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1. VERSION HISTORY

Table 1. Summary of Changes
Version/ Associated Rationale Specific Changes
Date Protocol
Amendment
1 Protocol N/A N/A
23 0ct2023 |amendment 1
15 Sep 2023
2 Protocol Exploratory immmunological |Removed the analyses based on data from
01 May 2024 |amendment 1 assays may be performed the exploratory immunological assays for
15 Sep 2023 after the final study results the following exploratory endpoints
are generated. (Sections 2.2 3.3, and 6.3):
s TIgG and IgM subclass concentrations.
Other minor updates were » Relative dissociation rate of total
incorporated for clarity on the serum antibodies measuring avidity of
supplementary and sensitivity antibodies to antigen.
analyses and on the conduct |s  Serum IpG response to carrier protein
of the study analyses.

Added language to Section 3.1.1 to specify
that related AFEs that are considered local
reactions be included in the reactogenicity
reporting if the participant has e-diary data
transmitted for at least 1 day.

In Section 4, clarified that the
mlTT population requires at least 1 dose of
the study infervention.

Added language in Section 6.1.1.2 to
include by-day reactogenicity graphs.

Added unplanned assessment data in
Section 6.1.1.3.

Added language to Section 6.1.2.3 to
include a sensitivity analysis for AFs
leading to discontinnation.

Updated the language in Section 6.5.1.1
from “age at informed consent™ to “age at
Dose 17.

Updated the ATC fourth-level
classification to WHODD in Section 6.5.4.

Removed analysis of imnmnogenicity
results through Visit 2 (1 month after
Dose 1) in Section 7.2.1.
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2. INTRODUCTION

This SAP provides detailed methodology for summary and statistical analyses of the data

collected in Study C4801002.

2.1. Modifications to the Analysis Plan Described in the Protocol
The exploratory endpoints, estimands, and corresponding analyses are specified in the SAP.

2.2. Study Objectives, Endpoints, and Estimands

Type Objectives

Endpoinis

Estimands

Primary Objectives:

Primary Endpoints:

Primary Estimands:

Safety To describe the s  Prompted local In participants receiving at least 1 dose
safety profile of the reactions (redness, of the study intervention from each
mPnC candidate swelling, and pain at | group. the percentage of participants
administered as a the injection site) reporting:
2-dose series in * Prompted systemic * Prompted local reactions within
children =11 to events (fever, 7 days after each dose
=15 months of age decreased appefite, + Prompted systemic events within

drowsiness/increased 7 days after each dose
sleep, and irritability) |« AFs from Dose 1 through 1 month
s AFs after Dose 2
s S5AFs *  SAFs from Dose 1 through
1 month after Dose 2
Secondary Secondary Endpoints: Secondary Estimands:
Objectives:

Immumogenicity | To describe the s IgG concentrations In participants in compliance with the
IMmMune responses for the candidate key protocol criteria (evaluable
elicited by the mPnC serotype participants) from each group:
candidate * Pnenmococcal IgG GMCs

1 month after Dose 1 and 1 month
after Dose 2

* Percentages of participants with
predefined IgG concentration
1 month after Dose 1 and 1 month
after Dose 2

* Pnenmococcal IgG GMFRs from
before Dose 1 to 1 month after
Dose 1 and from 1 month after
Dose 1 to 1 month after Dose 2

= OPA titers for the In participants in compliance with the
candidate serotype key protocol criteria (evaluable
participants) from each group:

+ Pnenmococcal OPA GMTs
1 month after Dose 1 and 1 month
after Dose 2

+  Pneumococcal OPA GMFRs from
before Dose 1 to 1 month after
Dose 1 and from 1 month after
Dose 1 to 1 month after Dose 2
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Type Objectives Endpoinis Estimands
Exploratory Exploratory Endpoints: |Exploratory Estimands:
Objectives:
Immunogenicity

The estimands corresponding to each primary and secondary objective are described in the
table above. The estimands to evaluate each immunogenicity objective will be based on the
evaluable immunogenicity population (Section 4). The estimands estimate the vaccine effect
in the hypothetical setting where participants follow the study schedule and protocol
requirements as directed.

2.3. Study Design

This 15 a Phase 2, multicenter, randomized, open-label study to describe the safety and
immunogenicity of an mPnC candidate as a 2-dose series m healthy toddlers 11 through

15 months of age. This study will be conducted at investigator sites in the EU.
Approximately 100 children between 11 and 15 months of age who previously received the
2-dose PCV10 mfant primary series as part of their routine vaccines will be enrolled.
Participants will be enrolled and randomized 1n a 1:1 ratio by site-based randonuzation to
recetve etther the mPnC candidate or the control (mPnC control) as a 2-dose series at Visit 1
and Visit 3 (~2 months after Dose 1); participants will receive the same study mtervention
(erther mPnC candidate or mPnC control) for both doses. Participants will be observed for
30 minutes after each dose. Participants will also receive their toddler (third) dose of PCV10
conconmutantly at Visit 1.

3. ENDPOINTS AND BASELINE VARTABLES: DEFINITIONS AND
CONVENTIONS

3.1. Primary Endpoints

e Local reactions (redness, swelling, and pain at the injection site) within 7 days after each
dose.

e Systemic events (fever, decreased appetite, drowsimess/increased sleep, and wrritability)
within 7 days after each dose.
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e AFEs from Dose 1 through 1 month after Dose 2.
e SAFs from Dose 1 through 1 month after Dose 2.

3.1.1. Local Reactions and Systemic Events

The local reactions, mncluding redness, swelling, and pain at the mjection site, and the
systemuc events, including fever, decreased appetite, drowsiness/increased sleep, and
wrritability, are reported in the e-diary from Day 1 through Day 7 after each dose, where

Day 1 1s the day of study mntervention adnmimstration at each dose. Besides the events
collected in the e-diary, related AEs recorded on the AE CRF that are considered local
reactions or any AEs (related or not) that are considered systemic events, starting within

7 days after study intervention will be included m the reactogenicity reporting 1f the
participant has e-diary data transmtted for at least 1 day. This section describes derivations
with details for the assessment of reactogenicity data: seventy level, onset day, and duration.

Severity and Maximum Severity

The defimtions for reactogemicity severity collected from the e-diary and from CRFs are
described in Appendrx 2.

For each local reaction or systemic event, the maximum severity grade will be derived as
follows:

Maximum severity grade = highest grade (maximum severity) within 7 days after each
dose (Day 1 through Day 7) among severity grades reported for that local reaction or
systemic event.

If a local reaction or systemic event i1s captured 1 more than 1 data source, eg, the e-diary,
unplanned assessments, and/or the AE CRF, the highest grade across all sources will be used

n the summary.
Onset Day

The onset day of each local reaction or systenuc event will be derived. Onset day 1s defined
as the first day of reporting the reaction or event with any sevenity after each dose.

Duration (First to Last Day Reported)

The duration (days) of each local reaction or systemic event will be calculated as the number
of days from the start of the first reported reaction or event to the resolution of the last
reported reaction or event, inclusive, after study intervention adnministration. For a reaction or
event collected in the e-diary, the resolution 1s defined as the last day on which the reaction
or event 15 recorded in the e-diary if the reaction or event lasted 7 days or less, or defined as
the day on which the reaction or event ended beyond Day 7 (the latter will be collected on the
CRF). For a reaction or event collected on the AE CRF, the AE end date will be considered
the resolution date.
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For a reaction or event collected in multiple sources, the earliest starting date and the latest
end date will be used in calculating duration. If there 15 no known date when a reaction or
event ends, the duration will be reported as unknown or missing.

If a reaction or event after Dose 1 1s ongoing at the time of Dose 2, the Dose 2 date will be
used as the end date for the duration calculation for that reaction or event.

Use of Antipyretic/Pain Medication

The use of antipyretic/pain medication 1s also recorded in the e-diary from Day 1 through
Day 7, where Day 1 1s the dosing day. For the use of antipyretic/pain medication from Day 1
through Day 7, the following endpoint and variable will be derived:

e Presence (yes or no) of use of antipyretic/pain medication after each dose.

3.1.2. Adverse Evenis and Serious Adverse Events

AFs and SAEs will be categorized according to MedDRA terms and summarized by system
organ class and preferred term at the participant level. The time period for actively eliciting
and collecting AEs and SAEs for each participant begins from the time the participant
provides informed consent through and including the visit occurring 1 month after the last
dose. For reporting purposes, only events occurring following study mtervention will be
counted n the summary tables. Events occurming prior to study intervention administration
will only be mcluded 1n listings.

3.2. Secondary Endpoints

Blood will be collected before Dose 1 (Visit 1), approximately 1 month after Dose 1
(Visit 2), and approximately 1 month after Dose 2 (Visit 4) to assess immunogenicity.
Pneumococcal IgG concentrations and OPA fiters for the candidate serotype will be
measured in sera collected at Visits 1, 2, and 4:

¢ Pneumococcal IgG concentrations 1 month after Dose 1 and 1 month after Dose 2.

e Participants with predefined IgG concentration (0.35 pg/mL) 1 month after Dose 1 and
1 month after Dose 2.

¢ Fold rises of pneumococcal IgG concentrations from before Dose 1 to 1 month after
Dose 1 and from 1 month after Dose 1 to 1 month after Dose 2.

» Pneumococcal OPA titers 1 month after Dose 1 and 1 month after Dose 2.

e Fold rises of pneumococcal OPA titers from before Dose 1 to 1 month after Dose 1 and
from 1 month after Dose 1 to 1 month after Dose 2.
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IgG concentrations and OPA titers above the LLOQ are considered accurate and their
quantitated values will be reported. Missing assay results will not be imputed. The handling
of assay values below LLOQ 1s discussed in Section 5.3.

3.3. Exploratory Endpoints

3.4. Baseline Variables

Baseline will be the measurement obtained prior to Dose 1.

3.4.1. Demographics and Medical History

The demographic vanables are age at Dose 1 (in months), sex (male or female), race
(Black/African American, American Indian or Alaska Native, Asian, Native Hawaiian or
other Pacific Islander, White, multiracial, and not reported), and ethmicity (Hispanic/Latino,
non-Hispanic/non-Latino, and not reported). In cases where more than 1 category 1s selected
for race, the participant will be counted under the category “multiracial” for analysis.

Medical history will be categonized according to MedDRA.

3.4.2. Concomitant Vaccines and Concomitant Medications

The name and date of adnunistration for all nonstudy vaccinations recerved from 28 days
prior to Visit 1 through Visit 4, and medications taken to treat SAEs from the time of signing
of the ICD through Visit 4, will be collected and recorded on the CRF.

Conconmutant vaccines and concomitant medications will be coded using the WHODD.

3.5. Other Safety Endpoints

Primary safety endpomts are described above m the Primary Endpoimnts — Safety section
(Section 3.1). This section describes supportive safety endpoints.

Supportive AE endpoints include related AEs, severe AEs, immediate AEs, and AEs leading
to discontinuation. Immediate AEs are those occurring within the first 30 minutes after each
dose. The time period for collecting all supportive AE endpomts begins from the time the
participant provides informed consent through 1 month following the last dose. For reporting
purposes, only events occurring following Dose 1 will be counted in the summary tables.
Events occurring prior to Dose 1 will only be n listings.
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4. ANALYSIS SETS (POPULATIONS FOR ANALYSIS)

Data for all participants will be assessed to determune 1if participants meet the criteria for
inclusion m each analysis population prior to releasing the database for the first planned
analysis, and classifications will be documented per standard operating procedures. The

populations are defined below:

Participant Analysis Set

Description

Screened

Al participants whose parents/legal guardian sign the ICD.

Randomized

Al participants who are assigned a randomization number in the
IRT system.

Dose 1 evaluable immunogenicity

All participants who:

1. are eligible and randomized,

2. receive the study intervention to which they are randomized,

3. have at least 1 valid immmunogenicity result within 27 to 56 days,
inclusive, after Dose 1, and

4. have no other major protocol deviations as deternmined by the
clinician up to the 1-month post-Dose 1 visit.

The Dose 1 evaluable immunogenicity population will be the primary

analysis population for the immunogenicity results before Dose 1 and

1 month after Dose 1.

Participants will be grouped on a randomized basis.

Dose 2 evaluable immunogenicity

Al participants who:

1. are eligible and randomized,

2. receive both doses of study intervention to which they are
randomly assigned,

3. have at least 1 valid immmunogenicity result within 27 to 56 days,
inclusive, after Dose 2, and

4. have no other major protocol deviations as determined by the
clinician.

The Dose 2 evaluable immunogenicity population will be the primary

analysis population for the immunogenicity results at 1 month after

Dose 2.

Participants will be grouped as randomized.

mlITT immunogenicity

All randomized participants who receive at least 1 dose of the

study intervention and have at least 1 valid immmogenicity result after
study infervention administration.

Participants will be grouped as randomized.

Safety

Al participants who receive at least 1 dose of the study infervention.
Participants will be grouped as administered.

For the Dose 1 and Dose 2 evaluable immunogenicity population defimitions,
the blood collection window has been expanded by 1 extra day before, and 14 days after,

the protocol-specified blood collection window of 28 to 42 days as defined in the protocol

¥

for consistency with established rules i the 13vPnC and 20vPnC development programs.
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For determination of the evaluable immunogenicity populations, items 1 through 3 above
will be computerized checks of the data, while item 4 will be determuned by clinical review.
A major protocol deviation 1s a protocol deviation that, in the opimion of the sponsor’s
chinician, would matenially affect assessment of immunogemicity, eg, participant receipt of a
prohibited vaccine or medication that might affect immune response or a medication error
with suspected decrease i potency of the vaccine. The sponsor’s climician will identify those
participants with major protocol deviations before any analysis specified in Section 7.2.1 1s
performed.

Reactogenicity results (local reactions and systemic events) after a specified dose will be
reported for all participants in the safety population who have any e-diary data collected after
the specified dose.

5. GENERAL METHODOLOGY AND CONVENTIONS

Methodology for summary and statistical analyses of the data collected 1n this study 1s
described here. In general, the study data will be summarized by study mtervention group.
CIs for all endpoints in the statistical analysis will be presented as 2-sided at the 95% level.

For all immunogenicity endpoints, the analysis will be primarily based on the evaluable
immunogenicify populations. An additional analysis will be performed based on the

mITT population if there 15 a large enough difference (>10%) in the numbers of participants
included between the mITT and the evaluable immunogenicity populations. Participants will
be summarized according to the study intervention group to which they were randomized.

The safety analyses are based on the safety population. Participants will be summarized
according to the study mterventions they recerved.

5.1. Hypotheses and Decision Rules

There 15 no statistical hypothesis testing planned for this study. All statistical analyses are
descriptive and for estimation purpose.

5.2. General Methods

5.2.1. Analysis for Binary Data

Descriptive statistics for categorical vanables (eg, proportions) are the percentage (%),
the numerator (n) and the denonunator (IN) used in the percentage calculation, and the
2-sided 95% CIs where applicable.

The exact 95% CI for binary endpomts for each group will be computed using the
F distribution (Clopper-Pearson) !

DMBO02-GSOP-RF02 7.0 Statistical Analysis Plan Template 31-Jan-2022
PFIZER CONFIDENTIAL
TMF Doc ID: 98.03
Page 12 of 25



)

Protocol C4801002 (PF-07831695) Statistical Analysis Plan

5.2.2. Analysis for Continuous Data
5.2.2.1. Descriptive Statistics

Unless otherwise stated, descriptive statistics for continuous variables are n, mean, median,
standard deviation, minimum, and maximum

5.2.2.2. Geomeiric Mean

The GM for each group will be calculated as the mean of the logarithmically transformed
assay results and then exponentiating the mean The 2-sided 95% CI will be obtained by
exponentiating the limits of the CI for the mean of the logarithmically transformed assay
results based on the t distribution.

5.2.2.3. Geomeitric Mean Fold Rise

Fold rise 1s the change in the assay results from an earlier time point to a later time pomt.
The GMFR will be calculated as the mean of the difference of antibody levels

(later time point - earlier time point) on the natural log scale and then exponentiating the
results. The 2-sided 95% CIs will be obtained by exponentiating the limits of the CIs for the
mean difference of the logarithmically transformed assay results based on the t distribution.
Only data from participants with nonmissing assay results at both time points will be
mncluded m the GMFR calculation.

5.2.2.4. Reverse Cumulative Distribution Curves

Empirical RCDCs for immunogenicity results will be plotted as a step function of the
proportion of participants with the assay results equal to or exceeding a specified value over
the full range of the observed assay results.

5.3. Methods to Manage Missing Data

In evaluations, missing reactogenicity e-diary data will not be imputed. A partial AE start
date (mussing day, missing both month and day) will be imputed by assigming the earliest
possible start date using all available information, such as the stop date of the AE and the
admimistration date(s) from the same participant, following the Pfizer standard of handling
mcomplete AE start dates. A completely nussing start date for an AFE 1s not allowed 1 data
collection. No other missing information will be imputed in the safety analysis.

Serology result values that are designated as serum QNS, IND, or “not done” will be set to
missing. No imputation will be done for these missing values. Missing serology results will
not be imputed. Assay results above the LLOQ will be reported, but results that are below the
LLOQ, or BLQs, will be set to 0.5 x LLOQ.

The LLOQ and LOD (when applicable) for each assay will be provided by the laboratory
performing the assays prior to any statistical analysis of assay results.
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6. ANAL'YSES AND SUMMARIES

6.1. Primary Endpoints

6.1.1. Local Reactions and Systemic Events
6.1.1.1. Main Analysis

¢ Estimands:

e The percentages of participants reporting local reactions (pain at the injection site,
redness, and swelling) within 7 days after each dose (Section 3.1.1).

e The percentages of participants reporting systenuc events (fever, decreased appetite,
drowsiness/increased sleep, and irritability) within 7 days after each dose
(Section 3.1.1).

e Analysis set: Safety population with any e-diary data reported after each dose (Section 4).
e Analysis time point: Day 1 through Day 7 after each dose.
e Analysis methodology: Descriptive summary statistics (Section 5.2.1).

e Reporting results: The numerator (n) and denominator (N, defined as the number of
participants who received the specific dose mn the safety population and had any e-diary
data reported after the specific dose) used for the calculation of the percentages. The
percentages, and the associated 2-sided Clopper-Pearson 95% CI will be presented, by
group and seventy, for the followmg variable:

e Maximum severity of each and any local reaction or systemic event on any day
(Day 1 through Day 7) after each dose.

6.1.1.2. Supplementary Analyses

As supplementary analyses to support the assessment of local reactions or systemic events,
the following endpoints (as defined in Section 3.1.1) may be summanzed (provided data are
not sparse) with the same analysis time point and analysis population:

e Duration (days) of each local reaction or systemic event after each dose.
e Onset day of each local reaction or systemic event after each dose.

These continuous endpoints will be summarized by displaying the n, mean median, standard
deviation, mumimum, and maximum for each group.

Descriptive summary statistics for use of antipyretic/pain medication after each dose
(see Section 3.1.1) will be provided for each group: n, N, percentage, and 2-sided 95% CL
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Figures

Bar charts with the percentages of participants for each local reaction or systemic event on
each and any day (Day 1 through Day 7) after each dose will be plotted for each vaccine
group, with different patterns displayed in the bar charts for different severity levels

(each day) and different maximum severnity levels (any day), respectively.

6.1.1.3. Sensitivity Analysis

Summary of local reactions and systemic events by maximum severity 1s also assessed using
the e-diary and unplanned assessment data only.

6.1.2. Adverse Events
6.1.2.1. Main Analysis

Estimand: The percentages of participants reporting AEs (excluding reactogenicity events
collected on the AE CRF that are included in the local reaction or systemic event
summary) from Dose 1 through 1 month after Dose 2 (Section 3.1.2).

Analysis set: Safety population (Section 4).
Analysis time pomnt: Dose 1 through 1 month after Dose 2.
Analysis methodology: Descriptive summary statistics (Section 5.2.1).

Reporting results: The numerator (n) and the denominator (IN) used in the percentage
calculation, the percentage (%), and the corresponding 2-sided 95% Clopper-Pearson CI
for participants reporting any AE, by system organ class and preferred term, will be
presented for each group.

6.1.2.2. Supplementary Analyses

Estimand: The percentages of participants reporting supportive AEs (excluding
reactogenicity events collected on the AE CRF that are included in the local reaction or
systemic event summary): immediate AEs, related AEs, severe AEs, and AEs leading to
discontinuation (Section 3.5).

Analysis set: Safety population (Section 4).

Analysis time pomnts: From study intervention admimistration through 30 minutes after for
mmmediate AEs; and Dose 1 through 1 month after Dose 2 for related AEs, severe AEs,
and AFEs leading to discontinuation.

Analysis methodology: Descriptive summary statistics (Section 5.2.1).
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Reporting results: The numerator (n) and the denominator (IN) used in the percentage
calculation, the percentage (%), and the corresponding 2-sided 95% Clopper-Pearson CI
for participants reporting any supportive AE, by system organ class and preferred term,
will be presented for each group.

6.1.2.3. Sensitivity Analysis

Sensitivity analyses on any AEs, immediate AEs, and AEs leading to discontimuation will
be conducted by using all AEs collected on the AE CRF.

6.1.3. Serious Adverse Events

Estimand: The percentages of participants reporting SAEs from Dose 1 through 1 month
after Dose 2 (Section 3.1.2).

Analysis set: Safety population (Section 4).

Analysis time pomnt: Dose 1 through 1 month after Dose 2.

Analysis methodology: Descriptive summary statistics (Section 5.2.1).

Reporting results: The numerator (n) and the denominator (IN) used mn the percentage

calculation, the percentage (%), and the corresponding 2-sided 95% Clopper-Pearson CI

for participants reporting any SAE, by system organ class and preferred term, will be
presented for each group.

6.2. Secondary Endpoints

6.2.1. Pneumococcal IgG Concentrations

Estimand: IgG GMCs 1 month after Dose 1 and 1 month after Dose 2 (Section 3.2).
Analysis sets: Dose 1 and Dose 2 evaluable immunogenicity populations (Section 4).
Amnalysis time pomts: 1 Month after Dose 1 and 1 month after Dose 2.

Analysis methodology: Descriptive statistics (Section 5.2.2.2).

Reporting results: n, GMC, and the corresponding 2-sided 95% CI at each analysis time
pomnt will be presented for each group.

Figures
Empirical RCDCs will be provided for the pneumococcal IgG concentrations for each group.
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6.2.2. Participants With Predefined IgG Concentrations

e Estimand: Percentage of participants with predefined IgG concentrations 1 month after
Dose 1 and 1 month after Dose 2 (Section 3.2).

e Analysis sets: Dose 1 and Dose 2 evaluable immunogenicity populations (Section 4).

e Analysis time pomnts: 1 Month after Dose 1 and 1 month after Dose 2.

e Analysis methodology: Descriptive statistics (Section 5.2.1).

e Reporting results: The numerator (n) and the denominator (N) used in the percentage
calculation, the percentage (%), and the corresponding 2-sided 95% Clopper-Pearson CI
for participants with predefined IgG concentrations will be presented for each group.

6.2.3. Fold Rise in IgG Concentrations

e Estimand: GMFRs m IgG concentrations from Dose 1 to 1 month after Dose 1, and from
1 month after Dose 1 to 1 month after Dose 2 (Section 3.2).

e Analysis sets: Dose 1 evaluable immunogenicity population for GMFR from before

Dose 1 to 1 month after Dose 1; Dose 2 evaluable immunogenicity population for GMFR

from 1 month after Dose 1 to 1 month after Dose 2 (Section 4).

e Analysis time points: From Dose 1 to 1 month after Dose 1 and from 1 month after
Dose 1 to 1 month after Dose 2.

e Analysis methodology: Descriptive statistics (Section 5.2.2 3).

e Reporting results: n, GMFRs, and the corresponding 2-sided 95% CIs will be presented
for each group.

6.2.4. Pneumococcal OPA Titers

» Estimand: Pneumococcal OPA GMTs 1 month after Dose 1 and 1 month after Dose 2
(Section 3.2).

e Analysis sets: Dose 1 and Dose 2 evaluable immunogenicity populations (Section 4).
e Analysis time point: 1 Month after Dose 1 and 1 month after Dose 2.

e Analysis methodology: Descriptive statistics (Section 5.2.2.2).

e Reporting results: n, GMTs, and the corresponding 2-sided 95% CIs will be presented for

each group.
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Figures
Empirical RCDCs will be provided for the pneumococcal OPA titers for each group.

6.2.5. Fold Rise in OPA Titers

 Estimand: GMFRs in OPA titers from Dose 1 to 1 month after Dose 1, and from 1 month
after Dose 1 to 1 month after Dose 2 (Section 3.2).

e Analysis sets: Dose 1 evaluable immunogenicity population for GMFR from before
Dose 1 to 1 month after Dose 1; Dose 2 evaluable immunogenicity population for GMFR
from 1 month after Dose 1 to 1 month after Dose 2 (Section 4).

e Analysis time poimnts: From Dose 1 to 1 month after Dose 1 and from 1 month after
Dose 1 to 1 month after Dose 2.

e Analysis methodology: Descriptive statistics (Section 5.2.2 3).

e Reporting results: n, GMFRs, and the corresponding 2-sided 95% CIs will be presented
for each group.

6.3. Exploratory Endpoints
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6.4. Subset Analyses
Not applicable.

6.5. Baseline and Other Summaries and Analyses
6.5.1. Baseline Summaries
6.5.1.1. Demographic Characteristics

Demographic characteristics, including age at Dose 1, sex, race, and ethnicity, will be
summarized using descriptive statistics for each group and overall for the safety population
and evaluable immunogenicity populations.

6.5.1.2. Medical History

Each reported medical history term will be mapped to a system organ class and preferred
term according to the current version (at the time of reporting) of MedDRA_ The number and
percentage of participants with at least 1 diagnosis, overall and at each system organ class
and preferred term level, will be summanzed by study intervention group and overall for the
safety population.
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6.5.2. Study Conduct and Participant Disposition
6.5.2.1. Participant Disposition

The number and percentage of randomized participants will be meluded in the participant
disposition summary. In addition, the numbers and percentages of participants who recerved
study intervention, who completed the study, and who withdrew from the study, along with
the reasons for withdrawal, and timing will be tabulated by study intervention group
(according to randommzed group assignment) and overall. The reasons for withdrawal will be
those as specified on the CRFs.

Randomuzed participants excluded from the safety or immunogenicity analysis populations
will also be summanized separately, along with reasons for exclusion, by study mntervention
group.

6.5.2.2. E-Diaries

The numbers and percentages of participants not transmutting the e-diary, transnutting the
e-diary for each day, and transmmtting the e-diary for all days in the required reporting period
after each dose will be summanzed according to the study mtervention actually recerved. The
safety population will be used for the summary of e-diary data fransmssion.

6.5.3. Study Intervention Exposure (Timing and Administration)

The number and percentage of participants randomized and receiving each study intervention
within the protocol-specified time frame will be tabulated for each group and overall for all
randonmuzed participants. A listing of participants who recerved a study intervention other
than that which they were randonuzed to recerve will be produced, if any such mcorrect
dosing occurs. A listing of participants showing the randomized mtervention and the
intervention actually received will be presented.

6.5.4. Prior/Concomitant Vaccinations and Concomitant Medications

Each prior/concomitant vaccine will be summarized according to the WHODD preferred
term. The number and percentage of participants receiving each concomutant vaccine after
study intervention admimstration will be tabulated for each group for all participants in the
safety population. Sinular summarization will be done separately for concomitant
medications recerved.

6.6. Safety Summaries and Analyses

Summarnes and analyses of the safety endpoints are described under Primary Endpoints
(see Section 6.1).
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7. INTERIM ANALYSES
7.1. Introduction

As this 1s an open-label study, the sponsor may conduct unblinded reviews of the data during
the course of the study for the purpose of safety assessment and/or for supporting clinical
development. In addition, immunogenicity data may be analyzed when available.

7.2. Interim Analyses
No mterim analysis will be conducted for this study.

7.2.1. Analysis Timing
Statistical analyses will be carried out as specified below:

e Analysis of safety data through Visit 2 (1 month after Dose 1);

e Final analysis of safety and immunogenicity, including complete IgG and OPA results
available after the completion of the study and any available exploratory endpoint data.

Immunogenicity data reviews by the sponsor may be conducted any time the data are
available to aid in decision-makmg for the sponsor programs.

Certain analyses may be combined 1f the data become available around the same time.

Additional analyses may be conducted or combined if requuired for regulatory purposes or for
further clinical evaluation of the study intervention.

8. REFERENCES

1. Clopper CJ, Pearson ES. The use of confidence or fiducial lints illustrated in the case
of the binormal. Biometrika. 1934;26(4):404-13.
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9. APPENDICES
Appendix 1. List of Abbreviations

Abbreviation Term
13vPnC 13-valent pnenmococcal conjugate vaccine
20vPnC 20-valent pneumococcal conjugate vaccine
AE adverse event
BLQ below the limit of quantitation
CI confidence interval
CRF case report form
e-diary electronic diary
EU European Union
GM geometric mean
GMC geometric mean concentration
GMFER geometric mean fold rise
GMT geometric mean titer
ICD informed consent document
IeG immunoglobulin G

. IND indeterminate
IRT interactive response technology
LLOQ lower limit of quantitation
LOD limit of detection
MedDEA Medical Dictionary for Regulatory Activities
mlTT modified infention-to-treat
mPnC monovalent pneumococcal conjugate
N/A not applicable
OPA opsonophagocytic activity
PCV10 10-valent pnenmococcal conjugate vaccine
QNS quantity not sufficient
RCDC reverse cumulative distribution curve
SAE serious adverse event
SAP statistical analysis plan
WHODD World Health Organization Drug Dictionary

DMBO02-GSOP-RF02 7.0 Statistical Analysis Plan Template 31-Jan-2022

PFIZER CONFIDENTIAL
TMF Doc ID: 98.03
Page 22 of 25




)

Protocol C4801002 (PF-07831695) Statistical Analysis Plan

Appendix 2. Reactogenicity Data Consolidation

For reactogenicity collected in the e-diary, redness and swelling will be measured and
recorded in measuring device (caliper) umits, and then categorized during analysis as muld,
moderate, or severe based on the grading scale in Table 2. Measuring device units can be
converted to centimeters according to the following scale: 1 measuring device umt=0.5 cm.
Pain at the mnjection site will be assessed by the participant as mild, moderate, or severe
according to the grading scale in Table 2. The systemic events of fever, decreased appetite,
drowsiness/increased sleep, and irmtability will be assessed by participants as mild, moderate,
or severe according to the grading scale in Table 3.

A Grade 4 local reaction or systemic event, which can only be classified by an investigator
and then collected as an AE on the CRF, will be reported as a Grade 4 reactogenicity event in

the data summary.
For reactogenicity collected on the AE CRF, the grading scales will be based on the AE
intensity scale m Table 4.
Table 2. Grading Scales for Local Reactions Collected From the E-Diary
Local Reaction Mild Moderate Severe
Grade 1 Grade 2 Grade 3* Grade 4°
Redness 1 to 4 caliper units 5 to 14 caliper units  |>14 caliper units (Necrosis or exfoliative
(measuring |(or measuring {or measuring dermatitis
device units) device units) device units)
>0 10 2.0 cm >20to 7.0 cm >7.0 cm
Swelling 1 to 4 caliper units 5 to 14 caliper units  [>14 caliper units |Necrosis
(measuring |(or measuring {or measuring
device units) device units) device units)
>0 10 2.0 cm >2.0to 7.0 cm >7.0 cm
Pain at injection  |Hurts if gently touched |Hurts if gently Causes limitation |Emergency room visit
site (tenderness)  |(eg, whimpers, winces, |touched, with cryimg  |of limb or hospitalization for
protests, or withdraws) movement severe mjection site
pain (tenderness)

Note: If the size of the redness and/or swelling falls between 2 measuring device units, the higher measurng

device unit number will be recorded in the e-diary.

a.  Parents/legal guardians of participants experiencing Grade 3 local reactions are required fo contact the
investigator site. In the event that the participant’s parent(s)/legal guardian does not call, the investigator
will call the participant’s parent(s)/legal guardian An unscheduled visit may be required.

b. Grade 4 assessment should be made by the investigator; Grade 4 local reactions will not be collected in the
e-diary but will be collected as AFs on the CRF. The intensity of the local reaction should be graded using
the AF intensity grading scale.
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Table 3. Grading Scales for Systemic Events Collected From the E-Diary

Systemic Event Mild Moderate Severe
Grade 1 Grade 2 Grade 3 Grade 4*
Decreased appetite | Decreased interest in | Decreased oral Refusal to feed Emergency room visit
(loss of appetite) |eafing intake or hospitalization for
severe decreased
appetite
(loss of appetite)
Drowsiness Increased or Slightly subdued, Disabling, not Emergency room visit
(increased sleep) |prolonged sleeping | interfering with interested in usual |or hospitalization for
bouts daily activity daily activity severe drowsiness
(increased sleep)
Trritabality Easily consolable Requiring increased |Inconsolable; Emergency room visit
(fussiness) aftention crying cannot be | or hospitalization for
(synonymous with comforted severe imitability
restless sleep; (fussiness)
decreased sleep)

a.  Grade 4 assessment should be made by the investigator; Grade 4 systemic events will not be collected in
the e-diary but will be collected as AFs on the CRF. The intensity of the systemic event should be graded
using the AF intensity grading scale.

Table 4. Assessment of AE Intensity Grade

Grade Description
1 MILD Does not interfere with participant’s usual function
MODERATE Interferes to some extent with participant’s usual function
3 SEVERE Interferes significantly with participant’s usual function.
Fever

Temperature will be collected in the evenmg daily for 7 days followimng each dose (Days 1
through 7) and at any time during the 7 days that fever 1s suspected. The highest temperature
for each day will be recorded in the e-diary. In the event of an ongoing fever on Day 7, the
temperature will be collected daily until the fever has resolved in order to collect a stop date
on the CRF. A participant’s parent(s)/legal guardian will be prompted to contact the study
site 1f the participant experiences a fever >104.0°F (>40.0°C). Temperature will be measured
and recorded to 1 decimal place.

Temperatures recorded in degrees Fahrenheit will be programmatically converted to degrees
Celsius first for reporting. Fever will be grouped into ranges for the analysis according to
Table 5. Maximum temperature range over the period from Day 1 through Day 7 will be
mapped mto the ranges described 1n Table 5 for summary of maximum temperature If a
fever was reported on the AE CRF within 7 days and no temperature was captured on the
CRF or m the e-diary, the fever will be mapped to the ranges based on the AE mtensity.

DMBO02-GSOP-RF02 7.0 Statistical Analysis Plan Template 31-Jan-2022
PFIZER CONFIDENTIAL
TMF Doc ID: 98.03
Page 24 of 25



)

Protocol C4801002 (PF-07831695) Statistical Analysis Plan

Table 5. Ranges for Fever

=38.0°Cto 38.4°C

>384°C 10 38.9°C

>38.9°C to 40.0°C*

>40.0°C

Note: Fever is defined as temperature =38.0°C based on e-diary data or indicated on the CRF within 7 days
after administration.

a. Participants reporting a fever >104 0°F (>40.0°C) will be prompted to contact the study site.

If a local reaction or systemic event 1s captured mn more than 1 data source, eg, the e-diary,
unplanned assessments, and/or AE CRF, the highest grade will be used in the safety

summary analysis.

Any reactogenicity events collected on the AE CRF from participants who do not have any
e-diary data collected will be included in the AE/SAE summary as appropriate, not in the
summary of local reactions or systemuc events.
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