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NOTE: Italicized text within this document has been taken verbatim from the Protocol.

1. VERSION HISTORY

Table 1. Summary of Changes

Version/ Associated Rationale Specific Changes
Date Protocol
Amendment
1 Onginal N/A N/A
08 Aug 2023 |9 Jun 2023

2. INTRODUCTION

PF-07923568 (sisunatovir, formerly RV521) is being developed to act as a highly potent,
selective, orally available agent to treat RSV infection. Sisunatovir is an inhibitor of RSV
fusion (F) protein mediated fusion that is currently being investigated for the treatment of
RSV infection.

The purpose of the study is to evaluate the PK, safety and tolerability of sisunatovir
(PF-07923568) in Chinese healthy adult participants. This information is being collected to
support further clinical development as well as drug registration in China.

Thus statistical analysis plan (SAP) provides the detailed methodology for summary and
statistical analyses of the data collected m Study C5241018.

2.1. Modifications to the Analysis Plan Described in the Protocol
None.
2.2. Study Objectives, Endpoints, and Estimands

The following are the objectives and endpoints in this study. Estimand framework will not be
applied to this Phase 1 study in healthy participants.
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Table 2. Study Objectives and Endpoints

Type Objectives Endpoints

Primary: Primary:

Pharmacokineticq] «  To evaluate the PK of sisunatovir  |Sisunatovir plasma exposure for single and

after single dose and multiple priultiple doses:
doses in Chinese healthy o Postdose on Day 1: Cua, AUCizi, AUCHm
participanis {tau=12), and AUCwr as data permit

s Post first dose on Day 4 Cmex, AUCkm
s Postdose on Day 8 Cua, AUCim

Secondary: Secondary:

Pharmacokineticq] « To further characterize the PK dditional sisumatovir plasma PK parameters:
profile of sisunatovir after single s Postdose on Day 1. Tnx, tz, MRT, Vo/F, and

dose and multiple doses af CL/F as data permit
sisunatovir in Chinese healtiy s Post first dose on Day 4: Tmax
participants s Posidose on Day 8. T, fx, accumulation

ratio on AUCim (Rac) and on Cpuax (Rac, cme),
MRT, Vo/F, CL/F, Crrough, Con, AUCizzy, AUCing

and PTR as data permit
Safety * o evaluate the safety and s AEs/8dFs, clinical safety laboratory tests,
tolerability of sisumatovir vital signs, 12-lead ECGs
Jjollowing single and multiple dose
in Chinese healthy participants
Tertiary/Exploratory: Tertiary/Exploratory:

To explore PK of sisunatovir by * Conceniration of sisunatovir from paired
microsampling technique, if samples obiained via microsampling
Jeasible compared to plasma sampling (if possible)

2.3. Study Design

This is a Phase 1, single-center, open-label and single-arm study to investigate PK, safety
and tolerability of 200 mg sisunatovir given as a single dose on Day 1 in a fasted state
followed by repeated twice daily doses (200 mg BID, Q12 hours) from Days 4-7 plus 1
morning dose on Day 8 in a fed state in Chinese healthy participants. Approximately 12
participants in total will be included in this study. If a participant discontinues before
completing the study, or withdraws for reasons unrelated to the safety of the treatment, the
participant may be replaced at the discretion of the investigator upon consultation with the
sponsor.

The study will consist of a Screening visit, a Treatment period of single dosing (Day -1 to
Day 3) and multiple dosing (Day 4 to Day 11), and a Follow-up contact. The total duration
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of participation from the Screening visit fo the Follow-up contact will be up to approximately
71 days.

3. ENDPOINTS AND BASELINE VARIABLES: DEFINITIONS AND
CONVENTIONS

3.1. Primary Endpoint(s)

As listed 1in Section 2.2, the primary endpoints are related to Sisunatovir plasma exposure
after single and multiple doses, and are detailed in Table 3.

3.2. Secondary Endpoint(s)

The secondary endpoints are additional pharmacokinetics parameters after single and
multiple doses of Sisunatovir as detailed in Table 3, as well as safety endpoints described in
Section 3.5.

Table 3. Sisunatovir Plasma PK Parameter Definitions

Parameter | Study | Definition Method of Determination
Day
Cmax 1,4, 8 | Maximum observed concentration | Observed direcily from data
- 1.4 8 Time to reach meacinmm Observed directly from data
conceniration
AUCH 18 Area under the concentration-time | AUCy + (Cixr'a),
curve from time (0 fo infinify where Cig; is the predicted plasma
concentration at the last quantifiable time
point estimated from the log-linear
regrassion analysis
AUC 4 18 Area under the conceniration-fime | Linear/Log trapezoidal method
curve from time () fo the time of
last quantifiable conceniration
AUC:m 1,4, 8 | Area under the concentration time | Linear/Log trapezoidal method
curve from time (0 fo the fime of the
end af the dosing inferval (tau),
where fau=12 hours
1" L8 Terminal half-life Log 2y, where ky is the terminal
phase rate constant calculated by a linear
regrassion of the log-linear
concentration-time curve
MRT® 18 Mean residence time Day 1: MRT =ALMC,—,1{AUCW
Day 8: [AUMGC,ay + tau(AUCs
AUCay) [ /AUCtau
where AUMCyis the area under the first
moment curve from zero time to infinity
AUMC,p, is area under the first moment
curve over the dosing interval fau.

DMBO02-GSOP-RF02 7.0 Statistical Analysis Plan Template 31-Jan-2022
PFIZER. CONFIDENTIAL
TMF Doc ID: 98.03

Page 6 of 17




090177e19e3f5977\Approved\Approved On: 09-Aug-2023 00:49 (GMT)

Protocol C5241018 (PF-07923568) Statistical Analysis Plan

Table 3. Sisunatovir Plasma PK Parameter Definitions

Parameter | Study | Definition Method of Determination
Dm
Ve 1 Apparent volume of distribution Dose(AUCxyr * ka)
CL/F I 8 Apparent oral clearance Doseld UCiny
| Ra” & Accumulation ratio on AUCsm AUC:: (Day 8) AAUC: (Day 4)

R come”™ & Accumulation ratio on Cug Coz (Day 8) /Coe (Day 4)

Cirongh 6, 7, 8 | Lowest concentration observed Observed directly from data
during the dosing interval

Crv 8 Average concentration at steady AUC; (Day 8) /12 hours.
State

VP & Apparent volume of distribution at | Vo/F = Dose/{(AUCu * ka)
steady state

PIR 8 Peak-frough ratio Comar' Corough

a.  If data permit.

3.3. Other Endpoint(s)
The following exploratory endpoints are defined in this study-

L
e Concentration of sisunatovir from paired samples obtained via microsampling
compared to plasma sampling (if possible).

3.4. Baseline Variables

There are no baseline varniables to be used as covanates or stratification factors in this study.
Baseline characteristics will be collected according to the schedule of activities (SoA) as
specified m the protocol.

3.5. Safety Endpoints

The following data will be considered in standard safety summaries (see protocol for
collection days, assessment procedures, and list of parameters):

Adverse events (AE) / Serious adverse events (SAE)
Laboratory tests data

Vital signs data

12-lead ECG results

3.5.1. Adverse Events

Any adverse events occurring following start of treatment will be considered as treatment
emergent adverse event (TEAE). If an AE starts on the same day as the first dose date, 1t will
be considered freatment emergent unless the CRF data indicates otherwise via explicitly
recording time for AE onset which was occurred before the first treatment dosing. Events
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that occur during follow-up within the lag time of up to 28-35 days after the last dose of
study intervention will be counted as treatment emergent and attributed to the last treatment
taken Events that occur duning the washout period between study periods will be counted as
treatment emergent and attributed to the previous treatment taken. The time period for
collecting AEs (“active collection period™) for each participant begins from the time the
participant provides informed consent. The algorithm will not consider any events that started
prior to the first dose date.

3.5.2. Laboratory Data
Safety laboratory tests will be performed as described in the protocol.

To determune 1f there are any clinically significant laboratory abnormalities, the haematological,
clinical chemmstry and urinalysis safety tests will be assessed against the critenia specified in the
sponsor reporting standards The baseline measurement 1s the value collected on Day -1 prior to

the treatment start, or the last pre-dose measurement collected if the Day -1 measurement 1s not
available.

3.5.3. Vital Signs

Supine blood pressure (BP). pulse rate (PR) and temperature will be measured at times specified
in the SoA given i the protocol.

The baseline measurement 1s the predose measurement on Day 1 or the last predose measurement
collected 1f the Day 1 measurement 1s not available.

The maximum increase from baseline will be calculated by first subtracting the baseline value
from each post-dose measurement to give the change from baseline. The maximum of these

values will then be selected, except in the case where a participant does not show an increase. In
such an mstance, the mimimum decrease should be taken.

Similarly, the maximum decrease from baseline will be determined by selecting the mimimum
value of the changes from baseline. In cases where a participant does not show a decrease, the
minmnm increase should be taken.

3.5.4. Electrocardiograms

A 12-lead ECG will be obtained at specified day and timepoint as indicated in the SoA of the
protocol. If not supplied, QTcF will be denived using Fndenicia’s heart rate correction formula:

QTcF = QT / (RR)*(1/3) where RR = 60/HR (if not provided)

The baseline value 1s the predose measurement on Day 1 or the last predose measurement
collected 1f the Day 1 measurement 1s not available.

The maximum increase from baseline will be calculated by first subtracting the baseline value
from each postdose measurement to give the change from baseline. The maximum of these
values over the respective period will then be selected. except in the case where a participant
does not show an increase. In such an instance, the minimum decrease should be taken.
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4. ANALYSIS SETS (POPULATIONS FOR ANALYSIS)

Data for all participants will be assessed to determune 1f participants meet the criteria for
mnclusion m each analysis population prior to unblinding and releasing the database and
classifications will be documented per standard operating procedures.

The following analysis set are defined in this study:

Participant Analysis Set | Description

Enrolled “Enrolled” means a participant’s, or their legally authorized
representative s, agreement to participate in a clinical study
following completion of the informed consent process and
assignment to study intervention.

PK Concentration The PK concentration analysis set is defined as all participants
Analysis Set who take at least 1 dose of study intervention and in whom at
least 1 plasma concentration value is reported.

PK Parameter Analysis | The PK parameter analysis set is defined as all participants

Set who take at least 1 dose of study intervention and have at least
1 of the PK parameters of interest calculated.
Safety analysis set All participants who take at least 1 dose of study intervention.

5. GENERAL METHODOLOGY AND CONVENTIONS

Final analysis will be performed after study participant data set release following the last
participant last visit.

5.1. Hypotheses and Decision Rules
No statistical hypothesis will be tested 1n this study.
5.2. General Methods

Descriptive analyses will be performed. Some measures will be summarized using graphical
representations.

Summaries by treatment will include summanies by admimstrated dose and fed/fasted condition,
when applicable.

For binary or categorical vaniables, number of participants. numbers and percentages of
participants meeting the categorical cnitenia will be presented m accordance with the sponsor
reporting standards.

For continuous vanables, the data will be summanzed using the number of participants, mean,
median, standard deviation (5D), mimimum, and maximum in accordance with the sponsor
reporting standards. For appropniate PK parameters, geometric mean and geometric coefficient of
vanation (%CV) will also be summanzed.
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5.3. Methods to Manage Missing Data

5.3.1. Safety Data

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

5.3.2. Pharmacokinetic Data

Concentrations Below the Limit of Quantification

In all data presentations (except listings), concentrations below the limit of quantification (BLQ)
will be set to zero. In listings BL(Q} values will be reported as “<LLQ", where LLQ will be
replaced with the value for the lower limit of quantification.

Deviations, Missing Concentrations and Anomalous Values

In summary tables and plots of mean/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 (1e. not done) or NS (1e, no sample).

2. A deviation 1n sampling time 15 of sufficient concem or a concentration has been flagged as
anomalous by the pharmacokineticist.

MNote that summary statistics will not be presented at a particular ttme point 1f more than 50% of
the data are missing.

An anomalous concentration value 1s one that, after venification of bioanalytical validity, 1s
grossly inconsistent with other concentration data from the same individual or from other
participants. For example, a BL() concentration that 1s between quantifiable values from the same
dose 1s considered as anomalous. Anomalous concentration values may be excluded from PK
analysis at the discretion of the PK analyst or pharmacokineticist.

PK Parameters

Actual PK sampling times will be used in the denvation of PK parameters.

If a PK parameter cannot be denived from a participant’s concentration data, the parameter wall
be coded as NC (ie, 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 missing; and statistics will
be presented for a particular treatment with =3 evaluable measurements. PK parameter analyses
will not be performed for a particular parameter if more than 50% of the data are NC.

If an individual participant has a known biased estimate of a PK parameter (e.g. due to an
unexpected event such as vomiting before all the compound 1s adequately absorbed from the
gastrointestinal tract), this will be footnoted 1n summary tables and will not be included in the
calculation of summary statistics or statistical analyses.
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6. ANALYSES AND SUMMARIES
6.1. Primary Endpoint(s)

The PK parameters detailed mn Section 3.1 will be listed and descriptively summarized for
participants in the PK parameter analysis set (as defined in Section 4). Missing values will be
handled as detailed in Section 5.3.2. The PK parameters will be summarnized by study day.
Each summary will include the set of summary statistics as specified in Table 4.

Table 4. PK Parameters to be Summarized Descriptively

Parameter Summary Statistics
Cax, AUCLg, AUC,, N, arithmetic mean, median, cv%, SD, ounimum,
AUC;s, MRT, V./F, CL/F, R,, maximum, geometric mean and geometric cv%.
Rac Cmax, Ctroush, Cav, PTR
Tmax N, median, nunimmum, mMAXImum.
ty N, arithmetic mean, median, SD,

MINIMUuM, Maximum.

For AUCast, AUCtzu, AUCinf, and Cmax, box and whisker plots for individual participant
parameters overlaid with geometric means will be plotted by day and be presented in the
same fipure. for each analyte.

6.2. Secondary Endpoint(s)
6.2.1. Secondary PK Endpoints

Analyses stmilar to those planned for the primary PK endpoints will be used for the
secondary PK endpoints using the summary statistics as specified in Table 4. The summaries
will be presented by study day.

PK concentration summaries:

Presentation for the plasma concentrations of sisunatovir will be generated using the PK
concentration analysis set (as defined i Section 4) including:

e a listing of all concentrations sorted by participant ID, study day and nominal time post-
dose. The concentration histing will also include the actual times. Deviations from the
nominal time will be given in a separate listing.

e asummary of concentrations by study day and nonunal time post-dose, where the set of
stafistics will include n, mean, median, SD, cv%, mimmum, maximum and the number of
concentrations that are above or equal to the LLQ.

e median concentration-time plots (on both linear and semu-log scales) against nomunal
time post-dose by study day in the same figure.
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e mean concentration-time plots (on both linear and semu-log scales) against nominal time
post-dose by study day in the same figure.

e ndividual concentration-time plots (on both linear and semu-log scales) against actual
time post-dose for all subjects in the same figure (there will be separate spaghett: plots
paged by study day per scale).

6.3. Other Endpoints

6.3.2. PK Concentration of sisunatovir from paired samples obtained via
microsampling compared to venous sampling

Cmax and AUCtau derived from blood samples collected using the Tasso® M20 device
adjusted for B/P ratio will be summarized for sisunatovir and will inlucde the set of summary
statistics as sepecified in Table 4. Summary statistics (N, geometric mean, geometric CV,
median, arithmetic mean, CV, mimimum, maximmum) of the whole blood concentrations,
plasma equivalent concentrations by microsampling using individual B/P ratio and plasma
equivalent concentration by microsamphing using population geometric mean B/P ratio at
nominal time of collection as defined in SoA of the protocol for each treatment arm will be
calculated.

Furthermore, to determine correlation in concentrations derived from fime matched Tasso®
M20 microsampling (calculated using individual or population) and traditional venous
plasma sampling, Bland-Altman plot analysis will be performed to evaluate the bias and SD
of the bias between the mean differences and to estimate an agreement mterval within a 95%
confidence limit. Plots of the difference between the two samples (on Y-axis) as a function of
the average of the two samples (on X-axis). These plots will be colored by participant in
addition to by timepoint. In addition, a correlation plot of the plasma PK sample (on X-axis)
and Tasso PK sample (on Y-axis) will be created including a line of equality Y =3{

These results will be reported in a separate Clinical Bioanalytics summary report and may
not be mcluded in the CSR.

6.4. Subset Analyses

No subset analyses will be performed.
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6.5. Baseline and Other Summaries and Analyses
6.5.1. Baseline Summaries

Demographic and baseline characteristics collected prior to the first dosing will be
summarized following the sponsor reporting standard. BMI will be derived using the
following formula: BMI = weight (kg)/[height(m)]?.

6.5.2. Study Conduct and Participant Disposition

A summary for participant disposition will be generated by period. Frequency counts and
percentages will be supplied for participant discontinuation(s). Data will be reported in
accordance with the sponsor reporting standards.

6.5.3. Study Treatment Exposure
Study treatment exposure will be listed.

6.5.4. Prior, Concomitant Medications and Nondrug Treatments

All prior, concomitant medication(s) as well as non-drug treatment(s) will be reported
according to current sponsor reporting standards.

6.6. Safety Summaries and Analyses
All safety analyses will be performed on the Safety Analysis Set.

Safety data will be presented in tabular and/or graphical format and summanzed descniptively,
where appropnate.

Medical history and physical exanmination collected during the course of the study, will be
considered source data and will not be required to be reported, unless otherwise noted.
However, any untoward findings 1dentified on physical examinations conducted during the
active collection period will be captured as AEs, if those findings meet the defimition of an
AE._Data collected at screeming that are used for inclusion/exclusion criteria, such as
laboratory data, ECGs, and vital signs, will be considered source data, and will not be
required to be reported, unless otherwise noted. Demographic data collected at screening will

be reported.

6.6.1. Adverse Events

Adverse events will be reported 1n accordance with the sponsor reporting standards. All AEs will
be listed. TEAESs will be presented with high-level summay, summary by System Organ Class
(SOC) and Preferred Term (PT).

6.6.2. Laboratory Data

Laboratory data will be listed and summarnzed in accordance with the sponsor reporting
standards. Laboratory test abnormality will be summarized (with or without regard to
baseline abnormality). Baseline 1s as defined in Section 3.5.2.
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6.6.3. Vital Signs

Absolute values and changes from baseline in blood pressure, pulse rate, and temperature
will be listed and summanized by study day and time post-dose, according to sponsor
reporting standards. Baseline 15 as defined in Section 3.5.3.

Numbers and percentages of participants meeting the categorical critenia as defined in
Section 9.1 Appendix 1 will be summarized. All planned and unplanned post-dose time
points will be counted in the categorical summary.

6.6.4. Electrocardiograms

Absolute values and changes from baseline in QT interval, heart rate, QTcF, QTcB, PR imnterval
and QRS will be summarized study and time post-dose using sponsor reporting standards. Tables
will be paged by parameter. Baselne 1s as defined in Section 3 .54,

Categorical summaries for QTcF, PR interval, and QRS meeting the criteria as defined in
Section 9.1 Appendix 1 will be summarized All planned and unplanned post-dose time points
will be counted in the categorical summary.

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

7. INTERIM ANALYSES

7.1. Introduction

There will be no interim analysis 1n this study.
7.2. Interim Analyses and Summaries
None.

8. REFERENCES

None.
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0. APPENDICES

9.1. Appendix 1: Categorical Classes for ECG and Vital Signs

Categories for QTcF

Maximum absolute value of QTcF (msec)

=450 and <480 =480 and <500 =500

Maximum mcrease from baseline in QTcF | =30 and <60 =60

(msec)

Categories for PR interval and QRS

PR interval (ms) max. =300

PR (ms) increase from baseline =200 and baseline <200 and
baseline max. mcrease =25% max. merease =50%
QRS (ms) max. =140

QRS (ms) increase from | max. increase =50%

baseline

Categories for Vital Signs

Systolic BP (mm Hg) min. <90

Systolic BP (mm Hg) change from baseline

max. decrease =30 | max. increase =30

Diastolic BP (mm Hg)

min. <50

Diastolic BP (mm Hg) change from baseline

max. decrease =20 | max. increase =20

Pulse rate (bpm)

min. <40

max. =120
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9.3. Appendix 3: List of Abbreviations

Abbreviation Term

AE adverse event

AUC area under the curve

BLQ below the limit of quantitation
BP blood pressure

Cae average concentration

CI confidence imnterval

Crmax maximum observed concentration
CL/F apparent clearance

CRF case report form

Cirough pre-dose concentration

CvV coefficient of vanation

ECG electrocardiogram

LLQ lower limit of quantitation
MRT mean residence time

NC not calculated

ND not done

NS No sample

PK pharmacokinetic(s)

PR Pulse rate

PT preferred term

PTR peak-trough ratio

QTc corrected QT

QTcF corrected QT (Fridericia method)
Rac accumulation ratio for AUCtw
Ric Cmax accumulation ratio for Coa
SAE serious adverse event

SAP statistical analysis plan

sD standard deviation

SoA schedule of activities

S0C System organ class

TEAE Treatment-emergent adver event
V/F apparent volume of distribution
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