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1. VERSION HISTORY

Table 1. Summary of Changes
Version/ Associated Rationale Specific Changes
Date Protocol
Amendment
1 Original N/A N/A
21 Oct 2022 (23 Jun 2022
2 Amendment 1 |Open-label, PK » Throughout: Protocol language updated;
18 Oct 2024 |06 Jun 2023 cohort added in General updates to clanfy relevant part of
response to the study; Daily diary removed; total GDF-
Amendment 2 |regulatory request.| 15 removed
18 Jul 2024 = 2. 2: Objectives updated to match protocol;
Additional cohorts |  clarification on definition of inadequate
Cand D added for | compliance; Additional protocol estimand
lower dose and wording added for safety and tertiary
lower GDF-15 endpoints
# 2 3: Updated study description and schema
Daily diary added
removed. » 3: Clarification of baseline definition
= 3.2 2: Further clanification of censoring
Frequency of |, 35 1/6.2.5.1: Medical evaluation of I AEs
actvity updated
mgmm;mg e 3.2.5.2: CFB in lipid panel endpoints added
recuced. # 325 3: Maximum changes in vitals signs
Additional NT- added . .
proBNP timepoint * 3 3: Additional endpoints added; PGI-S and
added PGI-C clanified; %CFB in body weight
) removed; activity timepoints reduced and
endpomts updated; definition of “compliant
endpoints/objectiv day” updated; healthy vnlunteer.GDF.—li
es added level corrected; meW
BLQ values added; ded;
clarification of clim
ﬁpi;;tgll:fsad on calculations: sect_iﬂns added for open-label,
¢ guidance. PK cohort endpoints
* 3 4: Modified BMI added
Interim Analysis |* 3.5 Ma.ximum char_lges n QTcF_a.dded
details added. = 4: Further clanification of analysis set

definitions and details

5.1: Additional hypothesis testing wording
added for open-label. PK cohort

5.2: General approach for analysis added;
cohort added into analyses; Addition of
ANCOVA, logistic regression without
imputation, Cumulative incidence plots, Cox
proportional hazards

DMBO02-GSOP-RF02 7.0 Siatistical Analysis Plan Template 31-Jan-2022
PFIZER. CONFIDENTIAL
TMF Doc ID: 98.03
Page 9 of 85




09017 7e1a1faefdd\Approved\Approved On: 21-Oct-2024 08:39 (GMT)

Protocol C3651011 (PF-06046860) Statistical Analysis Plan

5.3: Additional wording added for managing
BLQ concentrations and missing data for PK
parameters and screening data for PK Cohort
participants
6.1.1: Clanfication of cohort approach; Box
and whisker plots removed; clanification of
model terms; additional sensitivity analysis
added
6.2/6.6: Clanfication of cohort approach;
sensttivity analysis added; Addition of a
ponsegromab combined group in safety
outputs (including ECGs); Summaries of
injection site reactions added; Additional
summaries for lipid panel endpoints
6.3: Additional endpoints added; sensitivity
analysis added; Activity timepoints reduced
and analysis changed to ANCOVA;
Clanification of cohort approach; hsCRP,
albumin and pre-albumin timepoints reduced
and analysis changed to ANCOVA; total
GDF-15 endpoint removed;

added; clarification that clinical
outcomes are adjudicated; additional
analysis for mdividual components of
clinical composite; sections added for open-
label, PK cohort endpoints
6.4: Subset analyses added
6.5: Baseline summaries updated; Additional
detail added for participant discontinuations,
prior/concomitation medications/procedures,
and compliance
7: Details added for interim analyses

* 3: Reference added
» Appendix 4: Clarified when cohort 1s

included 1n model; Example SAS code for
ANCOVA, logistic regression without
imputation, cumulative incidence plots and
proportional hazards added

Appendix 7: Abbreviations updated
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2. INTRODUCTION

Thus statistical analysis plan (SAP) provides the detailed methodology for summary and
statistical analyses of the data collected in Study C3651011 (the main cohort [Cohort A], the
open-label, PK cohort [Cohort B], optional Cohort C, and optional Cohort D). This document
may modify the plans outlined in the protocol; however, any major modifications of the
primary endpomt definition or its analysis will also be reflected in a protocol amendment.

2.1. Modifications to the Analysis Plan Described in the Protocol

Not applicable.

2.2. Study Objectives, Endpoints, and Estimands
2.2.1. Main Cohort (Cohort A), Cohort C and Cohort D

Type Ohbjectives Endpoints Estimands
Primary: Primary: Primary: Primary:
Efficacy » To compare the gffect | = Change from baseline in » Esfimand 1 (similar fo
of ponsegromab 300 ECCD-23 C58 at Week 22. “hypothetical ") is the difference
mg versus placebo, between ponsegromab and placebo
on HF disease- in mean change from baseline in
specific health status ECCQ-23 C55 at Week 22, in
in participants with study participanis with HF and
HF and serum GDF- serum GDF-15 concentrations
15 concentrations EEl-= L. under the scenario of
g/mL (Main no disconfinuation of study
Cohort [Cohort AJ) intervention and without the
only. potential confounding effect of
prohibited procedures or
participants " non-compliance with
dosing.
Secondary: Secondary: Secondary: Secondary:
Efficacy » To compare the gffect | = Change from baseline in » Esfimand 2 (similar fo
af ponsegromab ECCD-23 C55, OS5, T35, and “hypothetical ") is the difference
versus placebo on HF physical limitation at Week 22. between ponsegromab and placebo
disease-specific in mean change from baseline in
overall health status each of ECCQ-23 C55, 038, TS5
in participants with and physical limitation score at
HF and serum GDE- Week 22, in parficipants with HF
15 concentrations and serum GDF-15 concentrations
BNl g/mL, under the scenario
af no disconfinuation ef study
intervention and without the
potential confounding effect of
prohibited procedures or
participants " non-compliance with
dosing.
Efficacy * To compare the gffect | » Responses as defined by a = Estimand 3 (similar fo
af ponsegromab =3-point increase from baseline “hypothetical”) is the odds ratio
versus placebo on HF in ECCQ-23 OS85, 085, T35, between ponsegromab and placebo
disease-specific and physical limitation at on the proportion of participants
health status in Week 22. with =3-point increases from
participants with HF baseline in each of ECCQ-23 C55,
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and serum GDF-15 0885, T35, and physical limitation

concentrafions score at Week 22, in participants

[ with HF and serum GDF-13
cﬂncenﬁ'aﬁam-agﬁﬂ.,
under the scenario af no
discontinuation of study
intervention and without the
potential confounding effect of
prohibited procedures or
participants " non-compliance with
dosing.

Efficacy » To compare the gffect | » Change from baseline in EMWD | « Esfimand 4 (similar fo
af ponsegromab at Week 22. “hypothetical ") is the difference
versus placebo on the between ponsegromab and placebo
Physical fimction of in mean change from baseline in
participants with HF GMWD at Week 22, in parficipants
and serum GDF-15 with HF and serum GDF-13
concentrationsl concentration: [IIRre mL,

[ e under the scenario of no
discontinuation of study
intervention and without the
potential confounding effect of
prohibited procedures or
participants " non-compliance with
dosing.

Efficacy » To compare the gffect | = Change from baseline in » Esfimand 3 (similar fo
af ponsegromab PROMIS Fatigue 7a at “hypothetical ") is the difference
versus placebo on Week 22. between ponsegromab and placebo
fatigue reported by in mean changes from baseline in
participants with HF PROMIS Fatigue 7a at Week 22, in
and serum GDF-15 participants with HF and serum
concentrations[ GDF-13 concenirations
=L peg/mL, under the scenario of no

discontimuation of study
intervention and without the
potential confounding effect of
prohibited procedures or
participants " non-compliance with
dosing.

Safety * To describe the safety | = Incidence of TEAEs, TESAES, * There are no defined estimands for
and tolerability of abnormal laboratory resulis, the incidence of TEAEs, TESAES,
ponsegromab in and vital signs. abnormal laboratory resulis, and
participants with HF. vital signs, and these endpoinis

will be analyzed using Pfizer data
standards as applicable.
Tertiary/Exploratory:| Terfiary/Exploratery: Tertiary/Exploratory: Tertiary/Exploratory:
Efficacy » To compare the gffect | = Change from baseline in = Not applicable.

of ponsegromab 300 ECCD-23 C55, OS85, TS5, and

mg versus placebo, physical limitation at Week 22.

on HF disease- » Responses as dafined by a

specific health status =3-point increase from baseline

in parficipants with in ECCQ-23 C55, OS5, TS5,

HF and any serum and physical limitation at

GDF-13 Week 22.

CONCENIrafion.

Efficacy » To compare the gffect | » Change from baseline in MWD | = Not applicable.

of ponsegromab 300 at Week 22.
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mg versus placebo on
the physical finction
af participants with
HF and any serum
GDF-13
COnCEnirafion.
Efficacy * To compare the gffect | » Change from baseline in = Not applicable.
of ponsegromab 300 FROMIS Fatigue 7a at
mg versus placebo on Week 22.
fatigue reported by
participants with HF
and any serum GDF-
15 concentration.
Efficacy * To compare the gffect | » Response as defined by a =10- = Not applicable.
af ponsegromab point and =15-point increase in
versus placebo on HF ECCQ-23 C55, O35, TS5, and
disease-specific physical limitation at Week 22.
health stafus in
participants with HF.
Efficacy » To describe the effect | = Absolute and change from = Not applicable.
af ponsegromab on baseline in PGI-5 af Week 22.
impressions of » Absolute PGI-C af Week 22.
disease severity and
change in
participants with HF.
Efficacy * To compare the gffect | » Change from baseline in body = Not applicable.
af ponsegromab weight at Week 22.
versus placebo on
body weight in
participants with HF.
Efficacy * To compare the gffect | » Change from baseline in daily = Not applicable.
af ponsegromab activity measures based on
versus placebo on accelerometry at Week 22
daily activity
measures based on
accelerometry in
participants with HF.
Pharmacokinetics » To evaluate the PE of | * Serum unbound and total = Not applicable.
ponsegromab in ponsegromab concentrations on
participants with HF. Day 1 (predose) and Weeks 4,
& 12,16, 20, 22, 24, and 32.
Biomarkers » To compare the gffect | » Serum concentrations of = Not applicable.
af ponsegromab GDF-15 on
versus placebo on
GDF-13
concenirations in
participants with HF.
Immunogenicity » To characterize the » Incidence of anti-ponsegromab = Not applicable.
immunogenicity aff antibodies, and neutralizing
ponsegromab in antibodies.
participants with HF.
Biomarkers » To compare the gffect | » Fold change from baseline in = Not applicable.
af ponsegromab NT-proBENF, hsCRF, albumin
versus placebo on and pre-albumin at Week 22.
markers to check HF
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risk, acute MT,
inflammation, and

nutritional stafus in
participants with HF.

Efficacy * To compare the gffect | » Fold change from baseline in = Not applicable.
af ponsegromab BB Veck: 12 and 22.
versus placaba on = Fold change from baseline in

ﬂn t Weeks 12 and 22
participants with HF. {Cohorts C and D only).

Efficacy * To compare the effect | » Hierarchical composite = Not applicable.
af ponsegromab endpoini:
versus placebo on o Time to cardiovascular
clinical outcomes of death;
cardiovascular death, o Number of worsening HF
hospitalization for evenis (hospitalization for
HF, or urgent HF HF, or urgent HF visit);
visit and on days o Time to first worsening HF
alive and out of the event (hospitalization for
hospital in HF, or urgent heart visit);
participants with HF. o Change from baseline in

ECCQ-23 C55 at Week 22.

= Time to first occurrence of the
clinical composite of
cardiovascular death,
hospitalization for HF, or
urgent heart visit.

» Total number of days alive and
out of the hospital over
22 weeks.

» Total number of
hospitalizations for HF and
urgent HF visits over 22 weeks.

2.2.2. Open-label, PK Cohort (Cohort B)
Type Ohbjectives Endpoints Estimands
Secondary: Secondary: Secondary: Secondary:

Safety * To evaluate the safety | = Incidence of TEAEs, TESAES, * There are no defined estimands for
and tolerability of abnormal laboratory resulis, the incidence of TEAEs, TESAES,
ponsegromab in and vital signs. abnormal laboratory resulis, and
participants with HF vital signs, and these endpoinis
and elevated will be analyzed using Pfizer data
circulating GDF-13 standards as applicable.
concentraions.

Tertiary/Exploratory:| Terfiary/Exploratery: Tertiary/Exploratory: Tertiary/Exploratory:

Pharmacokinetics » To evaluate the PE of | » Serum unbound and total * There are no defined estimands for
ponsegromab ponsegromab PE parameters FPEK endpoinis.
following repeated after 1 dose on Day 1 and 4"

SC adminisiration in dose on Day 85: AUCm, Co,
participants with HF Tmer and as data permit, fs,
and elevaisd CL/F, V=/F, PTR after 4 dose.
circulating GDF-13

concentraions.
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Biomarkers To characterize the » Serum concentrations of GDF- » Not applicable
effect of 15 en
ponsegromab on .

circulating GDF-13
concenirafions in
participants with HF
and elevated
circulating GDF-13
concenirafions.

Immunogenicity

To characterize the » Incidence af ADA, and NAb. = Not applicable.
mmmunogenicity of
ponsegromab in
participants with HF
and elevated
circulating GDF-15
concentrations.

Biomarkers

To evaluate the gffect | = Fold change from baseline in = Not applicable.
af ponsegromab on NT-proENF at Weeks 12 and
NT-proBNF in 1s.

participants with HF
and elevated
circulating GDF-13
concentraions.

2.2.3. Primary Estimand(s)

Estimands related to the HF disease-specific health status primary objective (Main Cohort
[Cohort A] only):

Estimand 1 (similar to “hypothetical ") is intended to provide a population level estimate of
the treatment effect on the change from baseline in KCCQ-23 CSS for ponsegromab
compared with placebo in all evaluable participants in the Main Cohort (Cohort A), under
the scenario of no discontinuation of study intervention and without the potential
confounding effect of prohibited procedures or participants ' non-compliance with dosing (ie,
using the censored analysis set for the Main Cohort (Cohort A) as defined in Section 4).

e Population: Participants with HF, elevated circulating GDF-15 concentrations and
KCCQ-23 CS5 <75

e Endpoint: Change from baseline in KCCQ-23 CSS at Week 22.
e [ntercurrent Events:

a. Discontinuation of study intervention: Data collected after a participant has
discontinued study intervention will be censored and treated as missing data.
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b. Prohibited procedures: Data collected after a participant has undergone
prohibited procedures, that would modulate the primary endpoint, will be
censored and treated as missing data. Any procedures will be reviewed prior to
database lock to determine which would be classed as “prohibited” for this
estimand.

¢. Inadequate compliance: Data collected after a participant has missed a dose, or
has recerved an incomplete dose, will be censored and treated as missing data.
For participants who resume (complete) dosing, their subsequent data may be
included in the analysis following a review of their compliance prior to database
lock.

Missing data due to censoring, study withdrawal or other reasons, are assumed to be
missing at random in the analysis.

e Population-level summary: Difference in mean change from baseline for the
KCCQ-23 CSS at Week 22 between ponsegromab and placebo.

Estimand 1b (sinular to “treatment policy™) 1s intended to provide a population level
estimate of the treatment effect on the change from baseline in KCCQ-23 CSS for
ponsegromab compared with placebo 1n all evaluable participants in the Main Cohort (Cohort
A), regardless of discontinuation of study intervention, dosing compliance or prohibited
procedures (1e, using the complete analysis set for the Main Cohort (Cohort A) as defined in
Section 4).

e Population: Participants with HF | elevated circulating GDF-15 levels and KCCQ-23
CSS <75

¢ Endpoint: Change from baseline in KCCQ-23 CSS at Week 22

e Intercurrent Events: There are no changes made based on mtercurrent events. For
participants who discontinue study mtervention, receive a prohibited procedure and/or
miss a dose or receive an incomplete dose, all observations post-discontinuation, post-
procedure or post-mussed/incomplete dose will be included in the analysis set.

e Population-level summary: Difference in mean change from baseline for the KCCQ-
23 CSS at Week 22 between ponsegromab and placebo

2.2.4. Secondary Estimand(s)

The secondary estimands are applied to the comparisons between each ponsegromab dose
and placebo. Data from the Main Cohort (Cohort A) will be used for comparisons between
ponsegromab 300 mg and placebo. Data from the Main Cohort (Cohort A) and Cohort C,
combined (ie, Cohort A + Cohort C), will be used for comparisons between ponsegromab
100, 200 and 300 mg and placebo.
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Estimand related to the HF disease-specific health status secondary objective (Main Cohort
[Cohort A] + Cohort C):

Estimand 2 will be similar to Estimand 1, except for the following:

e Endpoint: Change from baseline in each of KCCQ-23 CSS*, OSS, TSS and physical
limitation score at Week 22.

e Population-level summary: Difference in mean change from baseline for the
KCCQ-23 CSS, 0SS, TSS, or physical limitation score at Week 22 between
ponsegromab and placebo.

* Note: For KCCQ-23 CSS, comparisons between ponsegromab 100 or 200 mg and placebo
are based on data from the Main Cohort (Cohort A) and Cohort C combined, only.

Estimand related to the HF disease-specific health status (responses as defined by a =3-
point increase from baseline) secondary objective (Main Cohort [Cohort 4] + Cohort C):

Estimand 3 will be similar to Estimand 1, except for the following:

e Endpoint: Response as defined by a =5-point increase in each of KCCQ-23 CSS,
0SS, TSS, and physical limitation score at Week 22.

e Population-level summary: Odds ratio for the proportion of study participants with
=5-point increase in KCCQ-23 CSS, OSS, TSS, and physical limitation score at
Week 22 between ponsegromab and placebo.

Estimand related to the physical function secondary objective (Main Cohort [Cohort A] +
Cohort C):

Estimand 4 will be similar to Estimand 1, except for the following:

e Endpoint: Change from baseline in the 6MWD at Week 22.

e Population-level summary: Difference in mean change from baseline for the 6MWD
at Week 22 between ponsegromab and placebo.

Estimand related to the Fatigue secondary objective (Main Cohort [Cohort 4] = Cohort C):
Estimand 5 will be similar to Estimand 1, except for the following:
e Endpoint: Change from baseline in PROMIS Fatigue 7a at Week 22.

e Population-level summary: Difference in mean change from baseline for PROMIS
Fatigue 7a at Week 22 between ponsegromab and placebo.
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Estimands related to the safety and tolerability secondary objective (All Cohorts):

There are no defined estimands for the incidence of treatment-emergent adverse events and
treatment-emergent serious adverse events, abnormal laboratory results and vital signs, and
these endpoints will be reported using Pfizer data standards as applicable. The Main Cohort
(Cohort 4) and Cohort C will be reported combined; the open-label, PK cohort (Cohort B)
will be reported separately; Cohort D will be reported separately.

2.2.5. Tertiary/Exploratory Estimands

Tertiary/exploratory endpoints may be analyzed using similar estimands or analyzed in a
descriptive manner without reference to an estimand. Other supporting estimands may be
used for some of the primary and secondary endpoints as a means to examine the robusiness
of results, compare to available literature and/or be used for future study planning as
needed.

2.3. Study Design

This is a Phase 2, parallel-group, randomized, double-blind, placebo-controlled study to
evaluate the effect of ponsegromab (PF-06946860) on HRQL, physical activity, safety, and
circulating biomarkers in adult participants with HF and elevated circulating GDF-135.

For the Main Cohort (Cohort 4), Cohort C, and Cohort D, following the 56-day screening
period to confirm eligibility, the study will include a 22-week treatment period and a 10-week
follow-up period for a total study duration of 32 weeks not including the screening period.

Approximately 416 participants will be enrolled into the Main Cohort (Cohort A) and
randomized to one of 3 doses of ponsegromab (100 mg [n=18], 200 mg [n=18], or 300 mg
[n=190]) or to matched placebo (n=190). Approximately 195 additional participants may be
enrolled into optional Cohort C and randomized in a 2:1 ratio to either 100 mg
ponsegromab (n—130) or fo matched placebo (n~65). The participants in optional Cohort C
will allow for a more comprehensive evaluation of the safety and efficacy of the
ponsegromab 100 mg dose level compared to placebo. For each of these cohorts, blinded
study drug will be administered SC Q4 W for a total of 6 doses during the 22 week treatment
period.

Participant randomization will be stratified based on -

l KCCQO-23 CS5: <45 or 24).

The primary endpoint for the study is the change from baseline at Week 22 in KCCQ-23 CSS,
an HRQL PRO instrument.

Approximately 100 participants (maximum of approximately 150) who meet all eligibility
criteria for Cohorts A and C, except the requirement for serum GDF-15 concentration [
BBl =L, may be enrolled into the optional Cohort D and randomized in a 1:1 ratio to
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either 300 mg ponsegromab (n~50) or to matched placebo (n~50), administered SC Q4W for
a total of 6 doses during the 22 week treatment period. Participant randomization in Cohort
D will be stratified by KCCQ-23 CSS: <45 or >45. The purpose of this optional cohort is for
a supportive assessment of efficacy and safety endpoints across the spectrum of GDF-15
concentrations in participants with HF.

Open-label, PK Cohort (Cohort B): The primary purpose of this open-label, PK cohort is to
facilitate a more comprehensive assessment of PK characteristics and PK/PD relationship of
ponsegromab following single and repeated SC administration in participants with HF and
elevated circulating GDF-15 concentrations.

Approximately 20 participants, after confirmation of eligibility, will be randomized to one of
3 dose levels of open-label ponsegromab (100 mg [n=4], 200 mg [n=8], or 300 mg [n=8])
administered SC Q4W for a total of 4 doses, with last dose at Week 12 and follow-up to Week
22.

Figure 1. Study Design

MAIN COHORT (COHORT A):

Randomization

(n~416)
— Ponsegromab 100 mg SC Q4W
| (n~18)
|, Placebo SC Q4W
Screening Screening (n~6) Day 1- Week 20 Week 22 Week 24 & 32
Visit 1 Visit 2 Q4W dosing Primary Endpoint Follow-up
ICD Activity — Ponsegromab 200 mg SC Q4W Serial
KCCQ-23 tracking, (n~18) assessments, Change from PK. PD
GDF-15 =¥ Placebo [T — PROs, 6MWT, =»| baselinein [|=—> AbA ’
NTproBNP, injection, Placebo SC Q4W Activity tracking, KCCQ-23 CSS
etc etc > (n~86) PK/PD, ADA
I56 days otr No later
ess prior to than 15
first dose days prior _, Ponsegromab 300 mg SC Q4W
: (n~190)
to first dose ||
Placebo SC Q4W
—> (n~178)
: | Consider if eligible for
| Screen Failure open-label, PK cohort

OPEN-LABEL, PK COHORT (COHORT B):

Randomization

Screening (n~20) Day 1- Week 12 Week 12 - Week 22
Visit Ponsegroma:)n1 T)’ mg SC Q4W Q4W dosing F/U assessments
ICD Serial

GDF-15, Ponsegromab 200 mg SC Q4W assessments, PK, PK, PD,
etc (n~8) —_ PD, ADA, — +ADA,
NTproBNP (Day 1, NTproBNP (Week 16)
Week 12)
56 days or L, Ponsegromab 300 mg SC Q4W
less prior to (n~8)
first dose
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COHORT C (OPTIONAL):

Screening Screening Day 1- Week 20 Week 22 Week 24 & 32
Visit 1 Visit 2 Q4W dosing Primary Endpoint Follow-up
ICD Activity Ponsegromab 100 mg SC Q4W Serial
KCCQ-23 tracking, (n~130) assessments, Change from PK. PD
GDF-15 —»| Placebo — PROs, 6MWT, ~»| baselinein > AbA ’
NTproBNP, injection, Placebo SC Q4W Activity tracking, KCCQ-23 CSS
etc etc (n~65) PK/PD, ADA
56 days or No later
less prior to than 15
first dose days prior

to first dose

| Screen Wut GDF-15 level | Consider if eligible for
pg/mL open-label, PK cohort

_ Consider if eligible for
| 1f GDF-15 level [§§@llpg/mL... |—» Cohort b

COHORT D (OPTIONAL):

Screening Screening Day 1- Week 20 Week 22 Week 24 & 32
Visit 1 Visit 2 Q4W dosing Primary Endpoint Follow-up
ICD Activity Ponsegromab 300 mg SC Q4W Serial
KCCQ-23 tracking, (n~50) assessments, Change from PK. PD
GDF-15 | Placebo — PROs, 6BMWT, | baselinein > AbA ’
NTproBNP, injection, Placebo SC Q4W Activity tracking, KCCQ-23 CSS
etc etc (n~50) PK/PD, ADA
56 days or No later
less prior to than 15
first dose days prio[

to first dose

3. ENDPOINTS AND BASELINE VARIABLES: DEFINITIONS AND
CONVENTIONS

For all safety endpoints, unless otherwise stated, baseline is defined as the last pre-dose
measurement. For all efficacy endpoints, unless otherwise stated, baseline is defined as the
last measurement on study day 1.

3.1. Primary Endpoint(s)
3.1.1. Change from baseline in KCCQ-23 CSS at Week 22 (Cohort A only)

The KCCQ is a self-reported 23-item questionnaire that assesses HRQOL in participants with
HF over the past 2 weeks. Items assess physical limitations, symptoms (frequency, severity,
and recent change over time), QoL, social interference, and self-efficacy. Response options
vary by question. There are 10 summary scores within KCCQ: physical limitation, symptom
stability, symptom frequency, symptom burden, total symptom score (TSS), self-efficacy,
quality of life, social limitation, overall summary score (OSS), and clinical summary score
(CSS). Raw summary scores are transformed to a 0-100 scale where higher scores indicate
better health. The KCCQ-23 questionnaire and full scoring instructions are provided in
Appendix 1.
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The change from baseline in KCCQ-23 CSS will be calculated for all post-baseline
3.2. Secondary Endpoint(s)

3.2.1. Change from baseline in KCCQ-23 CSS, OSS, TSS, and physical limitation at
Week 22 (Cohorts A and C)

See Sechion 3.1.1.

The change from baseline in KCCQ-23 CSS, 0SS, TSS and physical limitation will be
calculated for all post-baseline timepoints.

3.2.2. Responses as defined by a =5-point increase from baseline in KCCQ-23 CSS,
0SS, TSS, and physical limitation at Week 22 (Cohorts A and C)

See Sechion 3.1.1.

Each of these endpoints will have two levels: “Response’ and “Non-response’. The former
will be based on participants having a >5-poimnt increase from baseline in KCCQ-23 CSS,
0SS, TSS, or physical limitation, respectively, at Week 22 Otherwise, participants will be
classed as having a ‘Non-response’. Participants with an intercurrent event of premature
discontinuation of IP, prohibited procedure or inadequate compliance prior to Week 22 will
have their Week 22 value censored (if not missing). Missing or censored values at Week 22
will be imputed as described 1n Section 5.3. Participants who die during the study will be
classed as having a “Non-response’ after imputation.

These endpoints will be calculated similarly for all other post-baseline timepoints.

3.2.3. Change from baseline in 6MWD at Week 22 (Cohorts A and C)

The 6MWT is a submaximal exercise test that entails measurement of distance walked over a
span of 6 minutes. The 6MWD (distance traveled in meters) provides a measure for
integrated global response of multiple cardiopulmonary and musculoskeletal systems
involved in exercise.

The change from baseline in 6MWD will be calculated for all post-baseline timepoints with a
valid test result.

3.2.4. Change from baseline in PROMIS Fatigue 7a at Week 22 (Cohorts A and C)

The PROMIS Fatigue 7a is a self-reported measure that assesses a range of symptoms in the
past 7 days from mild subjective feelings of tiredness to an overwhelming, debilitating, and
sustained sense of exhaustion that likely decreases one’s ability to execute daily activities
and function normally in family or social roles.

The short form 74 consists of 7 items that study participants will rate from 1: “Never" to
5: “Always”. A global raw score ranging from 7 to 35 is calculated and can be translated
into a T-score (Mean = 50, SD = 10) using the applicable score conversion table provided in
Appendix 2.
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The change from baseline in PROMIS-Fatigue T-score will be calculated for all post-baseline

3.2.5. Incidence of TEAEs, TESAEs, abnormal laboratory results, and vital signs (All
Cohorts [A, B, C and D])

3.2.5.1. Adverse Evenis

An adverse event 1s considered a Treatment-Emergent Adverse Event (TEAE) if the event
started during the effective duration of treatment. All events that start on or after the first
dosing day and time/start time, 1f collected, but before the last dose plus the lag time will be
flagged as TEAEs. The lag time 1s defined by the Pfizer standard of 365 days post last dose
of IP. The algorithm will not consider any events that started prior to the first dose date.

A Treatment-Emergent Serious Adverse Event (TESAE) 15 a TEAE whuch also meets the
definition of a Serious Adverse Event (SAE).

A 3-tier approach will be used to summanze TEAEs. Under this approach, TEAEs are
classified into 1 of 3 tiers: -

Tier 1 events: These are prespecified events of clinical importance and are maintamed
1n a list in the product’s Safety Review Plan (or sinular, e g. Safety Surveillance
Review Plan).

Tier 2 events: These are events that are not tier 1 but are “common.” A Medical
Dictionary for Regulatory Activities (MedDRA) preferred term (PT) 15 defined as a
Tier 2 event 1f there are at least 5% of participants reporting the event in either the
placebo group or combined over the ponsegromab treatment groups.

Tier 3 events: These are events that are neither Tier 1 nor Tier 2 events.

Potential immunogenic AEs including potential cases of angioedema, anaphylaxis,
hypersensitivity, delayed hypersensitivity reactions and events potentially meeting the
Sampson critenia (as defined in Appendix 3) will be medically evaluated in a blinded manner
throughout the study to determine whether or not they are immune reactions and possibly
related to study drug and categorized as per gmdance as: 1) Hypersensitivity, 2)
Anaphylaxis, 3) Angioedema, 4) Delayed immune response and / or 5) Cytokine Release
syndrome.

3.2.5.2. Injection site reactions will include the signs and symptoms reported along with
the AE of injection site reaction. Laboratory Results

To determine 1f there are any chinically sigmificant laboratory abnormalities, the safety
laboratory tests will be assessed against the criteria specified i the sponsor reporting
standards. The assessment will take into account whether each participant’s baseline test
result 1s within or outside the laboratory reference range for the particular laboratory
parameter.
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Change from baseline will be calculated for each of the lipid panel endpoints (total
cholesterol, HDL-cholesterol, non-HDL-cholesterol, calculated LDL cholesterol and
triglycerides) at the Week 22 timepoint.

3.2.5.3. Vital Signs

The change from baseline for vital signs (supine systolic and diastolic blood pressure and
pulse rate) will be calculated for all post baseline timepoints.

The maximum increase/decrease from baseline over all measurements taken post-dose will
be calculated for supine systolic and diastolic blood pressures and pulse rate. The maximum
mncrease from baseline will be calculated as the maximum change from baseline for a
participant, except in the case where a participant does not show an increase. In such an
mstance, the mmmum decrease should be taken Similarly, the maximum decrease from
baseline will be determiuned by selecting the nunimum value of the changes from baseline. In
cases where a participant does not show a decrease, the minimum increase should be taken.

3.3. Other Endpoint(s)

3.3.1. Change from baseline in KCCQ-23 CSS, OSS, TSS, and physical limitation at
Week 22 (Cohorts A and D combined)

See Sechon 32.1.

3.3.2. Responses as defined by a >5-point increase from baseline in KCCQ-23 CSS,
0SS, TSS, and physical limitation at Week 22 (Cohorts A and D combined)

See Sechon 32.2.

3.3.3. Change from baseline in 6MWD at Week 22 (Cohorts A and D combined)
See Section 3.2 3.

3.3.4. Change from baseline in PROMIS Fatigue 7a at Week 22 (Cohorts A and D
combined)

See Sechion 32 4.

3.3.5. Response as defined by a >10-point and >15-point increase in KCCQ-23 CSS,
0SS, TSS, and physical limitation at Week 22 (Cohorts A, C and D)

See Sechion 3.1.1.

Each of these endpoints will have two levels: “Response’ and “Non-response’. The former
will be based on participants having a =10-point or 15-point increase from baseline in
KCCQ-23 CSS, 0SS, TSS, or physical hmitation, respectively. Otherwise, participants will
be classed as having a “Non-response’. Participants with an intercurrent event of premature
discontinuation of IP prior to Week 22 will have their Week 22 value censored (if not
missing). Missing or censored values at Week 22 will be imputed as described in Section 53.
Note that data for participants who die during the study will be included in the imputation but
will then be classed as having a “Non-response’ after imputation.
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These endpoints will be calculated for all post-baseline timepoints.

3.3.6. Absolute and change from baseline in PGI-S at Week 22 and PGI-C at Week 22
(Cohorts A, C and D)

3.3.6.1. PGI-S

The PGI-S is a measure consisting of 4 questions that ask the study participants to evaluate
the severity of their fatigue, shoriness of breath, overall symptomsof HF, and daily activity
limitations over the past 14 days on a 5-point verbal response scale that ranges from “None"
to “Very severe”.

The PGI-S is recommended by the FDA for use as an anchor measure to generate an
appropriate threshold that represents meaningful within-individual change in the target
patient population.

The change from baseline in PGI-S will be calculated for all post-baseline timepoints.

3.3.6.2. PGI-C

The PGI-C is a measure consisting of 4 questions that ask study participants to rate the
overall change in their fatigue, shortness of breath, overall symptoms of HF, and ability to
do daily activities on a 5-point verbal rating scale ranging from “Much better" to Much

3

worse .

The PGI-C is recommended by FDA for use as an anchor measure to generate an
appropriate threshold that represents meaningful within-individual change in the target
patient population.

3.3.7. Change from baseline in body weight at Week 22 (Cohorts A, C and D)

Weight will be recorded using a calibrated scale (with the same scale used if possible for the
duration of the study) reporting weight in either Ib or kg, and accuracy to the nearest 0.2 Ib.

(or 0.1 kg).

Absolute change from baseline i body weight will be calculated for all post-baseline

3.3.8. Change from baseline in daily activity measures based on accelerometry at Week
22 (Cohorts A, C and D)

An activity monitor should be placed on the participant’s non-dominant wrist from SV2 to
Day 1 and from Week 20 to Week 22. The participant should be asked to wear the activity
monifor continuously during these periods.

The following daily endpoints will be provided from the activity monitor:

e *Moderate to Vigorous Physical Activity Time (MVPA; nuns/day)
+ *Total vector magnitude (counts/1000/day)
e *Non-sedentary Physical Activity (mins/day)
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*Number of Steps per Day (steps/day)

*Max 6 nuns of activity level (M6mins; counts/day)

Sedentary Activity Time (muns/day)

Light Activity Time (mins/day)

Moderate Activity Time (muns/day)

Vigorous Activity Time (mins/day)

Max 15/60 muns of activity level (M15muns, M60mins; counts/day)

Average activity counts for the most active 10 hours of the day (M10hr; counts/day)
Average activity counts for the least active 5 hours of the day (L5hr; counts/day)
Total Activity Count for Axis X (counts/1000/day)

Total Activity Count for Axis Y (counts/1000/day)

Total Activity Count for Axis Z (counts/1000/day)

Wear Time (nuns/day)

Wear Awake Time (nmuns/day)

Note: * Prionity endpoints

Fortnightly averages (on Day 1 and at Week 22) will be calculated as the mean taken over
the 14 days immediately prior (e.g. 1f the Week 22 visit occurs on Day 155, the Week 22
average will be taken over Days 141 to 154). These fortmightly averages will not overlap a
dosing visit, 1.e. 1f the Week 20 visit occurs on Day 143, the Week 22 average will only be
taken over Days 143 to 154. If fewer than 4 compliant days of scores are recorded, the mean
should be treated as missing (a day 1s defined as compliant 1f at least 10 hours of awake wear
and/or 18 hours of total wear time are present).

Baseline 15 defined as the mean taken over the 14 days prior to Day 1 (e.g. Days -14 to -1).
Change from baseline will be calculated for the Week 22 timepomt.

3.3.9. Serum unbound and total ponsegromab concentrations on Day 1 (predose) and
Weeks 4, 8, 12, 16, 20, 22, 24 and 32 (Cohorts A, C and D)

Blood samples will be collected for measurement of serum unbound and total concentrations
of ponsegromab as specified in the protocol.

In addition, in the Main Cohort (Cohort 4)/Cohort C/Cohort D, if the participant consents to
the extra sample collection, a flexible PK sample may be collected at 1 week (£2 days) post

any dose (ie, collect a sample at Week 1, Week 5, Week 9, Week 13, Week 17, or Week 21 for
a dose administered on Day 1, Week 4, Week 8, Week 12, Week 16 or Week 20, respectively).

Trough concentrations (Ciougn) are defined as the samples measured pre-dose at Weeks 4, 8,
12, 16, and 20.

3.3.10. Serum concentrations of GDF-15 un_

[ (Conorts A, c ana D)

Blood samples will be collected for measurement of serum concentrations af-
GDF-15 at time points specified in the protocol.
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In addition, in the Main Cohort (Cohort A)/Cohort C/Cohort D, if the
the extra sample collection, a

rticipant consents fo

Change from baseline and fold change from baseline (1.e. post-dose / baseline), for-
GDF-15, will be calculated for all post-baseline timepoints.

Additionally, the- GDF-15 will be compared to the median healthy volunteer level,
at all titmepoints, to create an endpomt with two levels (“Yes’ and “No”) iﬂdicat:iﬂi whether

the concentration 1s below the estimated healthy volunteer median level

3.3.11. Incidence of anti-ponsegromab antibodies, and neutralizing antibodies (Cohorts
A, Cand D)

Blood samples will be collected for determination of ADA and NAb as specified in the
protocol. Participants found to have anti-ponsegromab antibodies still present at the end of
study may be requested to provide additional immunogenicity samples. See Appendix 6 for
immunogenicity terms and defmtions.

3.3.12. Fold change from baseline in NT-proBNP, hsCRP, albumin and pre-albumin at
Week 22 (Cohorts A, C and D)

The fold change from baseline (1.e. post-dose / baseline) in each analyte will be calculated for
all post-baseline timepoints. Note: concentrations below the limit of quantification (BLQ)
will be set to the lower limut of quantification (LLQ) prior to calculation of the ratio.

3.3.13. Fold change from baseline in- (Cohorts A, C and D) and -{Cuhnrts
C and D only) at Weeks 12 and 22
The fold change from baseline (1.e. post-dose / baseline) in each endpoint will be calculated
for all post-baseline timepoints.
Additionally, the % reduction in- will be calculated at Weeks 12 and 22, where

% reduction at Week X = 100 * (baseline — Week X) / baseline.

3.3.14. Clinical outcomes (Cohorts A, C and D)
Both investigator-reported and adjudicated events will be recorded.

3.3.14.1. Hierarchical composite endpoint of time to cardiovascular death, number of
worsening HF events (hospitalization for HF, or urgent HF visit), time to first
worsening HF event and change from baseline in KCCQ-23 CSS at Week 22

The time (days) to cardiovascular death will be calculated for each participant.
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The number of hospitalizations for HF and the number of urgent HF visits, over the 22
weeks, will be calculated for each participant. The total number of these worseming heart
failure events will also be calculated for each participant, as well as the total number divided
by the number of days of study participation (up to Week 22), where ‘number of days of
study participation’ = time from randomization to Week 22, or to time lost-to-follow-up,
withdrawal from study, or death. This total will then be multiplied by 154 days in order to
provide a 22-week estimate. Similarly, the total number of combined cardiovascular deaths
and worsening heart failure events will be calculated.

The composite HF outcome (cardiovascular death, hospitalization for HF or urgent HF visits)
will be determuned for each participant as well as each individual component as a first event.

The time (days) to first hospitalization for HF and the time (days) to first urgent HF visit will
be calculated for each participant. The time to the first of these worsening HF events
(hospitalization for HF or urgent HF visit) will also be calculated for each participant.

The change from baseline in KCCQ-23 CSS at Week 22 will be calculated (see Section
3.1.1).

3.3.14.2. Time to first occurrence of the clinical composite of cardiovascular death,
hospitalization for HF, or urgent HF visit

The time (days) to the first occurrence of cardiovascular death or worsening HF events will
be calculated.

3.3.14.3. Total number of days alive and out of the hospital over 22 weeks

The total number of days each participant 1s alive and out of the hospital (DAOH) over the
22 weeks will be calculated:

e For participants alive_lost to follow-up or withdrawal at Week 22-
o “time on study’ = time from randonuzation to Week 22, or to tume lost-to-follow-

up or withdrawal

o ‘hospitalization time’ = sum of all the durations in hospital during the
participant’s ‘time on study’

o DAOH = ‘time on study’ — *hospitalization time’

» For participants who die before Week 22-

o “time on study’ = time from randonuzation to Week 22 (Day 155)

o ‘hospitalization time’ = sum of all the durations in hospital during the
participant’s ‘time on study’

o DAOH = ‘time on study’ — “hospitalization time’ — number of days from the date
of death to Week 22

Additionally, the number of days alive and out of the hospital divided by the number of days
of study participation (%DAOH) will be calculated:

% DAOH =100 * (DAOH / “time on study’).
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3.3.14.4. Total number of hospitalizations for HF and urgent HF visits over 22 weeks
See Section 3.3.14.1.

3.3.15. Serum unbound and total ponsegromab PK parameters (Cohort B only)

Blood samples will be collected for measurement of serum unbound and total concentrations
of ponsegromab as specified in the protocol.

The following PK parameters for unbound and total ponsegromab after 1st dose on Day 1
and 4th dose on Day 85, will be derived, using the PK concentration analysis set for the
open-label, PK cohort, from the concentration-time profiles using noncompartment methods,
as data permt.

Table 2. Derivation of Ponsegromab PK Parameters
Parameter | Day(s) Definition Method of Determination
AUC,, 1,85 Area under the plasma concentration-time Linear/Log trapezoidal method
profile from time zero to time tau, the dosing
interval, where tan =28 days for Q4W
dosing.
Coax 1,85 Maximum plasma concentration during the Observed directly from data
dosing interval
T 1,85 Time for C,, Observed directly from data as time of first
OCCUITEnCE
AUC,, (dn) | 1,83 Dose nommalized AUC. AUC . Dose
C oy (dm) 1,85 Dose nommalized C ComDose
Cain 1,85 Minimum plasma concentration during the Observed directly from data
dosing interval
CLF 85 Apparent clearance for oral dosing Dose/AUC,
Rac 85 Observed accumulation ratio Day 85 AUCm/Day 1 AUC
Bac,Coax 85 Observed accumulation ratio for Coa Day 835 Coax/Day 1 Cam
PTE 85 Peak-to-trough ratio ConCoz
i * 85 Terminal half-life Loge(2)kel, where kel is the terminal phase
elimination rate constant calculated by a linear
regression of the log-linear concentration-time
curve
VzF* 85 Apparent volume of distnbution for oral Dose/{AUC * kel)
dosing

*As data permits.

3.3.16. Serum concentrations of GDF-15 nn_

(Cohort B only)
See Section 3.3.10.
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3.3.17. Incidence of ADA, and NADb (Cohort B only)
See Section 3.3.11.

3.3.18. Fold change from baseline in NT-proBNP at Weeks 12 and 16 (Cohort B only)
See Section 3.3.12.

3.4. Baseline Variables
Modified BMI (mBMI) will be calculated at baseline as:

weight at Day 1 [kg]

height at screening [m]> x serum albumin at Day 1 [g/L]

3.5. Safety Endpoints

The change from baseline for ECGs (heart rate, QT, QTcF, PR and QRS interval) will be
calculated for all post baseline fimepomts. The maximum increase from baseline over all
measurements taken post-dose will be calculated for QTcF. The maximum increase from
baseline will be calculated as the maximum change from baseline for a participant, except in

the case where a participant does not show an increase. In such an instance, the mnimum
decrease should be taken.

Other safety endpoints are covered in Section 3.2.5.

4. ANALYSIS SETS (POPULATIONS FOR ANALYSIS)

Participant Analysis Set | Description

Enrolled/Randomly "Enrolled" means a participant’s agreement to participate
assigned to study in a clinical study following completion of the informed
intervention consent process and randomization. A participant will be

considered enrolled if the informed consent is not
withdrawn prior to participating in any study activity after
screening. Potential participants who are screened for the
purpose of determining eligibility for the study, but do not
participate in the study, are not considered enrolled, unless
otherwise specified by the protocol.

Evaluable All participants randomly assigned to study intervention and
who take at least 1 dose of study intervention (not including
the open-label placebo admimistered in screening), for the
given part of the study (Main Cohort [Cohort A], open-
label, PK cohort [Cohort B], Cohort C or Cohort D).
Participants will be analyzed according to the randomized
intervention.

Safety Analysis Set All participants randomly assigned to study intervention and

who take at least 1 dose of study intervention (not including
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the open-label placebo admimistered in screening), for the
given part of the study (Main Cohort [Cohort A], open-
label, PK cohort [Cohort B], Cohort C or Cohort D).
Participants will be analyzed according to the product they
actually received. This will be the study intervention
recerved by the participant for the majonty of the timepoints
during the study (not including the open-label placebo
adminmistered in screening). If a participant recerves an equal
number of different doses, then the lowest of those doses
will be used. If a participant recetves an equal number of
placebo and a given dose of ponsegromab, the ponsegromab
dose will be used.

Defined Analysis Set

Description

Censored

All evaluable participants. For participants who discontinue
study intervention or receive a prohibited procedure, all
observations post-discontinuation (1.e. last dose of IP +31
days), or post-procedure, will be censored and treated as
missing data. For participants who miss a dose, or receive
an incomplete dose, all observations post-missed/incomplete
dose will be censored. For participants who resume dosing,
their subsequent data may be included in the analysis
following a review of their compliance prior to database
lock.

Complete

All evaluable participants. For participants who discontinue
study intervention, receive a prolibited procedure and/or
miss a dose, or receive an incomplete dose, all observations
post-discontinuation, post-procedure or post-
missed/incomplete dose will be included in the analysis set.

PK concentrafion

All participants randomly assigned to study intervention and
who take at least 1 dose of ponsegromab and in whom at
least 1 PK concentration value is reported, for the given
part of the study (Main Cohort [Cohort A], or open-label,
PK cohort [Cohort B], Cohort C or Cohort D).

PK parameter (Cohort B
only)

All participants randomly assigned to study intervention and
who take at least 1 dose of ponsegromab and have at least 1
of the PK parameters of interest calculated.

FD

All participants randomly assigned to study intervention and

who take at least 1 dose of study intervention and in whom
at least 1 PD (GDF-15 ) concentration
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value is reported, for any PD endpoint, for the given part of
the study (Main Cohort [Cohort A], or open-label, PK

cohort [Cohort B], Cohort C or Cohort D).

Immunogenicity All participants randomly assigned to study intervention and
who take at least 1 dose of ponsegromab and in whom at
least 1 ADA result is reported, for the given part of the study
(Main Cohort [Cohort A], or open-label, PK cohort [Cohort
BJ, Cohort C or Cohort D).

4.1. Prohibited Procedures

Listings of non-drug treatment(s)/procedure(s) will be provided (see Section 6.5.5). These
will be blinded tables and will be reviewed prior to database lock to determine which
procedures would be classed as “prohibited”.

4.2. Treatment Compliance

Treatment dosing will be reviewed prior to database lock to determine, for participants who
miss a dose, or recetve an mncomplete dose, and resume (complete) dosing, whether their
subsequent data may be included m the analysis. Subsequent data will be mncluded
immediately after (complete) IP dosing 1s resumed.

4.3. Incorrect Randomization

Participants who are randonuzed to the wrong stratum, in error, will have the mcorrect
stratum assignment remain in IMPATLA but the clinical database will include the correct
stratum_ The latter will subsequently be used for all relevant analyses, if appropnate.

5. GENERAL METHODOLOGY AND CONVENTIONS
5.1. Hypotheses and Decision Rules

Primary statistical inference will be based on the primary endpont, change from baseline in
KCCQ-23 CSS at Week 22 The null hypothesis of no difference between ponsegromab and
placebo will be tested for the 300 mg dose group from Cohort A only. The alternative
hypothesis is that ponsegromab is superior to placebo. The Type I error rate (a-level) used
for the statistical inference will be 5% (1-sided). Each dose of ponsegromab will be
compared separately with placebo. No adjustment for multiple comparisons will be made.

Simular hypotheses will be applied to the secondary efficacy endpoints (and selected
exploratory efficacy endpoints), where the type I error rate will also be 5% (1-sided). Note
the alternative hypothesis for the response endpoint 1s that ponsegromab 1s superior to
placebo as shown by an odds ratio > 1. Note also that these additional inferences for the 300
mg ponsegromab treatment group will also be based on data from Cohort A only. Inference
for the 100 and 200 mg ponsegromab treatment groups will be based on data from Cohorts A
and C combmed.

DMBO02-GSOP-RF02 7.0 Siatistical Analysis Plan Template 31-Jan-2022
PFIZER. CONFIDENTIAL
TMF Doc ID: 98.03
Page 31 of 85



09017 7e1a1faefdd\Approved\Approved On: 21-Oct-2024 08:39 (GMT)

Protocol C3651011 (PF-06046860) Statistical Analysis Plan

For all other endpoints, the results of any statistical analyses are for exploratory purposes
only and there 1s no formal hypothesis testing.

There is no hypothesis testing planned for the open-label, PK cohort.

5.2. General Methods

Following PCD, the data will be analyzed and reported in a CSR. The results for the open-
label, PK cohort (Cohort B) may be reported 1n a separate CSR.

For safety analyses and PK/PD/immunogenicity analyses, the Main Cohort (Cohort A) and
Cohort C will be reported combined, with data from the same treatment group combined
across cohorts; the open-label, PK cohort (Cohort B) will be reported separately; Cohort D
will be reported separately.

Efficacy analyses will be produced using 4 different approaches:

1. Main Cohort (Cohort A) only: The main efficacy analyses for the 300 mg
ponsegromab treatment group will be performed using data from the Main Cohort

(Cohort A) only; statistical models will include data from the 300 mg ponsegromab
treatment group and placebo only. Summaries will include data from all treatment

groups.

2. The open-label. PK cohort (Cohort B) only: The open-label, PK cohort (Cohort B)
will be presented separately from the Main Cohort (Cohort 4), Cohort C and Cohort

D.

3. Main Cohort (Cohort A) and Cohort C combined: The main statistical analyses for
the 100 mg and 200 mg ponsegromab treatment groups will be performed using

combined data from the Main Cohort (Cohort 4) and Cohort C; statistical models
will include data from all three ponsegromab treatment groups and placebo, with
these analyses also providing sensitivity analyses for the 300 mg ponsegromab
treatment group. Summaries will include data from all treatment groups. Data from
the same treatment group will be combined across cohorts, and cohort will be added
as a term 1n the statistical models.

4. Main Cohort (Cohort A) and Cohort D combined: These analyses will provide
sensitivity analyses for the 300 mg ponsegromab treatment group, in participants with
any serum GDF-15 concentration. Both summaries and statistical models will include
data from the 300 mg ponsegromab treatment group and placebo only. Data from the
same treatment group will be combined across cohorts, and cohort will be added as a
term 1 the statistical models.

The analyses related to the primary, secondary and exploratory endpoints will be based on
the appropnate population for analysis (see Section 4).

Unless otherwise stated, all summarnies and plots will be presented by treatment group. The
following treatment group labels (or stmular) will be used:
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Placebo

Ponsegromab 100 mg
Ponsegromab 200 mg
Ponsegromab 300 mg

A ponsegromab combined treatment group (combined over the ponsegromab doses, either
within a single cohort or within combined cohorts) and an overall treatment group will also
be presented for safety analyses.

5.2.1. Summaries for Continuous Endpoints

Unless otherwise stated, continuous variables will be presented using summary statistics:
number of observations, arithmetic mean, standard deviation (SD), median, 25% and 75%
percentiles, and range (nummum and maximum) values. For endpoints to be analyzed on the
natural log scale (loge), the geometric mean and geometric coefficient of vanation (CV) will
additionally be presented.

5.2.2. Summaries for Categorical Endpoints

Categorical vanables will be presented using summary statistics: number of observations and
percentages.

5.2.3. Mixed Models Repeated Measures (MMENM) Analysis

The MMRM model will include participant as a random term, and baseline, time (as a
factor), baseline-by-time interaction, treatment and treatment-by-time interaction as fixed
terms in the model. An unstructured covariance matrix will be fitted fo the repeated times
within subject (other covariance matrices will be considered if necessary), and the Kenward-
Roger approximation will be used for estimating degrees of freedom. Additional terms may
be fitted in the model (eg, cohort, baseline LVEF, log GDF-15 concentration from SV1,
baseline log NT-proBNP), as appropriate. Least squares means (and 90% CIs) and mean
differences versus placebo (and 90% CIs and p-values, for primary, secondary, and selected
exploratory endpoints) will be provided. No adjustments will be made for multiplicity. In
addition, the following plots will be produced:

e Profile plots of the LS means (and 90% CIs) over time, with a separate line for each
treatment group

e Profile plots of the LS mean differences to placebo (and 90% CIs) over time, with a
separate line for each dose of ponsegromab.

Standard SAS output will be provided to support the statistical summary table for the
analysis model, but will not be included mn the CSE.

Example SAS code 1s provided in Appendix 4.
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Statistical Model Diagnostics

The presence of outliers will be investigated for this model. An outlier will be defined as any
response data value with a studentized (conditional) residual greater than 3, or less than -3. A
listing will be presented of any participants meeting these criteria and will be included with
standard SAS output. The assumptions of normality will be venified graphically using
residual plots. For each fitted model, a set of conditional studentized residual plots will be
produced, including residual plot, histogram of normality, quantile-quantile (QQ) plot and
summary of fit statistics. The residual plots will not be included in the CSR.

If there are outliers or major deviations from normality, then the effect of these on the
conclusions may be mnvestigated through alternative transformations and/or analyses
excluding outhiers. Justification for any altemative to the planned analysis will be given in
the report of the study.

5.2.4. Logistic Regression with multiple imputation

The logistic regression model will include baseline score and treatment as fixed terms in the
model. Additional terms may be fitted in the model (eg, cohort, baseline LVEF, log GDF-15
concentration from SV1, baseline log NT-proBNP), as appropriate. Missmg values (e.g. due
to censoning) will be imputed for missing data using a multiple imputation method as
described 1n Section 5.3. Odds (and 90% CIs) and odds ratios versus placebo (and 90% Cls
[and p-values, for secondary endpoints]) will be provided. No adjustments will be made for
multiplicity.

Standard SAS output will be provided to support the statistical summary table for the
analysis model and multiple imputation approach, but will not be included in the CSE.

Example SAS code 1s provided in Appendix 4.

5.2.5. Analysis of Covariance (ANCOVA)

The ANCOVA model will include baseline and treatment as fixed terms in the model.
Additional terms may be fitted in the model (eg, cohort, baseline LVEF, log GDF-15
concentration from SV1, baseline log NT-proBNP), as appropriate. Least squares means
(and 90% CIs) and mean differences versus placebo (and 90% CIs) will be provided. No
adjustments will be made for multiplicity. In addition, plots of LS means and differences
(including 90% CIs for both) will be produced.

Standard SAS output will be provided to support the statistical summary table for the
analysis model, but will not be included mn the CSE.

Example SAS code 1s provided in Appendix 4.

Statistical Model Diagnostics

The presence of outliers will be investigated for this model. An outlier will be defined as any
response data value with a studentized (conditional) residual greater than 3, or less than -3. A
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listing will be presented of any participants meeting these criteria and will be included with
standard SAS output. The assumptions of normality will be venified graphically using
residual plots. For each fitted model, a set of conditional studentized residual plots will be
produced, including residual plot, histogram of normality, quantile-quantile (QQ) plot and
summary of fit statistics. The residual plots will not be included in the CSR.

If there are outliers or major deviations from normality, then the effect of these on the
conclusions may be mnvestigated through alternative transformations and/or analyses
excluding outhiers. Justification for any altemative to the planned analysis will be given in
the report of the study.

5.2.6. Logistic Regression without multiple imputation

The logistic regression model will include treatment as a fixed term in the model. Additional
terms may be fitted in the model (eg, cohort, baseline LVEF, log GDF-15 concentration from
SV1, baseline log NT-proBNP), as appropniate. Missing values (e.g. due to censoring) will
not be imputed. Odds (and 90% CIs) and odds ratios versus placebo (and 90% CIs [and
p-values, for selected endpoints]) will be provided. No adjustments will be made for
multiplicity.

Standard SAS output will be provided to support the statistical summary table for the
analysis model, but will not be included mn the CSE.

Example SAS code 1s provided in Appendix 4.

5.2.7. Cumulative Incidence Plots

Cumulative mcidence plots will be produced based on the time to the event of interest
(starting from the time of start of dosing on Day 1; fimshing at Week 22) for the treatment
groups separately, on the same plot. This will be based on plotting the cumulative incidence
function (with no competing risks), which will be presented as a percentage on the y-axis.
Participants who discontinue from the study or from study intervention will be censored at
the associated discontinuation date (1.e. date of death, study withdrawal, lost-to-follow-up, or
last dose of IP +31 days). Number of participants at risk at each timepoint will be included
in the plot.

Example SAS code 1s provided in Appendix 4.

5.2.8. Cox Proportional Hazards Model

The Cox proportional hazards model will nclude treatment as a fixed term in the model.
Additional terms may be fitted in the model (eg, cohort, baseline LVEF, log GDF-15
concentration from SV1, baseline log NT-proBNP, baseline KCCQ-23 CSS), as appropnate.
Hazard ratios versus placebo (and 90% CIs) will be provided. No adjustments will be made
for multiplicity.

Standard SAS output will be provided to support the statistical summary table for the
analysis model.
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Example SAS code and further details of the statistical methodology 1s provided in
Appendix 4.

5.2.9. Win-Ratio Approach

The unmatched win-ratio approach 1s a method for analysing hierarchical compositive
endpoints, applymg the following principle to all possible patient pairs between the treatment
group and the control group (1.e. each patient in the treatment group 1s compared with every
patient in the control group): -

e For any pair, the result for the most important outcome determines the “winner” (e g.
the one who dies later, if time to death 1s the most important outcome). If the winner
cannot be determiuned, the second-most important outcome 1s considered, and so forth
until the winner can be determined; otherwise the pair 1s tied.

e The win ratio 1s the ratio of winners to losers for the treatment group.

The unmatched win-ratio approach will only include the 300 mg ponsegromab and placebo
treatment groups. The number of “winners’ and the number of “losers’ for ponsegromab 300
mg versus placebo will be provided, as well as the win-ratio (and 90% CI) versus placebo.

Example SAS code 1s provided in Appendix 4.

5.3. Methods to Manage Missing Data

For the analysis of safety endpoints, the sponsor data standard rules for imputation will be
applied.

5.3.1. Concentrations Below the Limit of Quantification

In all PD data presentations (except listings), concentrations below the limit of quantification
(BLQ) will be set to the lower limit of quantification (LLQ).

In all PK data presentations (except listings), concentrations below the limit of quantification
(BLQ) will be set to zero.

In listings, BLQ values (for PK, PD, and hsCRP) will be reported as “<LLQ", where LLQ
will be replaced with the value for the LL.Q, and BLQ values will be set to LLQ for certain
analyses.

5.3.2. Deviations, Missing Concentrations and Anomalous Values

For PK and PD summary tables and plots of median profiles, statistics will be calculated
having set concentrations to missing if one of the following cases 1s true:

1. A concentration has been collected as ND (1.e. not done) or NS (1.e. no sample),
2. A deviation in sampling time 15 of sufficient concern or a concentration has been
flagged anomalous by the pharmacokineticist/statistician.
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5.3.3. Pharmacokinetic Parameters
Actual PK sampling times will be used in the denivation of PK and PD parameters.

If a PK parameter cannot be derived from a participant’s concentration data, the parameter
will be coded as NC (1e not calculated). (Note that NC values will not be generated beyond
the day that a participant discontinues.)

In summary tables, statistics will be calculated by setting NC values to nussing; and statistics
will be presented for a particular dose with =3 evaluable measurements.

If an individual participant has a known biased estimate of a PK parameter (due for example
to an unexpected event such as vomiting before all the compound 1s adequately absorbed in
the body), this will be footnoted in summary tables and will not be included n the calculation
of summary statistics or statistical analyses. For PK parameter calculations, the sponsor
standard rules will be applied.

5.3.4. Multiple Imputation

For summanzing the proportion of responses (e.g. in KCCQ-23 CSS), all change from
baseline data from the censored analysis set will be included (1.e. all imepoints up to and
mncluding Week 22). A multiple imputation method will be implemented, using a multivanate
imputation method by chained equations, which 15 still valid with an arbitrary missing data
pattern. The model will include baseline score and treatment. Additional terms may also be
mncluded (eg, cohort, baseline LVEF, log GDF-15 concentration at SV1, baseline log NT-
proBNP), as appropnate. Twenty sets of imputations of each nussing value will be
constructed from the multiple imputation method and the proportion of responses by
treatment will be determuned with associated standard errors utilizing a normal
approximation and will be combined using standard multiple imputation techmques proposed
by Rubin’ to yield overall estimates and CIs. If there is more missing data in the study than
anticipated, the number of imputation sets may be increased as required. Note that data for
participants who die during the study will be mcluded in the imputation but will then be
classed as having a “Non-response’ after imputation.

For logistic regression, all change from baseline data from the censored analysis set will be
included (1.e. all timepoints up to and mncluding Week 22). The same imputed datasets as
produced for the proportion of responses above will be utilized, where a Logistic Regression
model (as described in Section 5.2 4) will be applied to each of the 20 imputed datasets
separately. Parameter estimates, of the log odds for each treatment and log odds ratios for
each dose relative to placebo, will be combined using standard multiple imputation
techniques proposed by Rubin' to yield overall estimates of the log odds and log odds ratios
and their associated standard errors and will be used to create 90% CIs on the log-odds scale.
The log odds (and CIs) and log odds ratios (and CIs) will be back transformed mto odds and
odds ratios (and CIs) for final reporting.
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5.3.5. PK Cohort (Cohort B) Participants

For participants in the PK cohort who previously screenfailed from the main cohort, their
onginal screening data DF-15, hematology, clinical chenustry, pregnancy test and
OL placebo mjection for tolerability) will be used if these tests are not repeated at time of
rescreeqng and 1f rescreening 1s within 28 days of the onginal screening.

6. ANALYSES AND SUMMARIES

6.1. Primary Endpoint(s)

6.1.1. Change from baseline in KCCQ-23 CSS at Week 22 (Cohort A only)
Summarnes and analyses will use efficacy approach 1, as described in Section 5.2

6.1.1.1. Main Analysis
Thus analysis will be performed on the censored analysis set, as defined in Section 4.

Absolute values and changes from baseline in the KCCQ-23 CSS score will be summanized
descriptively by treatment group and timepoint, as described 1n Section 5.2.1. Tables will
include baseline and all post-baseline timepoints.

Change from baseline in KCCQ-23 CSS at Week 22 will be analyzed using Estimand I and
an MMRM model, as described in Section 5.2.3. The MMRM model will be fitted to the
change from baseline at all post-treatment timepoints up to Week 22 using the Censored
analysis set (as defined in Section 4) from Cohort A participants only. .Additional terms for
baseline LVEF, lng-GDF—I 5 concentrations from SV1 and baseline log NT-proBNP
will be fitted in the model.

Additional plots of LS means and differences (including 90% CIs for both), for Week 22
only, will be produced over treatment (for the primary endpoint only).

6.1.1.2. Sensitivity/Supplementary Analyses

A sensitivity analysis will be performed on the complete analysis set, as defined in Section 4.
The analysis will mirror the main analysis as laid out in Section 6.1.1.1, but will use
Estimand 1b (as described in Section 2.2 3).

Additionally, a supplementary analysis will be performed on the censored analysis set, as
defined mn Section 4. The summaries and analysis will mirror the main analysis as laid out 1n
Section 6.1.1.1, but will be restricted to participants with a KCCQ-23 CSS score at baseline <
75.

6.2. Secondary Endpoint(s)

The efficacy analyses will be performed on the censored analysis sets, as defined in Section
4, and using efficacy approaches 1 and 3, as described 1n Section 5.2
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6.2.1. Change from baseline in KCCQ-23 CSS, 0SS, TSS, and physical limitation at
Week 22 (Cohorts A and C)

Summarnes and analyses will use efficacy approach 3 for all endpoints, as described in
Section 5.2 and efficacy approach 1 for all endpoints other than CSS (whach has already been
detailed in Section 6.1).

KCCQ-23 CSS, 0SS, TSS and physical imitation will each be summanized and analyzed
across all imepoints, in a similar manner to the main analysis of the primary endpoint, as
outlined mn Section 6.1.1.1. This analysis will estimate the treatment effect related to
Estimand 2 (as described in Section 2.2 4). Note that for efficacy approach 3, cohort will be
mncluded as a term 1n the statistical model.

For KCCQ-23 CSS score, a supplementary analysis will also be performed. The summarnes
and analysis will murror that described above, but will be restricted to participants with a
KCCQ-23 CSS score at baseline < 75.

6.2.2. Response as defined by a =5-point increase from baseline in KCCQ-23 CSS, OSS,
TSS, and physical limitation at Week 22 (Cohorts A and C)

Summaries and analyses will use efficacy approaches 1 and 3 for all endpoints, as described
1n Section 5.2.

Responses as defined by a =5-point increase in KCCQ-23 CSS, 0SS, TSS, and physical
limitation score will be summarized descriptively by treatment group and timepoint, as
described 1n Section 5.2.2, with no imputation for missing data. Tables will include all post-
baseline timepoints. Plots of the percentages over time will also be produced, with all
treatments on the same plot for each score.

The percentage of responses (and 90% CIs) at Week 22 will also be reported by treatment
after multiple imputation for missing values as per Section 5.3 4. These responses will also
be analyzed separately using Estimand 3 and a logistic regression model with multiple
imputation (as described in Section 5.2 4), where missing values will be imputed using
multiple imputation as per Section 5.3 4. The logistic regression model will be fitted to the
data at Week 22 only. Note that for efficacy approach 3, cohort will be included as a term 1n
the statistical model.

For KCCQ-23 CSS score, a supplementary analysis will also be performed. The summarnes
and analysis will mirror that described above, but will be restricted to participants with a
KCCQ-23 CSS score at baseline < 75.

6.2.3. Change from baseline in 6MWD at Week 22 (Cohorts A and C)
Summarnes and analyses will use efficacy approaches 1 and 3, as described 1n Section 5.2

6MWD will be summarnized and analyzed across all timepoints, in a sinular manner to the
main analysis of the primary endpoint, as outlined mn Section 6.1.1.1. This analysis will
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estimate the treatment effect related to Estimand 4 (as described in Section 2.2 4). Note that
for efficacy approach 3, cohort will be included as a term in the statistical model.

6.2.4. Change from baseline in PROMIS Fatigue 7a at Week 22 (Cohorts A and C)
Summarnes and analyses will use efficacy approaches 1 and 3, as described 1n Section 5.2

PROMIS Fatigue 7a will be summarized and analyzed across all timepoints, 1n a similar
manner to the main analysis of the primary endpoint, as outlined 1n Section 6.1.1.1. This
analysis will estimate the treatment effect related to Estimand 5 (as described 1n Section
2.2.4). Note that for efficacy approach 3, cohort will be included as a term 1n the statistical
mode].

6.2.5. Incidence of TEAEs, TESAEs, abnormal laboratory results and vital signs (All
Cohorts [A, B, C and D])

For analysis of adverse events (AEs), laboratory abnormalities and vitals signs the Main
Cohort (Cohort A) and Cohort C will be reported combined, with data from the same
treatment group combined across cohorts, the open-label, PK cohort (Cohort B) will be
reported separately; Cohort D will be reported separately. The safety analyses will use the
corresponding safety analysis sets, defined in Section 4.

6.2.5.1. Adverse Events

Adverse events (Tier 1, 2 and 3 AEs as described 1 Section 3.2.5.1) will be summarized by
treatment group (including ponsegromab combined) and overall, in accordance with sponsor
reporting standards. The adverse events will be sorted in descending frequency within a

system organ class. If applicable, subject discontinuations due to adverse events will be
detailed and summarized.

Incidence and sevenity of TEAE and TESAE tables will additionally be produced (“All
causality” and “Treatment related’, separately) to summarise the total number of adverse
events by preferred term, which will be reported by treatment group (including ponsegromab
combined) and overall.

TEAEsS classed as Tier 2 events (except for the PK cohort) will each be tabulated by
treatment group (including ponsegromab combined). The number and percentage of
participants will be presented, along with the nisk difference (and 95% confidence interval)
between each dose of ponsegromab and placebo. No adjustment for multiplicity will be
used.

Tier 2 TEAEs (except for the PK cohort) will also be presented graphically in two-panel
plots; the left panel will present the proportions of TEAEs observed in a dose group of
ponsegromab (including ponsegromab combined) and separately placebo, while the right
panel will display the 95% confidence interval for the nsk differences for each TEAE. A
vertical line corresponding to the value of 0 will be added to the right-hand plot. Each panel
will be paged by treatment group of ponsegromab.
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Tier 2 TEAE outputs will be ordered in descending point estimate of risk difference within
System Organ Class. If two or more events have the same frequency they will be sorted
alphabetically by preferred term. Footnotes will be mcluded on the tables to provide proper
interpretation of confidence intervals and to describe how the comparison was conducted,

e g “Confidence intervals are not adjusted for multiplicity and should be used for screeming
purposes only. 95% Confidence intervals are provided to help gauge the precision of the
estimates for Risk Difference. Risk Difference 1s computed as ponsegromab versus
placebo.”

It should be recognized that most studies are not designed to reliably demonstrate a causal
relationship between the use of a pharmaceutical product and an adverse event or a group of
adverse events. Except for select events in umque situations, studies do not employ formal
adjudication procedures for the purpose of event classification. As such, safety analysis 1s
generally considered as an exploratory analysis and its purpose 1s to generate hypotheses for
further mmvestigation. The 3-tier approach facilitates this exploratory analysis.

TEAE classed as Tier 1 events (except for the PK cohort) will be tabulated by treatment
group. The number and percentage of participants, reporting events listed in the pre-
specified Tier 1 list, will be tabulated by treatment group (with ponsegromab treatment
groups combined only) and overall, and by severity. Note that Tier 1 events are not planned
to be presented graphically due to the small number of expected events.

Note that Tier 1 and 2 events will not be presented for the open-label, PK cohort (Cohort B).

Injection site reactions (ISR) will also be summarized by treatment group (including
ponsegromab combined) and overall, in accordance with sponsor reporting standards. The
ISRs will be sorted in descending frequency within a system organ class. Incidence and
severity of ISR tables will additionally be produced (“All causality’ and “Treatment related’,
separately) to summarise the total number of ISR by preferred term, which will be reported
by treatment group (mncluding ponsegromab combined) and overall.

Potential immunogenic AEs will be summanized by medical evaluation category (see Section
3.2.5.1) and treatment groups (including ponsegromab combined) and overall.

6.2.5.2. Laboratory Results

Laboratory data will be listed and summanzed by treatment group (including ponsegromab
combined) and overall, in accordance with the sponsor reporting standards.

Absolute values and change from baseline at Week 22 in lipid panel endpoints (total
cholesterol, HDL-cholesterol, non-HDL-cholesterol, calculated LDL cholesterol and
triglycerides) will be summarized by treatment group (including ponsegromab combined)
and overall.
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6.2.5.3. Vital Signs

Absolute values and changes from baseline 1n vital signs (supine systolic and diastolic blood
pressure and pulse rate) will be summanzed by treatment group (including ponsegromab
combined) and overall, and timepoint, according to sponsor reporting standards.

In addition (except for the PK cohort), changes from baseline will be analyzed using an
MMEM model, as described m Section 5.2 3. The MMRM model will be fitted to the change
from baseline at all post-treatment timepoints up to Week 22 using the safety analysis set (as
defined i Section 4). Additional terms for baseline LVEF, log GDF-15 concentrations from
SV1 and baseline log NT-proBNP may be fitted in the model. The Main Cohort (Cohort A)
and Cohort C will be reported combined, with data from the same treatment group combined
across cohorts; Cohort D will be reported separately. Note that cohort will be included as a
term 1n the statistical model when analysis includes data from more than one cohort.

Maximum increase/decrease from baseline for supine systolic and diastolic blood pressures
and maximum increase/decrease from baseline for supine pulse rate will be summanzed by
treatment group (including ponsegromab combined) and overall, according to sponsor
reporting standards.

Maximum absolute values and changes from baseline for supine vital signs will also be
summarized descriptively by treatment group (including ponsegromab combined) and
overall, using categornes as defined in Appendix 5. Numbers and percentages of participants
meeting the categorical criteria will be provided. All planned and unplanned post dose
timepoints will be counted n these categorical summaries. All values meeting the critenia of
potential clinical concern will be listed.

6.3. Other Endpoint(s)

Unless otherwise stated these analyses will be performed on the censored analysis sets, as
defined 1 Section 4, using efficacy approaches 1, 3 and 4, as described 1n Section 5.2, unless
otherwise stated.

6.3.1. Change from baseline in KCCQ-23 CSS, 0SS, TSS, and physical limitation at
Week 22 (Cohorts A and D combined)

Analyses will use efficacy approach 4, as described in Section 5.2.

KCCQ-23 CSS, 0SS, TSS and physical imitation will each be summanized and analyzed
across all imepoints, in a similar manner to the main analysis of the primary endpoint, as
outlined 1n Section 6.1.1.1. Note that cohort will be mcluded as a term 1n the statistical
mode].

For KCCQ-23 CSS score, a supplementary analysis may also be performed. The summaries
and analysis will murror that described above, but will be restricted to participants with a
KCCQ-23 CSS score at baseline < 75.

DMBO02-GSOP-RF02 7.0 Siatistical Analysis Plan Template 31-Jan-2022
PFIZER. CONFIDENTIAL
TMF Doc ID: 98.03
Page 42 of 85



09017 7e1a1faefdd\Approved\Approved On: 21-Oct-2024 08:39 (GMT)

Protocol C3651011 (PF-06046860) Statistical Analysis Plan

6.3.2. Response as defined by a =5-point increase from baseline in KCCQ-23 CSS, OSS,
TSS, and physical limitation at Week 22 (Cohorts A and D combined)

Analyses will use efficacy approach 4, as described in Section 5.2.

Responses as defined by a =5-point increase in KCCQ-23 CSS, 0SS, TSS, and physical
limitation score will be summarized descriptively by treatment group and timepoint, as
described 1n Section 5.2.2, with no imputation for missing data. Tables will include all post-
baseline timepoints. Plots of the percentages over time will also be produced, with all
treatments on the same plot for each score.

The percentage of responses (and 90% CIs) at Week 22 will also be reported by treatment
after multiple imputation for missing values as per Section 5.3 4. These responses will also
be analyzed separately using a logistic regression model with multiple imputation (as
described 1n Section 5.2 4), where missing values will be imputed using multiple imputation
as per Section 5.3 4. The logistic regression model will be fitted to the data at Week 22 only.
Note that cohort will be included as a term 1n the statistical model.

For KCCQ-23 CSS score, a supplementary analysis may also be performed. The summaries
and analysis will murror that described above, but will be restricted to participants with a
KCCQ-23 CSS score at baseline < 75.

6.3.3. Change from baseline in 6MWD at Week 22 (Cohorts A and D combined)
Analyses will use efficacy approach 4, as described in Section 5.2.

6MWD will be summarnized and analyzed across all timepoints, in a sinular manner to the
main analysis of the primary endpoint, as outlined in Section 6.1.1.1. Note that cohort will be
mncluded as a term 1n the statistical model.

6.3.4. Change from baseline in PROMIS Fatigue 7a at Week 22 (Cohorts A and D
combined)

Analyses will use efficacy approach 4, as described in Section 5.2.

PROMIS Fatigue 7a will be summarized and analyzed across all timepoints, 1n a similar
manner to the main analysis of the primary endpoint, as outlined in Section 6.1.1.1. Note that
cohort will be mncluded as a term 1n the statistical model.

6.3.5. Response as defined by a =10-point and =15-point increase in KCCQ-23 CSS,
0SS, TSS, and physical limitation at Week 22 (Cohorts A, C and D)

Summarnes and analyses will use efficacy approaches 1, 3 and 4 for all endpoints, as
described 1n Section 5.2.

Responses as defined by a =10-point and >15-point increase m KCCQ-23 CSS, OSS, TSS,
and physical limitation score will each be summanzed, with no imputation for nussing data,
in a similar manner to the secondary endpoint, as outlined 1n 6.2.2. Note that for efficacy
approaches 3 and 4, cohort will be included as a term 1n the statistical model.
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For KCCQ-23 CSS score, a supplementary analysis may also be performed. Thes summaries
will murror that described above, but will be restricted to participants with a KCCQ-23 CSS
score at baseline < 75.

6.3.6. Absolute and change from baseline in PGI-S at Week 22 and PGI-C at Week 22
(Cohorts A, C and D)

Summarnes and analyses will use efficacy approaches 1, 3 and 4 for all endpoints, as
described 1n Section 5.2.

Absolute values and change from baseline in PGI-S will be summanized descriptively by
treatment group and timepomt as described 1n Section 5.2.2.

Absolute values in PGI-C will be summanized descriptively by treatment group and timepomt
as described 1 Section 5.2.2.

6.3.7. Change from baseline in body weight at Week 22 (Cohorts A, C and D)

Summarnes and analyses will use efficacy approaches 1, 3 and 4 for all endpoints, as
described 1n Section 5.2.

Body weight will be summarized and analyzed across all timepoints, in a similar manner to
the main analysis of the primary endpoint, as outlined in Section 6.1.1.1. Note that for
efficacy approaches 3 and 4, cohort will be included as a term 1n the statistical model.

6.3.8. Change from baseline in daily activity measures based on accelerometry at Week
22 (Cohorts A, C and D)

Summarnes and analyses will use efficacy approaches 1, 3 and 4 for all endpoints, as
described 1n Section 5.2.

The priority daily activity endpoints will each be summarnized, across all timepoints, in a
similar manner to the main analysis of the primary endpont, as outlined in Section 6.1.1.

Change from baseline i each of the endpoints will be analyzed using an ANCOVA model,
as described 1n Section 5.2.5, using the Censored analysis sets (as defined in Section 4).
Additional terms for cohort, baseline LVEF, log GDF-15 concentrations from SV1 and
baseline log NT-proBNP will be fitted in the model, as appropniate. Note that for efficacy
approaches 3 and 4, cohort will be included as a term 1n the statistical model.

The remaimng additional daily activity endpoints will not be included in the CSR.

6.3.9. Serum unbound and total ponsegromab concentrations on Day 1 (predose) and
Weeks 4, 8, 12, 16, 20, 22, 24, and 32 (Cohorts A, C and D)

PK analyses will be performed using the PK concentration analysis sets, as defined in
Section 4. The Main Cohort (Cohort A) and Cohort C will be reported combined, with data
from the same treatment group combined across cohorts; Cohort D will be reported

separately.
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Presentations for serum unbound and total concentrations of ponsegromab will include: -

A listing of concentrations sorted by treatment group, participant and timepoint. The
concentration listing will also include the actual times.

A summary of concentrations by treatment group and timepoint, where the set of
statistics will include n, anthmetic mean, SD, coefficient of vanation (CV%),
mimmum, Q1, median, Q3, maximum, geometric mean, geometric CV%, and the
number of concentrations above the LLQ

Median concentration-time plot (on a semu-log scale, all treatments on the same plot),
Q1 and Q3 may be included

Mean (£SD) concentration-time plot (on a semi-log scale, all treatments on the same
plot).

Median trough concentration-time plot (on a linear scale, all treatments on the same
plot), Q1 and Q3 may be mncluded.

Mean (£SD) trough concentration-time plot (on a linear scale, all treatments on the
same plot).

6.3.10. Serum concentrations of GDF-15 un_

(Cohorts A, C and D)

PD analyses will be performed using the PD analysis sets, as defined in Section 4. The Main
Cohort (Cohort A) and Cohort C will be reported combined, with data from the same
treatment group combined across cohorts; Cohort D will be reported separately.

Presentations ﬁ:nr- GDF-15 serum concentration levels will include: -

A listing of concentrations sorted by treatment group, participant and timepoint. The
listing will also include the fold change from baseline and a column to indicate
whether the absolute concentration value 1s below the healthy volunteer median level
or not

A summary of concentrations (absolute values and fold changes from baseline) by
treatment group and timepoint, where the set of statistics will include (as data permut)
n, arithmetic mean, SD, CV%, mmimum, Q1, median, Q3, maximum, geometric
mean, geometric CV% and the number of concentrations above the L1.Q

A summary of whether the absolute GDF-15 concentration value 1s below
the healthy volunteer median level or not, by treatment group and timepoint, as
described 1n Section 5.2.2

Median concentration-time plots (for absolute values only) (on a linear scale, all
treatments on the same plot), Q1 and Q3 may be included

Mean (£SD, if appropnate) concentration-time plots (for absolute values only ) (on a
linear scale, all treatments on the same plot).

In all presentations, the fold changes will be presented as percent change from baseline ([fold
change from baseline -1]*100).
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6.3.11. Incidence of anti-ponsegromab antibodies (ADAs), and neutralizing antibodies
(NAD) (Cohorts A, C and D)

Immunogenicity analyses will be performed on the immunogenicity analysis sets, as defined
in Section 4. The Main Cohort (Cohort A) and Cohort C will be reported combined, with data
from the same treatment group combined across cohorts; Cohort D will be reported

separately.

Immunogenicity analyses will include:

e A hsting of ADA and NAD results for all participants and, 1f appropriate, a listing of
ADA and NAD data, including onset, duration, and titer for all ADA-positive
participants

e A summary (both table and figure, if appropniate) of the overall incidence of ADA
mncidence of NADb, as well as the percentage of participants who are ADA positive
and NAD positive at each timepont.

If approprnate (e.g. the number of ADA-positive participants 1s =3), the additional analyses
below may be performed:
e A spaghett: plot of individual participant ADA and NAD titer over time
e A summary of ADA and NAb titer by time
e Analysis of unbound and total ponsegromab concentration by ADA and NAD status.
This may mclude summary tables and box and/or spaghett: plots of concentration data
by ADA and NAD status
e Analysis of unbound and/or total ponsegromab concentration by ADA and NAD titer
tertile which may include summary tables and box plots of concentration data by titer
tertile
e Analysis of GDF-15 concentration (as data permut) by ADA and
NAD status which may mclude summary tables and box and/or spaghett: plots of

concentration data by ADA and NAD status
e Analysis nw GDF-15 concentration (as data permut) by ADA and
NAD titer tertile which may include summary tables and a box plot of concentration

data by titer tertile

An mdividual plot of unbound and total ponsegromab concentration,

GDF-15 concentration (as data pernut), ADA and NAD titer in ADA-positive
participants.

6.3.12. Fold change from baseline in NT-proBNP, hsCRP, albumin and pre-albumin at
Week 22 (Cohorts A, C and D)

Summarnes and analyses will use efficacy approaches 1, 3 and 4 for all endpoints, as
described 1n Section 5.2.

For each analyte, the absolute values and fold changes from baseline will be summanzed,
across all imepoints, in a similar manner to the main analysis of the primary endpoint, as
outlined 1 Section 6.1.1.
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Fold change from baseline in NT-proBNP will be analyzed (on the log: scale) across all
timepoints, in a simlar manner to the main analysis of the primary endpoint (with baseline
on the log. scale), as outined in Section 6.1.1. Note that for efficacy approaches 3 and 4,
cohort will be mncluded as a term 1n the statistical model.

Fold change from baseline in hsCRP, albumin and pre-albumin will be analyzed (on the loge.
scale) using an ANCOVA model (with baseline on the log: scale), as described 1n Section
5.2.5, usmg the Censored analysis sets (as defined in Section 4). Additional terms for cohort,
baseline LVEF, log GDF-15 concentrations at SV1 and baseline log NT-proBNP will be
fitted in the model, as appropnate. Note that for efficacy approaches 3 and 4, cohort will be
mncluded as a term 1n the statistical model.

All LS means and LS mean differences (including confidence intervals) will be back-
transformed to give geometric L'S means and ratios of geometric LS means.

6.3.13. Fold change from baseline in [jjiilJ] (Cohorts A, C and D) and [JRll(Cohorts
C and D only) at Weeks 12 and 22

For analyses will use efficacy approaches 1, 3 and 4, as described 1n Section 5.2. For
analysis will be performed separately for Cohort C and Cohort D.

For each endpoint, the absolute values and fold changes from baseline will be summarized,
across all imepoints, in a similar manner to the main analysis of the primary endpoint, as
outlined 1 Section 6.1.1.

Fold change from baseline will be analyzed (on the log. scale) across all timepoints, in a
similar manner to the main analysis of the primary endpoimnt (with baseline on the log:. scale),
as outined in Section 6.1.1. All LS means and LS mean differences (including confidence
mntervals) will be back-transformed to give geometric LS means and ratios of geometric LS
means. Note that for efficacy approaches 3 and 4, cohort will be included as a term in the
statistical model.

Additionally, the % reduction in- will be summanzed descriptively by treatment group
and timepoint, as described 1n Section 5.2 2, using the following categories:

» =20%
s =30%
s =40%

This categorical summary will be produced overall and also split by [JREGDF-15
(dichotomised using < or = overall study median level (based on the overall safety
population) [or an alternative cut-point, 1f appropriate]) and separately by presence/absence
of cachexia (based on inclusion 5a).
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6.3.14. Clinical outcomes (Cohorts A, C and D)

The following sections are applied to adjudicated clinical outcome events. Summarnes and
analyses will use efficacy approaches 1, 3 and 4 for all endpoints, as described in Section 5.2.

6.3.14.1. Hierarchical composite endpoint of time to cardiovascular death, number of
worsening HF events (hospitalization for HF, or urgent HF visit), time to first
worsening HF event and change from baseline in KCCQ-23 CSS at Week 22

The hierarchical composite will be analyzed using the unmatched, win-ratio approach, as
described 1n Section 5.2.9.

Additionally, the number of participants with the composite HF outcome (cardiovascular
death, hospitalization for HF or urgent HF visits), and the number of participants with each
mndividual component as their first event, will be summanzed descriptively by treatment
group, as described in Section 5.2.2. The presentation will also include the total number of
combined cardiovascular deaths and worsening HF events (HF hospitalizations and urgent
HF wisits), including the total number of each component, summanzed descriptively by
treatment group, as described 1n Section 5.2 2.

The number of participants with the composite HF outcome (cardiovascular death,
hospitalization for HF or urgent HF wvisits) over 22 weeks will also be analyzed using a
logistic regression model (as described in Section 5.2.6), without any multiple imputation.

6.3.14.2. Time to first occurrence of the clinical composite of cardiovascular death,
hospitalization for HF, or urgent HF visit

Time to first occurrence of the clinical composite (and the individual components: HF
hospitalization, urgent HF visit, worsemng HF event, cardiovascular death) will be
summarized descriptively by treatment group, as described in Section 5.2.1.

A cumulative meidence plot, as described 1 Section 5.2.7, will be produced for the time to
first occurrence of the clinical composite.

Time to first occurrence of the clinical composite (and the individual components: HF
hospitalization, urgent HF visit, worsemng HF event, cardiovascular death) will be analyzed
using a Cox proportional hazards model, as described in Section 5.2 8. Note that for efficacy
approaches 3 and 4, cohort will be included as a term 1n the statistical model.

6.3.14.3. Total number of days alive and out of the hospital over 22 weeks

The total number of days alive and out of the hospital over 22 weeks (DAOH), and the total
number of days divided by the number of days of study participation (%DAOH), will be
summarized descriptively by treatment group, as described in Section 5.2.1.

6.3.14.4. Total number of hospitalizations for HF and urgent HF visits over 22 weeks

The number of hospitalizations for HF and urgent HF wisits over 22 weeks, as well as the
combined total of these worsemng HF events, and the total number of combined
cardiovascular deaths and worsening HF events, and the total numbers divided by the

DMBO02-GSOP-RF02 7.0 Siatistical Analysis Plan Template 31-Jan-2022
PFIZER. CONFIDENTIAL
TMF Doc ID: 98.03
Page 48 of 85



090177e1a1faef44\Approved\Approved On: 21-Oct-2024 08:39 (GMT)

Protocol C3651011 (PF-06046860) Statistical Analysis Plan

number of days of study participation, will be summanzed descriptively by treatment group,
as described 1n Section 5.2.1.

6.3.15. Serum unbound and total ponsegromab PK (Cohort B only) (Cohort B only)

PK analyses will be performed using the PK concentration and PK parameter analysis sets, as
defined 1 Section 4, for the open-label, PK cohort (Cohort B) only.

Presentations for serum unbound and total concentations of ponsegromab will be produced as
described 1 Section 6.3.9.

Additionally, the PK parameters listed in Section 3.3.15 for Day 1 after 1** dose and/or Day
85 after 4 dose, will be listed and summarized descriptively by dose group and timepoint in
accordance with Pfizer data standards, as data pernut, and will include the set of summary
statistics as specified in the table below. Missing values will be handled as detailed in
Section 5.3.

Table 3. PK Parameters to be Summarized Descriptively

Parameter Summary Statistics

AUCtau, Cnua:, AUCm

(dn), Cunax (dn), Crain, N, arithmetic mean, median, cv%, standard deviation, mimmum,

iﬁﬁiﬁh maximum, geometric mean and geometric cv%.

Vz/F

Tomax N, median, nunimmum, mMAXImum.

tin N, arithmetic mean, median, cv%, standard deviation, minimum,

MAXIMUT.

To assess the relationship between the PK parameters and dose, dose normalized AUC+., and
Cmax Will be plotted against dose (using a logarithmic scale), and will include individual
participant values and the geometric means for each dose. Geometric means will have a
different symbol than the individual values. The values will be dose normalized (to a 1 mg
dose) by dividing the individual values and raw geometric means by dose.

Additional PK analyses may be performed 1f deemed appropnate, and may not be mcluded in
the CSE_

6.3.16. Serum concentrations of GDF-15 nn_

(Cohort Bonly)

PD analyses will be performed using the PD analysis set, as defined in Section 4, for the
open-label, PK cohort (Cohort B) only.

Presentations fur- GDF-15 serum concentration levels will be produced as described
1n Section 6.3.10.
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6.3.17. Incidence of ADA, and NAb (Cohort B only)

Immunogenicity analyses will be performed, as described mn Section 6.3.11, using the
immunogenicity analysis set, as defined in Section 4, for the open-label, PK cohort (Cohort
B) only. In addition, if appropriate, analysis of PK parameters (e.g AUCy,,) by ADA and
NAD status or fiter tertile will be performed.

6.3.18. Fold change from baseline in NT-proBNP at Weeks 12 and 16 (Open-label, PK
Cohort [Cohort B] only)

Thus analysis will be performed on the censored analysis set, as defined 1n Section 4, for the
open-label, PK cohort (Cohort B) only.

The absolute and fold changes from baseline for NT-proBNP will be summarized
descriptively by treatment group and timepoint, as described 1n Section 5.2.1. Tables will
include baseline and all post-baseline timepoints.

6.4. Subset Analyses

Additional analyses will be performed on KCCQ-23 CSS, 6MWD, NT-proBNP, eGFR and
body weight (weight loss subgroup factor only), to assess the effect of the following
subgroup factors, if appropriate:

e Screening [ERIlIGDF-15- dichotomised using < or > overall study median level (or
an alternative cut-pomt, if appropnate).

. Screenjﬂg-GDF—IS: split by overall study quartile levels.

* Non-edematous umintentional weight loss =5% in the last 6 months or current BMI
<20 kg/m’, associated with subjective fatigue or anorexia, or not

These analyses will be performed on the censored analysis sets, as defined in Section 4, using
efficacy approaches 1, 3 and 4, as described 1n Section 5.2.

For each subgroup factor, absolute values and changes from baseline (or fold change from
baseline, if appropriate) will be summanzed descriptively by subgroup factor, treatment
group and timepoint, as described in Section 5.2.1. Tables will include baseline and all post-
baseline timepoints.

For each subgroup factor, change from baseline (or fold change from baseline, if appropnate)
will be analyzed as described in Sections 6.1.1.1,6.2.3, 6.3.12 and 6.3.13. Additional terms
for the subgroup factor and its interaction with treatment group, time and the treatment-by-
time interaction, will be included in the model. Other terms (eg, cohort, baseline LVEF,
NYHA classification, GDF-15 concentration from SV1, baseline NT-proBNP) may be
dropped from the model, as appropniate. Least squares means (and 90% CIs) and mean
differences versus placebo (and 90% CIs) will be provided (and will be back-transformed to
give geometric LS means and ratios of geometric LS means, if appropnate). No adjustments
will be made for multiplicity. If the MMRM model cannot be fitted to the data, or the model
15 deemed mappropnate, the model may be simplified, or the analysis may not be performed.
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Note that for efficacy approaches 3 and 4, cohort will be mcluded as a term i the statistical
mode].

Additionally, screening [JRIGDF-15 will be plotted vs Week 22 change from baseline (or
fold change from baseline, as appropnate) for KCCQ-23 CSS, 6MWD, NT-proBNP and
eGFR. using a scatterplot. The plot will include all participants and may be colored/trellised
by treatment group and other participant characteristics (e g. cohort, NYHA  LVEF).

6.5. Baseline and Other Summaries and Analyses
6.5.1. Baseline Summaries

Baseline summaries will be produced. The Mam Cohort (Cohort A) and Cohort C will be
reported combined, with data from the same treatment group combined across cohorts; the
open-label, PK cohort (Cohort B) will be reported separately; Cohort D will be reported
separately. Demographic data, prior and concomitant medications, GDF-15 concentrations
(at screening, using the assay), height (at screeming), weight, BMI and mBMI
(at baseline) and KCCQ-23 scores (at screening and baseline) will be summanzed, as defined
n Section 5.2.1 or 5.2.2 as appropniate. [n addition, a subset of medical history data will be
reported; this may include LVEEF, etiology of HF, NYHA class, eGFR and whether the
participant experienced a prior HF hospitalization, where feasible.

Other data collected at screening that are used for inclusion/exclusion criteria, such as
laboratory data, will be considered source data, and will not be required to be reported,
unless otherwise noted.

6.5.2. Study Conduct and Participant Disposition (All Cohorts [A, B, C and D])

Participant evaluation groups will show participant disposition for each phase of the study
(screening, double blind treatment and follow-up) and will additionally show which
participants were analyzed for efficacy as well as for safety. Frequency counts and
percentages will be supplied for participant discontinuation(s) (including reasons for
discontinuation, e.g_ lost to follow-up, withdrawal, death) by treatment group. The Main
Cohort (Cohort A) and Cohort C will be reported combined, with data from the same
treatment group combined across cohorts; the open-label, PK cohort (Cohort B) will be

reported separately; Cohort D will be reported separately.
6.5.3. Retained Research Samples and other exploratory plasma biomarkers

Pharmacogenomic or biomarker data from Retained Research Samples or other exploratory
plasma biomarker data may be collected during or after the trial and retained for future
analyses; the results of such analyses are not planned to be included in the CSR.

6.5.4. Population PK

As permitted by data, and determined by the sponsor, the PK/PD relationship between serum
ponsegromab concentration and the effect on primary, secondary and/or tertiary endpoints
may be explored using a population PK/PD approach. The population PK/PD analysis, if
conducted, will be reported in a separate report.
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6.5.5. Concomitant Medications and Nondrug Treatments/Procedures (All Cohorts [A,
B, C and DJ])

All prior and concomutant medication(s) as well as non-drug treatment(s)/procedure(s) will
be reported according to current sponsor reporting standards. The Main Cohort (Cohort A)
and Cohort C will be reported combined, with data from the same treatment group combined
across cohorts; the open-label, PK cohort (Cohort B) will be reported separately; Cohort D
will be reported separately. Simlarly, the prior heart failure medications will be reported.

6.5.6. Treatment Compliance (All Cohorts [A, B, C and DJ])

A summary table of treatment compliance will be produced according to current sponsor
reporting standards. The Main Cohort (Cohort A) and Cohort C will be reported combined,
with data from the same treatment group combined across cohorts; the open-label, PK cohort
(Cohort B) will be reported separately; Cohort D will be reported separately.

6.6. Safety Summaries and Analyses
6.6.1. Electrocardiograms (All Cohorts [A, B, C and D])

Analysis of ECGs will be performed using the corresponding safety analysis sets defined in
Section 4. The Main Cohort (Cohort 4) and Cohort C will be reported combined, with data
from the same treatment group combined across cohorts; the open-label, PK cohort (Cohort
B) will be reported separately; Cohort D will be reported separately.

Absolute values and changes from baseline in ECGs (heart rate, QT, QTcF, PR and QRS
mterval) will be summarnized by treatment group (including ponsegromab combined) and
overall, and timepoint, according to sponsor reporting standards. Tables will be paged by
parameter.

Maximum increase from baseline for QTcF will be summanized by treatment group
(including ponsegromab combined) and overall, according to sponsor reporting standards.

Maximum absolute values and changes from baseline for QTcF, PR and QRS will also be
summarized descriptively by treatment group (including ponsegromab combined) and
overall, using categornes as defined in Appendix 5. Numbers and percentages of participants
meeting the categorical criteria will be provided. All planned and unplanned postdose
timepoints will be counted in these categorical summanes. All values meeting the criteria of
potential clinical concern will be listed.

Listings of participants with any single post dose value > 500 msec will also be produced for
QTCcF.

7. INTERIM ANALYSES
7.1. Introduction

Interim analyses will be performed at least once while the study is ongoing to assess efficacy
and/or safety after at least approximately 25% of the planned participants in the
ponsegromab 300 mg and placebo arms in the Main Cohort (Cohort A), ie, approximately 80
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participants, complete their study participation through at least Week 12 of the Main Cohort
{Cohort A).

Interim analysis results may be used for internal business decisions including, but not limited
to, future study planning, stopping for futility, stopping for early success, conducting a
sample size re-estimation, or adapting the study after the interim analysis. Participants may
be discontinued from the study intervention/study as a result of the interim analysis, as
described in the Protocol.

Before any interim analysis is performed, the details of the objectives, decision criteria,
dissemination plan, and method of maintaining the study blind (if applicable) as per Pfizer's
SOPs will be documented and approved in an IRC charter and/or data access plan. In
addition, the analysis details will be documented and approved in an additional interim
analysis SAP or included n this main SAP.

In addition, ongoing monitoring of the safety of participants will be performed by an E-
DMC. Further details are provided in Section 10.1.5 2 of the Protocol and will be further
documented in an E-DMC charter.

7.2. Interim Analyses and Summaries

Details of the ongoing unblinded safety reviews will be provided in the IRC/E-DMC
charters.

7.2.1. Interim Analysis #1

An mterim analysis 1s planned to be conducted after approximately 70% of randonzed
participants in the Main Cohort (Cohort A) reach the Week 22 wvisit or discontinue the study
prior to that visit.

The participants to be included in the interim analysis are:

Interim Population Description

Interim Safety Population All Main Cohort (Cohort A) participants randomized
prior to the date of data cutoff (080CT2024).
Interim Efficacy Population Main Cohort (Cohort A) participants who were
randomized up to, and including, 07MAY?2024, and
complete the double-blind treatment phase

All interim analyses will be carned out using the relevant Analysis Set (as defined in Section
4) applied to the Intenm Populations described above. Analyses will nclude data from the
Main Cohort (Cohort A) only.

7.2.1.1. Efficacy Endpoints
A subset, or all, of the following efficacy analyses will be produced: -
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For KCCQ-23 CSS, 6MWD, NT-proBNP, hsCRP and eGFR, the descriptive summaries
and main statistical analyses, described mn Sections 6.1.1.1,6.2.3,6.3.12 and 6.3.13, will be
performed. The statistical analyses will only include the 300 mg dose group and placebo.
Additionally, Bayesian predictive probabilities will be calculated for the 300 mg dose group
versus placebo, for end of study success based on the MMRM/ANCOVA results at Week 22
(and additionally Week 12 for eGFR). The predictive probabilities will be calculated using
the method described by Grieve (1991)°, incorporating vague priors. Additionally, the
categorical summaries will be produced for eGFR, as described m Section 6.3.13.

Additional subgroup analysis will be performed on KCCQ-23 CSS, 6MWD, NT-proBNP and
eGFR, for screening GDF-15 values (dichotomized using overall study median level)
and cachexia presence/absence, as described in Section 6 4, excluding the descriptive
summaries of absolute values. Summaries and analyses will only include the 300 mg dose
group and placebo.

Note that eGFR summaries and analyses will be produced in separate outputs for the interim
analysis.

For total vector magnitude and non-sedentary physical activity, the descriptive summarnies
described 1n Section 6.3.8, will be produced.

The number of participants with the composite HF outcome (cardiovascular death,
hospitalization for HF or urgent HF wvisit) will be summanized and analyzed (using logistic
regression), as described in Section 6.3.14.1. The statistical analyses will only include the
300 mg dose group and placebo. Additionally, Bayesian predictive probabilities will be
calculated for the 300 mg dose group versus placebo, for end of study success based on the
logistic regression results. The predictive probabilities will be calculated using the method
described by Grieve (1991)*, incorporating vague priors.

The time to the first occurrence of the climical composite will be summarized and analyzed as
described in Section 6.3.14.2. The plot and statistical analysis will only include the 300 mg
dose group and placebo.

Note that the invetstigator-reported clinical outcome events will be used for this interim
analysis.

7.2.1.2. Safety Endpoints

Adverse events, laboratory abnormalities and vitals will be summanized and analyzed as
described 1n Section 6.2.5 and Section 6.6.1. A subset of these outputs, previously agreed
with the C3651011 E-DMC, will be produced. Additional outputs for lipid panel endpoints,
as described 1n Section 6.2.5.2 will also be produced.

7.2.1.3. Other Summaries

Baseline summaries will be produced, as described in Section 6.5.1, for both the interim
Safety and Efficacy populations.
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Treatment compliance will be produced, as described in Section 6.5.6.

7.2.2. Interim Analysis #2

An additional interim analysis may be performed after 100% of the planned participants in
the ponsegromab 300 mg and placebo arms in the Maimn Cohort (Cohort A) complete their
study participation through Week 22.

All interim analyses will be carned out using the relevant Analysis Set (as defined in Section
4) using data from the Main Cohort (Cohort A) only. The analyses will similar to the
analyses detailed for interim analysis #1, but without predictive probabilities.

Additionally, for body weight, the descriptive summaries and statistical analysis, described
in Section 6.3.7, will be performed. The statistical analysis will only include the 300 mg
dose group and placebo. Additional subgroup analysis will be performed on body weight, for
cachexia presence/absence, as described 1n Section 6.4, excluding the descriptive summaries
of absolute values. This summary and analysis will only include the 300 mg dose group and
placebo.

Additional outputs may also be produced, 1f required.

8. REFERENCES
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9. APPENDICES
Appendix 1. KCCQ-23

Appendix 1.1. Full Questionnaire
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Appendix 1.2. Scoring Instructions

The Kansas City Cardiomyvopathy Questionnaire
Scoring Instructions

COPYRIGHTED MATERIAL
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COPYRIGHTED MATERIAL
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COPYRIGHTED MATERIAL
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Appendix 2. PROMIS Score Conversion Tables

DMBO02-GSOP-RF02 7.0 Siatistical Analysis Plan Template 31-Jan-2022
PFIZER. CONFIDENTIAL
TMF Doc ID: 98.03
Page 64 of 85



09017 7e1a1faefdd\Approved\Approved On: 21-Oct-2024 08:39 (GMT)

Protocol C3651011 (PF-06046860) Statistical Analysis Plan

Appendix 3. Sampson Criteria

Chinical Criteria for Diagnosing Anaphvylaxis

Anaphylaxis is highly likely when any one of the following 3 criteria are fulfilled:

1.

=

Acute onset of an illness (minutes to several hours ) with involvement of the skin, mucosal tissue, or both (eg, generalized hives, pruritus or
flushing, swollen lips-tongue-uvula)

AND AT LEAST ONE OF THE FOLLOWING

a. Hespiratory compromise (eg, dyvspnea, wheere-bronchospasm, stridor, reduced PEF, hypoxemia)

b. Reduced BP or associated symptoms of end-organ dysfuncton {eg, hypotonia [collapse], svncope, incontinence)

. Two or more of the tollowing that occur rupidly after exposure fo @ [ikely allergen for that parfent (minuwies to several hours

a. Involvemnent of the skin-mucosal tissue (eg, generalized hives, itch-flush, swollen hps-tongue-uvulal
b, Bespiratory compromise (eg, dyspnea, wheeze-bronchospasm, stridor, reduced PEF, hypoxemia)

¢. Reduced BP or associated symptoms (eg, hypotomia [collapse], syncope, incontinence

d. Persistent gastrointestinal symploms (eg, crampy abdominal pain, vomiting

. Reduced BP after exposure o brown allergen for that pationd (minules (o several hours):

a. Infants amd chikdren: low systolic BP (age speafic) or greater than 3¥E decrease in systolic BP*
b. Adults: systolic BP of less than ™) mm Hg or greater than 3(F% decrease from that person’s haseline

PEF, Peak expiratory Qow: BP, blood pressure.
*Law sysiolic blod pressaure For childnen i defined s less than 70 mm Hg from 1 month e | year, ke than (70 mm Hg + [2 5 age]) from 1o 10 years,
and bess than 90 mm Hg from 11 10 17 years.

Proprammatically Identifying Potential Cases of Anaphvlaxis

A participant 1s said to have an episode fulfilling the Sampson Critenia 1f at least one of the
following cniteria 1s met:

Criterion 1: The participant experienced an onset of both Condition 1 and Condition 2

below, on the day of, or on the day after, study drug admimistration.

e Condition 1: a skin or mucosal membrane adverse event (AE) (using
MedDRA PTs under Skin or Mucosal Membrane grouping),

e Condition 2: a respiratory compromuse AE (using MedDRA PTs under the
Respiratory grouping), or an end-organ dysfunction/reduced blood pressure
AEFE (using MedDRA PTs under End-organ dysfunction or Reduced Blood
Pressure grouping), or reduced systolic blood pressure (characterized by a
PT of hypotension, blood pressure decreased or blood pressure systolic
decreased).

Criterion 2: The participant experienced an onset of any 2 or more conditions below, on the

day of, or on the day after, study drug admimistration.

e Condition 1: a skin or mucous membrane mvolvement AE (using MedDRA
PTs under Skin or Mucosal Membrane grouping)

e Condition 2: a respiratory compromuse AE (using MedDRA PTs under the
Respiratory grouping);
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Criterion 3:

e Condition 3: an end-organ dysfunction/reduced blood pressure AE ( using
MedDRA PTs under ‘End-Organ Dysfunction or Reduced Blood Pressure
grouping), or reduced systolic blood pressure (characterized by a PT of
hypotension, blood pressure decreased or blood pressure systolic
decreased);

e Condition 4: a gastromtestinal AE (usmg MedDRA PTs under the
gastrointestinal grouping).

If the same specific AE belongs to more than one Condition/AE grouping above
(1.e, ‘Skin or Mucosal Membrane’ grouping, ‘Respiratory Compromise’
groupmg, ‘End-Organ Dysfunction/ Reduced Blood Pressure’ grouping,
‘Gastrointestinal’ grouping), the event should be assigned to not more than one
of the above Conditions and in such a way as to maximize the number of
Conditions fulfilled to support Criterion 2. For example, 1f the AE of Dyspnea
(which belongs to the “Respiratory Compromise’ grouping) and the AE of
Chest Pain (which may belong either to the ‘Respiratory Compromise’ grouping
or to the “End-Organ Dysfunction/ Reduced Blood Pressure’ grouping)
occurred, then the AE of Chest Pain will be assigned to the “End-Organ
Dysfunction/ Reduced Blood Pressure’ grouping, so that Criterion 2 1s fulfilled
(1f the AE of Chest Pain were assigned to the ‘Respiratory Compromise’
groupmg, then Criterion 2 would not be fulfilled because the AE of Dyspnea
also belongs to the ‘Respiratory Compromise’ grouping).

The participant expenienced reduced systolic blood pressure (characterized by a
PT of hypotension, blood pressure decreased or blood pressure systolic
decreased) on the day of, or on the day after, study drug admimistration, and at
least 1 qualifying event. A qualifying event 1s defined as any of the following
occurring during the current study or, 1f applicable, in the parent study from
which the participant rolled over mto the current study, after the first
admimstration of the study drug (in the current or the parent study, as
applicable) and before the admimistration of the same study drug associated
with the current reduced systolic blood pressure event:

e An event meeting Criterion 1 or Criterion 2;
e An Injection Site reaction (ISR), as reported by the investigator;
e An AFE under the Anaphylactic Reaction Standardised MedDRA Query

(SMQ), or the Angioedema SMQ, or the Hypersensitivity SMQ, considered
to be related to the study drug, as reported by the investigator.

For episodes with multiple AEs fulfilling more than one Sampson Critenia, the following
hierarchy 1s used: Criterion 1, Criterion 2, Criterion 3. For example, when Criterion 1 1s
fulfilled, Criterion 2 and Criterion 3 are not evaluated.
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Appendix 4. SAS Code

1eGDF = log | GDF-15 (at screening)
lgBNP = log NTproBNP (at baseline)

The following SAS code 1s to be used as a gmde for implementation.

Example SAS code for MMEM Model:

NOTE: cohort will be included only when data from more than one cohort are included.

proc mixed data = dataset method=reml;
class subjid treatment time;
model cofb = treatment cohort LVEF lgGDF15 1gBNP base time base*time
time*treatment / ddfm=kr residual cutp=resid out;
repeated time /fsubject=subjid type = un;
lsmeans treatment*time/diff cl alpha=0.1;
ods ocutput lsmeans=lsmeans out;
ods ocutput diffs=diffs out;
ods ocutput CDvParm5=CD;Parms_out;
rum;

Example SAS code for Proportion of Responses (with multiple imputation):

Assume the SAS dataset 1s i a long format. The vanable ‘treatment’ should be coded similar
to “Placebo’, “Ponsegromab 100 mg’, ‘Ponsegromab 200 mg’, ‘Ponsegromab 300 mg’, so
that “Placebo’ comes first.

NOTE: If a participant discontinues due to death, they should be included in the imputation,
but once their value has been imputed then they should be classified as a non responder.

NOTE: cohort will be included only when data from more than one cohort are included.

proc sort data=analysis out=analysis long;
by subjid time treatment cchort LVEF GDF1lS NTproBNP base;
run;

* Create wide dataset for multiple imputatiocn;
proc transpose data= analysis long out=analysis wide prefix=wk;
by subjid treatment cchort LVEF GDF1l3 NTproBNP base;

id time;
var cfb;
run;
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* Perform multiple imputation;
proc mi data=analysis wide seed=16% nimpute=20 ocut=analysis mi;
class treatment;
fes nbiter=10 reg(/details);
var base treatment cchort LVEF 1lgGDF15> 1gBNP wkd4 wkB wklZ wkle wk20
wkZZ2;
run;

* Determine responders and non-responders at Week 22 for all imputed
datasets;
data analysis mi 22;
set analysis mi;
if wk22 >= 5 and wk22 ne . then resp = 1;
if wk2Z2 « 5 and wk2Z2 ne . then resp = 0;
run;

* Create datasets and combine proportions;
proc freq data=analysis mi 2Z;

tables imputation * treatment *resp / ocut=prop mi outpct;
run;

data prop mi 0;
set prop _mi;
if resp=0;
keep imputation treatment count;
rename count=ccunt_ﬂ;
rum;
data prop mi 1;
set praﬁ_ﬁi;
if resp=1;
keep imputation treatment count;
rename count=ccuﬂt_l;
rum;
data prop mi combined;
merge prop mi 0 prop mi 1;
by _;mputaEioE_ treatment;
total = count 0 + count 1;
p = count 1 / total;
q = count 0 / total;
se p = sgrt ( (p*qg) /total) ;
rum;
proc sort data=prop mi combined; by treatment imputatiom ; run;

proc mianalyze data=prop mi combined alpha=0.1;
by treatment;
modeleffects p;
stderr se p;
ods output parameterestimates=prop mi out;
rum;
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Example SAS code for Lopistic Re sion Model (with multiple imputation):

The same imputed datasets as produced above for the ‘Proportion of Responses’ will be
utilized. Note: the imputed dataset should be ordered with “Resp’=1 first to ensure that the
odds ratios are for a response = 1 and the reference group 1s Placebo.

NOTE: cohort will be included only when data from more than one cohort are included.

* Fit logistic regressions to each imputed dataset and combine results;
proc sort data=analysis mi Z22; by imputation treatment descending resp;
run;

proc genmod data=analysis mi 22 order=internal descending;
by imputation ;
class resp treatment;
model resp = treatment cchort LVEF 1gGDFlS 1gBNP base
/ dist=bin link=logit alpha=0.1;
lsmeans treatment / cl diff alpha=0.1 exp;
ods ocutput lsmeans=odds mi diffs=oddsrat mi;
rum;

*Odds ratios;
data oddsrat mi;
set oddsrat mi (where=( TREATTXT="Placebo"));

if TREATTXT = ' Ponsegromab 100 mg ' then treatment = 100;
if TREATTXT = ' Ponsegromab 200 mg ' then treatment = 200;
if TREATTXT = ' Ponsegromab 300 mg ' then treatment = 300;
if treatment = . then delete;
SE = 5tdErr;

run;

proc sort data=oddsrat mi; by treatment imputation ; run;

proc mianalyze data=oddsrat mi alpha=0.1;

by treatment;

modeleffects estimate;

stderr SE;

ods ocutput parameterestimates=0ddsRatios mi out;
run;

data CddsRatios mi out;
set OddsRatios mi out;
ocddsratio = exp(estimate);
LCLoddsratio = exp (LCLMean);
UCLoddsratico = exp (UCLMean);

run;
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* (0dds;

data odds mi;

set odds mi;
if TREATTXT

'Placebo' then treatment = 0;

if TEEATTXT = 'Ponsegromak 100 mg " then treatment = 100;
if TEEATTXT = 'Ponsegromak 200 mg " then treatment = 200;
if TEEATTXT = 'Ponsegromak 300 mg " then treatment = 300;
if treatment = . then delete;
SE = 5tdErr;

run;

proc sort data=odds mi; by treatment imputation ; run;

proc mianalyze data=odds mi alpha=0.1;

by treatment;

modeleffects estimate;

stderr SE;

ods ocutput parameterestimates=0dds mi out;
run;

data 0dds mi out;
set Odas_ﬁi_out;
odds = exp(estimate);
LCLodds = exp (LCLMean) ;
UCLodds = exp (UCLMean) ;
run;

Example SAS code for AWNCOVA:

NOTE: cohort will be included only when data from more than one cohort are included.

proc mixed data=dataset;
class treatment;
model cofb = treatment cohort LVEF 1lgGDF15S 1gBNFP base / residual
cutp=resid out;
lsmeans treatment / diff cl alpha=0.1;
ods ocutput lsmeans=lsmeans out;
ods ocutput diffs=diffs out;
run;
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Example SAS code for Lopistic Re sion Model (without multiple 1 tation):

Note: the dataset should be ordered with “‘Resp’=1 first to ensure that the odds ratios are for a
response = 1 and the reference group 1s Placebo.

NOTE: cohort will be included only when data from more than one cohort are included.

* Fit logistic regression;
proc sort data=dataset; by treatment descending resp; run;

proc genmod data= dataset order=internal descending;
class resp treatment;
model resp = treatment cchort LVEF 1gGDFlS 1gBNP
/ dist=bin link=logit alpha=0.1;
lsmeans treatment / cl diff alpha=0.1 exp;
ods ocutput lsmeans=cdds diffs=oddsrat;
rum;

*Odds ratios;
data oddsrat;
set oddsrat (where=(_ TREATTXT="Placebo")};

if TREATTXT = ' Ponsegromab 100 mg ' then treatment = 100;
if TREATTXT = ' Ponsegromab 200 mg ' then treatment = 200;
if TREATTXT = ' Ponsegromab 300 mg ' then treatment = 300;
if treatment = . then delete;
SE = 5tdErr;

run;

proc sort data=oddsrat; by treatment; run;

data oddsrat;
set oddsrat;
ocddsratio = exp(estimate);
LCLoddsratio = exp (LCLMean) ;
UCLoddsratico = exp (UCLMean) ;

run;

* (0dds;
data odds;
set odds;

if TREATTXT 'Placebo' then treatment = 0;

if TREATTXT 'Ponsegromab 100 mg ' then treatment = 100;
if TEEATTXT = 'Ponsegromak 200 mg " then treatment = 200;
if TEEATTXT = 'Ponsegromak 300 mg " then treatment = 300;
if treatment = . then delete;
SE = 5tdErr;

run;

proc sort data=ocdds; by treatment; run;

data odds;
set odds;
odds = exp(estimate);
LCLodds = exp (LCLMean);
UCLodds = exp (UCLMean) ;
run;
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Example SAS code for Cumulative Incidence Plots:

proc lifetest data = dataset method=km plots=cif cutcif=cifatrisk
intervals=0 to 20 by 4, 22;

strata trt;

time day*censor(l) / eventcode=0;
run;

NOTE: the censor variable has a value = 1 when the related time 1s censored and has a value
= () when the event of interest occurs. There should be no other values available for this
censored vanable in this dataset (including missing values). If required, nussing observations
should be removed prior to analysis.

Example SAS code for Cox Proportional Hazards Model:

To obtain the hazard ratio and 90% CI use SAS proc phreg:

proc phreg data=dataset;
class trt (ref='Placebo’) / param=ref order=internal;
model time*censor (l)= cohort LVEF lgGDF15S 1gBNP ECCQ trt / ties=Breslow
risklimits alpha=0.1;
hazardratio ‘Comparisons vs Placebo’ trt / diff=ref alpha=0.1;
run;

NOTE: cohort will be included only when data from more than one cohort are included).

Example SAS code for Win-Ratio:

* alpha for 100* (1-alpha)% confidence interwval;
%let alpha = 0.10;

* pumber of patients (sample size) in Treatment group;
%let n trt = 10;

* pumber of patients (sample size) in Contrel group;
%let n con = 10;

data trt;
set HFdata;
if treatment = "Ponsegromab";
rename subject ID = subid trt cardioc death=death trt t death=tl trt
HF event=HF trt t HF=t2 trt CFB KCCQ=ECCQ trt;
run;
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data ctrl;
set HFdata;
if treatment = "Placebo";
rename subject ID = subid ctrl treatment=control
cardic death=death ctrl t death=tl ctrl
HF event=HF ctrl t HF=t2 ctrl CFB KCCQ=KCCQ ctrl;
run;

#%%¥% Netermine winner in each pair of treatment vs placebo patients *¥%++;

proc sgl;
create tabkle pwdata as
gelect a.¥*, b.*
from trt as a, ctrl as b
order by subid trt, subid ctrl;

quit;

data compare;
set pwdata;
by subid trt subid ctrl;

* win=0: winner not determined, win=l: winner determined or tie;
win = 0;

* wincat: winning category;

* wincat="a','c','e','g" if Control patient won per Endpoint time to
cardiovascular death, number of worsening HF events, time to 1%t
worsening HF event, CFB in ECCQ-23 at week 22, respectiwvely;

* wincat="bk','d",'f",'h"' if Treatment patient won per Endpoint time to
cardiovascular death, number of worsening HF events, time to 1%t
worsening HF event, CFB in ECCQ-23 at week 22, respectiwvely;

* wincat="t' if a pair of patients are tied;

Wwincat = " °';

if death trt = 1 then do;

if death ctrl = 0 then wincat='a';
* Control patient won per time to cardiowvascular death;
else if death ctrl = 1 and tl trt < tl ctrl then wincat = "a';
* Control patient won per time to cardiowvascular death;
else if death ctrl = 1 and tl trt > tl ctrl then wincat = 'b';
* Treatment patient won per time to cardiovascular death;
else if HF trt > HF ctrl then wincat = 'c';
* Control patient won per number of worsening HF events;
else if HF trt < HF ctrl then wincat = 'd’;
* Treatment patient won per number of worsening HF events;
else if HF trt > 0 and t2 trt <« 2 ctrl then wincat = 'e';
* Control patient won per time to first HF events;
else if HF trt > 0 and t2 trt > 2 ctrl then wincat = "f';
* Treatment patient won per time to first HF ewvents;
else if RCCQ trt me ''" and ECCQ ctrl ne "' and ECCQO trt < ECCQ ctrl
then wincat = 'g';
* Control patient won per CFB in ECCQ;
else if RCCQ trt ne "' and ECCQ ctrl ne "' and ECCQO trt > ECCQ ctrl
then wincat = 'h';
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* Treatment patient won per CFB in ECCQ;
if wincat ne " " then win = 1;
end;

if death trt = 0 then do;
if death ctrl = 1 then wincat='b';
* Treatment patient won per Endpoint time to cardiowascular death;
else if death ctrl = 0 and tl1 trt < tl ctrl then wincat = "a‘;
* Control patient won, per time to cardiovascular death;
else if death ctrl = 0 and tl1 trt > tl ctrl then wincat = 'b';
* Treatment patient won per time to cardiovascular death;
else if HF trt > HF ctrl then wincat = 'c';
* Control patient won per number of worsening HF events;
else if HF trt < HF ctrl then wincat = 'd’;
* Treatment patient won, per number of worsening HF events;
else if HF trt > 0 and tZ trt < 2 ctrl then wincat = 'e=';
* Control patient won per time to first HF events;
else if HF trt > 0 and tZ trt > t2 ctrl then wincat = 'f£';
* Treatment patient won per time to first HF events;
else if RCCQ trt ne "' and ECCQO ctrl ne "' and ECCOQO trt < ECCQ ctrl
then wincat = "g';
* Control patient won per CFB in ECCQ;
else if ECCQ trt ne "' and ECCQ ctrl ne "' and ECCQ trt > ECCQ ctrl
then wincat = 'h'; - - -
* Treatment patient won per CFB in ECCQ;
if wincat ne " " then win = 1;
end;
if wincat=" "'
if wincat ne
rum;

then wincat="t'; * the pair of patients are tied;
' ' then win = 1;

FhkFdkkdd Calculate win ratio and theta K0 (theta L0) **+Fdddd,

options nocenter;
title "Winning categories';
proc freq data=compare;
tables wincat/missing out=win;
rum;
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data win;

wincat = "a'; count = 0;
output;
wincat = "b'; count = 0;
output;
wincat = "¢'; count = 0;
output;
wincat = "d'; count = 0;
output;
wincat = "e'; count = 0;
output;
wincat = "£'; count = 0;
output;
wincat = 'g'; count = 0;
output;
wincat = "h'; count = 0;
output;
wincat = "t'; count = 0;
output;
run;

data win;
merge wWin wing
by wincat;

rum;

proc transpose data=win out=winZ;
var count;
id wincat;

rum;

data winZ;
set winZ;
win trt = sum(b, d, £, h);
win con = sumi{a, c, =, g);
tie = t;

total = sum(a, b, c, 4, e, £, g, h, t);

WinRatioc = win_ trt/win con;
theta ELO = (win trt + win_con]f{z*total};

label win trt = 'number of winners in Treatment group'
win con = "number of winners in Control group'
tie = 'number of ties'
total = '"total number of pairs'
WinRatic = '"Win ratic'
theta EKL0 = 'theta KO/L0';
run;

title "Humber of winners and win ratio';
proc print labkel;

var theta EL0 win trt win con WinRatio;
run;
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proc sgl noprint;
select theta FL(0 into: theta EL{
from winZ;
select win trt intoc: win_ trt
from winZ;
select win con into: win con
from winZ;
select WinRatio imnto: WinRatio
from winZ;

rum;

quit;
fput &theta KL0 &win trt &win con &WinRatio;
Fdkddkd Congtruct kernel functiong Fdk &Sk k.

* Fernel function E;
data E;
set compare;
by subid trt subid ctrl;
if wincat in ('b", 'd', 'f£', 'h') then k=1;
else k=0;
run;

* Fernel function L;

data L;
set compare;
by subid trt subid ctrl;
if wincat in {'a',_'c',
else k=0;

run;

e', "g") then k=1;

Fhkdkdkd Calculate varianceg dEdkddod .

%% jf Treatment won;

¥4+ jf Control won;

tmacro sig(dsin=, pidl=, pid2=, nl=, n2=, dsout=, warout=);

dsin: input kernel function dataset (E/L);

dsout: ocutput dataset;
varout: wariable name of wariance;

* ¥ ¥ ¥ ¥ ¥ ¥

proc sort data=s&dsin out=temp;
by &pidl &pidZ;
run;

proc means data=temp noprint;
by &pidl;
var k;
cutput ocut=tempZ sum=sum 1;
run;

pidl: patient ID in the lst group (pid trt/pid com);
pid2: patient ID in the 2nd group (pid trt/pid con);
nl: number of patients in the lst group EEn_trEf&n_con};
nZ: number of patients in the 2nd group (&n_trt/&n con);

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

PFIZER. CONFIDENTIAL

TMF Doc ID: 98.03
Page 76 of 85



09017 7e1a1faefdd\Approved\Approved On: 21-Oct-2024 08:39 (GMT)

Protocol C3651011 (PF-06046860) Statistical Analysis Plan

proc sgl;
create takle temp as
select a.*, b.sum 1
from temp as a left join templd as b
on a.&spidl=k.&pidl
crder by &pidl, &pidl;
quit;

data temp;

set temp;

by &pidl &pidl;

sum k = (k-&theta ELO)*(sum 1 - k - (&n2-1) * &theta EL0};
rum;

proc means data=temp noprint;

var sum k;

output out=sdsout sum=&wvarout;
run;

data &dsout;

set &dsout;

g&varcut = &varout * &nl * &nZ / (&n2 - 1);
run;
$mend;

options mprint;

* Sigma sguare hat - t10;

%$3ig(dsin=E, pidl=subid trt, pid2=subid ctrl, nl=&n trt, nZ=s&n con,
dsout=sigZ trtl, varcutzsigz_ﬁrtlj; - - -

* Sigma sguare hat - t20;

%3ig(dsin=K, pidl=subid ctrl, pidZ=subid trt, nl=&n con, nZ=s&n trt,
dsout=sigZ trtl, varcutzsigz_ﬁrtzj; - - -

* Sigma square hat - cl0;

%3ig(dsin=L, pidl=subid ctrl, pidZ=subid trt, nl=&n con, nZ=&n trt,
dsout=sigZ comnl, varcutzsigz_conlj; - - -

* Sigma sqguare hat - c20;

%s5ig(dsin=L, pidl=subid trt, pid2=subid ctrl, nl=&n trt, nZ=&an con,
dsout=sigZ con2, wvarout=sigZ comnl);

Fhkkddd Calcoculate covariance FdkhEEdok .

fmacro sig cov(dsinl=, dsin2=, pidl=, pidd=, nl=, n2=, dsout=, wvarout=);
dsinl: dataset of kernel function 1 (E/L) ;

dsinZ: dataset of kernel function 2 (E/L);

pidl: patient ID in the lst group (pid trt/pid con);

pid2: patient ID in the 2nd group Epid:trtfpiﬂ:ccn};

nl: number of patients in the lst group (&n_trt/&n con);

nZ: number of patients in the 2nd group (&n_trt/&n con);

dsout: output dataset;

varout: wvariable name of wariance;

* % ¥ ¥ ¥ ¥ ¥ ¥

proc sort data=s&dsinl cut=templ;
by spidl spidZ;
run;
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proc sort data=&dsin2 cut=tempZ;
by &pidl &pidl;
run;

proc means data=tempZ noprint;
by &pidl;
var k;
cutput ocut=tempZ s sum=sum 1;
run; B B

proc sgl;
create takle temp as
select a.*, b.sum 1
from templ as a left join tempZ s as b
on a.&spidl=k.&pidl
crder by &pidl, &pidl;

create takle temp as
gelect a.*, b.k as L
from temp as a left join templd as b
on a.&spidl=k.&pidl and a.&pidi=b.spid2
crder by &pidl, &pidl;
quit;

data temp;

set temp;

by &pidl &pidl;

sum k = (k-&theta ELO)*(sum 1 - L - (&nZ-1l) * &theta EL0};
rum;

proc means data=temp noprint;

var sum k;

cutput ocut=sdsout sum=&wvarcut;
run;

data &dsout;

set &dsout;

g&varcut = &varout * &nl * &nZ / (&n2 - 1);
run;
$mend;

* Sigma hat - tcl0;

%3ig cov(dsinl=E, dsinZ=L, pidl=subid trt, pid2=subid ctrl, nl=sn trt,
n2=EE_ccn, dsout=sig trt coml, varDutzsig_trt_ccnl}; - -

* Sigma hat - tci0;

%3ig cov({dsinl=E, dsin2=L, pidl=subkid ctrl, pid2=subkid trt, nl=sn con,
n2=EE_trt, dsout=sig trt comZ, varDutzsig_trt_can}; - -
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Fhkdkdkd gariance and covariance FdkEdkk.

data sig;
merge sigZ trtl sig2 trtl sigl coml sig2 conl sig trt coml
sig trt coni;

* Sigma sguare hat - t0;

sig2 trt = sig2 trtl/sn trt + sig2 trt2/&n con;

* Sigma sguare hat - ci;

sig2 con = sig2 conl/sn con + sig2 con2/&n_ trt;

* Sigma hat - tci;

sig trt con = sig_trt conl/sn trt + sig trt con2/&n con;

label sigZ2 trt = " Sigma square hat - t0°

sigZ con = Sigma sguare hat - c0°
sig trt con = ' Sigma hat - tcl';

Eeep sigl trt sigl con sig trt com;
run;

title 'Variance and covariance';
proc print data=sig lakel;
run;

data Winratio;
set sig;
* Sigma sguare hat of log(win ratioc);
sigZ2 log wr = (s3ig2 trt + sig2 comn - 2%sig trt con)/((&win trt +
- - &winZﬁon}*{&win:trt + Ewin_Ebn]?d]; -

* 100* (l-alpha)% CI of the win ratio;
WE L exp (log(sWinRatic) — probit(l-salpha/Z)*sgrt(sig2 log wr)
WR U = exp(log(sWinRatio) + probit(l-&salpha/Z)*sgrt(sig2 log wr)

Vi
Vi
WinRatio = &WinRatioc;

alpha = salpha;

pval = {l—prDanrm{abs{log{&ﬁinRatic]fsqrttsigZ_log_wr]}}]*E;

label sigZ2 log wr = 'Sigma square hat of log(win ratio}'

WR L = "Lower limit of 100*(l-alpha)% CI of the Win ratio"™
WR U = "Upper limit of 100*(l-alpha)% CI of the Win ratio"™
WinRatio = "Win ratio'

alpha = "Alpha';
run;

title " Win ratic and its 100%(l-alpha)% CI';
proc print data=Winratioc label;

var sig2d log wr WinRatio WR L WE U alpha pval;
run;

data WER;

merge Winratioc win2;

keep WinRatio sigZ2 log wr WR L WR U alpha pval win trt win con tie
total;
run;
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data WER;

retain WinRatio sigZ log wr WR L WR U alpha pval win trt win con tie
total;

set WR;
rum;
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Appendix 5. Categorical Classes for ECG and Vital Signs of Potential Clinical Concern

Categories for QTcF

Absolute value of QTcF (msec) >470 and =480 =480 and =500 =500

Increase from baseline in QTcF (msec) >30 and <60 =60

Categories for PR and QRS

PR. (msec) max. =300

PR (msec) increase from baseline | Baseline =200 and max. =25% Baseline <200 and max. =50%
Increase mcrease

QRS (msec) max. =140

QF.S (msec) increase from =50% increase

baseline

Categories for Vital Signs

Systolic BP (mm Hg) min. <290

Systolic BP (mm Hg) change from baseline max. decrease =30 max. increase =30
Diastolic BP (mm He) min. <50

Diastolic BP (mm He) change from baseline max. decrease =2( max. increase =20
Supine pulse rate (bpm) min. <40 max. =120

Measurements that fulfill these criteria are to be listed.
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Appendix 6. Inmunogenicity Terms and Definitions

Term Definition

Treatment-induced ADA  Baseline ADA tifer is missing or negatrve and subject has = 1 post-treatment positive ADA fiter.

Treatment-boosted ADA  Baseline ADA titer is posifive and subject has a = 4-fold dilufion increase (or other threshold value as defined
in the SAF) in ADA tifer from baseline m = 1 post-treatment sample. If ADA titer 1= logl () transformed, 2 4-
fold dilntion increase 1s equvalent to 0502 unit increase in titer (logl Q) from baseline. If ADVA titer is log2
transformed, a 4-fold dilufion merease is equivalent to 2 unit increase in fifer (log?) from baseline.

ADA-positrve subject A subject with = | treatment-induced or treatment-boosted ADA response.

ADA-pegative subject An ADA evaluable subject without treatment-mduced or treatment-boosted ADA response. Subject either has
(1} all ADA-negative results throughout the study or (2) 1s ADA positive at baseline but did not become
treatment-boosted post-dose.

ADA incidence The percent of ADA-positive subjects in a freatment group’cohort or study.
Treatment-induced MAER  Baseline NAD titer 15 missing or pegative or ADA-negative and subject has = 1 post-treatment positive NAD
titer

Treatment-boosted NAb  Baseline NAbD titer 15 positive and subject has a = 4-fold dilution increase (or other threshold as defined in the
SAP) in NAb titer from baseline in = | post-treatment sample. If NAb fiter 15 log 10 transformed 2 4-fold
dilufion merease is equivalent to 0,602 unt merease m titer (logl0) from baseline. If MAb titer 1s log2
transformed, a 4-fold dilufion merease is equivalent to 2 unit increase in fifer (log?) from baseline.

MAb-positive subject An ADA-positive subject with = 1 treatment-induced or treatment-boosted NAb response. For ADA-positive
(treatment-boosted) subjects, subject 1s HAb positive only if the subject has =1 treatment-induced or
treatment-boosted NAb response at the visit where the subject has a treatment-boosted ADVA response. For
visits where the subject did not show a boosted ADA response, the subject 1s classified as MAb-negatrve for
the vimit even if the subject has post-treatment positive NAD titer for that visit.

MAb-negative subject MAD evaluable participant who 15 etther (1) an ADA-negative subject or (2) an ADA-positive subject without
treatment-induced or treatment-boosted MAb response (1Le. subject has all MAb-negative results throughout
the study or subject 15 NADb positive at baseline but did not become freatment-boosted post-dose).

Mote: in the event a subject 15 ADA-positive at baseline but did not show a boosted response post-treatment,
subject 15 classified as ADA-negative and MAb-negative at the subject level even if the subject has post-
treatment positive NADb fiter. As such all ADA-negative subjects are MAb-negatrve regardless of MAb titer

data ™
NAb incidence The percent of NAb-posifive subjects in a treatment group/cobort or study.
Duration of ADA and NAb response (subject-level definitions): recommended for studies with = 16 weeks of ADA measurements
Transient ADA An ADA-positive subject with (1) a treatment-induced or treatment-boosted ADA sample detected only af 1

sampling ime (exchiding the last ime point) post-treatment, or (2) treatment-induced or treatment-boosted
ADA samples detected at = 2 fime points where the first and last posiftive samples (orespectrve of any
negative samples in between) are separated by < 16 weeks, and the subject’s last sample 15 ADA negative.

Persistent AT An ADA-positive subject with first and last posittve ADA samples (treatment-mduced or treatment-boosted)
detected over a penod of = 16 weeks post-treatment, irespective of any negative samples in between.

Indetermumate ATMA An ADA-positive subject who 15 not persistent or transient.

Transient NAb A NAb-positive subject with (1) a treatment-induced or treatment-boosted NAb sample detected only at 1

sampling ime (exchiding the last ime point) post-treatment, or (2) treatment-induced or treatment-boosted
MAD samples detected at = 2 time points where the first and last positive samples (irmespective of any negative
samples in between) are separated by = 16 weeks, and the subject’s last sample 15 NAb negative or ADA

negative.
Persistent NAD A NAb-positive subject with first and last positive NAb samples (treatment-induced or treatment-boosted)
detected over a peniod of = 16 weeks post-treatment, irrespective of any negative samples in betwesn.
Indetermumate NAL A NAb-positive subject who 15 not persistent or transient.

Mote: Duration of response (persistent, fransient or indeterminate)), on-treatment and off-treatment definthions are only applicable to ADA
{(or MAb}-positive subjects.
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Appendix 7. List of Abbreviations

Abbreviation Term

6MWD 6 Minute Walk Distance

6MWT 6 Minute Walk Task

ADA anti-drug (ponsegromab) antibodies

AE adverse event

ANCOVA analysis of covariance

AUC, area under the plasma concentration-time profile from time zero to
time tau

BLQ below the linmt of quantitation

BMI body mass index

BP blood pressure

bpm beats per minute

CFB change from baseline

%CFB percent change from baseline

CI confidence interval

CL/F apparent clearance for oral dosing

Comax maximum plasma concentration during the dosing interval

Cmin minimum plasma concentration during the dosing interval

CSR. clinical study report

C55 clinical summary score

Ctrough trough concentration

Ccv coefficient of vanation

dn dose normalized

DAOH days alive and out of hospital

ECG electrocardiogram or electrocardiography

E-DMC external data monitoring commuttee

eGFR estimated glomerular filtration rate

FDA Food and Drug Administration

F/U follow up

g grams

GDE-15 orowth differentiation factor 15

HDL high-density lipoprotein

HF heart failure

HRQL health-related quality of life

hsCRP high-sensitivity C-reactive protein

I-AE Immunogenicity adverse event

ICD informed consent document

P mvestigational product

IRC independent review committee

ISR injection site reaction

KCCQ-23 EKansas City Cardiomyopathy Questionnaire
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Abbreviation Term

kel terminal phase elimination rate constant
ke kilogram

L liter

L5hr average activity counts for the least active 5 hours of the day
1b pound

LDL low-density lipoprotein

LLQ lower limit of quantification

LS least-squares

LVEF left ventricular ejection fraction

m meters

M10hr average activity counts for the most active 10 hours of the day
M15mins maximum 15 muns of activity level
M6mins maximum 6 mins of activity level
M60mins maximum 60 mins of activity level

mBMI modified BMI

MedDRA medical dictionary for repulatory activities
meg mulligram

mins minutes

mmHg mullimeters of mercury

MMRM muxed-effects model with repeated measures
msec millisecond

MVPA moderate to vigorous physical activity

n number

N/A not applicable

NADb neufralizing antibodies

NC not calculated

ND not done

NS no sample

NT-proBNP N-terminal pro-B type natriuretic peptide
NYHA New York Heart Association

0S5 overall summary score

PCD primary completion date

PD pharmacodynamic(s)

PEF preserved ejection fraction

pe picogram

PGI-C Patient Global Impression of Change
PGI-S Patient Global Impression of Severity

PE pharmacokinetic(s)

PRO patient-reported outcome

PROMIS Patient-Reported Outcomes Measurement Information System
PT preferred term

PTR peak-to-trough ratio
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Abbreviation Term

Q1 first quartile

Q3 third quartile

Q4W every 4 weeks

QoL quality of Life

QQ quantile-quantile

QTcF corrected QT (Fridericia method)

Rac observed accumulation ratio

Rac,Crmax observed accumulation ratio for Cmax
SAE serious adverse event

SAP statistical analysis plan

SC sub-cutaneous

SD standard deviation

SE standard error

SMOQ standardized MedDERA query

SOP standard operating procedure

SPSS Statistical Package for the Social Sciences
sV1 screening visit 1

SV2 screening visit 2

f1n terminal half-life

TEAE treatment-emergent adverse event
TESAE treatment-emergent serious adverse event

TSS total tom score
Vz/F apparent volume of distribution for oral dosing
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