the MAH’s response

There are 2 age groups within the 5-<18 years category which comprise of 5-<12-year-olds and 12-
<18-year-olds. Considering the total evaluable immunogenicity population the following table
demonstrates that the 5-<18 age bracket contains the majority of missing baseline SARS-CoV-2 results
as the 5- <12 years age group was the highest enrolling group (n = 56), and therefore also had the
highest number of missing results (n=14).

Age Group Total Number of Participants - Number of Missing Baseline SARS-
(years) Dose 3 Evaluable Immunogenicity | CoV-2 Status, n (%)
Population (N)
2-<5 26 3 (11.5)
5-<12 56 14 (25.0)
12-<18 11 3 (27.3)
>18 4 0
Total 97 20 (20.6)

As the total denominator of the study is small (N=124), and that of the evaluable immunogenicity
population is further reduced (n=97), small fluctuations in the number of participants with a missing
result would lead to large changes in the percentage.

The baseline COVID status was unknown for some participants due to the analyses not being able to be
performed (e.g. blood sample/swab not taken, indeterminate result).
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Assessment of the MAH’s response:

The Applicant explained that absence of the baseline sample (blood or nasal swab) or unclear test result
caused the “unknown baseline Covid-19 status” label for about 20 % of participants.

Conclusion: Issue solved

Xoverall conclusion and impact on benefit-risk balance has/have been updated accordingly

[INo need to update overall conclusion and impact on benefit-risk balance

Question: 4
See comment in the SmPC section 4.8 in separate document.

Summary of the MAH’s response
Please refer to Section 4.8 of the SmPC for response and proposed revision.

Assessment of the MAH’s response
Conclusion Issue solved

Xloverall conclusion and impact on benefit-risk balance has/have been updated accordingly

[INo need to update overall conclusion and impact on benefit-risk balance
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