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Document History

Document Version Date
Amendment 2 18 October 2023
Amendment 1 02 March 2023
Onpinal protocol 23 June 2022

This amendment incorporates all revisions fo date, including amendments made at the
request of country health authorities and IRBs/ECs and any global protocol admimistrative

change letters(s).

Protocol Amendment Summary of Changes Table

Amendment 2 (18 October 2023)

Overall Rationale for the Amendment: The protocol was amended to add additional
laboratory collection timepoints to characterize PK, PD, and immunogenicity better, to
clanfy aspects of the protocol, and to add admimistrative changes to align with the latest

sponsor guidelines.

Description of Change

Brief Rationale

Section # and Name

Substantial Modification(s)

Added wisit days 211, 241, | To collect additional data to | Section 1.3, SoA, Table 2
301, and 331 for active SAD | characterize PK, PD, and
cohorts to collect PK, mmunogenicity better.
ADA/NAD, PD samples,
serious and non-serious AE,
concomitant medication and
contraception updates.
Added visit days 171, 231, | To collect additional data to | Section 1.3, SoA, Table 5
261, 321, and 351 for active | characterize PK, PD, and
MD cohort to collect PK, immunogenicity better.
ADA/NAD, PD samples,
serious and non-serious AE,
concomitant medication and
contraception updates.
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Description of Change Brief Rationale Section # and Name
Non-substantial Modification(s)
Removed requirement to To clanfy final follow-up Section 1.1. Synopsis and
follow SAD cohorts through | visit 1s based on emerging Section 4.1.1 Part A: Single
Day 271. data and criteria noted in Ascending Doses m Healthy
Section 4.1.1. Refer to Participants
PACL dated 18-Jul-2023.
Removed requirement to To clanfy final follow-up Section 1.1. Synopsis and
follow MD cohort through | visit 1s based on emerging Section 4.1.2 Part B:
Day 291. data and criteria noted in Multiple Doses in Healthy
Section 4.1.2. Refer to Participants
PACL dated 18-Jul-2023.
Increased total blood To account for additional Section 8.1. Adnumstrative
sampling volume to 870 mL. | sample collection Procedures
timepoints.
Replaced “standard To align with latest sponsor | Section 10.1.4. Data
operating procedures” with | gmdelines. Protection
I'.\'.SDPS:\}-
Updated data sharing time To align with latest sponsor | Section 10.1.6.
limited from “24 months™ to | gmdelines. Dissemination of Clinical
*“18 months™. Study Data
Updated “source data To align with latest sponsor | Section 10.1.7. Data Quality
documents™ to “source gmdelines. Assurance
records and documents™.
Updated defimtion of “study | To align with latest sponsor | Section 10.1.9. Study and
start date™. gmdelines Site Start and Closure
Corrected eGFR term. Administrative error. Section 10.10. Appendix 10:
Abbreviations
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1. PROTOCOL SUMMARY
1.1. Synopsis

PF-07261271 s a F that is being developed for the
treatment of IBD, inc o UC CD.

Both p40 and TL1A are chimically validated targets for IBD. The anti-p40 antibody
ustekinumab (Stelara®), which blocks both IL-12 and IT.-23, has demonstrated efficacy in
the treatment of both UC and CD. The anti-TL1A antibody PF-06480605 was shown to be
safe and efficacious 1n a Phase 2a trial in UC, with a statistically significant proportion of
patients (38.2%) achueving the primary endpoint of endoscopic improvement (Mayo
endoscopic subscore =0 or 1). Notably in the Phase 2a anti-TL.1A study, transcriptomic
analysis of inflamed biopsies taken at Week 14 of treatment revealed sigmificant reduction in
pro-inflammatory pathways in responders but no sigmificant reduction 1n Thl and Th17
nflammatory pathways in non responders, suggesting residual, unattenuated IT-12 and IT.-23
inflammatory tone in affected non-responder tissues. The climical efficacy demonstrated with
monotherapies highhghts the importance of targeting

or IBD, while leaving room for improvement in rates of clinical response
renussion. Based on overlapping and distinet biology o PF-07261271 1s
expected to deliver therapeutic efficacy
and an acceptable benefit-risk profile.

Protocol Title:

A Phase 1, Randomized, Double-Blind, Sponsor Open, Placebo-Controlled, Dose Escalating
Study to Evaluate the Safety, Tolerability, Pharmacokinetics, and Pharmacodynanucs of
Single Intravenous and Multiple Subcutaneous and Intravenous Doses of PF-07261271
Healthy Participants.

Brief Title: A Phase 1 Study to Evaluate the Safety, Tolerability, PK, and PD of
PF-07261271 1n Healthy Participants.

Regulatory Agency Identification Number(s):

US IND Number: 162,077
EudraCT Number: NA
ClinicalTrials.gov ID: NA
Pediatric Investigational Plan Number: NA
Protocol Number: C4631001
Phase: 1
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Rationale:

This 1s the first time PF-07261271 will be given to humans. The purpose of the study 1s to
evaluate the safety, tolerability, pharmacokinetics, and pharmacodynamics of escalating
single and multiple doses of PF-07261271 n healthy participants.

Objectives and Endpoints:

Ohbjectives Endpoints

Primary: Primary:

* To evaluate the safety and tolerability of PE-07261271, Incidence and severity of TEAEs, SAEs.
foﬂc_m_"mg single and multiple doses in healthy adult b Change from baseline in vital signs (BP, PR,
paraCpEs. and temperature measurement).

¢ Change from baseline in clinical laboratory

values (chemistry and hematology including
coagulation panel).

e Change from baseline in ECG parameters (heart]
rate, QT, QTc. PR, and QRS intervals).

Secondary: Secondary:

* To charactenize the semum exposure of PF-07261271, followmg [ PF-07261271 PK parameters as data permit:
single and multiple doses in healthy adult participants. =  Part A (SAD-IV Infusion Dosing):
AUCHst, AUCif Cmax, Tmax, and t;

+  Part B (MD-5C Dosing) or MD cohorts:
AUCon, Coss. Tonae, amd tre.

= To evaluate the mmunogenicity profile of PF-07261271 Incidence of the development of ADA and_ if

following single and multiple doses in healthy adult appropriate, NAb against PE-07261271
participants. following single and multiple doses.
Overall Design:

This 1s an FIH randonuzed, double-blind, sponsor-open, placebo-controlled study of the
safety, tolerability, PK, and PD following single escalating and multiple doses of PF-
07261271 that will be conducted in healthy adult participants (see Figure 1).

Number of Participants:
Approximately 51 participants will be enrolled m the study.

Note: "Enrolled" means a participant's agreement to participate 1 a chimical study followmg
completion of the informed consent process and screening. A participant will be considered
enrolled 1f the informed consent 1s not withdrawn prior to participating in any study activity.
Potential participants who are screened for the purpose of determuining eligibility for the
study, but do not participate in the study, are not considered enrolled, unless otherwise
specified by the protocol.
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Study Population:
Key inclusion and exclusion criteria are listed below:
Inclusion Criteria

Participants must meet the following key inclusion critenia to be eligible for enrollment into
the study:

Age and Sex:

1. Participants aged 18 to 65 years (or the mimimum age of consent m accordance with
local regulations) at screeming.
2. Male and female participants who are overtly healthy as determined by medical

evaluation including medical lustory, physical examination, vital sign assessments,
laboratory tests, and 12-lead ECGs.

Other Inclusion Criteria:
3. BMIof 17.5 to 30.5 kg/m’; and a total body weight >50 kg (110 1b).
Informed Consent:

4. Capable of giving signed informed consent, which includes comphiance with the
requirements and restrictions listed in the ICD and in this protocol.

Additional criterion for optional Japanese cohort only:

5. Participants who have four Japanese biological grandparents born in Japan.
Exclusion Criteria
Participants with any of the followimng characteristics/conditions will be excluded:
Medical Conditions:

1. Ewidence or history of clinically sigmificant hematological, renal, endocrine,
pulmonary, gastromtestinal, cardiovascular, hepatic, psychiatric, neurological or
allergic disease (including drug allergies, but excluding untreated, asymptomatic,
seasonal allergies at the tume of dosing).

2. Other medical or psychiatric condition including recent (within the past year) or
active smicidal ideation/behavior or laboratory abnormality or other conditions or
situations related to COVID-19 pandemic that may increase the nisk of study
participation or, in the investigator’s judgment, make the participant inappropnate for
the study.

PFIZER CONFIDENTIAL
CT02-GSOP Clinical Pharmacology Protocol Template (01 April 2022)
Page 13



090177e19eefb 1bO\Approved\Approved On: 19-Oct-2023 15:37 (GMT)

PF-07261271
Protocol C4631001
Final Protocol Amendment 2. 18 October 2023

Prior/Concomitant Therapy:

3.

4

Recent exposure to live or attenuated vaccines within 28 days of the screening visit.

Use of prescription or nonprescription drugs and dietary and herbal supplements
within 7 days or 5 half-lives (whichever 1s longer) prior to the first dose of study
ntervention.

Prior/Concurrent Clinical Study Experience:

5.

Previous administration with an investigational product (drug or vaccine) within
30 days (or as determuned by the local requuirement) or 5 halflives preceding the first
dose of study intervention used in this study (whichever 1s longer).

Diagnostic Assessments:

6.

Screemng supine BP =140 mm Hg (systolic) or =90 mm Hg (diastolic), following at
least 5 minutes of supme rest. If BP 1s =140 mm Hg (systolic) or =90 mm Hg
(diastolic), the BP should be repeated 2 more times and the average of the 3 BP
values should be used to determune the participant’s eligibility.

Standard 12-lead ECG that demonstrates clinically relevant abnormalities that may
affect participant safety or interpretation of study results (eg, QTcF >450 ms,
complete LBBB, signs of an acute or indeterminate- age myocardial infarction, ST-T
mnterval changes suggestive of myocardial 1schemia, second- or third- degree AV
block, or senious bradyarrhythnuas or tachyarrhythmias). If the uncorrected QT
mnterval 1s >450 ms, this mterval should be rate-corrected using the Fridenicia method
only and the resulting QTcF should be used for decision making and reporting. If
QTcF exceeds 450 ms, or QRS exceeds 120 ms, the ECG should be repeated twice
and the average of the 3 QTcF or QRS values used to determine the participant’s
ehpgibility. Computer-interpreted ECGs should be overread by a physician
experienced in reading ECGs before excluding a participant.

Participants with ANY of the following abnormalities in clinical laboratory tests at
screequng, as assessed by the study-specific laboratory and confirmed by a smgle
repeat test, if deemed necessary:

e AST or ALT level >1.5 x ULN;

o Total bilirubin level =1.5 x ULN; participants with a lustory of Gilbert’s
syndrome may have direct bilirubin measured and would be eligible for this study
provided the direct bilirubin level 1s < ULN.
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Other Exclusion Criteria:

9. History of drug or alcohol abuse or binge drinking and/or any other illicit drug use or
dependence within 6 months of Screeming. Binge drinking 1s defined as a pattern of
5 (male) and 4 (female) or more alcoholic drinks in about 2 hours. As a general rule,
alcohol mtake should not exceed 14 umits per week (1 unit = 8 ounces (240 mL) beer,
1 ounce (30 mL) of 40% spint, or 3 ounces (90 mL) of wine).

e A positive urine drug test. A positive test for cannabinoid-based compounds (eg,
THC, CBD, etc) will not be considered exclusionary.

e Participants with =20 cigarettes per day intake or more than 30 pack years.
10. History of sensitivity to heparin or heparin-induced thrombocytopenia.
Study Arms and Duration:

The study has 2 phases: a SAD phase, Part A, and a MD phase, Part B.

Part A (SAD phase):

Within approximately 35 days of the imifial sereeming visit, eligible participants for the single
ascending dose period will be enrolled and randonuzed to receive a single IV infusion of
PF-07261271 or placebo. In order to mitigate any unanticipated acute safety risks within the
SAD cohorts, sentinel dosing will be implemented in all SAD cohorts (1e, cohorts where the
dose being tested 1s the highest administered in the study to date).

As illustrated in Figure 1, healthy participants in Part A will be randonuzed sequentially into
4 single dose cohorts (Cohorts 1-4). Participants will be admmtted into the CRU the day
before dosing and may be requured to stay confined in the CRU up to Day 5. For Cohorts 1-4,
7 (an optional SAD cohort), and 8 (an optional Japanese cohort), the final follow-up visit will
be determuned based on safety and PK data emerging from previous cohort(s).

During the SAD period, escalation to subsequent dose levels will only occur if the sponsor
and mnvestigator’s review of the available safety and PK data for the previous cohorts suggest
that the next dose 1s likely to have acceptable safety and tolerability. Doses in Part A may be
adjusted depending upon the actual exposure of PF-07261271 observed in humans at lower
doses._ If based on the observed data, the pmw'ected i‘o mean Cmax for the subsequent dose

1s pg/mL or the projected group mean
exposure linuts prespecified, that dose will not

ngshr/mL. the prespecified
explored.

In addition, an optional cohort of healthy Japanese participants (Cohort 8, n=5) may be
enrolled to receive a single I'V or SC dose of PF-07261271 or placebo (active:placebo=4:1).
This cohort may be enrolled at the discretion of the sponsor following demonstration that the
dose planned for the Japan cohort was safe and well tolerated in a previous cohort.

PFIZER CONFIDENTIAL
CT02-GSOP Clinical Pharmacology Protocol Template (01 April 2022)
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Part B (MD phase):

One multiple SC dose cohort and 1 optional multiple dose cohort (SC or IV) 1n healthy
participants are planned. Inttiation of the first multiple doses cohort (Cohort 5) will oceur
following sponsor and mvestigator’s review of available safety and PK from a SAD dose

| that provides higher exposures and Cma) than projected for Cohort 5 after

repeat doses i addition to the ac ated safety and PK from the previous SAD cohorts.

The starting dose nf- mg for the imtial multiple dose cohort may be adjusted, based on
emerging safety and PK data from the single dose cohorts. Doses and/or dosing regimens
planned may be modified based on emerging data from earlier single and multiple dose
cohorts. If the exposures in the subsequent dose 15 projected to exceed the prespecified
exposure limits, after repeat doses, that dose will not be explored.

Healthy participants who are enrolled nto the muit:iile dose cohorts iCﬂhnrts 5 and 6) will be
randomized 6:2 to recerve PF-07261271 or placebo - Participants
will be confined to the CRU starting on the day prior to dosin to 5 after the first
dose of study intervention administration and 48 hours ﬁf& final
follow-up visit will be determined based on safety and PK data emerging previous SAD

and MD cohort(s), which may be earlier or later than Day 471 (£7 days).

Intervention Name PF-071611271 Placebo
Arm Name Experimental: intravenous, various Placebo: mtravenous
(group of participants receiving a single doses administered to vanous
specific treatment or no treatment) | cohorts Placebo: subcutaneous
Expenmental: subcutanecus, vanous
multiple doses administered to vanous
cohorts
Unit Dose Strength(s) PF-07261271 Liquid in wial
. mg/ml vial when reconstituted
Route of Administration v v
5C sC
Use Experimental Placebo
IMPF or NIMP/ASMP IMP IMP
PFIZER. CONFIDENTIAL

CT02-GSOP Clinical Pharmacology Protocol Template (01 April 2022)
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Statistical Methods:

Study Arm{s)

Arm Title Experimental: Expenimental: Placebo: intravenous | Placebo:
intravenous, various subcutaneous, subcutaneous,
single doses infravenous, Varmous intravenous
admimistered to multiple doses
various cohorts administered to

vanous cohorts

Arm Type Experimental Expenmental Placebo Placebo

Arm Description Participants in Participants in Participants in Participants in
varous cohorts will vanous coborts will vanous cohorts will various cohorts will
receive single doses receive repeat doses | recemve single doses receive repeat doses
of PF-07261271 of PF-07261271 of placebo according | of placebo accordin
according to schema | according to schema | to schema on Day 1 to schema
wit | S .

All participants who receive at least 1 dose of study intervention (safety population) will be
mcluded in the safety analyses. All safety data will be summanzed through appropnate data
tabulations, descriptive statistics, categorical summanes, and graphical presentations.

Methodology for summanzation and statistical analyses of the data collected m this study 1s
outhined in this protocol and further detailed in the SAP, which will be maintained by the
sponsor. The SAP may modify what 1s outlined in the protocol where appropnate; however,
any major modifications of the primary endpoint defimitions or their analyses will also be
reflected in a protocol amendment.

No interim analysis 1s planned.
Ethical Considerations:

No clinical benefit 15 anticipated for healthy participants. However, participants may benefit
society by contributing to the process of developing new therapies in an area of unmet need.
Additionally, participants will benefit from medical evaluations/assessments associated with
study procedures (eg, physical exam, ECG, labs, etc).

The risks involved are simular to risks with other large molecule therapeutics. Given the
measures taken to minimize risk and burden related to diagnostic, and momitoring procedures
to healthy participants, the overall potential benefit/risk of PF-07261271 1s considered fo be
favorable.

PFIZER CONFIDENTIAL
CT02-GSOP Clinical Pharmacology Protocol Template (01 April 2022)
Page 17
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PF-07261271
Protocol C4631001
Final Protocol Amendment 2. 18 October 2023

2. INTRODUCTION

PF-07261271 is a recombinant humanized antibody that cnmbimsm
i and 1s currently being developed for
treatment of patients with m te to severe IBD.

2.1. Study Rationale

This 1s the first time PF-07261271 will be given to humans. The purpose of the study 1s to
evaluate the safety, tolerability, PK, and PD of escalating single and multiple doses of
PF-07261271 1 healthy participants.

2.2. Background

IBD is a chronic relapsing inflammatory illness of the intestine! with an age-standardized
prevalence rate of 84.3 per 100,000 population, affecting 6.8 million people globally.” IBD is
categonized mto two different disorders: CD and UC. Commonly reported symptoms of IBD
include diarrhea, fatigue, abdominal pamn and cramping, umintended weight loss and blood n
stool* Treatment for mild to moderate IBD consists of mesalamine, corticosteroids, and
immunosuppressants to manage induction and maintenance of remission * For moderate to
severe IBD, the first line treatment has been anti-TNFa antibody therapy for over 15 years’
Rates of failure to achueve remission with anti-TNFa therapy 1s hugh, with up to 30% of
patients who experience primary non-response and up to 46% of patients who lose response
over time ® Additional second line immune-targeted therapies are also in use for moderate to
severe IBD including antibodies anti-p40 ustekinumab’™® and anti-a4fB7 integrin
vedolizumab®'® approved for both UC and CD. Small molecule Janus kinase inhibitors,
tofacitinib'! and upadacitinib'?, and S1PR modulator ozanimod"® are also approved for use in
UC. Despite a growing number of treatment options for IBD, rates of remission in induction
trials are still less than 50%,"* highlighting the high unmet need for safe and effective
therapeutics that target the range of underlying disease mechanisms to drive improved
efficacy.

p40 15 a shared subunit of the heterodimeric pro-inflammatory cytokines IT-12 and I1.-23,
which activate Th1 and Th17 inflammatory pathways, respectively 1>16171% Sionaling
mediators of both IT-12 and I1.-23 pathways are strongly associated with IBD at the genetic
level'®, and transcripts of IL-12 and I1-23 are significantly upregulated in inflamed IBD
mucosal tissue *?!? The anti-p40 antibody ustekinumab (Stelara®), which blocks both
IL-12 and IL-23, has demonstrated efficacy in the treatment of both UC and CD."® Despite
its activity, there 1s still room for improvement i the rates of clinical response during
induction with ustekinumab and durable remission with maintenance treatment. "

TL1A, a member of the TNF superfamily, 1s a cytokine expressed under inflammatory

conditions and can synergize with IT-12 and I1.-23 to enhance Thl and Th17

inflammation”*** TL1A can also promote cytokine production in memory T cells

independently of IL-12 and IT.-23% and is described to promote intestinal fibrosis*®*"*® and

induce epithelial damage responses **~? Genome wide association studies point to genetic

links to TL1A and IBD susceptibility*'-*>*>3*33 and TL1A expression is elevated in inflamed
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IBD tissues.’5” The anti-TL1A antibody PF-06480605 was shown to be safe and efficacious
in a Phase 2a trial in UC,*® with a statistically significant proportion of patients (38.2%)
achieving the primary end point of endoscopic improvement (Mayo endoscopic subscore =0
or 1) (NCT02840721) *% Notably in the Phase 2a anti-TL1A study, transcriptomic analysis of
inflamed biopsies taken at Week 14 of treatment revealed sipmificant reduction m
pro-mflammatory pathways in responders, but no significant reduction mn Thl and Th17
inflammatory pathways in non responders, suggest:i.ﬂg residual, unattenuated I1-12 and T1.-23
inflammatory tone in affected non-responder tissues

The chinical efficacy demonstrated with monotherapies
highlights the importance of targeting or IBD, while leaving room
for improvement in rates of clinical response and remmssion. PF-07261271 1s an
15 a biotherapeutic combining high affimty human

1n mains against - The PF-07261271
*\ws engineered to nunumze etfector function and extend m vivo half-life to
provide a potent and dose-convenient treatment for IBD. Based on overlapping and distinet
biology o , PF-07261271 1s expected to deliver therapeutic efficacy
, and an acceptable benefit-risk profile.

2.2.1.1.
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2:2.1.2.

2.2.1.4.

_
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22.15.

2.2.1.6.

22.2.
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2.2.4. Nonclinical Safety

The nonclinical toxicology package for PF-07261271 included a 13-week repeat-dose GLP
toxicity study in cynomolgus monkeys, which 1s the only pharmacologically-relevant species.
PF-07261271 admimstration at doses up to mg/kg by IV mjection every 2 weeks
produced no adverse effects. The mg/kg/dose (IV) exposure in monkeys at the NOAEL
corresponds to 17x and 13x the predicted human Cmax and Cav, respectively, at a dose of
- mg admimstered W-, a dose predicted to have a clinical effect and target coverage
=09%.

Additional studies conducted to support nonclimcal development, including a tissue
cross-reactivity study and in vitro immunotoxicity Clq and FeyR binding assays, did not
identify specific human nisks.

Further details of the nonclinical safety program are provided in the current Investigator’s
Brochure.

2.2.5. Clinical Overview

PF-07261271 has not been adnunistered to humans. Therefore, there are no clinical safety
data with this molecule. However, climical data indicate that inhabition of IL-12/T1-23
signaling (with the mAb ustekinumab) and TL1A signaling (with PF-06480605) 1s generally
well-tolerated. IL-12/11.-23 signaling with the mAb ustelaunumb has an acceptable safety
profile in patients with Crohn’s disease, ulcerative colitis, plaque psonasis, and psonatic
arthnitis and TL1A signaling (with PF-06480605) has an acceptable safety profile in patients
with ulcerative colitis.

2.3. Benefit/Risk Assessment

Study C4631001 1s the first time that PF-07261271 will be administered to humans. For
healthy participants participating in this single ascending and multiple dose study, no clinical
benefit 1s expected. The purpose of the study 1s to provide the basis for further climical
development of PF-07261271 as a potential new, pharmacological agent for the treatment of
participants with IBD. As of the date of this protocol, no specific human risks have been
identified; postulated risks based on nonclinical studies are summarized 1 Section 2.2 4. The
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climical impact of these potential risks will be minimmzed through the proposed cautious
dose-escalation process wherein higher doses of PF-07261271 will be admunistered only after
lower doses have been found to be well tolerated with an acceptable safety profile. In
addition, this study includes standard, mmtensive, mmpatient monitoring of the participants
following admimistration of the study intervention. In light of the anticipated risks and risk
mitigations, the overall potential benefit-risk profile of PF-07261271 1s expected to be
favorable.

More detailed mformation about the known and expected benefits and risks and reasonably
expected AEs of PF-07261271 may be found in the IB, which 1s the SRSD for this study.
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2.3.2. Benefit Assessment

No chinical benefit 1s anticipated for healthy participants. However, participants may benefit
society by contributing to the process of developing new therapies in an area of unmet need.
Additionally, participants will benefit from medical evaluations/assessments associated with
study procedures (eg, physical exam, ECG, labs, etc).

2.3.3. Overall Benefit/Risk Conclusion

Taking mnto account the measures to numinuze nisk to study participants, the potential nsks
identified mn association with PF-07261271 are justified by the anticipated benefits that may

be afforded to participants with IBD.

3. OBJECTIVES AND ENDPOINTS

Objectives

Endpoints

Primary:

Primary:

* To evaluate the safety and tolerability of
PF-07261271, following single and multiple doses in
healthy adult participants.

* Incidence and sevenity of TEAEs. SAEs.

*  Change from baseline in vital signs (BP, PR, and
temperature measurements).

*  Change from baseline in clinical laboratory values
{chemistry and hematology including coagulation
panel).

*  Change from baseline in ECG parameters (heart rate,
QT, QTc, PR, and QRS intervals).

Secondary:

Secondary:

* To characterize the serum exposure of PE-07261271,
following single and multiple doses in healthy adult
participants.

= PF-07261271 PK parameters as data permut:
=  Part A (SAD-IV Infusion Dosing): AUCu,
AUCinf Cmax, Teax, and t;
=  Part B (MD-5C Dosing) or MD cohorts: AUCs.,
Crax, Trax, and ty.

* To evaluate the immunogenicity profile of
PE-07261271 following single and multple doses in
healthy adult participants.

* Incidence of the development of ADA and, if
appropriate, NAb agamst PF-07261271 following
single and multiple doses.

Tertiarv/Exploratory:

Tertiarv/Exploratory:

* To characterize further the PK profile of PE-07261271
following a single and multiple doses in healthy adult
participants.

* To evaluate the effects of PF-07261271 on
exploratory PD) biomarkers.

«  PF-07261271 PE parameters_ as data pemmit:

*  Change from baseline in blood levels of exploratory
PD biomarkers:

- Serum roveis S
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4. STUDY DESIGN
4.1. Overall Design

This 1s an FIH randonuzed, double-blind, sponsor-open, placebo-controlled study of the
safety, tolerability, PK, and PD following SAD and MD of PF-07261271 that will be
conducted i healthy adult participants (see Figure 1).

Up to approximately 51 participants will be enrolled mto the study. This will include up to
approximately 35 healthy participants (including 5 optional Japanese participants, and

8 participants in the optional SAD cohort) in Part A, and up to approximately 16 healthy
participants (including 8 participants in the optional MD cohort) in Part B.

4.1.1. Part A: Single Ascending Doses in Healthy Participants

Approximately 35 healthy adult participants will be enrolled at 1 or more sites into the
proposed cohorts listed below. Participants may only participate m 1 cohort.

Participants in the single dose cohorts will be randomized sequentially as follows:
s Cohort 1 (n=4): PF-07261271 . mg (n=2) or placebo (p=2), IV
s Cohort 2 (n=4): PF-07261271 . mg (n=2) or placebo (n=2), IV;
s Cohort 3 (n=6): PF-07261271 . mg (n=4) or placebo (n=2), IV;
s Cohort 4 (n=8): PF-07261271 - mg (n=6) or placebo (n=2), IV.

An optional dose cohort may be added based on emerping PK and safety/tolerability data.
This cohort (Cohort 7) will be randomized as follows:

e Cohort 7 (n=8): single PF-07261271 dose (n=6) or placebo (n=2), IV.

An optional cohort of Japanese participants may be included in the study at the discretion of
the sponsor. This cohort (Cohort 8) will be randonized as follows:

e Cohort 8 (n=5): PF-07261271 at dose tested in the sequence above that 1s determuned
to be safe and well-tolerated based on emerging data from preceding cohorts (n=4) or
placebo (n=1), IV or SC.

Within approximately 35 days of successful completion of the screening process, ehigible
participants will be randommzed to receive a single I'V infusion of PF-07261271 or placebo.
In order to mitigate any unanticipated acute safety risks within the SAD cohorts, sentinel
dosing will be implemented in all SAD cohorts (1e, cohorts where the dose being tested is the
highest adnunistered 1n the study to date). For sentinel dosing, the first 2 participants
(1 active:1 placebo) will be dosed and momitored for at least 24 hours to assess safety and
tolerability prior to dosing the remaining participants in the cohort. If the dose level for the
first 2 sentinel participants 1s determuned to have an acceptable safety and tolerabihity profile,
as judged by the mvestigator, the remaming participants within the cohort will be dosed.
PFIZER CONFIDENTIAL
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Single dose cohorts will be enrolled sequentially n a dose escalating fashion starting from
the lowest proposed dose ' mg).

For Cohorts 1-2, 1f a single participant dosed with active drug meets 1 of the dose escalation
stopping criteria mentioned in Section 6.6.1, based on a discussion between sponsor and
mvestigators, 4 more participants may be added to the cohort (2 active:2 placebo). If a cohort
1s extended with 4 additional participants as described above, dose escalation stopping
decisions (Section 6.6.1) will be based on the data from all 4 participants receiving active
study mntervention.

Duning Part A (SAD) of the study, escalation to subsequent dose levels will occur following
the sponsor and investigator’s review of available safety and PK data through study Day 15
for the immediately previous cohort (and emerging clinical and PK data from all enrolled
cohorts). Dosing in this part may be adjusted depending upon the actual exposure of
PF-07261271 observed i humans at lower doses. If, based on the observed data, the
subsequent dose projected group mean Cmax or (data permutting) are higher than the
PK exposure limit m humans o ng/mL or pgehr/ml., respectively (determined
as 1/10% of the mean exposures observed at NOAEL 1 the 3-month cynomolgus monkey
toxicity study) that dose will not be explored.

Participants will be admitted into the CRU approxumately 1 day prior to dosing and may be
required to stay overmight in the study center through completion of Day 5 evaluations as per
the SoA_ Participants may be discharged after Day 3 procedures have been completed and
before Day 5, at the investigator’s discretion to accommodate participant scheduling and 1f
considered safe to do so. In this case, Day 5 activities will be conducted as an outpatient.
Day 4 activities will be performed only if participants are not discharged after Day 3
procedures. For Cohorts 1-4, 7 and 8, the final follow-up visit will be determined based on
safety and PK data emerging from previous cohort(s), which may be earlier than Day 451
(=7 days). The final follow-up visit will be based on at least 1 of the following criteria:

e approximately =5 times the observed half-life, OR

e of sufficient duration to have projected exposures decrease below ADA drug
tolerance levels, OR

e to a level of exposure at which climically significant pharmacologic effects on
immune function is unlikely (eg, <ICsn).

Based on emerging data from previous and ongoing single dose cohorts, doses planned may
be modified and other doses may be explored in additional cohorts. If the exposures in the
subsequent dose 1s projected to exceed the exposure limits pre-specified, that dose will not be
explored.
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4.1.2. Part B: Multiple Doses in Healthy Participants

One multiple SC dose cohort of PF-07261271 . mg) and 1 optional multiple dose cohort
1n healthy participants are planned. Participants in the mmltiple dose cohorts, will be
randomized as follows:

e Cohort 5 (n=8): PF-07261271 [fll mg (n=6) or placebo (n=2), sC [N
e Optional Cohort 6 (n=8): Multiple dose active (n=6) or placebo (n=2), IV or SC.

Initiation of the first multiple dose (Cohort 5) will occur following the sponsor and
mvestigator’s review of available safety and PK from a SAD dose level that provides higher
exposures than projected for Cohort 5 aﬁerl‘epeat doses 1n addition to the accumulated
safety from the previous SAD cohorts. The starting dose ﬂf. mg for the mitial multiple
dose cohort may be adjusted, based on emerging safety and PK data from the single dose
cohorts. Progression to the next multiple dose may proceed after review of:

e Safety/tolerability data through Day 15 and PK data through Day 8 of the single dose
that 1s no lower than the planned SC dose 1n next MD cohort;

e Cumulative safety and PK data from the previous single dose cohorts;

» Safety/tolerability and PK data through Day 36 (8 days following the second dose) of
the ongomg MD cohort.

If, based on the observed data, projected group mean Cpax nr. at the subsequent MD dose
level 15 >F pg/mL or >. pg/mL respectively following the second dose, that dose will
not be explored.

An optional second MD cohort may be enrolled for further investigation of multiple doses as
needed 1n hight of emerging safety and PK data. The dose, frequency, and route of
admimistration (IV or SC) for this cohort will be determined following a review of the

cumulative safety and PK data from the single dose cohorts and at least thrc-ugh-
of the mg MD cohort.

Par&ciiants will be confined to the CRU startmi on the dai E’m‘ to dusini and thmuﬁ at

least

Participants may remain co in CRU longer at the discretion of the mmvestigator.

Participants will return for outpatient visits per the SoA, with the final follow-up visit fo be
determuned based on safety and PK data emerging from previous SAD and MD cohort(s),

which may be earlier or later than Day 471 (£7 days). The final follow-up visits will be based
on at least 1 of the following criteria:

* 3 ximately =5 times the observed halflife, OR
ppro vl

» of sufficient duration to have projected exposures decrease below ADA drug
tolerance levels, OR
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* to a level of exposure at which chmically sigmificant pharmacologic effects on
immune function 1s unlikely (eg, <ICsn).

Based on emerging PK data, additional samples may be added to ensure PK 1s adequately
characterized. Based on emerging data from previous and ongoing single and multiple dose
cohorts, doses planned may be modified and other doses and/or dosing regimens (eg, Q4W)
may be explored in separate cohorts. If the exposures in the subsequent dose are projected to
exceed the pre-specified exposure limts, after repeat doses, that dose will not be explored.

4.2. Scientific Rationale for Study Design

Study C4631001 represents the first time PF-07261271 will be adnumstered to humans and
hence will employ an escalating dose desipn imitially using single doses and then, once the
safety and tolerability of lugher single doses has been demonstrated, repeat doses.

Part A (SAD phase) of Study C4631001 will be imitiated with a starting dose of gl mg
estimated to have sufficient safety margin (see Justification for Dose, Section 4.3) with dose
escalation contimung up to the maximum planned dose as long as projected exposures do not
meet any stopping criteria. Part B (MD phase) of the study will be mitiated once adequate
safety data are available from a higher dose in the SAD phase of the study (see

Section 4.1.2). An optional MD cohort 1s planned to study additional dose levels in case of
lower than projected bioavailability and accumulation or SC related safety signals.

Study C4631001 uses a placebo-controlled, blinded design to numinmuize bias which 1s
justified in this early climical study to provide a reference for safety and tolerability.

The study will be conducted in healthy participants (as defined by the inclusion/exclusion
criteria) in order to establish the safety, tolerability, and PK profile of PF-07261271 pnior to
exposure in patient populations. Although healthy participants can derive no potential benefit
from exposure to PF-07261271, there 1s extensive expenience with mhibitors of the cytokines
targeted by PF-07261271 that suggests that PF-07261271 will be well-tolerated and have an
acceptable safety profile in healthy participants.

PF-07261271 1s designed to mhibit sSTL1A I1.-12, and IT-23 cytokines, and 1s expected to

bind these cytokines at the site of action. To understand target engagement, total levels of
N -1 vl b mcsred

Both adult male and female participants (including WOCBP) are eligible for enrollment into
the study. Since human reproductive safety data are not available for PF-07261271, female
participants must either be confirmed to be of non-childbearing potential or, 1f of
childbearing potential, to be using at least 1 form of highly effective method of contraception
as detailed i Appendix 4. As an additional safety measure, WOCBP will be required to have
a negative pregnancy test prior to randonuzation and at pre-specified visits per the SoA
(including before each repeat dose in the MD cohorts), and contraception checks will be
performed at all outpatient visits.

No barrier method of contraception (eg, condom) 1s warranted for male participants as the
potential exposure to PF-07261271 via semen to partners of male participants 1s anticipated
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to be very low. The calculated safety margin between the estimated maternal exposure due to
senunal transfer at maximum dose/exposure proposed in human and the MABEL of
PF-07261271 1s m excess of 10,000-fold. Additionally, PF-07261271 does not have
genotoxicity concerns.

Healthy Japanese participants may be enrolled mn a separate, optional cohort to provide a
preliminary characterization of the safety, tolerability, PK, and PD profile of PF-07261271,
to support potential inclusion of Japanese patients i future studies.

Risks to study participants will be minimized by cautious dose escalation in an mpatient
setting, with careful assessment and ongoing review of emerping safety data. Additionally,
sentimel dosing will be implemented 1 all SAD cohorts (1e, cohorts where the dose bemng
tested 1s the highest adnumistered dose in the study to date). Together, the implementation of
sentmel dosing in SAD cohorts and the dose escalation rules (Section 6.6.1) are expected to
mimimize nisk fo study participants while providing key safety and tolerability information.

Since all mAbs have a potential for immunogemcity, all participants will be monitored
closely for signs and symptoms of immunogemicity, including infusion reactions and
anaphylaxis. Blood samples will be collected for measurement of ADA 1n all participants.
Samples determmed to be positive for ADA may be further characterized for NAbs. If
emerging data suggests ADA and/or NAD levels are still significantly associated with any
safety concerns present at the last scheduled visits in MD cohorts, additional follow-up
visit(s) with ADA/NAD assessment may be required m the next cohorts.

Since this molecule 1s designed to reduce inflammation, there 1s a potential risk of infection
due to immune suppression. All participants will be screened and excluded if they have
active or latent infections, and monitored for evidence of infection with laboratory testing
and AE surveillance.

Participants who discontinue prior to completion of the study for other than safety reasons
may be replaced, at the discretion of the investigator and sponsor.

For all other cohorts m Parts A and B, the final follow-up visit will be determined based on
safety and PK data emerging from previous cohort(s) based on one of the criteria detailed i
Sections 4.1.1 and 4.1.2.

4.2.1. Choice of Contraception/Barrier Requirements

Studies to evaluate the developmental toxicity of PF-07261271 have not been
conducted. Therefore, the use of a highly effective method of contraception for WOCBP 1s

required (see Appendix 4).
4.2.2. Collection of Retained Research Samples

Retamned Research Samples will be collected and stored for further analyses which may, for
example, provide greater understanding of the study intervention.
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4.3. Justification for Dose

Doses presented are projected based on nonclinical data and may be modified based on
emerging safety, tolerability, and PK data.

4.3.1. Prediction of Human PK

PF-07261271 has been engineered for extended half-life mn a manner simmlar to PF-06817024
(Chimical Trials gov Identifier: NCT02743871), an anti-IT.-33 mAb that has already been
studied 1n humans, and 1t 1s expected to have sinular PK properties. PK simulations for
PF-07261271 assume a 2-compartment PK with the following parameters:

Based on these

parameters, -life 15 projected to be approximately

4.3.2. Dose Justification for SAD and MD Cohorts

The pathogenic cytokines mediated by TL1A and p40 (IL-12/T1.-23) are expressed in
inflammatory/disease conditions*%*!?*3¢? and do not play any key role in maintaining vital
functions as demonstrated by cytokine knock-out animal models *'-* Therefore, moderate to
complete suppression of these cytokines simultaneously over an extended period of time are
expected to be safe with no untoward effects in healthy participants where the levels of both
TL1A and p40 are not upregulated. Thus 1s consistent with chinical experience with the mAbs
targeting TL1A (PF-06480605) and p40 (ustekinumab) where existing chinical data support
an overall well-tolerated safety profile in healthy participants and IBD patients. Specifically,
the anti-TL1A antibody PF-06480605 was shown to be safe and efficacious in the Phase 2a
trial in UC® (NCT02840721) where participants received 500 mg PF-06480605 every

2 weeks for a total of 7 doses. The PF-06480605 population PK/PD model predicted serum
throughout the dosing interval for this regimen. Additionally,
safety review of the 52 week Phase 2b Study B7541007°°

Since 1ts first approval 1 2009 to treat psonasis, ustekinumab (Stelara®) has been
extensively studied and 1s approved for UC, CD, psonatic arthritis, and plaque psornasis with
a favorable safety profile ** Stelara® was safe and well-tolerated even when co-administered
with immunomodulators, such as 6-MP, AZA and MTX_ At the approved dosing regimen
for UC and CD (90 mg SC dose 8 weeks after 390 mg IV induction dose, and 90 mg SC

QB8W thereafter), the Stelara® model predicted p40 target“ in the serum for at
least 1 year. No adverse events were observed when patients with moderate-to-severe CD
were followed for 49 weeks (range, 8-114 weeks) in a retrospective and prospective cohort

study of real world effectiveness outcomes where the 390 mg IV induction followed b
en was evaluated
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The nonclinical safety profile of PF-07261271 which simultaneously target the TL1A and
p40 cytokines has been adequately characterized to support progression mto human clinical
studies. There were no PF-0726127-related adverse effects or target organs of toxicity that
were 1dentified following of PF-07261271 1n a pivotal 3-month
momolgus monkey toxicity e NOAEL was defined as the highest dose tested,

mg'ke Q2W (IV). In this stud : the Coax and sure limit for dose
escalation are set to be , respectively,
determined as the 1/10™ of the mean exposures observed at NOAEL in the monkey toxicity

study.

Both TL1A and IT-12/TL.-23 are precedent mechamsms with favorable safety profiles for
mADbD targeting these cytokines as detailed above. Thus, a starting dose of PF-07261271 of
. mg IV 1s also supported by adequate safety margms. The predicted PF-07261271 safety
margins for Cpax aﬂdHat the. mg single dose are approxamately 154- and 167-fold,
respectively, below the pre-defined PK exposure limits at 1/10% the NOAEL exposure (Table
7).

The PE/PD model of PF-07261271 suggests that the serum inhibition at
dosing 1s expected to be 34% and 99%, respectively. At Week 52
ollowmg il mg dose of PF-07261271, the target coverage in the serum are
1.7% and 1.1%, respectively, indicating that both cytokines are almost at their baseline
levels.

mg 15 estimated to provide an exposure
relative to the exposure linmts. H
single dose 1s predict

respectively, thereby assuring an adequate test of pharmacology. The serum
p40 and TL1A target coverage at Week 52 are approximately _ respectively.
was selected for the

27-fold below the

The mg SC dose admimistered
planned MD cohort with Cpa and ty margins
pre-defined exposure limits, respectively (Table 8).

t are 34-
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For the optional cohort(s), the predicted exposures for the selected dose which could exceed
mg IV, if needed, will be no greater than the pre-defined exposure limits (refer to
Sections 4.1.1 and 4.1.2).

Table 8. Projected Exposures and Safety Margins Following Repeat SC Dases of
PF-07261271

a. Com values after the second 5C dose are presented in the table.
b.  SM is calculated relative the exposure limit (Crx—JRiill pg/ml. and Cx~Jill pg/mL) calculated as 1/10% of the
NOAEL exposures.

Dose : .- SM_Cma®

4.4. End of Study Definition
The end of the study 1s defined as the date of the last visit of the last participant in the study.

A participant 1s considered to have completed the study if they have completed all periods of
the study, mcluding the last visit as shown in the SoA.

5. STUDY POPULATION

This study can fulfill its objectives only if appropnate participants are enrolled, including
participants across diverse and representative racial and ethme backgrounds. Use of a
prescreening tool 1s utilized for study recnutment purposes, it will include collection of
information that reflects the enrollment of a diverse participant population including, where
pernutted under local regulations, age, sex, and race, and ethmcity. The following ehigibility
criteria are designed to select participants for whom participation in the study 1s considered
appropriate. All relevant medical and nonmedical conditions should be taken mto
consideration when deciding whether a particular participant 1s sutable for this protocol.

Prospective approval of protocol deviations to recrutment and enrollment criteria, also
known as protocol waivers or exemptions, 1s not permutted.

5.1. Inclusion Criteria
Participants are eligible to be included m the study only 1f all of the following criteria apply:
Age and Sex:

1. Participants aged 18 to 65 years (or the mumimum age of consent m accordance with
local regulations) at screeming.

Refer to Appendix 4 for reproductive criteria for male (Section 10.4.1) and female
(Section 10.4.2) participants.
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2. Male and female participants who are overtly healthy as determined by medical
evaluation including medical history, physical examination, vital sign assessments,
laboratory tests, and 12-lead ECGs.

Oither Inclusion Criteria:
3. BMI of 17.5 to 30.5 kg/m’; and a total body weight >50 kg (110 Ib).

4 Capable of giving signed informed consent as described in Appendix 1, which
mcludes compliance with the requirements and restrictions listed in the ICD and
this protocol.

Additional criterion for optional Japanese cohort only:
5. Participants who have four Japanese biological grandparents born in Japan

5.2. Exclusion Criteria

Participants are excluded from the study if any of the following criteria apply:
Medical Conditions:

1. Ewidence or history of climically significant hematological, renal, endocrine,
pulmonary, gastromtestinal, cardiovascular, hepatic, psychiatric, neurological or
allergic disease (including drug allergies, but excluding untreated, asymptomatic,
seasonal allergies at the time of dosing).

* History of HIV infection; infection with hepatitis B, or hepatitis C viruses
according to protocol-specific testing algorithm.

o For hepatitis B, participants will undergo testing for HBsAg and HBcAb.
Participants who are HBsAg positive will not be eligible for this study.
Participants who are HBsAg negative but HBcAb positive will be reflex
tested for HBsAb. Please refer to Appendix 2 for testing algorithm and
reflex testing.

o For hepatitis C, all participants will undergo testing for HCVAD duning
screening. Participants who are HCVAD positive will be reflex-tested for
HCV RNA. Participants who are HCVAb and HCV RNA posttive are not
eligible for the study.

e Ewidence of active, latent, or inadequately treated infection with Mycobacterium
TB.

o If a participant previously received an adequate course of therapy for
erther latent (9 months of 1soniazid m a locale where rates of primary
multidrug resistant TB infections are <5% or an acceptable alternative
regimen) or active (acceptable multi-drug regimen) TB infection, TB tests
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do not need to be obtained. Details of previous course of therapy (eg,
medication(s) used, dose, duration of therapy) should be documented in
the source documentation.

e Any malignancies or lhistory of malignancies with the exception of adequately
treated or excised non-metastic basal cell or squamous cell cancer of the skin, or
cervical carcinoma in sifu.

e History of any lymphoproliferative disorder such as EBV related

Iymphoproliferative disorder, history of lymphoma, leukenua, or signs and
symptoms suggestive of current lymphatic or lymphoid tissue disease.

2. Other medical or psychiatric condition including recent (within the past year) or
active suicidal ideation/behavior or laboratory abnormality or other conditions or
situations related to COVID-19 pandenue that may increase the nisk of study
participation or, in the investigator’s judgment, make the participant inappropnate for
the study.

e History of febrile illness within 5 days prior to the first dose of investigational
product.

e Significant trauma or major surgery within 1 month of the first dose of study
drug

Prior/Concomitant Therapy:
3. Recent exposure to live or attenuated vaccines within 28 days of the screeming visit.

4 Use of prescription or nonprescription drugs and dietary and herbal supplements
within 7 days or 5 half-lives (whichever is longer) prior to the first dose of study
mtervention (Refer to Section 6.9 Prior and Concomutant Therapy for additional
details).

5. Current use of any prolibited concomitant medication(s). Refer to Section 6.9 Prior
and Concomutant Therapy.

Prior/Concurrent Clinical Study Experience:

6. Previous adnunmistration with an mvestigational product (drug or vaccine) within
30 days (or as determined by the local requirement) or 5 halflives preceding the first
dose of study mntervention used in this study (wiichever 1s longer).

Diagnostic Assessments:
7. Screenmg supine BP =140 mm Hg (systolic) or =90 mm Hg (diastolic), following at
least 5 nunutes of supine rest. If BP 1s =140 mm Hg (systolic) or =90 mm Hg
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(diastolic), the BP should be repeated 2 more times and the average of the 3 BP
values should be used to determune the participant’s eligibility.

8. Standard 12-lead ECG that demonstrates clinically relevant abnormalities that may
affect participant safety or interpretation of study results (eg, QTcF =450 ms,
complete LBBB, signs of an acute or indeternunate- age myocardial infarction, ST-T
mnterval changes suggestive of myocardial 1schemia, second- or third- degree AV
block, or serious bradyarrhythmias or tachyarrhythmias). If the uncorrected QT
mterval 1s >450 ms, this interval should be rate-corrected using the Fridericia method
only and the resulting QTcF should be used for decision making and reporting. If
QTcF exceeds 450 ms, or QRS exceeds 120 ms, the ECG should be repeated twice
and the average of the 3 QTcF or QRS values used to determine the participant’s
eligibility. Computer-interpreted ECGs should be overread by a physician
experienced in reading ECGs before excluding a participant.

9. Participants with ANY of the following abnormalities in clinical laboratory tests at
screemng, as assessed by the study-specific laboratory and confirmed by a single
repeat test, if deemed necessary:

e AST or ALT level >1.5 x ULN;

e Total bilirubin level =1 5 x ULN; participants with a history of Gilbert’s
syndrome may have direct bihirubin measured and would be eligible for this study
provided the direct bilirubin level 1s < ULN.

Other Exclusion Criteria:

10. History of drug or alcohol abuse or binge drinking and/or any other illicit drug use or
dependence within 6 months of Screemng. Binge drinking 1s defined as a pattern of
5 (male) and 4 (female) or more alcoholic drinks mn about 2 hours. As a general rule,
alcohol mtake should not exceed 14 umits per week (1 unit = 8 ounces (240 mL) beer,
1 ounce (30 mL) of 40% spirt, or 3 ounces (90 mL) of wine).

e A positive urine drug test. A positive test for cannabinoid-based compounds (eg,
THC, CBD, efc) will not be considered exclusionary.

e Participants with =20 cigarettes a day intake or more than 30 pack years.

11. Blood donation (excluding plasma donations) of approximately 1 pint (500 mL) or
more within 30 days prior to screening.
12. History of sensitivity to heparin or heparin-induced thrombocytopenia.

13. Unwilling or unable to comply with the critenia in the Lifestyle Considerations
section of this protocol.
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14. Investigator site staff directly involved in the conduct of the study and their fanuly
members, site staff otherwise supervised by the mvestigator, and sponsor and sponsor
delegate employees directly mnvolved in the conduct of the study and their fanuly
members.

5.3. Lifestyle Considerations
The following guidelines are provided:

5.3.1. Contraception

The mvestigator or their designee, in consultation with the participant, will confirm that the
participant 15 utilizing an appropriate method of contraception for the individual participant
from the pernutted list of contraception methods (see Appendix 4, Section 10.4.4) and will
confirm that the participant has been mstructed 1n 1ts consistent and correct use. At time
pomts indicated i SoA, the mvestigator or designee will inform the participant of the need to
use highly effective contraception consistently and correctly and document the conversation
and the participant’s affirmation in the participant’s chart. Participants need to affirm their
consistent and correct use of at least 1 of the selected methods of contraception, considering
that their nsk for pregnancy may have changed since the last visit.

In addition, the mvestigator or designee will instruct the participant to call immediately if the
selected contraception method 1s discontinued and document the requirement to use an
alternate protocol-specified method, mcluding if the participant will no longer use abstinence
as the selected confraception method, or if pregnancy 1s known or suspected in the participant
or partner.

5.3.2. Meals and Dietary Restrictions

The following requirements apply ONLY while participants are confined m CRU:

e Participants must abstain from all food and drink (except water) at least 4 hours prior
to any safety laboratory evaluations. Water 1s permutted without restriction.

¢ Noncaffeinated drinks may be consumed with meals and the evening snack.

e Breakfast must be completed post baseline safety measurements (eg, vitals, ECG,
ete).

e TLunch will be provided approximately 4 hours after dosing.

e Dinner will be provided approximately 9 to 10 hours after dosing.

e An evening snack may be permitted.

e While participants are confined, their total daily nutritional composition should be
approximately 55% carbohydrate, 30% fat, and 15% protein. The daily caloric intake
per participant should not exceed approximately 3200 kecal
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5.3.3. Caffeine, Alcohol, and Tobacco

e Participants will abstain from caffeine-containing products for 24 hours prior to the
start of dosing and within 2 hours prior to vital sign/ECG measurements on all other
days of confinement at the CRU and outpatient visits. .

e Parficipants will abstain from alcohol for 24 hours prior to adnmussion to the CRU and
continue abstaining from alcohol during clinical confinement at the CRU. Participants
may undergo an alcohol breath test or blood alcohol test at the discretion of the
investigator.

¢ Smoking may be allowed according to CRU practices. Smoking will not be pernutted
during frequent sampling procedures, and will not be permutted within 2 hours prior
to any vital sign or ECG assessments. Smoking will also not be permmtted 2 hours
before and 2 hours following any dose of study intervention.

5.3.4. Activity

e Parficipants will abstain from strenuous exercise (eg, heavy hifting, weight training,
calisthenics, aerobics) for at least 48 hours prior to each blood collection for clinical
laboratory tests. Walking at a normal pace will be pernutted;

e Participants will be confined to the procedure room for the first hour after dosing on
Day 1 for close monitoring after infusion completesAfter this, participants may be
ambulatory durning the ECG monitoring period, but should not engage mn strenuous
activities. If equipment does not allow ambulation, appropriate accommodations will
be made by the investigator site to facilitate continuous monitoring (eg, bedside
urinals should be provided to accommodate participants’ excretory needs).

5.3.5. Other Restrictions

Blood donations are to be limited to approximately 1 pint (500 mL) once every 3 months,
3 months after all doses are completed for the participant.

5.4. Screen Failures

Screen failures are defined as participants who consent to participate in the climcal study but
are not subsequently enrolled in the study. Screen failure data are collected and remain as
source and are not reported to the clinical database.

Individuals who do not meet the criteria for participation m this study (screen failure) may be
rescreened based on investigator’s discretion if there was a reasonable cause for failure (eg,
use of prohibited concomitant medications that was not washed out, efc). Participants who
met the criteria for participation during screeming but fell outside screeming window, may be
rescreened.
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6. STUDY INTERVENTION(S) AND CONCOMITANT THERAPY

Study mterventions are all prespecified investigational and noninvestigational medicinal
products, medical devices, and other interventions (eg, surgical and behavioral) mntended to
be administered to the study participants during the study conduct.

For the purposes of this protocol, study mtervention refers to PF-07261271 and placebo
adminmistered either intravenously or subcutaneously.

6.1. Study Intervention(s) Administered

Table 9. Study Intervention(s)

Intervention PF-07261271 Placebo

Name

Type biologic placebo

Dose Formulation | PF-07261271 powder for solution for injection | Placebo Solution for Injection Vial (single use
vial (single use only) only)

Unit Dose B evial NA

Strength(s)

Dosage Level(s) Iv: mg* NA
5C: mg

Route of v v

Administration 5C 5C

Use Experimental Placebo

IMP or IMP IMP

NIMP/ASMP

Sourcing Provided centrally by the sponsor Provided centrally by the sponsor

Packaging and Study intervention will be provided in vials. Study intervention will be provided in vials.

Labeling Each vial will be labeled as required per Each vial will be labeled as required per
country requirement. country requirement.

a. Doses uptu. mg can be supported if needed.

Table 10. Study Arm(s)

Arm Title Experimental: Expermmental: Placebo: intravenous, | Placebo: subcutaneous,
intravenous, subcutaneous, subcutaneous intravenous
subcutaneous, vanous Intravenous, Various
single doses multiple doses
administered to vanious | admimistered to varous
cohorts cohorts

Arm Tvpe Expenimental Experimental Placebo Placebo

Arm Participants in various | Participants in vanous Participants in various | Participants in varous

Description cohorts will receive cohorts will receive cohorts will receive cohorts will receive
single doses of PE- repeat doses of PF- single doses of repeat doses of placebo
07261271 according to | 07261271 according to | placebo according to | according to s.chtma.
schema on Day 1 schema schema on Day 1 ﬂ

Associated PE-07261271 !—0?2611’?1 Placebo Placebo

Intervention

Labels
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PF-07261271 will be provided by Pfizer as powder for solution for injection at the CRU.
Placebo will be provided by Pfizer as solution for injection at the CRU.

PF-07261271 will be supplied by Pfizer as sterile vials.

Placebo sterile wvials will also be provided.

PF-07261271 and placebo sterile vials will be supplied as individual vials, which are labeled
according to local regulatory requirements, for constitution/reconstitution and subsequent
umt dosing as appropriate.

6.1.1. Administration
PF-07261271 and placebo will be admmistered IV or SC.

Part A- Participants will receive study intervention (start time of infusion) at approximately

0800 hours (3 hours). For planned IV dosing (Cohorts 1 4. 7_and 8). study intervention will
be administered as an intravenous mfusion over . Details on
m the IP man

infusion/injection volumes and rates will be prov: , which may supersede
the descriptions in the protocol. In the case of mild mfusion reactions, at the discretion of the
mvestigator, the mfusion may be interrupted and restarted at a slower infusion rate not to
exceed a total adnunistration duration o . The start and stop time of the infusion
will be recorded 1n source document and CRF. Time 0 15 the time when the study
intervention infusion begins. The exact injection volume (for IV injections), infusion rate,
and the volume infused will be recorded.

Part B: For Cohort 5, study intervention 1s planned to be admimstered SC at approximately
0800 hours (+3 hours). Cohort 6 1s optional and may be admimstered either SC or IV. SC
mjections can be admimstered in the abdomen, thigh back of arms or as outlined in the TP
manual. The preferred body location for the SC injection 1s the abdomen. If abdominal
mjections are not possible, arm or thigh locations may also be used. The total dose volume
may be divided into an appropriate number of syringes for adnumistration according to local
site practice. Where multiple SC injections may be required to make up the total SC dose, 1t
1s preferable to admimister each of the SC injections in the same body location but spaced
slightly apart. Signs of infection/inflammation in the injection area after discharge should be
reported immediately to the mvestigator. Further details on adnumistration meludmng injection
volumes and sites will be provided in the IP manual.

6.2. Preparation, Handling, Storage, and Accountability

1. The investigator or designee must confirm that appropriate conditions (eg,
temperature) have been maintamed during transit for all study interventions received
and any discrepancies are reported and resolved before use of the study intervention.

2. Only participants enrolled in the study may receive study intervention and only
authorized site staff may supply, prepare, and/or adnunister study mtervention.
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All study interventions must be stored in a secure, environmentally controlled, and
monitored (manual or automated recording) area in accordance with the labeled
storage conditions with access lumted to the investigator and authonized site staff. At
a mummum, daily mmimum and maximum temperatures for all site storage locations
must be documented and available upon request. Data for nonworking days must
mndicate the nmmmum and maximum temperatures since previously documented upon
return to business.

Any excursions from the study intervention label storage conditions should be
reported to Pfizer upon discovery along with actions taken. The site should actively
pursue options for returning the study intervention to the labeled storage conditions,
as soon as possible. Once an excursion 1s identified, the study mtervention must be
quarantined and not used until Pfizer provides permission to use the study
mntervention. Specific details regarding the excursion definition and information to
report for each excursion will be provided to the site in the IPM.

. Any storage conditions stated in the SRSD will be superseded by the storage

conditions stated on the label See the IPM for storage conditions of the study
intervention once reconstituted and/or diluted.

Study mterventions should be stored m their original containers.

. The investigator, mstitution, head of the medical institution (where applicable), or

authonized site staff 15 responsible for study intervention accountability,
reconciliation, and record maintenance (1e, receipt, reconciliation, and final
disposition records), such as the IPAL or sponsor-approved equivalent. All study
interventions will be accounted for using a study intervention accountability
form/record.

Further gmidance and information for the final disposition of unused study
interventions are provided in the IPM. All destruction must be adequately
documented. If destruction 1s authorized to take place at the investigator site, the
mvestigator must ensure that the materials are destroyed in compliance with
applicable environmental regulations, mnstitutional policy, and any special mstructions
provided by Pfizer.

Upon identification of a product complaint, notify the sponsor within 1 business day of
discovery as described in the IPM.

6.2.1. Preparation and Dispensing

Within this protocol, preparation refers to the investipator site activities performed to make
the study intervention ready for admimistration or dispensing to the participant by qualified
staff. Dispensing 1s defined as the provision of study mtervention, concomitant treatments,
and accompanying information by qualified staff member(s) to a healthcare provider,
participant in accordance with this protocol. Local health authonity regulations or investigator
site puidelines may use alternative terms for these activities.
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See the IPM for instructions on how to prepare the study mtervention for admimistration.
Study mtervention should be prepared and dispensed by an appropniately qualified and
experienced member of the study staff (eg, physician, nurse, physician’s assistant, nurse
practitioner, pharmacy assistant/techmician, or pharmacist) as allowed by local, state, and
mstitutional gmdance. A second staff member will venify the dispensing.

PF-07261271 and placebo are |Gz

PF-07261271 and placebo will be prepared by qualified unblinded site personnel according
to the IPM. Study mtervention will be administered 1n a blinded fashion to the participant by
blinded site personnel

6.3. Assignment to Study Invervention

The mvestigator will assign participant numbers to the participants as they are screened for
the study. Pfizer will provide a randonuzation schedule to the mvestigator and, in accordance
with the randomization numbers, the participant will receive the study treatment regimen
assigned to the corresponding randomization number.

Study mtervention will be dispensed at the study visits summanzed in the SoA. Study
intervention will be masked as per IP Manual to help maintain the blind. For cohorts
requuring SC administration, unblinded site staff who have no other responsibilities may be

required.

For all SAD and MD cohorts, healthy participants will be randomized withmn cohort after
screeming to receive either PF-07261271 or placebo. Participants will receive the same
blinded treatment assignment (1e, the same dose level of PF-07261271 or placebo)
throughout, in MD cohorts.

e The randomization ratio for Cohorts 1-2 will be 1:1 (PF-07261271:placebo).
e The randomization ratio for Cohorts 3 will be 2:1 (PF-07261271:placebo).

® The randomization ratio for Cohorts 4 and 7 in Part A and Cohorts 5-6 in Part B wall
be 3:1 (PF-07261271:placebo).

e The randomization ratio for Japanese cohort (Cohort 8), will be 4:1
(PF-07261271:placebo), if conducted.
6.4. Blinding
This 15 an double-blind (sponsor-unblinded) study.
6.4.1. Blinding of Participants
Participants will be blinded to their assigned study intervention.

6.4.2. Blinding of Site Personnel

Investigators and other site staff will be blinded to participants’ assigned study mtervention.
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Participants will be assigned to receive study intervention according to the assigned treatment
group from the randommzation scheme. Investigators will remain blinded to each participant’s
assigned study intervention throughout the course of the study.

In order to maimntam this blind, site staff responsible for receiving, storing, dispensing, and
preparing the study intervention will be unblinded, whle site staff adnunistening the study
mntervention will be blinded.

In the event of a Quality Assurance audit, the auditor(s) will be allowed access to unblinded
study intervention records at the site(s) to verify that randomization/dispensing has been done
accurately.

6.4.3. Blinding of the Sponsor

Sponsor staff not directly involved in the conduct of the study may be unblinded to
participants’ assigned study mtervention as needed to support study activities.

6.4.4. Breaking the Blind

The method for breaking the blind in this study will be manual A sealed envelope that
contains the study intervention assignment(s) for each participant will be provided to the
mvestigator. The sealed envelope will be retained by the investigator (or representative) in a
secured area. In case of an emergency, the investigator has the sole responsibility for
determining 1f unblinding of a participant’s treatment assignment 1s warranted. Participant
safety must always be the first consideration in making such a determination. If the
mvestigator decides that unblinding 1s warranted, the mvestigator should make every effort to
contact the study medical monitor prior to unblinding a participant’s treatment assignment
unless this could delay further management of the participant. If a participant’s treatment
assignment 1s unblinded, the sponsor must be notified within 24 hours after breaking the
blind. When the blinding code 1s broken, the reason must be fully documented and entered on
the CRF/DCT.

Once the study is complete, all envelopes (sealed and opened) must be inventoried and
retamned until authorization for destruction has been provided.

Blood specimens will be obtained from all participants for PK analysis to maintain the study
blind at the investigator site. Only the investigator site staff and blinded study momtor, if
assigned, will be bhinded to study treatment. Other Pfizer personnel will be unblinded to
participant treatments in order to permut real-time interpretation of the safety and PK data;
and provide mformation necessary to potentially alter the dose-escalation sequence. The
blinded study monitor, if assigned, will remain blinded to freatment until all momtonng for
the study has been completed. Specimens from participants randonuzed to placebo will not
be routinely analyzed. To minimize the potential for bias, treatment randomization
information will be kept confidential by Pfizer unblinded personnel and will not be released
to the blinded investigator or blinded investigator site personnel until the study database has
been locked or the investigator requests unblinding for safety reasons.
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6.5. Study Intervention Compliance

When participants are dosed at the site, they will receive study intervention directly from the
mvestigator or designee, under medical supervision. The date and time of each dose
admnistered in the chinic will be recorded 1n the source documents and recorded in the CRF.
The dose of study intervention and study participant identification will be confirmed at the
time of dosing by a member of the study site staff other than the person administering the
study intervention.

The site will complete the required dosage Preparation Record located n the IPM. The use of
the Preparation Record 1s preferred, but it does not preclude the use of an existing appropnate
clhinical site documentation system. The existing climical site’s documentation system should
capture all pertinent/required information on the preparation and admmistration of the dose.
This may be used in place of the Preparation Record after approval from the sponsor and/or

designee.
6.6. Dose Modification

The decision to proceed to the next dose level of study mtervention will be made by the study
team and the investipators based on safety, tolerability, and preliminary PK and/or PD data
obtained at the prior dose level, as described in Section 4.1. Provided no safety concems or
AFs suggesting that the linuts of tolerability have been reached in the current or preceding
cohorts, dose escalation may proceed if safety and PK data are available from all participants
from Cohorts 1 and 2, at least 5 of 6 participants m Cohort 3, and at least 7 of 8 participants
i Cohorts 4-6.

The dosing schedule may also be adjusted to expand a dosing cohort to further evaluate
safety, PK_ and PD findings at a given dose level or to add cohorts to evaluate additional
dose levels. The study procedures for these additional participant(s)/cohort(s) will be the
same as that described for other study participants/cohorts.

6.6.1. Dose Escalation and Stopping Rules

Dose escalation stopping rules will be used to determune whether the maximal tolerated dose
has been attained. Dose escalation may be stopped if 1t 15 determined that the linuts of safety
and/or tolerability have been reached. This decision will be made after a discussion takes
place between the sponsor study team and the investigator. The sponsor study team may not
overrule the investipator’s decision to stop dose escalation. If dose escalation 1s stopped
because of any of these criteria, additional cohorts may receive the same or lower doses of
the study intervention.

The dose escalation will be terminated based on the following criteria:

e If 50% or more of the participants receiving active drug at a given dose level (but not
participants receiving placebo) develop similar chinically significant laboratory, ECG,
or vital sign abnormalities, in the same organ class, indicating dose-limiting
intolerance.
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Severe nonserious AEs, considered as, at least, possibly related to study intervention
administration, in 2 participants at a given dose level (but not participants recerving
placebo), independent of within or not within the same system organ class, indicating
dose-limiting intolerance.

Dosmg will be paused for any SAE that occurs n a participant recerving active
treatment until causality 1s fully assessed by the PI and sponsor. Dosing may resume
if the SAE 1s determined to be not drug-related by the PI and sponsor. If the SAE 1s
determined to be either drug-related or unknown, erther dosing will cease or the SAE
will be evaluated by the sponsor’s protocol review commuttee (or simular review
group), which is independent of the study team and investigators. If the protocol
review commuttee deternunes that dosing may resume, a plan that nmitigates risks to
participants with the resumption of dosmg will be implemented. Such a plan could
include a revision of inclusion/exclusion criteria, repeating or reducing the dose, or
adding appropriate safety monitoring.

It 15 deternuned that the limit of safety and/or tolerability has been reached. This
decision will be made following discussions between the study team and the
mvestigator.

Other findings that, at the discretion of the study team and mvestigator, mdicate that
dose escalation should be halted.

If, at any dose level, the avera ure reaches or exceeds the PK stopping linuts,
Chnax O ug/mL or pgshr/ml.

If, based on the observed data, the group mean C,,.x or AUC (based on total serum
concentration) of the next planned dose 1s projected to exceed the escalation linuts,
that dose will not be explored. Modified doses may be explored if they are not
expected to exceed PK stopping criteria.

Progression to the next dose will occur if the last dose was well tolerated and after
satisfactory review of the available safety and PK data.

6.7. Continued Access to Study Intervention After the End of the Study
No study intervention will be provided to participants at the end of their study participation.

6.8. Treatment of Overdose

For this study, any dose of PF-07261271 greater than the maximum dose within a 24-hour
time period £12 hours will be considered an overdose.

In the event of an overdose, the investigator should:

3

Contact the study medical monitor within 24 hours.
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2. Closely monitor the participant for any AEs/SAFEs and laboratory abnormalities as
medically appropriate and at least until the next scheduled follow-up.

3. Document the quantity of the excess dose as well as the duration of the overdose in
the CRF.

4. Overdose 1s reportable to Pfizer Safety only when associated with an SAE.

5. Obtain a blood sample for PK analysis within 28 days from the date of the last dose
of study mtervention if requested by the study medical monitor (determined on a
casebycase basis).

Decisions regarding dose interruptions or modifications will be made by the mvestipator in
consultation with the study medical monitor as needed based on the climical evaluation of the
participant.

6.9. Prior and Concomitant Therapy

6.9.1. Permitted During the Study

The following conconutant therapies are permutted during the study:
» Non-medicated emollient, creams, and sunscreen.

e Vitamins, minerals, and purified food substances of standard potency are allowed m
amounts not known to be associated with adverse effects (such as hypervitaminosis).

* Acetanunophen may be used mtermittently (not fo exceed 2.5 g/day).

e OTC formulations (mnecluding but not limited to herbal supplements, syrups,
suspensions, medicated creams, analgesics, antipyretics, antacids, etc) believed to not
have any effect on drug metabolism or affect the primary endpoints of the study may
be pernutted on a case-by-case basis following approval by the mvestigator.

* Hormonal contraceptives that meet the requurements of this study are allowed to be
used in participants who are WOCBP (see Appendix 4).

e Some prescription medications may be permitted duning the study on a case-by-case
basis after investigator and sponsor approval

All concomitant treatments taken during the study must be recorded with indication, daily
dose, and start and stop dates of adnumistration. All participants will be questioned about
concomitant treatment at each clinic visit.

Treatments taken within 35 days before the first dose of study intervention will be
documented as a prior treatment. Treatments taken after the first dose of study intervention
will be documented as conconutant treatments.
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Unless a prohibited medication or treatment, participants may be adnuinistered any other
medications necessary for the treatment of concomitant medical disorders as deemed
necessary by the treating physician. Following Day 1 up to 3 months post first dose, the
addition of concomitant medications or any change m the dosage should be linited to those
considered medically essential.

6.9.2. Prohibited During the Study

Participants are required to discontinue and avoid using certain medications and treatments.
Participants should be mstructed at each visit to contact the study site investigator promptly 1f
there are any intended changes or addifions to conconutant medications. Prohibited
medications during the study include:

* Oral and parenteral corticosteroids withun 4 weeks prior to the first dose of study
mtervention.

Current or anticipated use of protein therapeutics mcluding but not limited to

targeted therapies within 6 months of the

first dose of study intervention.

¢ Herbal medications with presumed anti-mflammatory properties, or that are known to
have an effect on drug metabolism (eg, St. John’s Wort) must be discontinued at least
7 days or 5 half-lives (whichever 1s longer) before the first dose of study mtervention.

* Oral and parenteral anti-infectives within 2 weeks or 5 half-lives (whichever 1s
longer) before the first dose of study intervention.

* Herbal and prescription medications for treatment of chronic diseases including but
not limted to hematological renal, endocrine, pulmonary, gastrointestinal,
cardiovascular, hepatic, psychiatric, neurological, or allergic disease.

¢ Any other mvestipational drug(s) within 4 weeks of the first dose of study
mntervention or 5 half-lives (whichever 1s longer), or at any time during the study.

A protocol deviation 1s to be completed for any participant that takes a prohibited treatment
or medication during the study and the sponsor 1s to be notified.

7. DISCONTINUATION OF STUDY INTERVENTION AND PARTICIPANT
DISCONTINUATIONAVITHDRAWAL

7.1. Discontinuation of Study Intervention

It may be necessary for a participant to permanently discontinue study intervention. Reasons
for permanent discontinuation of study intervention include the following:

e Any participant, who develops Grade 2 or lugher AEs for cardiac and blood/bone
marrow categories and Grade 3 or higher AEs in all other categonies according to
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criteria defined in CTCAE (version 5), will be discontinued from treatment and
followed until resolution of the AE(s);

e If a participant experiences symptoms typical of an allergic reaction (see
Section 7.1.6 for temporary discontinuation and rechallenge in Part B), the study drug
administration should be discontinued immediately and permanently;

e ECG changes (see Section 7.1.2);
e Unacceptable toxicity as judged by the mvestigator;

* Pregnancy.

Note that discontinuation of study mtervention does not represent withdrawal from the study.
If study mtervention 1s permanently discontinued, the participant should remam in the study
to be evaluated for 5 half-hives after last dose. See the SoA for data to be collected at the time
of discontmuation of study intervention and follow-up for any further evaluations that need
to be completed.

In the event of discontinuation of study intervention, 1t must be documented on the
appropriate CRF/in the medical records whether the participant i1s discontinmng further
receipt of study intervention or also from study procedures, posttreatment study follow-up,
and/or future collection of additional mformation.

7.1.1. Liver Injury

A participant who meets the criteria as described in Appendix 6 will be withdrawn from
study mtervention (if in MD cohort).

7.1.2. ECG Changes

A participant who meets the bulleted criteria based on the average of trniplicate ECG readings
will be withdrawn from the study intervention.

o QTcF =500 ms.
® Change from baseline: QTcF =60 ms.

If a clinically sigmficant finding 1s 1dentified (including, but not limited to, changes from
baseline in QTcF after enrollment), the investigator or qualified designee will determine 1f
the participant can continue in the study and if any change in participant management 1s
needed. This review of the ECG printed at the time of collection must be documented. Any
new climically relevant finding should be reported as an AE.

7.1.3. Potential Cases of Acute Kidney Injury

Abnormal values in SCr concurrent with presence or absence of increase in BUN that meet
the criteria below, in the absence of other causes of kidney mjury, are considered potential
cases of acute kidney injury and should be considered important medical events.
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An increase of >0 3 mg/dL (or >26_5 pmol/L) in SCr level relative to the participant’s own
baseline measurement should trigger another assessment of SCr as soon as practically
feasible, preferably within 48 hours from awareness.

If the second assessment (after the first observations of =0.3 mg/dL [or >26.5 pmol/L] in SCr
relative to the participant’s own baseline measurement) 15 0.4 mg/dL (or =35.4 pmol/L), the
participant should be discontinued from the study and adequate, immediate, supportive
measures taken to correct apparent acute kidney mjury.

Participants should return fo the mvestigator site and be evaluated as soon as possible,
preferably within 48 hours from awareness of the second assessment confirming abnormal
SCr result. Tlus evaluation should include laboratory tests, detailed history, and physical
assessment. In addition to repeating SCr, laboratory tests should include serum BUN, serum
creatine kinase, and serum electrolytes (including at a mmmimum potassium, sodium,
phosphate/phosphorus, and calcium), in addition to urinary dipstick, urine microscopic
examination, and unnary indices. All cases confirmed on repeat testing as meefing the
laboratory criteria for acute kidney injury, with no other cause(s) of laboratory abnormalities
1dentified, should be considered potential cases of drug-induced kidney mjury wrespective of
availability of all the results of the mvestigations performed to determine etiology of the
abnormal SCr. If =2 healthy participants in a given freatment arm are noted to have

2 consecutive SCr results of 0.3 mg/dL (or >26.5 pmol/L), an assessment of whether the
finding may be considered an adverse drug reaction should be undertaken

7.1.4. Pregnancy

Pregnancy tests are conducted as per SoA and dosing of study intervention will occur only 1n
the presence of a negative pregnancy test. If a participant 1s confirmed to be pregnant (see
Section 8.3.6) during any visit, further dosing with study intervention (if in the MD cohorts)
will be discontinued immediately and permanently.

Section 8.4.5.1 Exposure During Pregnancy describes the follow-up activities if a participant
meets the EDP cniferia.

7.1.5. COVID-19

If a participant has COVID-19 during the study, this should be reported as an AE or SAE (as
approprate) and appropriate medical intervention provided. Temporary discontinuation of
the study intervention (for the Part B-MD) may be medically appropriate until the participant
has recovered from COVID-19.

It 1s recommended that the investipator discuss temporary or permanent discontinuation of
study mtervention with the study medical momitor.

7.1.6. Temporary Discontinuation

If a participant experiences symptoms typical of infusion reactions (eg, hghtheadedness,
nausea, chills, fever) or mild immumogenicity reactions, the study intervention infusion
should be stopped. At the discretion of the investigator, the infusion can be restarted at a
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slower rate 1f symptoms are resolved within 1 hour after the stop of mfusion. If symptoms
return, then the study intervention administration should be discontinued immediately and
permanently.

In the event that there 1s an infusion mterruption, the entire duration of drug infusion, from
the mitial start of infusion to the completion of mfusion, should not exceed 3 hours. The start
and stop time of the infusion and the infusion rate and amount of volume infused in the event
of an mterruption will be recorded. Participants will recerve approprate treatment at the
discretion of the investigator.

For MD cohorts, if participants muss the scheduled second dosing visit window
(approxumately a week), this will be considered a temporary study drug interruption and a
protocol deviation. Participants will be contacted and further dosing decisions will be based
on discussions between mvestigators and sponsor.

Participants in multiple dose cohorts who may have had mild/moderate injection site
reaction(s), may receive the second scheduled dose of study intervention at the discretion of
the mvestigator.

7.2. Participant Discontinuation/Withdrawal From the Study

A participant may withdraw from the study at any tume at their own request. Reasons for
discontinuation from the study include the following:

¢ Refused further study procedures;
* Lost to follow-up;

s Death;

e Study terminated by sponsor.

At the time of discontimung from the study, if possible, an early discontinuation visit should
be conducted. See the SoA for assessments to be collected at the time of study
discontinuation and follow-up and for any further evaluations that need to be completed.

The early discontinuation visit applies only to participants who are enrolled/randomized and
then are prematurely withdrawn from the study. Participants should be questioned regarding
their reason for withdrawal.

If a participant withdraws from the study, they may request destruction of any remaiming
samples taken and not tested, and the investigator must document any such requests in the
site study records and notify the sponsor accordingly.

If the participant withdraws from the study and also withdraws consent (see Section 7.2.1)
for disclosure of future information, no further evaluations will be performed and no
additional data will be collected. The sponsor may retain and continue to use any data
collected before such withdrawal of consent.
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7.2.1. Withdrawal of Consent

Participants who request to discontinue receipt of study intervention will reman in the study
and must continue to be followed for protocol-specified follow-up procedures. The only
exception to this 1s when a participant specifically withdraws consent for any further contact
with them or persons previously authorized by the participant to provide this information
Participants should notify the investigator in writing of the decision to withdraw consent
from future follow-up, whenever possible. The withdrawal of consent should be explained n
detail i the medical records by the investigator, as to whether the withdrawal is only from
further receipt of study intervention or also from study procedures and/or posttreatment study
follow-up, and entered on the appropriate CRF page. In the event that vital status (whether
the participant 1s alive or dead) 1s being measured, publicly available information should be
used to determune vital status only as appropnately directed in accordance with local law.

7.3. Lost to Follow-up

A participant will be considered lost to follow-up if the participant repeatedly fails to return
for scheduled visits and 1s unable to be contacted by the study site.

The following actions must be taken 1f a participant fails to attend a required study visit:

e The site must attempt to contact the participant and reschedule the missed visit as

soon as possible. Counsel the participant on the importance of mamtamning the
assigned visit schedule and ascertain whether the participant wishes to and/or should

continue in the study;

e Before a participant is deemed lost to follow-up, the mvestigator or designee must
make every effort to regain contact with the participant (where possible, 3 telephone
calls and, 1f necessary, a certified letter to the participant’s last known mailing
address or local equivalent methods). These contact attempts should be documented
in the participant’s medical record,;

¢ Should the participant continue to be unreachable, the participant will be considered
to have withdrawn from the study.
8. STUDY ASSESSMENTS AND PROCEDURES
8.1. Administrative Procedures
The mvestigator (or an appropriate delegate at the investigator site) must obtamn a signed and
dated ICD before performing any study-specific procedures.

Study procedures and their timing are summanzed in the SoA_ Protocol waivers or
exemptions are not allowed.

Adbherence to the study design requirements, including those specified in the SoA, 1s essential
and required for study conduct.
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All screening evaluations must be completed and reviewed to confirm that potential
participants meet all eligibility criteria. The investigator will maintain a screening log to
record details of all participants screened and to confirm eligibility or record reasons for
screeming failure, as applicable.

Participants will be screened within 35 days prior to admumistration of the study intervention
to confirm that they meet the study population critenia for the study. If the time between
screening and dosing exceeds 35 days as a result of unexpected delays (eg, delayed drug
shipment), then participants do not require recollection of banked biospecimens.

A participant who qualified for this protocol but did not enroll from an earlier cohort/group
may be used 1n a subsequent cohort/group without rescreening, provided laboratory results
obtained prior to the first dose adnunistration meet eligibility criteria for this study. In
addition, other clinical assessments or specimen collections, eg, retained research samples,
may be used without repeat collection, as appropnate.

Every effort should be made to ensure that protocol-required tests and procedures are
completed as described. However, it 1s anticipated that from time to time there may be
circumstances outside the control of the investigator that make it unfeasible to perform the
test. In these cases, the investigator must take all steps necessary to ensure the safety and
well-being of the participant. When a protocol-required test cannot be performed, the
mvestigator will document the reason for the missed test and any cormrective and preventive
actions that they have taken to ensure that required processes are adhered to as soon as
possible. The study team must be nformed of these mcidents in a timely manner.

Safety/laboratory/analyte results that have been collected for the purposes of this study and
could unblind the study will not be reported to investigative sites or other blinded personnel
until the study has been unblinded.

It an IV catheter 15 utilized for blood sample collections, ECGs and vital sign assessments
(pulse rate and BP) should be collected prior to the insertion of the catheter.

For samiples being collected and shipped, detailed collection, processing, storage, and
shipment instructions and contact information will be provided to the investigator site prior
to mitiation of the study.

The total blood samphing volume for individual participants in this study 1s approximately
675 to 870 mL. The actual collection times of blood sampling may change Additional blood
samples may be taken for safety assessments at fimes specified by Pfizer, provided the total
volume taken during the study does not exceed 550 mL during any period of 56 consecutive

days.

To prepare for study participation, participants will be mstructed on the information in the
Lifestyle Considerations and Concomitant Therapy sections of the protocol.
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8.1.1. Telehealth Visits

Telehealth visits may be used to assess participant safety and collect data points (see SoA
notes). Telehealth ncludes the exchange of healthcare information and services via
telecommumnication technologies (eg, audio, video, videoconferencing software) remotely,
allowing the participant and the mvestigator to communicate on aspects of clinical care,
ncluding medical advice, remunders, education, and safety monitormg. The following
assessments must be performed during a telehealth visit (see the SoA):

e Review and record any AEs and SAEs since the last contact. Refer to Section 8.4.

e Review and record any new conconitant medications or changes in concomitant
medications smce the last contact.

e Review and record contraceptive method and results of pregnancy testing. Confirm
that the participant i1s adhening to the contraception method(s) required in the
protocol. Refer to Appendix 4.

Study participants must be renunded to promptly notify site staff about any change mn their
health status.

8.1.2. Home Health Visits

A home health care service may be utihized to facilitate scheduled visits. Home health visits
mclude a healthcare provider conducting an in-person study visit at the participant’s location,
rather than an in-person study visit at the site. The following may be performed dunng a
home health visit (see the SoA):

e Review and record any AEs and SAEs since the last contact. Refer to Section 8.4.

e Review and record any new concomitant medications or changes in conconmitant
medications smce the last contact.

e Review and record contraceptive method and results of pregnancy testing. Confirm
that the participant 1s adhening to the contraception method(s) required in the
protocol. Refer to Appendix 4.

e Perform physical exanunation, vital signs, weight, and ECG collection as required by
SoA.

* Blood and/or urine sample collection as required by SoA which may include but not
limmted to:

e Safety laboratory samples;
e PK and immunogenicity samples;
e Exploratory biomarker samples;
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¢ Pregnancy testing;
e Retamed research samples.

Study participants must be remunded to promptly notify site staff about any change mn their
health status.

It 1s recommended that the investigator discuss temporary or permanent discontinuation of
study intervention with the study medical monitor.

8.2. Efficacy Assessments
As this 1s a healthy participant study, efficacy assessments are not applicable.

8.3. Safety Assessments

Planned time points for all safety assessments are provided in the SoA. Unscheduled safety
measurements may be obtained at any time during the study to assess any perceived safety
15sues.

8.3.1. Physical Examinations

A complete physical examination will include, at a mimimum_ head, ears, eyes, nose, mouth,
skin, heart and lung examinations, lymph nodes, and gastrointestinal, musculoskeletal and
neurological systems.

A brief physical examination will include, at a mimmum_ assessments of general appearance,
the respiratory and cardiovascular systems, and participant -reported symptoms.

Physical examinations may be conducted by a physician, trained physician’s assistant, or
nurse practitioner as acceptable according to local regulation.

Height and weight will also be measured and recorded as per the SoA. For measuring weight,
a scale with appropriate range and resolution 1s used and must be placed on a stable, flat
surface. Participants must remove shoes, bulky layers of clothing, and jackets so that only
light clotlung remains. They must also remove the contents of their pockets and remain shill
during measurement of weight.

Physical examination findings collected during the study will be considered source data and
will not be required to be reported, unless otherwise noted. Any untoward physical
examination findings that are identified during the active collection period and meet the
definition of an AE or SAE (Appendix 3) must be reported according fo the processes m
Sections 84 1to 843

8.3.2. Vital Signs

8.3.2.1. Blood Pressure and Pulse Rate

Supine BP will be measured as per SoA with the participant’s arm supported at the level of
the heart, and recorded to the nearest mm Hg after approxumately 5 minutes of rest. The same
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arm (preferably the dominant arm) will be used throughout the study. BP should not be taken
from the arm with an intravenous infusion. Participants should be mnstructed not to speak
during measurements.

If a single measurement 1s >140 mm Hg systolic and/or =90 mm Hg diastolic, the BP
assessment should be repeated two more times (approximately two nunutes apart), and the
average of the three BP values recorded in the CRF and noted in the source document.

The same properly sized and calibrated BP cuff should be used to measure BP each time. The
use of an automated device for measuring BP and pulse rate 1s acceptable; however, when
done manually, pulse rate will be measured in the brachial/radial artery for at least

30 seconds. When the tinung of these measurements coincides with a blood collection, BP
and pulse rate should be obtamned prior to the nominal time of the blood collection.

Additional collection times, or changes to collection times, of BP and pulse rate will be
permitted, as necessary, to ensure appropriate collection of safety data.

Any untoward vital sign findings that are identified during the active collection period and
meet the definition of an AE or SAE (Appendix 3) must be reported according to the
processes m Sections 8§ 4.1 to 8.4.3.

8.3.2.2. Respiratory Rate

Respiratory rate will be measured after approximately 5 nunutes of rest 1n a supine position
by observing and counting the respirations of the participant for 30 seconds and multiplying
by 2. When BP 1s to be taken at the same time, respiration measurement will be done during
the 5 minutes of rest and before BP measurement. Post-dose respiratory rate measurements fo
be done at the investigator’s discretion.

8.3.2.3. Temperature

Temperature will be measured by either oral, tympanic, or temporal artery method, 1t 1s
preferred for the same method to be used consistently throughout the study. No eating,
drinking, or smoking 1s allowed for 15 nunutes prior to the measurement.

8.3.3. Electrocardiograms

Standard 12-lead ECGs utilizing himb leads (with a 10-second rhythm strip) should be
collected at imes specified in the SoA section of this protocol using an ECG machine that
automatically calculates the HR and measures PR interval, QT mfterval, QTcF, and QRS
complex. Alternative lead placement methodology usmg torso leads (eg, Mason-Likar)
should not be used given the potential risk of discrepancies with ECGs acquired using
standard limb lead placement. All scheduled ECGs should be performed after the participant
has rested quuetly for at least 5 minutes in a supine position.

Trplicate 12-lead ECGs will be obtained approximately 2 to 4 minutes apart at all time
pomnts during clinmical confinement; the average of the triplicate ECG measurements collected
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at each nominal time point on Day 1 will serve as each participant’s time-controlled baseline
QTcF value.

To ensure safety of the participants, a qualified individual at the investipator site will make
comparisons to baseline measurements. Additional ECG momtoring will occur if a) the mean
value from the triphicate measurements for any postdose QTcF interval 1s mcreased by

=60 ms from the baseline and 1s >450 ms; or b) an absolute QT value 1s =500 ms for any
scheduled ECG. If etther of these condifions occurs, then a single ECG measurement must be
repeated at least hourly until QTcF values from 2 successive ECGs fall below the threshold
value that triggered the repeat measurement.

If a) a postdose QTcF interval remams =60 ms from the baseline and 1s >450 ms; or b) an
absolute QT wvalue 1s =500 ms for any scheduled ECG for greater than 4 hours (or sooner, at
the discretion of the mvestigator); or ¢) QTcF value get progressively longer, the participant
should undergo continuous ECG momitoring. A cardiologist should be consulted if QTcF
values do not return to less than the criteria listed above after 8 hours of monitoring (or
sooner, at the discretion of the mvestigator).

In some cases, 1t may be appropnate to repeat abnormal ECGs to rule out improper lead
placement as contributing to the ECG abnormality. It 1s important that leads be placed in the
same postfions each time in order to achieve precise ECG recordings. If a machine-read QTe
value 1s prolonged, as defined above, repeat measurements may not be necessary if a
qualified medical provider’s interpretation determines that the QTcF values are in the
acceptable range.

ECG values of potential chnical concem are listed in Appendix 8.

8.3.4. Clinical Safety Laboratory Assessments

See Appendix 2 for the list of clinical safety laboratory tests to be performed and the SoA for
the timing and frequency. All protocol-required laboratory assessments, as defined in
Appendx 2, must be conducted 1n accordance with the laboratory manual and the SoA.
Unscheduled clinical laboratory measurements may be obtained at any time duning the study
to assess any perceived safety 1ssues.

The mvestipator must review the laboratory report, document this review, and record any
chinically significant changes occurring during the study m the AE section of the CRF.
Clinically significant abnormal laboratory test findings are those that are not associated with
the underlying disease, unless judged by the mvestigator to be more severe than expected for
the participant’s condition.

All laboratory tests with values considered chmically significant and abnormal during
participation in the study or within 90 days after the last dose of study intervention should be
repeated until the values return to normal or baseline or are no longer considered clinically
significant by the investigator or study medical monitor.
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If such values do not return to normal/baseline within a period of time judged reasonable by
the mvestigator, the etiology should be identified and the sponsor notified.

See Appendix 6 for suggested actions and follow-up assessments in the event of potential
DILL

See Appendix 7 for instructions for laboratory testing to monitor kidney function and
reporting laboratory test abnormalities.

Participants may undergo random urine drug testing at the discretion of the mvestigator.
Drug testing results conducted prior to dosing must be in alignment with Section 5.2
Exclusion Criterion 10 for participants to receive study intervention

8.3.5. COVID-19 Testing

The testing for COVID-19 will be performed as per SoA and may be performed at each
outpatient visit per local site regulations. For participants adnutted for CRU confinement, a

subsequent COVID-19 test may be performed per local site procedures or if they develop
COVID-19 like symptoms. Testing may be completed per local site practice.

8.3.6. Pregnancy Testing

A serum pregnancy test 1s required at screening. Following screeming, pregnancy tests may
be urine or serum tests, and must have a sensitivity of at least 25 mIU/mL. Pregnancy tests
will be performed in WOCBP at the times listed in the SoA. Following a negative pregnancy
test result at screeming, appropriate contraception must be commenced and a second negative
pregnancy test result will be requured at the baseline visit prior to the participant’s recerving
the study mtervention. Pregnancy tests will also be done whenever 1 menstrual cycle 1s
missed during the active treatment period (or when potential pregnancy 1s otherwise
suspected) and at the end of the study. Pregnancy tests may also be repeated if requested by
IRBs/ECs or if required by local regulations. If a urine test cannot be confirmed as negative
(eg, an ambiguous result), a serum pregnancy test 1s required. In such cases, the participant
must be excluded if the serum pregnancy result 1s positive.

8.3.6.1. At-Home Pregnancy Testing

If a participant requiring pregnancy testing cannot visit a local laboratory, a home urine
pregnancy testing kit with a sensitivify of at least 25 mIU/mI. may be used by the participant
to perform the test at home, if compliant with local regulatory requirements. The pregnancy
test outcome should be documented n the participant’s source documents/medical records
and relevant data recorded on the CRF. Confirm that the participant 1s adhering to the
contraception method(s) required m the protocol.

8.3.7. Infusion and Injection Site Reaction and Anaphylaxis Assessment

Participants will be momitored for signs of any infusion or injection site reactions, including
but not limited to erythema, swelling, bnusing, pamn, or pruritus at imes specified in the SoA.
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Any signs or symptoms related to either an infusion or injection site reaction should be
treated according to the mvestigator’s standard of care and reported as AEs. All anaphylactic
reactions will be assessed by the Pfizer clinical team according to Sampson’s criteria
(Appendix 9).

8.4. Adverse Events, Serious Adverse Events, and Other Safety Reporting
The definitions of an AE and an SAE can be found i Appendix 3.

AFs may arise from symptoms or other complaints reported to the mnvestigator by the
participant (or, when appropniate, by a caregiver, surrogate, or the participant’s legally
authorized representative), or they may arise from clinical findings of the mvestigator or
other healthcare providers (climical signs, test results, etc).

The mvestigator and any qualified designees are responsible for detecting, documenting, and
recording events that meet the defimition of an AE or SAE and remain responsible to pursue
and obtamn adequate information both to determine the outcome and to assess whether the
event meets the critenia for classification as an SAE or caused the participant to discontinue
the study intervention (see Section 7.1).

During the active collection period as described in Section 8 4.1, each participant will be
questioned about the occurrence of AEs in a nonleading manner.

In addition, the investigator may be requested by Pfizer Safety to obtain specific follow-up
information m an expedited fashion.

8.4.1. Time Period and Frequency for Collecting AE and SAE Information

The time period for actively eliciting and collecting AEs and SAEs (“active collection
period™) for each participant begins from the time the participant provides informed consent,
which 1s obtamed before undergoing any study -related procedure and/or receiving study
mtervention), through and mcluding a mimimum of approximately 5 half-lives or until their
exposures are below LLOQ after the last administration of the study intervention.

Follow-up by the investigator continues throughout the active collection period and until the
AF or SAE or 1ts sequelae resolve or stabilize at a level acceptable to the mvestigator.

When a climically important AE remains ongoing at the end of the active collection period,
follow-up by the investigator continues until the AE or SAE or its sequelae resolve or
stabilize at a level acceptable to the investigator and Pfizer concurs with that assessment.

For participants who are screen failures, the active collection period ends when screen failure
status 1s determiuned.

If the participant withdraws from the study and also withdraws consent for the collection of
future information, the active collection period ends when consent 1s withdrawn_
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If a participant permanently discontinues or temporarily discontinues study intervention
because of an AE or SAE, the AE or SAE must be recorded on the CRF and the SAE
reported using the CT SAE Report Form.

Investigators are not obligated to actively seek information on AEs or SAEs after the
participant has concluded study participation. However, if the mvestigator learns of any SAE,
mncluding a death, at any time after a participant has completed the study, and theyconsider
the event to be reasonably related to the study intervention, the mvestigator must promptly
report the SAE to Pfizer using the CT SAE Report Form.

8.4.1.1. Reporting SAEs to Pfizer Safety

All SAEs occurning in a participant during the active collection period as described in
Section 8.4.1 are reported to Pfizer Safety on the CT SAE Report Form immediately upon
awareness and under no circumstance should this exceed 24 hours, as indicated in
Appendix 3. The investigator will submit any updated SAE data to the sponsor within

24 hours of 1ts being available.

8.4.1.2. Recording Nonserious Aes and SAFEs on the CRF

All nonserious AEs and SAEs occurring in a participant during the active collection period,
which begins after obtaiming informed consent as described in Section 8 4.1, will be recorded
on the AE section of the CRF.

The mvestigator 1s to record on the CRF all directly observed and all spontaneously reported
AFs and SAEs reported by the participant.

As part of ongoing safety reviews conducted by the sponsor, any nonserious AE that 1s
determined by the sponsor to be serious will be reported by the sponsor as an SAE. To assist
n the determination of case seriousness, further information may be requested from the
mvestigator to provide clarity and understanding of the event in the context of the clinical
study.

8.4.2. Method of Detecting AEs and SAEs

The method of recording, evaluating, and assessing causality of AEs and SAFEs and the
procedures for completing and transmitting SAE reports are provided in Appendrx 3.

Care will be taken not to introduce bias when detecting AEs and/or SAEs. Open-ended and
nonleading verbal questioning of the participant is the preferred method to inquire about
AE occurrences.

8.4.3. Follow-Up of AEs and SAEs

After the imtial AE or SAE report, the investigator 1s required to proactively follow each
participant at subsequent visits/contacts. For each event, the investigator must pursue and
obtain adequate information until resolution, stabilization, the event 15 otherwise explained,
or the participant 1s lost to follow-up (as defined 1n Section 7.3).
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In general, follow-up information will include a description of the event in sufficient detail to
allow for a complete medical assessment of the case and independent determuination of
possible causality. Any information relevant to the event, such as concomitant medications
and 1illnesses, must be provided. In the case of a participant death, a summary of available
autopsy findings must be submutted as soon as possible to Pfizer Safety.

Further information on follow-up procedures 1s provided in Appendix 3.

8.4.4. Regulatory Reporting Requirements for SAEs

Prompt notification by the mvestigator to the sponsor of an SAE 1s essenhial so that legal
obligations and ethical responsibilities toward the safety of participants and the safety of a
study mntervention under chinical investigation are met.

The sponsor has a legal responsibility to notify both the local regulatory authority and other
regulatory agencies about the safety of a study mtervention under climical mvestigation. The

sponsor will comply with country-specific regulatory requirements relating to safety
reporting to the regulatory authority, IRBs/ECs, and investigators.

Investigator safety reports must be prepared for SUSARSs according to local regulatory
requirements and sponsor policy and forwarded to investigators as necessary.

An mvestigator who receives SUSARSs or other specific safety information (eg, summary or
listing of SAEs) from the sponsor will review and then file it along with the SRSD(s) for the
study and will notify the IRB/EC, 1f appropriate according to local requirements.

8.4.5. Environmental Exposure, Exposure During Pregnancy or Breastfeeding, and
Occupational Exposure

Environmental exposure, occurs when a person not enrolled in the study as a participant
recerves unplanned direct contact with or exposure to the study intervention. Such exposure
may or may not lead to the occurrence of an AE or SAE. Persons at risk for environmental
exposure include healtheare providers, fanuly members, and others who may be exposed. An
environmental exposure may include EDP, EDB, and occupational exposure.

Any such exposures to the study mtervention under study are reportable to Pfizer Safety
within 24 hours of mvestigator awareness.

8.4.5.1. Exposure During Pregnancy

An EDP occurs 1f:

e A female participant 1s found to be pregnant while recetving or after discontinuing
study intervention.

* A male participant who 1s recerving or has discontinued study intervention
msenunates a female partner.
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* A female nonparticipant 1s found to be pregnant while being exposed or having been
exposed to study intervention because of environmental exposure. Below are
examples of environmental EDP:

e A female farmly member or healthcare provider reports that she 1s pregnant after
having been exposed to the study intervention by ingestion, mnhalation, or skin
contact.

e A male family member or healthcare provider who has been exposed to the study
intervention by ingestion, mhalation, or skin contact then insenunates his female
partner prior to or around the time of conception.

The mvestigator must report EDP to Pfizer Safety within 24 hours of the investipator’s
awareness, irrespective of whether an SAE has occurred. The mitial information subnutted
should include the anticipated date of delivery (see below for information related to
termination of pregnancy).

e IfEDP occurs in a participant/participant’s partner, the investigator must report this
information to Pfizer Safety on the CT SAE Report Form and an EDP Supplemental
Form, regardless of whether an SAE has occurred. Details of the pregnancy will be
collected after the start of study intervention and unfil at least 5 termmnal half-lives
after the last dose.

e IfEDP occurs mn the setting of environmental exposure, the investigator must report
mformation to Pfizer Safety using the CT SAE Report Form and EDP Supplemental
Form. Since the exposure information does not pertain to the participant enrolled m
the study, the information 1s not recorded on a CRF; however, a copy of the
completed CT SAE Report Form 15 maintained in the investigator site file.

Follow-up 1s conducted to obtain general information on the pregnancy and 1its outcome for
all EDP reports with an unknown outcome. The investigator will follow the pregnancy until
completion (or until pregnancy termiunation) and notify Pfizer Safety of the outcome as a
follow-up to the mitial EDP Supplemental Form. In the case of a live birth, the structural
wntegrity of the neonate can be assessed at the time of burth. In the event of a termunation, the
reason(s) for termination should be specified and, 1f clinically possible, the structural
mtegrity of the terminated fetus should be assessed by gross visual inspection (unless
preprocedure test findings are conclusive for a congenital anomaly and the findings are

reported).

Abnormal pregnancy outcomes are considered SAEs_ If the outcome of the pregnancy meets
the criteria for an SAE (1e, ectopic pregnancy, spontaneous abortion, infrauterme fetal
demmse, neonatal death, or congenital anomaly in a live-born baby, a termunated fetus, an
mtrauterine fetal demise, or a neonatal death), the investigator should follow the procedures
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for reporting SAEs. Additional information about pregnancy outcomes that are reported to
Pfizer Safety as SAEs follows:

e Spontaneous abortion mncluding miscarnage and nussed abortion should be reported
as an SAE;

e Neonatal deaths that occur within 1 month of birth should be reported, without regard
to causality, as SAEs. In addition, infant deaths after 1 month should be reported as
SAEs when the investigator assesses the infant death as related or possibly related to
exposure to the study mtervention.

Additional information regarding the EDP may be requested by the sponsor. Further
follow-up of birth outcomes will be handled on a case-by-case basis (eg, follow-up on
preterm infants to identify developmental delays). In the case of paternal exposure, the
mvestigator will provide the participant with the Pregnant Partner Release of Information
Form to deliver to hus partner. The mvestigator must document i the source documents that
the participant was given the Pregnant Partner Release of Information Form to provide to his
partner.

8.4.5.2. Exposure During Breastfeeding
An EDB occurs 1f:

e A female participant 1s found to be breastfeeding while recerving or after
discontinming study intervention.

* A female nonparticipant 1s found to be breastfeeding while being exposed or having
been exposed to study mtervention (1e, environmental exposure). An example of
environmental EDB i1s a female family member or healthcare provider who reports
that she 1s breastfeeding after having been exposed to the study intervention by
ingestion, mhalation, or skin contact.

The mvestigator must report EDB to Pfizer Safety within 24 hours of the investigator’s
awareness, irrespective of whether an SAFE has occurred. The information must be reported
using the CT SAE Report Form. When EDB occurs m the setting of environmental exposure,
the exposure information does not pertain to the participant enrolled in the study, so the
information 1s not recorded on a CRF. However, a copy of the completed CT SAE Report
Form 1s maintamned in the investigator site file.

An EDB report 1s not created when a Pfizer drug specifically approved for use in
breastfeeding women (eg, vitamins) 1s admimstered in accordance with authorized use.
However, if the mfant experiences an SAE associated with such a drug, the SAE 1s reported
together with the EDB.

8.4.5.3. Occupational Exposure
The mnvestigator must report any instance of occupational exposure to Pfizer Safety within
24 hours of the investigator’s awareness using the CT SAE Report Form regardless of
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whether there 1s an associated SAE. Since the information about the occupational exposure
does not pertain to a participant enrolled in the study, the information 1s not recorded on a
CRF; however, a copy of the completed CT SAE Report Form must be maimntamed in the
mvestigator site file.

8.4.6. Cardiovascular and Death Events

Not applicable.

8.4.7. Disease-Related Events and/or Disease-Related Outcomes Not Qualifying as AEs
or SAEs

Not applicable.

8.4.8. Adverse Events of Special Interest
Not applicable.

8.4.8.1. Lack of Efficacy
This section 15 not applicable because efficacy 1s not expected in the study population.

8.4.9. Medical Device Deficiencies
Not applicable.

8.4.10. Medication Errors

Medication errors may result from the adnumistration or consumption of the study
mntervention by the wrong participant, or at the wrong tume, or at the wrong dosage strength.

Medication errors are recorded and reported as follows:

Recorded on the Recorded on the Reported on the CT SAE
Medication Error Page Adverse Event Page Report Form to Plizer
of the CRF of the CRF Safety Within 24 Hours of
Awareness
All (regardless of whether | Any AE or SAE associated | Only if associated with an
associated with an AE) with the medication error SAE

Medication errors include:
e Medication errors mvolving participant exposure to the study intervention;

e Potential medication errors or uses outside of what 1s foreseen in the protocol that do
or do not involve the study participant;

e The adnimstration of expired study mntervention;
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o The administration of an incorrect study intervention;
e The adnumstration of an mncorrect dosage;

e The admimstration of study intervention that has undergone temperature excursion
from the specified storage range, unless it 1s determuined by the sponsor that the study
intervention under question 1s acceptable for use.

Such medication errors occwring to a study participant are to be captured on the medication
error page of the CRF, whuch is a specific version of the AE page.

Whether or not the medication error 1s accompanmied by an AE, as determuned by the
mvestigator, the medication error 1s recorded on the medication error page of the CRF and, if
applicable, any associated AE(s), serious and nonserious, are recorded on the AFE page of the
CRFE.

In the event of a medication dosing error, the sponsor should be notified within 24 hours.

Medication errors should be reported to Pfizer Safety within 24 hours on a CT SAE Report
Form only when associated with an SAE.

8.5. Pharmacokinetics

Blood samples will be collected for measurement of serum concentrations of PF-07261271 as
specified in the SoA_ If a participant 1s suspected to be expeniencing an immune-related
event, the unscheduled blood samples should be collected for concentration of PF-07261271
within 3 days of the event and sampling fime and date should be documented. Instructions for
the collection and handling of biological samples will be provided in the laboratory manual
or by the sponsor. The actual date and time (24-hour clock time) of each sample will be
recorded.

The actual times may change, and if needed, additional PK samples may be taken at fimes
specified by Pfizer, provided the total blood volume taken during the study does not exceed
550 mL during any peniod of 56 consecutive days. All efforts will be made to obtain the
samples at the exact nominal time relative to dosing. Post-dose sample collection fime points
are calculated from start of infusion time. For mfusions that take longer than , the

EO PK sample should be taken at the end of infusion Post-dose samples collected up
to and including 2.5 hours and which are withm 15 nuns of nonunal time will not be captured
as a protocol deviation, as long as the exact time of the collection 1s noted on the source
document and the CRF/DCT. Samples collected between 2.5 -10 hours and which are within
10% of the nominal time will not be captured as a protocol deviation, as long as the exact
time of the collection is noted on the source document and the CRF/DCT. Collection of
samples more than 10 hours after dose admumistration that are obtained <1 hour away from
the nonunal time relative to dosing will not be captured as a protocol deviation, as long as the
exact time of the collection 1s noted on the source document and the CRF/DCT. This protocol
dewviation window does not apply to samples to be collected more than 10 hours after dose
admimistration at outpatient/follow-up visits with visit windows. If a scheduled blood sample
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collection cannot be completed for any reason, the missed sample time may be re-scheduled
with agreement of the climcal mvestigator, participant, and sponsor.

Samples will be used to evaluate the PK of PF-02761271. Samples collected for analyses of
PF-07261271 serum concentration may also be used to evaluate safety or other aspects
related to concerns arising during or after the study, and/or evaluation of the bioanalytical
method, or for other intemal exploratory purposes and are not reported in the CSE_

Samples collected for measurement of serum concentrations of PF-02761271 will be
analyzed using a validated analytical method in compliance with applicable SOPs.

The PK samples must be processed and shipped as indicated in the instructions provided to
the mvestigator site to maintain sample mtegnity. Any deviations from the PK sample
handling procedure (eg, sample collection and processing steps, mterim storage or shipping
conditions), mcluding any actions taken, must be documented and reported to the sponsor.
On a case-by-case basis, the sponsor may make a determiunation as to whether sample
integrity has been compromised.

Drug concentration information that would unblind the study will not be reported to
mvestigator sites or blinded personnel until the study has been unblinded.

Any changes in the timing or addition of time points for any planned study assessments must
be documented and approved by the relevant study team member and then archived in the
sponsor and site study files, but will not constitute a protocol amendment. The IRB/EC will
be informed of any safety 1ssues that require alteration of the safety monitoring scheme or
amendment of the ICD.

8.6. Genetfics

8.6.1. Specified Genetics
Specified genetic analyses are not evaluated m this study.

8.6.2. Retained Research Samples for Genetics

A 4-ml. blood sample optimized for DNA 1solation Prep D1 will be collected according to
the SoA, as local regulations and IRBs/ECs allow.

Retained Research Samples may be used for research related to the study intervention(s), and
IBD or other inflammatory conditions. Genes and other analytes (eg, proteins, RNA, nondrug
metabolites) may be studied using the retained samples.

See Appendix 5 for information regarding genetic research Details on processes for
collection and shipment of these samples can be found in the laboratory manual.
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8.7. Biomarkers
Collection of samples for biomarker research 1s also part of this study.

The following samples for biomarker research are required and will be collected from all
participants in this study as specified m the SoA:

+  serum for SR
+ serom for SR

8.7.1. Specified Gene Expression (RNA) Research
Specified gene expression (RNA) research 1s not included in this study.

8.7.2. Specified Protein Research
Specified protein research 1s not included i this study.

A 8 5-mL blood sample will be collected to provide serum for measurement of total levels of
_pThe sample(s) will be analyzed for exploratory research.

8.7.3. Specified Metabolomic Research
Specified metabolomic research 1s not mcluded m this study.

8.7.4. Retained Research Samples for Biomarkers

These Retained Research Samples will be collected in this study from all participants for
exploratory research relating to the drug response in diseases of inflammation_ If not
collected on the designated day, collect at the next available time pomt when biospecimens
are being collected in conjunction with a participant’s visit:

* Prep B2.5 (serum collection optimized for biomarker/proteomic/metabolomic
analysis): A 6-mL blood biospecimen will be collected at times specified in the SoA
section of the protocol.

¢ Prep R1 (PAXGene whole-blood collection optimized for RNA analysis): A 2. 5-mL
blood biospecimen will be collected at times specified in the SoA section of the
protocol.

* Prep B1.5 (plasma collection optimized for biomarker/proteomics analysis): A 6-mL
blood biospecimen will be collected at times specified in the SoA section of the
protocol.

Retained Research Samples will be collected as local regulations and IRB/ECs allow
according to the SoA.
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Retained Research Samples may be used for research related to PF-07261271 and IBD or
other inflammatory conditions. Genes and other analytes (eg, proteins, RNA nondrug
metabolites) may be studied using the retained samples.

See Appendix 5 for information regarding genetic research Details on processes for
collection and shipment of these samples can be found m the lab manual

8.8. Immunogenicity Assessments

Blood samples will be collected for determunation of ADA and NAb as specified m the SoA.
Instructions for the collection and handling of biological samples will be provided in the
laboratory manual or by the sponsor. The actual date and time (24-hour clock time) of each
sample will be recorded.

Samples collected for determunation of ADA and NAb may also be used for additional
characterization of the immune response and/or evaluation of the bioanalytical method, or for
other mnternal exploratory purposes. These data will be used for nternal exploratory purposes
and not reported in the CSR_

Genetic analyses will not be performed on these blood samples unless consent for this was
included in the informed consent. Participant confidentiality will be mamntamed.

Samples will be analyzed using a validated analytical method 1n comphance with applicable
SOPs. Samples determined to be positive for ADA may be further characterized for
neutralization activity .

The immunogenicity samples must be processed and shipped as indicated in the instructions
provided to the investigator site to maintain sample integrity. Any deviations from the
immunogenicity sample handling procedure (eg, sample collection and processing steps,
interim storage, or shipping conditions), mcluding any actions taken, must be documented
and reported to the sponsor. On a case-by-case basis, the sponsor may make a determuination
as to whether sample integrity has been compromised.

Immunogenicity information that may unblind the study will not be reported to investigator
sites or blinded personnel until the study has been unblinded.

Any changes in the timing or addition of time points for any planned study assessments must
be documented and approved by the relevant study team member and then archived in the
sponsor and sife study files, but will not constitute a protocol amendment. The IRB/EC will
be informed of any safety 1ssues that require alteration of the safety monitoring scheme or
amendment of the ICD.

8.9. Health Economics

Health economics/medical resource utihization and health economics parameters are not
evaluated m this study.
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9. STATISTICAL CONSIDERATIONS

Detailed methodology for summary and statistical analyses of the data collected in this study
15 outlined here and further detailed in the SAP, which will be mamntained by the sponsor.
The SAP may modify what 1s outlined m the protocol where appropriate; however, any major
modifications of the pnimary endpoint definitions or their analyses will also be reflected in a
protocol amendment.

9.1. Statistical Hypothesis
No statistical hypothesis will be tested for this study.

9.2. Analysis Sets
For purposes of analysis, the following analysis sets are defined:

Participant Analysis Description
Set
Enrolled “Enrolled” means a partictpant’s, or their legally authorized
representative’s, agreement to participate in a climcal study
following completion of the informed consent process and
randomization/assignment to study intervention. A participant
will be considered enrolled if the informed consent 1s 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.

Full analysis set All participants randomly assigned to study mtervention and
who take at least 1 dose of study mtervention.

Safety analysis set All participants randomly assigned to study mtervention and
who take at least 1 dose of study intervention. Participants will
be analyzed according to the product they actually received.
PK population The PK concentration population will be defined as all
randonuzed participants who received at least 1 dose of
PF-07261271 and in whom at least 1 serum concentration
value 1s reported.

PK parameters The PK parameter analysis population will be defined as all
randomized participants who received at least 1 dose of
PF-07261271 and who have at least 1 of the PK parameters of

interest calculated.

PD analysis set All randomized participants who received at least 1 dose of
PF-07261271 and who have baseline and at least 1 post-dose
assessment.
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9.3. Statistical Analyses

The SAP will be developed and finalized before any analyses are performed and wall
describe the analyses and procedures for accounting for nussing, unused, and spurious data.
This section 1s a summary of the planned statistical analyses of the primary and secondary

endpoints.
9.3.1. Primary Endpoint(s) Analysis

The safety data will be summanzed in accordance with Pfizer Data Standards. All
participants who recetve at least 1 dose of study infervention (safety population) will be
mcluded in the safety analyses. All safety data will be summanzed descriptively through
appropnate data tabulations, descriptive statistics, categorical summanes, and graphical
presentations. Safety endpoints for the study include:

s TEAEs and SAEs;
s Withdrawals from active treatment due to AEs;

e Senious infections, defined as any infection (viral, bactenial, and funpal) requiring
hospitalization or parenteral antimicrobials;

e Safety laboratory tests (eg, hematology [including coagulation panel], chemmstry and
urmalysis),

e ECG(HR, QT, QTc, PR, and QRS mtervals) changes from baseline;
e Vital signs (BP, pulse rate and temperature).

Changes from baseline on laboratory data and vital signs will be additionally summarized.
Participant histings will also be produced for these safety endpoints.

AFs ECGs, BP, pulse rate, temperature, and safety laboratory data will be reviewed and
summarized on an ongoing basis dunng the study to evaluate the safety of participants. Any
chinical laboratory, ECG, BP, and pulse rate abnormalities of potential clinical concern will
be described. Safety data will be presented in tabular and/or graphical format and
summarized descriptively, where approprate.

Medical history and physical examination and neurological exanunation information, as
applicable, 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
identified on physical and/or neurological examinations conducted during the active
collection period will be captured as AEs, if those findings meet the definition of an AE.
Data collected at screening 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.
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9.3.1.1. Electrocardiogram Analyses

Changes from baseline for the ECG parameters HR, QT interval, QTc interval, PR interval,
and QRS mtervals will be summarnized by treatment and time. The frequency of uncorrected
QT values above 500 ms will be tabulated.

The number (%) of participants with maximum postdose QTcF values and maximum
increases from baseline in the following categories will be tabulated by treatment:

Safety QTcF Assessment

Degree of Prolongation Mild (ms) Moderate (ms) Severe (ms)
Absolute value =450-480 =480-500 =500
Increase from baseline 30-60 il

In addition, the number of participants with uncorrected QT values >500 ms will be
summarized.

If more than 1 ECG 1s collected at a nomuinal time after dose adnunistration (for example,
triplicate ECGs), the mean of the replicate measurements will be used to represent a single
observation at that time pomnt. If any of the 3 mndividual ECG tracings has a QTcF value
=500 ms, but the mean of the triplicates is not =500 ms, the data from the participant’s
individual tracing will be described in a safety section of the CSR. m order to place the
>500-ms value in appropriate clinical context. However, values from mdividual tracings
within triplicate measurements that are =500 ms will not be included in the categorical
analysis unless the average from the triplicate measurements 1s also =500 ms. Changes from
baseline will be defined as the change between the postdose QTcF value and the average of
the predose triplicate values on Day 1.

In addition, an attempt will be made to explore and characterize the relationship between
serum concentration and QT interval length using a PK/PD modeling approach. If a PK/PD
relationship 1s found, the impact of participant factors (covariates) on the relationship will be
exanuned.

9.3.2. Secondary Endpoint(s) Analysis

Immmmogenicity and PK parameters are secondary endpoints. The PK parameters to be
assessed, their definition, and method of determunation are detailed 1n Section 9.3 2.1. Actual
PK sampling times will be used in the derivation of PK parameters.

Incidence of the development of ADA and, if appropriate, NAb against PF-07261271
following single and multiple doses may be summarized by dose and presented in tabular
form or graphically.

9.3.2.1. Pharmacokinetic Analysis

Actual PK sampling times will be used in the derivation of PK parameters. The serum
concentration of PF-07261271 will be listed and descriptively summanzed by nominal PK
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sampling time and treatment group. Individual participant, mean, and median profiles of the
serum concentration-time data will be plotted by treatment group using actual (for individual)
and nommal (for median) times respectively. Mean and median profiles will be presented on

both linear and log scales.
Table 11. Serum PK Parameters
Parameter | Definition | Method of Determination

Part A: SAD

AUC 3 Area under the concentration-time | Linear/T.og trapezoidal method
curve from fime 0 to the fime of the
last quantifiable concentration

Ciast).

AUCqsS Area under the serum concentration | AUCks + (Crae™/kai), where Craa™ is the
time-profile from time 0 predicted serum concentration at the last
extrapolated to infinite time quantifiable time point estimated from the

log-linear regression analysi

Observed directly from data

Parameter Definition Method of Determination
T Time for Cmax Observed directly from data as time of first
OCCUITEnce
te? Terminal elimination half-life Loge(2)/ka. where ka is the terminal phase
rate constant calculated by a linear
regression of the loglinear -concentration
time- curve. Only those data points judged
to describe the terminal log-linear decline
will be used in the regression
CL/F ami.' Apparent clearance for SC dosing Dose/AUCkKs
{CL/F) and systemic clearance for
IV dosing (CL)
Vs’ Volume of distribution at steady CLxMRT
state (TV dosing)
YV F Apparent volume of distnbution Dose/ATC o % ky
during the terminal phase (SC
dosing)
MRT® Mean residence time AUMCaf AUCx:, where AUMCgs is the
area under the first moment curve from
time zero to infinity.
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Table 11. Serum PK Parameters

Part B: MD

Parameter Study Day Definition Method of Determination
Relative to
Day 1
o

Area under the concentration time Linear/Log trapezoidal method
profile from time zero to time tau
(1), the dosing interval, where

tau=072 hours for Q4W dosing.

| Cox | LW | Maximum serum concentration | Observed directly from the data
(e |1 | Tine

Terminal elimination half-life. Log.( 2}k, where kg 1s the
terminal phase rate constant
calculated by a linear
regression of the
loglinear-concentration
time-curve. Only those data
points judged to describe the
terminal log-linear decline will

be used in the reiession

a. If data permits.

The PK parameters in Table 11 will be summanized descriptively by treatment group and
dosing day in healthy participants i accordance with Pfizer data standards. Summary
statistics will also include the geometric mean and coefficient of vanation for all parameters
except Tmax (median, min - max range) and t:: (arithmetic mean + SD).

Where data permut, dose normalized (to a 1 mg dose) Cuas, AUCins, AUClast and/or AUC e,
will be plotted against dose and administration route and day, as appropriate for single dose
and multiple doses. The plot will include individual participant values and the geometric
means for each dose. These plots will be used to help understand the relationship between the
PK parameters and dose and/or admimistration route.

The PK data from the optional Japanese cohort will be summarized separately, if conducted.

9.3.3. Tertiary/Exploratory Endpoint(s) Analysis

All of the explora endpoints including, but not limted, to PD biomarkers (EEH
ﬂ), may be summanzed by dose and presented separately
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by each time point presented in tabular form or graphically. In addition, some of these
endpoints may be analyzed longitudinally to study the effect over time. Participant level
exploratory endpoints may also be summanzed by treatment. For immunogemcity, effect of
posttive ADA and neutralizing immune response on safety, tolerability, PD and PK may be
assessed, if appropriate. These data and any subsequent analyses, if performed, may or may
not be reported in the CSE_

9.3.4. Other Analyses

Pharmacogenomic or biomarker data from Retained Research Samples may be collected
during or after the trial and retained for future analyses; the results of such analyses are not
planned to be mcluded 1n the CSR.

9.4. Interim Analyses

No mterim analysis will be conducted for this study. As this 1s a sponsor-open study, the
sponsor may conduct unblinded reviews of the data during the course of the study for the
purpose of safety assessment, facilitating dose-escalation decisions, facilitating PK/PD
modeling, and/or supporting clinical development.

9.5. Sample Size Determination

The sample size for this study 1s not based on any statistical considerations and 1s determuned
on the need to mimimize first exposure to humans of a new chemical entity and the
requirement to provide adequate safety and tolerability assessment at each dose.

A sufficient number of participants will be screened to achieve 4 participants to be
randomized i each of the first 2 cohorts (Cohorts 1-2), 6 participants in the next cohort
(Cohort 3) and 8 participants in the remaimng cohorts, except Cohort 8. Cohort 8 will only
screen a sufficient number of participants to randomuze 5 Japanese participants.

For Cohorts 1 and 2 participants will be randomly assigned to PF-07261271 or placebo in a
ratio of 1:1. For Cohort 3, a randomization ratio of 2:1 will be used. A randommization ratio of
4:1 1s planned for the Japanese cohort (Cohort 8) and 3:1 for the remaiming cohorts in the
study.

A total of approximately 30 participants will be randonuzed (without optional Cohorts 6-8)
or up to 51 (with 3 optional cohorts) will be enrolled mnto the study.
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10. SUPPORTING DOCUMENTATION AND OPERATIONAL CONSIDERATIONS
10.1. Appendix 1: Regulatory, Ethical, and Study Oversight Considerations

10.1.1. Regulatory and Ethical Considerations

This study will be conducted in accordance with the protocol and with the following:

e Consensus ethical principles derived from international guidelines, mcluding the
Declaration of Helsinki and CIOMS International Ethical Guudelines;

e Applicable ICH GCP gmdelines;
e Applicable laws and regulations, mcluding applicable privacy laws.

The protocol, protocol amendments, ICD, SRSD(s), and other relevant documents
(eg, advertisements) must be reviewed and approved by the sponsor, submuitted to an IRB/EC
by the investigator, and reviewed and approved by the IRB/EC before the study 1s mitiated.

Any amendments to the protocol will require IRB/EC approval before implementation of
changes made to the study design, except for changes necessary to elininate an immediate
hazard to study participants.

Protocols and any substantial amendments to the protocol will require health authority
approval prior to imtiation except for changes necessary to eliminate an immediate hazard to
study participants.

The mvestigator will be responsible for the following:

¢ Providing written summaries of the status of the study to the IRB/EC annually or
more frequently in accordance with the requirements, policies, and procedures
established by the IRB/EC;

e Notifying the IRB/EC of SAEs or other sigmificant safety findings as required by
IRB/EC procedures;

e Providing oversight of the conduct of the study at the site and adherence to
requirements of 21 CFR, ICH GCP gmdelines, the IRB/EC, European regulation
536/2014 for clinical studies, European Medical Device Regulation 2017/745 for
chinical device research, and all other applicable local regulations.

10.1.1.1. Reporting of Safety Issues and Serious Breaches of the Protocol or ICH GCP

In the event of any prohibition or restriction imposed (1e, chinical hold) by an applicable
regulatory authonty in any area of the world, or if the investigator 1s aware of any new
nformation that might influence the evaluation of the benefits and risks of the study
mtervention, Pfizer should be mformed immediately.
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In addition, the mnvestigator will inform Pfizer immediately of any urgent safety measures
taken by the investigator to protect the study participants agamnst any immediate hazard, and
of any serious breaches of this protocol or of the ICH GCP gmdelines that the investigator
becomes aware of.

10.1.2. Financial Disclosure

Investigators and subinvestigators will provide the sponsor with sufficient, accurate financial
information as requested to allow the sponsor to submut complete and accurate financial
certification or disclosure statements to the appropriate regulatory authorities. Investigators
are responsible for providing information on financial interests duning the course of the study
and for 1 year after completion of the study.

10.1.3. Informed Consent Process

The mvestigator or the investigator’ srepresentative will explain the nature of the study,
ncluding the risks and benefits, to the participant and answer all questions regarding the
study. The participant should be given sufficient time and opportunity to ask questions and to
decide whether or not to participate in the trial

Participants must be informed that their participation 1s voluntary. Participants will be
required to sign a statement of informed consent that meets the requirements of 21 CFR 50,
local repulations, ICH gmdehnes, privacy and data protection requirements, where
applicable, and the IRB/EC or study center.

The mvestigator must ensure that each participant 1s fully informed about the nature and
objectives of the study, the sharing of data related to the study, and possible nisks associated
with participation, including the risks associated with the processing of the participant’s
personal data.

The participant must be informed that their personal study-related data will be used by the
sponsor in accordance with local data protection law. The level of disclosure must also be
explained to the participant.

The participant must be mformed that theirmedical records may be exanuned by Clinical
Quality Assurance auditors or other authorized personnel appointed by the sponsor, by
appropriate IRB/EC members, and by inspectors from regulatory authorities.

The mvestigator further must ensure that each study participant 1s fully informed about
thewrright to access and correct theirpersonal data and to withdraw consent for the processing
of theirpersonal data.

The medical record must include a statement that written informed consent was obtamed
before the participant was enrolled in the study and the date on which the written consent was
obtained. The authorized person obtaining the mformed consent must also sign the ICD.

Participants must be reconsented to the most current version of the IRB/EC-approved ICD(s)
during their participation in the study as required per local regulations.
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A copy of the ICD(s) must be provided to the participant.
Participants who are rescreened are required to sign a new ICD.

10.1.4. Data Protection

All parties will comply with all applicable laws, including laws regarding the implementation
of orgamizational and technical measures fo ensure protection of participant data.

Particpants’ personal data will be stored at the study site in encrypted electronic and/or paper
form and will be password protected or secured in a locked room to ensure that only
authorized study staff have access. The study site will implement appropriate technical and
organizational measures to ensure that the personal data can be recovered in the event of
disaster. In the event of a potential personal data breach, the study site will be responsible for
determining whether a personal data breach has in fact occurred and, if so, providing breach
notifications as required by law.

To protect the rights and freedoms of participants with regard to the processing of personal
data, participants will be assigned a single, participant-specific numerical code. Any
participant records or data sets that are transferred to the sponsor will contain the numerical
code; participant names will not be transferred. All other identifiable data transferred to the
sponsor will be identified by this single, participant-specific code. The study site will
maintain a confidential list of participants who participated i the study, hnking each
participant’s numerical code to their actual identity and medical record ID. In case of data
transfer, the sponsor will protect the confidentiality of participants’ personal data consistent
with the climical study agreement and applicable privacy laws.

Information technology systems used to collect, process, and store study-related data are
secured by technical and organizational security measures designed to protect such data
agamnst accidental or unlawful loss, alteration, or unauthorized disclosure or access.

The sponsor maintains SOPs on how to respond in the event of unauthorized access, use, or
disclosure of sponsor information or systems.

10.1.5. Committees Structure
10.1.5.1. Data Monitoring Committee
This study will not use an E-DMC.

10.1.6. Dissemination of Clinical Study Data

Pfizer fulfills its commitment to publicly disclose climical study results through posting the
results of studies on www_clinicaltrials gov (ClinicalTrials gov), the EudraCT/CTIS, and/or
www_pfizer.com, and other public registries and websites m accordance with applicable local
laws/regulations. In addition, Pfizer reports study results outside of the requirements of local
laws/regulations pursuant to 1ts SOPs.
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In all cases, study results are reported by Pfizer in an objective, accurate, balanced, and
complete manner and are reported regardless of the outcome of the study or the country in
which the study was conducted.

www_clinicaltnials gov

Pfizer posts clinical trial results on www clinicaltnials gov for Pfizer-sponsored interventional
studies (conducted in patients) that evaluate the safety and/or efficacy of a product,
regardless of the geographical location mn which the study 1s conducted. These results are
submutted for posting in accordance with the format and timelines set forth by US law.

EudraCT/CTIS

Pfizer posts chinical trial results on EudraCT/CTIS for Pfizer-sponsored interventional studies
in accordance with the format and timelines set forth by EU requirements.

www_pfizer com

Pfizer posts CSR synopses and plamn-language study results summaries on www _pfizer.com
for Pfizer-sponsored interventional studies at the same time the corresponding study results
are posted to www _clinicaltnials gov. CSR synopses will have personally identifiable
information anonymized.

Documents witlun marketing applications

Pfizer complies with applicable local laws/regulations to publish clinical documents included
1n marketing applications. Chinical documents include summary documents and CSRs
mcluding the protocol and protocol amendments, sample CRFs, and SAPs. Chinical
documents will have personally identifiable information anonymized.

Data sharing

Pfizer provides researchers secure access to participant-level data or full CSRs for the
purposes of “bona-fide scientific research™ that contributes to the scientific understanding of
the disease, target, or compound class. Pfizer will make data from these trials available

18 months after study completion. Participant-level data will be anonymized in accordance
with applicable privacy laws and regulations. CSRs will have personally identifiable
information anonymuzed.

Data requests are considered from qualified researchers with the appropriate competencies to
perform the proposed analyses. Research teams must include a biostatistician. Data will not
be provided to applicants with sigmficant conflicts of interest, mncluding individuals
requesting access for commercial/competitive or legal purposes.

10.1.7. Data Quality Assurance

All participant data relating to the study will be recorded on printed or electromic CRF unless
transmitted to the sponsor or designee electronically (eg, laboratory data). The investigator 1s
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responsible for venifying that data entries are accurate and correct by physically or
electromically sipning the CRF.

Guidance on completion of CRFs will be provided in the CRF Completion Requirements
document.

The mvestigator must ensure that the CRFs are securely stored at the study site in encrypted
electronic and/or paper form and are password-protected or secured in a locked room to
prevent access by unauthorized third parties.

The mnvestigator must permut study-related monmitoring, audits, IRB/EC review, and
regulatory agency inspections and provide direct access to source records and documents.
This verification may also occur after study completion. If 1s important that the
mvestigator(s) and their relevant personnel are available during the monitoning visits and
possible audits or inspections and that sufficient time 1s devoted to the process.

Momitoring details describing strategy, including definition of study-critical data items and
processes (eg, risk-based imitiatives in operations and quality, such as risk management and
mitigation strategies and analytical risk-based monitoring), methods, responsibilities, and
requirements, including handling of noncompliance 1ssues and monitoring techniques
(central, virtual, or on-site monitoring), are provided n the data management plan and
monitoring plan maintained and utilized by the sponsor or designee.

The sponsor or designee is responsible for the data management of this study, including
quality checking of the data.

Records and documents, including signed ICDs, pertaming to the conduct of this study must
be retained by the mvestigator for 15 years after study completion unless local regulations or
mstitutional policies require a longer retention period. No records may be destroyed during
the retention period without the written approval of the sponsor. No records may be
transferred to another location or party without wnitten notification to the sponsor. The
mvestigator must ensure that the records continue to be stored securely for as long as they are

When participant data are to be deleted, the investigator will ensure that all copies of such
data are promptly and wrrevocably deleted from all systems.

The mvestigator(s) will notify the sponsor or its agents immediately of any regulatory
mspection notification in relation to the study. Furthermore, the mmvestigator will cooperate
with the sponsor or its agents to prepare the mvestigator site for the mspection and will allow
the sponsor or its agent, whenever feasible, to be present during the inspection. The
mvestigator site and mvestigator will promptly resolve any discrepancies that are identified
between the study data and the participant’s medical records. The investigator will promptly
provide copies of the inspection findings to the sponsor or its agent. Before response
submuission to the regulatory authorities, the investigator will provide the sponsor or 1ts
agents with an opportumity to review and comment on responses to any such findings.
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10.1.8. Source Documents

Source documents provide evidence for the existence of the participant and substantiate the
mtegrity of the data collected. Source documents are filed at the investigator site.

Data reported on the CRF or entered in the eCRF that are from source documents must be
consistent with the source documents or the discrepancies must be explained. The
mvestigator may need to request previous medical records or transfer records, depending on
the study. Also, current medical records must be available.

In this study, the CRF will serve as the source document. A document must be available at
the mvestigative site that identifies those data that will be recorded on the CRF and for which
the CRF will be the source document.

Definition of what constitutes source data and 1ts origin can be found in the Source
Document Locator, which 1s maintained by the sponsor.

Description of the use of the computerized system 1s documented in the Data Management
Plan, which 1s maintained by the sponsor.

The investigator must maintain accurate documentation (source data) that supports the
information entered in the CRF.

The sponsor or designee will perform mornitoring to confirm that data entered mto the CRF
by authorized site personnel are accurate, complete, and verifiable from source documents;
that the safety and nights of participants are being protected; and that the study 1s being
conducted 1 accordance with the currently approved protocol and any other study
agreements, ICH GCP gmdelines, and all applicable regulatory requirements.

10.1.9. Study and Site Start and Closure
The study start date 1s the date of the first participant’s first visit.

The first act of recruitment 1s the date of the first participant’s first visit and will be the study
start date.

The sponsor designee reserves the nght to close the study site or ternunate the study at any
time for any reason at the sole discretion of the sponsor, including (but not limited to)
regulatory authonity decision, change in opinion of the IRB/EC, or change mn benefit-risk
assessment. Study sites will be closed upon study completion. A study site 1s considered
closed when all required documents and study supplies have been collected and a study-site
closure visit has been performed.

The mvestigator may imitiate study-site closure at any time upon notification to the sponsor
or designee/CRO if requested to do so by the responsible IRB/EC or 1f such ternunation 1s
required to protect the health of study participants.
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Reasons for the early closure of a study site by the sponsor may include but are not linuted
to:

e Failure of the investigator to comply with the protocol, the requirements of the
IRB/EC or local health authorities, the sponsor’s procedures, or the ICH GCP
guidelines;

e Inadequate recruitment of participants by the investigator;,
e Discontinuation of further study intervention development.

If the study 1s prematurely termunated or suspended, the sponsor shall promptly inform the
mvestigators, the ECs/IRBs, the regulatory authorities, and any CRO(s) used in the study of
the reason for termunation or suspension, as specified by the applicable regulatory
requirements. The mvestigator shall promptly inform the participant and should assure
approprnate participant therapy and/or follow-up.

Study termination 1s also provided for in the climical study agreement. If there 1s any conflict
between the contract and this protocol, the contract will control as to termunation rights.

10.1.10. Publication Policy

For multicenter frials, the primary publication will be a joint publication developed by the
mvestigator and Pfizer reporting the primary endpoint(s) of the study covering all study sites.
The mvestigator agrees to refer to the pnmary publication in any subsequent publications.
Pfizer will not provide any financial compensation for the investigator’s participation in the
preparation of the primary congress abstract, poster, presentation, or prnmary manuscript for
the study.

Investigators are free to publish individual center results that they deem to be chinically
meanimgful after publication of the overall results of the study or 12 months after primary
completion date or study completion at all sites, whichever occurs first, subject to the other
requirements described in this section.

The mvestigator will provide Pfizer an opportunity to review any proposed publication or
any other type of disclosure of the study results (collectively, “publication™) before it 1s
submitted or otherwise disclosed and will submut all publications to Pfizer 30 days before
subnussion. If any patent action 1s requared to protect intellectual property rights, the
mvestigator agrees to delay the disclosure for a period not to exceed an additional 60 days
upon request from Pfizer. This allows Pfizer to protect proprietary information and to provide
comments, and the investigator will, on request, remove any previously undisclosed
confidential mformation before disclosure, except for any study-intervention or
Pfizer-related information necessary for the appropnate scientific presentation or
understanding of the study results. For joint publications, should there be disagreement
regarding mterpretation and/or presentation of specific analysis results, resolution of, and
responsibility for, such disagreements will be the collective responsibilify of all authors of
the publication.
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For all publications relating to the study, the investigator and Pfizer will comply with
recogmzed ethical standards concerning publications and authorship, including those
established by the International Commuttee of Medical Journal Editors. The mvestigator will
disclose any relationship with Pfizer and any relevant potential conflicts of interest, including
any financial or personal relationship with Pfizer, in any publications. All authors will have
access to the relevant statistical tables, figures, and reports (in their original format) required
to develop the publication.

10.1.11. Sponsar’s Medically Qualified Individual

The contact information for the sponsor’s MQI for the study 1s documented in the study
contact hist located mn the CTMS.

To facilitate access to their investigator and the sponsor’s MQI for study-related medical
questions or problems from nonstudy healthcare professionals, participants are provided with
an ECC at the time of informed consent. The ECC contains, at a mummum, (a) protocol and
study mtervention identifiers, (b) participant’s study identification number, (c) site
emergency phone number active 24 hours/day, 7 days per week, and (d) Pfizer Call Center
number.

The ECC 1s mtended to augment, not replace, the established communication pathways
between the participant and their investigator and site staff, and between the investigator and
sponsor study team. The ECC 1s only to be used by healtheare professionals not involved in
the research study, as a means of reaching the investigator or site staff related to the care of a
participant. The Pfizer Call Center number 1s tobe used when the mvestigator and site staff
are unavailable. The Pfizer Call Center number 15 not for use by the participant directly; if a
participant calls that number directly, they will be directed back to the investigator site.
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10.2. Appendix 2: Clinical Laboratory Tests

The following safety laboratory tests will be performed at imes defined in the SoA section of
this protocol. Additional laboratory results may be reported on these samples as a result of
the method of analysis or the type of analyzer used by the clinical laboratory, or as denived
from calculated values. These additional tests would not require additional collection of
blood. Unscheduled clinical laboratory measurements may be obtained at any time during the
study to assess any perceived safety 1ssues.

At screening, HbsAg and HbcAb will be tested:
a. If both tests are negative, the participant is eligible for study inclusion;
b. If HbsAg 1s positive, the participant must be excluded from participation in the study;
c. If HbsAg is negative and HbcAb 1s positive, HbsAb reflex testing 1s requured:

1. If HbsAb 1s negative, the participant must be excluded from participation in the
study;

1. If HbsAb is positive, the participant 1s eligible for study inclusion.
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Table 12. Protocol-Required Safety Laboratory Assessments

Hematology Chemistry Urinalysis Other
Hemoglobin BUN and creatinine Local dipstick: COVID-19 testing (may be
Hematocrit CystatinC and eGFRE pH completed locally)

RBC count Glucose (fasting) Glucose (qual) Urine dmig tests
Platelet count Calcium Protein (qual)
WBC count Sodium Blood (qual) At screening-
Total neutrophils (Abs) | Potassium Ketones = FSHP
Eosinophils (Abs) Chlonde Nitrites = Urnine drug screening®
Monocytes (Abs) Total CO, (bicarbonate) | Leukocyte esterase |« Pregnancy test (B-Heg)?
Basophils (Abs) AST ALT = HBsAg, HBcAb, HBsAb
Lymphocytes (Abs) Total bilimibin Laboratory: « Hepatitis C antibody®
Alkaline phosphatase Microscopy and * QuantiFERON-TB
PT/INR/aPTT Albumin . BV
Total protein
For suspected DILI:
AST/ALT
T bili, direct and indirect bili
Total bile acids, GGT
Total protein, albumin
CE
PT. INK
Acetaminophen/paracetamol
or
protein adduct levels
Hepatitis serology (even if
screening negative)

o

Only if UTI is suspected and urine dipstick is positive for nitrites or leukocyte esterase or both.

For confirmation of postmenopausal status only.

The mininmm requirement for drg screening includes cocane, opiates/opioids, benzodiazepines, and
amphetamines.

Local unne testing will be standard for the protocol unless serum testing is required by local regulation
or IRB/EC. Serum or urine B-Heg for female parficipants of childbearing potential

HCVAD positive results will be reflex tested for HCV ENA

Local QuantiFERON or T-SPOT can be completed with sponsor approval if QuantiFERON-TB result is
indeterminate or believed to be a false positive and participant has no clinical signs or symptoms
consistent with TB.

Scr-based eGFR. will be used for standard kidney safety monitoring and Scr-Scys eGFR. for reflex testing
if Scr increase is confirmed after baseline.

The mvestigator must review the laboratory report, document this review, and record any
chinically relevant changes occurnng dunng the study i the AE section of the CRF.

Any remaimng serum/plasma from samples collected for clinical safety laboratory

measurements at baseline and at all times after dose administration may be retained and
stored for the duration of the study. Upon completion of the study, these retained safety
samples may be used for the assessment of exploratory safety biomarkers or unexpected
safety findings. These data will not be mncluded in the CSR. Samples to be used for this
purpose will be shipped to either a Pfizer-approved BBS facility or other designated
laboratory and retamned for up to 1 year following the completion of the study.
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10.3. Appendix 3: Adverse Events: Definitions and Procedures for Recording,
Evaluating, Follow-Up, and Reporting

10.3.1. Definition of AE

AE Definition

An AF 1s any untoward medical occurrence in a patient or chimical study
participant, temporally associated with the use of study intervention, whether or
not considered related to the study mtervention

Note: An AE can therefore be any unfavorable and unintended sign (including an
abnormal laboratory finding), symptom, or disease (new or exacerbated)
temporally associated with the use of study intervention.

Events Meeting the AE Definition

Any abnormal laboratory test results (hematology, clinical chenustry, or
urinalysis) or other safety assessments (eg, ECG, radiological scans, vital sign
measurements), mcluding those that worsen from baseline, considered climically
significant in the medical and scientific judgment of the investigator. Any
abnormal laboratory test results that meet any of the conditions below must be
recorded as an AE:

¢ Is associated with accompanying symptoms;
e Requires additional diagnostic testing or medical/surgical intervention;

e Leads to a change in study dosing (outside of any protocol-specified dose
adjustments) or discontinuation from the study, significant additional
concomitant drug treatment, or other therapy.

Exacerbation of a chronic or intermittent preexisting condition, including an
mcrease i erther frequency and/or intensity of the condition.

New condition detected or diagnosed after study intervention adnuimistration,
even though 1t may have been present before the start of the study.

Signs, symptoms, or the climcal sequelae of a suspected drug-drug interaction.

Signs, symptoms, or the climical sequelae of a suspected overdose of etther study
mtervention or a concomitant medication. Overdose per se will not be reported as
an AE or SAE unless it 1s an intentional overdose taken with possible
suicidal/self-harming intent. Such overdoses should be reported regardless of

sequelae.
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Events NOT Meeting the AE Definition

e Any climcally significant abnormal laboratory findings or other abnormal safety
assessments that are associated with the underlying disease, unless judged by the
mvestigator fo be more severe than expected for the participant’s condition.

e The disease/disorder being studied or expected progression, signs, or symptoms
of the disease/disorder being studied, unless more severe than expected for the
participant’s condition.

e Medical or surgical procedure (eg, endoscopy, appendectomy): the condition that
leads to the procedure 1s the AE.

e Situations m which an untoward medical occurrence did not occur (social and/or
convenience admission to a hospital).

e Anticipated day-to-day fluctuations of preexisting disease(s) or condition(s)
present or detected at the start of the study that do not worsen.

10.3.2. Definition of an SAE

An SAE is defined as any untoward medical occurrence that, at any dose, meets one
or more of the criteria listed below:

b. Results in death

C.

Is life-threatening

The term “hfe-threatening” in the defimtion of “serious™ refers to an event mn which
the participant was at risk of death at the time of the event. It does not refer to an
event that hypothetically might have caused death 1f 1t were more severe.

Requires inpatient hospitalization or prolongation of existing hospitalization

In general, hospitalization signifies that the participant has been adnutted (usually
mvolving at least an overmight stay) at the hospital or emergency ward for
observation and/or treatment that would not have been appropriate 1n the physician’s
office or outpatient setting. Complications that occur during hospitalization are Aes.
If a complication prolongs hospitalization or fulfills any other serious critenia, the
event 1s serious. When in doubt as to whether “hospitalization™ occurred or was
necessary, the AE should be considered serious.

Hospitahzation for elective treatment of a preexisting condition that did not worsen
from baseline 1s not considered an AE.
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€.

Results in persistent or significant disability/incapacity

e The term disability means a substantial disruption of a person’s ability to conduct
normal life functions.

e This defimition is not intended to mclude expeniences of relatively nunor medical
significance, such as uncomplicated headache, nausea, vonuting, diarrhea,
mfluenza, and accidental trauma (eg, sprained ankle), that may interfere with or
prevent everyday life functions but do not constitute a substantial disruption.

Is a congenital anomaly/birth defect

Is a suspected transmission via a Pfizer product of an infectious agent,
pathogenic or non-pathogenic

The event may be suspected from clinical symptoms or laboratory findings
mndicating an infection in a participant exposed to a Pfizer product. The terms
“suspected transmission” and “transmission™ are considered synonymous. These
cases are considered unexpected and handled as serious expedited cases by
pharmacovigilance personnel Such cases are also considered for reporting as
product defects, if appropniate.

Other situations:

e Medical or scientific judgment should be exercised by the mmvestigator in deciding
whether SAE reporting 1s appropriate in other sifuations, such as significant
medical events that may jeopardize the participant or may require medical or
surgical intervention to prevent one of the other outcomes listed in the above
defimtion. These events should usually be considered serious.

e Examples of such events include invasive or malignant cancers, intensive
treatment 1 an emergency room or at home for allergic bronchospasm, blood
dyscrasias or convulsions that do not result in hospitalization, or development of

drug dependency or drug abuse.

10.3.3. Recording/Reporting and Follow-Up of Aes and/or SAEs During the Active
Collection Period

AE and SAE Recording/Reporting

The table below summarizes the requirements for recording AEs on the CRF and for
reporting SAEs on the CT SAE Report Form to Pfizer Safety throughout the active
collection period. These requirements are delineated for 3 types of events: (1) SAEs: (2)
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nonserious Aes; and (3) exposure to the study intervention under study during pregnancy
or breastfeeding, and occupational exposure.

It should be noted that the CT SAE Report Form for reporting of SAE information 1s not
the same as the AE page of the CRF. When the same data are collected, the forms must
be completed in a consistent manner. Aes should be recorded using concise medical
ternunology and the same AFE term should be used on both the CRF and the CT SAE
Report Form for reporting of SAE mformation.

Safety Event Recorded on the CRF Reported on the CT SAE
Report Form to Pfizer
Safety Within 24 Hours
of Awareness
SAE All All
Nonserious AE All None
Exposure to the study All Aes/SAEs associated All mstances of EDP are
intervention under study | with EDP or EDB 1"EPOTt_E‘d (whethei-r or not
during pregnancy or there 1s an associated
ding SAE)*
breessifee Note: Instances of EDP or All _) i
EDB not associated with an mt&ﬂceﬁ'e'zh B;E
AE or SAE are not captured | oPorted (whether or 1
in the CRF there 1s an associated
SAE)**
Environmental or None. Exposure to a study The e (whet];er or
occupational exposure non-participant is not not there 1s an associated
to the product under collected on the CRF AE or SAE) must be
study to a reported***
nonparticipant (not
mvolving EDP or EDB)

Form.

EDP (with or without an associated AF or SAFE): any pregnancy information is reported to
Pfizer Safety using the CT SAE Report Form and EDP Supplemental Form; if the EDP is
associated with an SAF_ then the SAF is reported to Pfizer Safety using the CT SAE Report

** EDB is reported to Pfizer Safety using the CT SAE Report Form, which would also include
details of any SAF that might be associated with the EDB.

*#** Environmental or occupational exposure: Aes or SAFs associated with occupational exposure
are reported to Pfizer Safety using the CT SAE Report Form.

e When an AE or SAE occurs, it 15 the responsibility of the investigator to review
all documentation (eg, hospital progress notes, laboratory reports, and diagnostic
reports) related to the event.

e The mvestigator will then record all relevant AE or SAE information in the CRF.
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e Tt 1is not acceptable for the mvestigator to send photocopies of the participant’s
medical records to Pfizer Safety in lieu of completion of the CT SAE Report
Form/AE or SAE CRF page.

e There may be mstances when copies of medical records for certain cases are
requested by Pfizer Safety. In this case, all participant identifiers, with the
exception of the participant number, will be redacted on the copies of the medical
records before submussion to Pfizer Safety.

e The mvestigator will attempt to establish a diagnosis of the event based on signs,
symptoms, and/or other clinical information. Whenever possible, the diagnosis
(not the mndividual signs/symptoms) will be documented as the AE or SAE.

Assessment of Intensity

The mvestigator will make an assessment of intensity for each AE and SAE reported
during the study and assign 1t to 1 of the following categones:

e Mild: A type of AE that 1s usually transient and may requure only mimimal
treatment or therapeutic intervention. The event does not generally interfere with
usual ADL.

¢ Moderate: A type of AE that 1s usually alleviated with additional specific
therapeutic intervention. The event interferes with usual ADL, causing
discomfort, but poses no significant or permanent risk of harm to the research
participant.

e Severe: A type of AE that mterrupts usual ADL, or sigmificantly affects clinical
status, or may require intensive therapeutic intervention

An event 1s defined as “serious” when 1t meets at least 1 of the predefined outcomes as
described n the definition of an SAE, NOT when it 1s rated as severe.

Assessment of Causality

e The mvestigator 1s obligated to assess the relationship between study mtervention
and each occurrence of each AE or SAE. The investigator will use clinical
judgment to determune the relationship.

e A “reasonable possibility” of a relationship conveys that there are facts,

evidence, and/or arguments to suggest a causal relationship, rather than a
relationship cannot be ruled out.
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Alternative causes, such as underlying disease(s), conconutant therapy, and other
risk factors, as well as the temporal relationship of the event to study mtervention
adnunistration, will be considered and investigated.

The mvestigator will also consult the IB and/or product information, for
marketed products, in their assessment.

For each AE or SAE, the mvestigator must document in the medical notes that
they have reviewed the AE or SAE and have provided an assessment of causality.

There may be situations in which an SAE has occurred and the mvestigator has
minimal information to include in the initial report to the sponsor. However, it is
very important that the investigator always make an assessment of causality
for every event before the initial transmission of the SAE data to the
sponsor.

The mvestigator may change theiropimion of causality m light of follow-up
mformation and send an SAE follow-up report with the updated causality
assessment.

The causality assessment 1s one of the criteria used when determming regulatory
reporting requirements.

If the mvestigator does not know whether or not the study intervention caused the
event, then the event will be handled as “related to study intervention” for
reporting purposes, as defined by the sponsor. In addition, if the investigator
determines that an SAFE 1s associated with study procedures, the investigator
must record this causal relationship mn the source documents and CRF, and report
such an assessment in the dedicated section of the CT SAE Report Form and in
accordance with the SAFE reporting requirements.

Follow-Up of AEs and SAEs

The mvestigator 1s obligated to perform or arrange for the conduct of
supplemental measurements and/or evaluations, as medically indicated or as
requested by the sponsor, to elucidate the nature and/or causality of the AE or
SAE as fully as possible. This may include additional laboratory tests or
mnvestigations, lustopathological examinations, or consultation with other
healthcare providers.

If a participant dies during participation in the study or during a recogmzed
follow-up period, the investigator will provide Pfizer Safety with a copy of any
postmortem findings, mcluding histopathology.
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New or updated information will be recorded in the originally submutted
documents.

The mvestigator will submit any updated SAE data to the sponsor within 24
hours of receipt of the information.

10.3.4. Reporting of SAEs

SAFE Reporting to Pfizer Safety via an Electronic DCT

The primary mechanism for reporting an SAE to Pfizer Safety will be the
electronic DCT.

If the electronic system 1s unavailable, then the site will use the paper SAE DCT
(see next section) to report the event within 24 hours.

The site will enter the SAE data mto the electronmic DCT (eg, eSAE or PSSA) or
paper form (as applicable) as soon as the data become available.

After the study 1s completed at a given site, the electronic DCT will be taken
off-line to prevent the entry of new data or changes to existing data.

If a site recerves a report of a new SAE from a study participant or receives
updated data on a previously reported SAE after the electronic DCT has been
taken off-line, then the site can report this information on a paper SAE form (see
next section) or to Pfizer Safety by telephone.

SAE Reporting to Pfizer Safety via the CT SAE Report Form

Facsimmile transmission of the CT SAE Report Form 1s the preferred method to
transmit this information to Pfizer Safety.

In circumstances when the facsimile 15 not working, an alternative method should
be used, eg, secured (Transport Layer Securnty) or password-protected email If
none of these methods can be used, notification by telephone 1s acceptable with a
copy of the CT SAE Report Form sent by overnight mail or courier service.

Initial notification via telephone does not replace the need for the investigator to
complete and sign the CT SAE Report Form pages within the designated
reporting fime frames.
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10.4. Appendix 4: Contraceptive and Barrier Guidance
10.4.1. Male Participant Reproductive Inclusion Criteria

No contraception methods are required for male participants in this study, as the calculated
safety margin 1s =10,000-fold between the estimated maternal exposure due to seminal
transfer and the NOAEL for serious mamfestations of developmental toxicity in nonclinical
studies.

10.4.2. Female Participant Reproductive Inclusion Criteria

The criteria below are part of Inclusion Criterion 1 (Age and Sex; Section 5.1) and specify
the reproductive requurements for including female participants. Refer to Section 10.4 4 for a
complete list of contraceptive methods permitted mn the study.

A female participant 1s eligible to participate if she 1s not pregnant or breastfeeding and at
least 1 of the following conditions applies:

* Isnota WOCRBP (see definition in Section 10.4.3).
OR

e Is a WOCBP and agrees to use a highly effective contraceptive method (failure rate of
<1% per year) during the intervention period and for at least 5 terminal half-lives
after the last dose of study mntervention, which corresponds to the time needed to
eliminate any reproductive safety risk of the study mtervention(s). If a highly
effective, user-dependent method 1s chosen, she aprees to concurrently use an
effective barrier method of contraception. The investigator should evaluate the
effectiveness of the contraceptive method in relationship to the first dose of study
intervention.

The mvestipator 1s responsible for review of medical history, menstrual history, and recent
sexual activity to decrease the nisk for inclusion of a woman with an early undetected

pregnancy.
10.4.3. Woman of Childbearing Potential

A woman 15 considered fertile following menarche and until becoming postmenopausal
unless permanently sterile (see below).

If fertihity 1s unclear (eg, amenorrhea in adolescents or athletes) and a menstrual cycle cannot
be confirmed before the first dose of study mtervention, additional evaluation should be
considered.

Women 1n the following categories are not considered WOCBP:
1. Premenopausal female with 1 of the following:

¢ Documented hysterectomy;
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¢ Documented bilateral salpingectomy,
e Documented bilateral oophorectomy.

For mndividuals with permanent infertility due to a medical cause other than the above
(eg, mullerian agenesis, androgen insensitivity), investigator discretion should be applied
to determuning study entry.

Note: Documentation for any of the above categories can come from the site personnel’s
review of the participant’s medical records, medical examination, or medical history
mterview. The method of documentation should be recorded in the participant’s medical
record for the study.

2. Postmenopausal female.

e A postmenopausal state 1s defined as no menses for 12 months without an
alternative medical cause. In addition:

A high FSH level in the postmenopausal range must be used to confirm a
postmenopausal state in women under 60 years old and not using hormonal
contraception or HRT.

A female on HRT and whose menopausal status 1s in doubt will be required to use
one of the highly effective nonestrogen hormonal contraception methods if
she wishes to continue her HRT dunng the study. Otherwise, she must
discontinue HRT to allow confirmation of postmenopausal status before study
enrollment.

10.4.4. Contraception Methods

Contraceptive use by men or women should be consistent with local availability/regulations
regarding the use of contraceptive methods for those participating i chinical trials.

The following contraceptive methods are appropnate for this study:

Highly Effective Methods That Have Low User Dependency

1. Implantable progestogen-only hormone contraception associated with inhibition of
ovulation.

2. Intrauterine device.
3. Intrauterine hormone-releasing system.

4 Bilateral tubal occlusion
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5. Vasectomized partner:

Vasectonuzed partner 1s a highly effective contraceptive method provided that the
partner 1s the sole sexual partner of the WOCBP and the absence of sperm has
been confirmed. If not, an additional highly effective method of contraception
should be used. The spermatogenesis cycle 1s approximately 90 days.

Hi Effective Methods That Are User dent

6. Combined (estrogen- and progestogen-containing) hormonal contraception associated
with inhibition of ovulation:

Oral + barmier*
Intravaginal + barrier*

Transdermal + barrier*

7. Progestogen-only hormone contraception associated with inhibition of ovulation:

Oral + barner#*

Injectable + barrier*

8. Sexual Abshnence

Sexual abstinence 1s considered a highly effective method only if defined as
refraiming from heterosexual intercourse during the entire period of risk associated
with the study intervention. The reliability of sexual abstinence needs to be
evaluated in relation to the duration of the study and the preferred and usual
lifestyle of the participant

* Acceptable barrier methods to be used concomutantly with options 6 or 7 for the study
include any of the following:

Male or female condom, with or without spermicide;
Cervical cap, diaphragm or sponge with spermicide;

A combination of male condom with either cervical cap, diaphragm or sponge
with spermucide (double-barrier methods).
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10.5. Appendix 5: Genetics
Use/Analysis of DNA

Genetic variation may impact a participant’s response fo study mtervention,
susceptibility to, and severity and progression of disease. Therefore, where local
regulations and IRBs/ECs allow, a blood sample will be collected for DNA analysis.

The scope of the genetic research may be narrow (eg, 1 or more candidate genes) or
broad (eg, the entire genome), as appropnate to the scientific question under
mvestigation.

The samples may be analyzed as part of a multistudy assessment of genetic factors
mvolved in the response to PF-07261271 or study interventions of this class to
understand treatments for the disease(s) under study or the disease(s) themselves.

The results of genetic analyses may be reported in the CSR or 1n a separate study
summary, or may be used for internal decision making without bemng included in a

study report.

The sponsor will store the DNA samples in a secure storage space with adequate
measures to protect confidentiality.

The samples will be retamed as indicated:

e Retamed samples will be stored indefinitely or for another period as per local
requirements.

e Participants may withdraw their consent for the storage and/or use of their
Retained Research Samples at any time by making a request to the investigator; in
this case, any remaining material will be destroyed. Data already generated from
the samples will be retained to protect the mnteprnity of exasting analyses.

e Samples for genetic research will be labeled with a code. The key between the
code and the participant’s personally identifying information (eg, name, address)
will be held securely at the study site.
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10.6. Appendix 6: Liver Safety: Suggested Actions and Follow-Up Assessments
Potential Cases of Drug-Induced Liver Injury

Humans exposed to a drug who show no sign of liver injury (as determined by elevations in
transanunases) are termed “tolerators,” while those who show transient liver injury but adapt
are termed “adaptors.” In some participants, transaminase elevations are a harbinger of a
more serious potential outcome. These participants fail to adapt and therefore are
“susceptible” to progressive and serious liver injury, commonly referred to as DILL
Participants who experience a fransaminase elevation above 3 x ULN should be monitored
more frequently to determune 1f they are “adaptors™ or are “susceptible ™

In the majority of DILI cases, elevations in AST and/or ALT precede T bili elevations

(>2 x ULN) by several days or weeks. The mcrease in T bili typically occurs while
AST/ALT 1s/are still elevated above 3 x ULN (1e, AST/ALT and T bih values will be
elevated within the same laboratory sample). In rare instances, by the tume T bili elevations
are detected, AST/ALT values might have decreased. This occurrence 1s still regarded as a
potential DILI. Therefore, abnormal elevations in erther AST OR ALT in addition to T bili
that meet the critenna outlined below are considered potential DILI (assessed per Hy's law
critenia) cases and should always be considered important medical events, even before all
other possible causes of liver injury have been excluded.

The threshold of laboratory abnormahities for a potential DILI case depends on the
participant’s individual baseline values and underlying conditions. Participants who present
with the following laboratory abnormalities should be evaluated further as potential DITI
(Hy’s law) cases to defimtively determune the etiology of the abnormal laboratory values:

e Participants with AST/ALT and T bili baseline values within the normal range who
subsequently present with AST OR ALT wvalues =3 x ULN AND a T bih value >2 = ULN
with no evidence of hemolysis and an alkaline phosphatase value <2 x ULN or not
available.

e For participants with baseline AST OR ALT OR T bili values above the ULN, the
following threshold values are used in the definition mentioned above, as needed,
depending on which values are above the ULN at baseline:

e Preexisting AST or ALT baseline values above the normal range: AST or ALT
values =2 times the baseline values AND =3 x ULN; or =8 x ULN (whichever 1s
smaller).

e Preexisting values of T bili above the normal range: T bili level increased from
baseline value by an amount of =1 x ULN or if the value reaches =3 x ULN
(whichever 1s smaller).

Rises mn AST/ALT and T bili separated by more than a few weeks should be assessed
mndividually based on clinical judgment; any case where uncertainty remams as to whether it
represents a potential Hy's law case should be reviewed with the sponsor.
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The participant should return to the investipator site and be evaluated as soon as possible,
preferably within 48 hours from awareness of the abnormal results. This evaluation should
mnclude laboratory tests, detailed history, and physical assessment.

In addition to repeating measurements of AST and ALT and T bili for suspected Hy’s law
cases, additional laboratory tests should include albumuin, CK, direct and indirect bilirubin,
GGT, PT/INR, total bile acids, and alkaline phosphatase. Consideration should also be given
to drawing a separate tube of clotted blood and an anticoagulated tube of blood for further
testing, as needed, for further contemporaneous analyses at the time of the recognized 1nitial
abnormalities to determine etiology. A detailed history, including relevant information, such
as review of ethanol, acetammophen/paracetamol (either by itself or as a coformulated
product in prescription or over-the-counter medications), recreational drug, or supplement
(herbal) use and consumption, fanuly history, sexual history, fravel history, history of contact
with a jaundiced person, surgery, blood transfusion, history of liver or allergic disease, and
potential occupational exposure to chemicals, should be collected. Further testing for acute
hepatitis A, B, C, D, and E infection, liver imaging (eg, biliary tract), and collection of serum
samples for acetaminophen/paracetamol drug and/or protein adduct levels may be warranted.

All cases demonstrated on repeat testing as meeting the laboratory criteria of AST/ALT and
T bili elevation defined above should be considered potential DILI (Hy's law) cases if no
other reason for the LFT abnormalities has yet been found. Such potential DILI (Hy’s law)
cases are to be reported as SAEs, irrespective of availability of all the results of the
investigations performed to determine etiology of the LFT abnormalities.

A potential DILI (Hy's law) case becomes a confirmed case only after all results of
reasonable investigations have been recerved and have excluded an alternative etiology.

PFIZER CONFIDENTIAL
CT02-GSOP Clinical Pharmacology Protocol Template (01 April 2022)
Page 111



090177e19eefb 1bO\Approved\Approved On: 19-Oct-2023 15:37 (GMT)

PF-07261271
Protocol C4631001
Final Protocol Amendment 2. 18 October 2023

10.7. Appendix 7: Kidney Safety: Monitoring Guidelines

10.7.1. Laboratory Assessment of Change in Kidney Function and Detection of Kidney
Injury

Standard kadney safety monitoring requires assessment of baseline and postbaseline serum
creatimine (Scr measurement to estimate glomerular filtration rate [Scr-based eGFR] or
creatinine clearance [eCrCl]). Baseline and postbaseline serum Scys makes 1t feasible to
distinguish AKT from other causes of Scr increase. If Scr increase 1s confirmed after baseline,
then reflex measurement of Scys 1s indicated to estimate the combined Ser-Scys eGFR
calculation (for adults only).

Repardless of whether kidney function monitoring tests are required as a routine safety
monitoring procedure in the study, if the investigator or sponsor deems 1t necessary to further
assess kidney safety and quantify kidney function, then these test results should be managed
and followed per standard of care.

10.7.2. Age-Specific Kidney Function Calculation Recommendations
10.7.2.1. Adults (18 Years and Above)—2021 CKD-EPI Equations®®

2021 CKD- Ser Scys Recommended eGFE Equation
EPI {mg/dL) fmg/L)
Scr Only
Female if 0.7 NA eGFR = 143 = (Scr/. 703 = () 9938
Female if = 0.7 MNA elGFR = 143 = (Ser/0. 712 = () 99354
Male if =09 NA eGFR = 142 = (Ser/0.9) 0302 = (D 9938)4=
Male if =09 NA eGFR = 142 = (Scr/0.9y12% = () 9938
2021 CED- Ser Secys Recommended eGTR Equation
EPI {mg/dL) mg/L)
Ser-Scys
Combined
Female if 0.7 if=08 eGFR = 130 = (Scr/0.7) 9212 = (Sws.-'ﬂ.ﬂ}"’-ﬂj = ([.9961 )=
Female if 0.7 if=028 eGFR = 130 = (Ser/0.70% 219 = (Seys/0.8YLTE = (0.9961)%
Female if = 0.7 if=08 eGFR = 130 = (Scr/).7) %3 = {M.B}"’-“} = {(.9961 1=
Female if = 0.7 if = 0.8 eGFR = 130 = (Scr/0.7) % = (Scys/0.BV%TE = (0.9951 )=
Male if==09 if=08 eGFR = 135 = (Scr/0.9) %1% = (Sws."ﬂ.ﬂ}'“-ﬂj = ([.9961 =
Male if=09 if =038 eGFR = 135 = (Scr/0.9) %1% = (Scys/0.8Y% 78 = (0.996] )4
Male if =09 if=08 eGFR = 135 = (Ser/0.9) ™™ = (Scys/0.8)%2 = (099612
Male if=029 if =08 eGFR = 135  (Ser/0.9)%** = (Scys/0.8y%7 = (0.9961 )%=

10.7.3. Adverse Event Grading for Kidney Safety Laboratory Abnormalities

AFE grading for decline in kidney function (1e, eGFR or eCrCl) will be according to KDIGO
crifenia.
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10.8. Appendix 8: ECG Findings of Potential Clinical Concern

ECG Findings That Mav Qualify as AEs

Marked sinus bradycardia (rate <40 bpm) lasting minutes.
New PR interval prolongation >280 ms.
New prolongation of QTcF to >480 ms (absolute) or by =60 ms from baseline.

New-onset atrial flutter or fibrillation, with controlled ventricular response rate: 1e,
rate <120 bpm_

New-onset type I second-degree (Wenckebach) AV block of =30 seconds’
duration.

Frequent PVCs, triplets, or short intervals (<30 seconds) of consecutive
ventricular complexes.

ECG Findings That May Qualify as SAEs

QTcF prolongation >500 ms.

New ST-T changes suggestive of myocardial 1schenma
New-onset LBBB (QRS complex>120 ms).

New-onset right bundle branch block (QRS complex>120 ms).
Symptomatic bradycardia.

Asystole:

e Inawake, symptom-free participants m sinus thythm with documented
periods of asystole =3 0 seconds or any escape rate <40 bpm, or with an
escape thythm that i1s below the AV node.

e Inawake, symptom-free participants with atnial fibnillation and bradycardia
with 1 or more pauses of at least 5 seconds or longer.

e Atnal flutter or fibrillation, with rapid ventricular response rate: rapid = rate
>120 bpm.

Sustained supraventricular tachycardia (rate >120 bpm) (“sustained” = short
duration with relevant symptoms or lasting >1 minute).

Ventricular thythms =30 seconds’ duration, including idioventricular rthythm (HR
<40 bpm), accelerated idioventricular rhythm (HR >40 bpm to <100 bpm), and
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monomorphic/polymorphic ventricular tachyeardia (HR >100 bpm [such as
torsades de pomntes]).

* Type II second-degree (Mobitz IT) AV block.

e Complete (third-degree) heart block

ECG Findings That Qualify as SAEs

* Change in pattern suggestive of new myocardial infarction
* Sustained ventricular tachyarrhythmmas (>30 seconds’ duration).
e Second- or third-degree AV block requiring pacemaker placement.

e Agsystolic pauses requiring pacemaker placement.

s Ventricular fibrillation/flutter.

e At the discretion of the mvestigator, any arrhythnua classified as an adverse
experience.

e Atnal flutter or fibrillation with rapid ventricular response requining cardioversion.

The emumerated list of major events of potenfial clinical concern are recommended as “alerts™ or
notifications from the core ECG laboratory to the investigator and Pfizer study team and not to be
considered as all-inclusive of what to be reported as AEs/SAFs.
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10.9. Appendix 9: Clinical Criteria for Diagnosing Anaphylaxis Guidance®’

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 imvolvement of the skin,
mucosal tissue, or both (eg, generalized hives, pruritus or flushing, swollen

lipstongue-uvula):
AND AT LEAST ONE OF THE FOLLOWING

a. Respiratory compromise (eg, dyspnea, wheeze-bronchospasm, stridor, reduced
PEF, hypoxemia).

b. Reduced BP or associated symptoms of end-organ dysfunction (eg, hypotoma
[collapse], syncope, incontinence).

2. Two or more of the following that occur rapidly after exposure to a likely allergen for
that patient (minutes to several hours):

a. Involvement of the skin-mucosal tissue (eg, generalized lhives, itch-flush,
swollen lips-tongue-uvula).

b. Respiratory compromise (eg, dyspnea, wheeze-bronchospasm, stridor, reduced
PEF, hypoxemma).

c. Reduced BP or associated symptoms (eg, hypotoma [collapse], syncope,
mcontinence).

d. Persistent gastromtestinal symptoms (eg, crampy abdominal pain, vomiting).

3. Reduced BP after exposure to known allergen for that patient (nunutes to several
hours):

a. Infants and children: low systolic BP (age specific) or greater than 30%
decrease in systolic BP*.

b. Adults: systolic BP of less than 90 mm Hg or greater than 30% decrease from
that person’s basehne_

*Low systolic blood pressure for children 1s defined as less than 70 mm Hg from 1 month
to 1 year, less than (70 mm Hg + [2 x age]) from 1 to 10 years, and less than 90 mm Hg
from 11 to 17 years.
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10.10. Appendix 10: Abbreviations
The following 1s a list of abbreviations that may be used in the protocol.

AUCqr

AUC,

Abbreviation Term

Abs absolute

ADA anti-drug antibodies

ADL activity/activities of daily living

AE adverse event

ALT alamine anunotransferase

aPTT activated partial thromboplastin time
AST aspartate aminotransferase

AUC area under the concentration-time curve

area under the serum concentration-time curve from time 0
extrapolated to infimite time

area under the concentration-time curve from time 0 to the time

of the last tifiable concentration

AUC., area under the concentration-time curve at steady state over the
0o | j au=672 hours for Q4W dosing.

AUMC;.¢ the area under the first moment curve from time 0 to infimty

AV atrioventricular

AxMP auxiliary medicinal product

f-Heg f-human choronic gonadotropin

BBS Biospecimen Banking System

BMI body mass index

BP blood pressure

bpm beats per minute

BUN blood urea mitrogen

C 1i mmilement caﬁeut 1q

CBD cannabidiol

CD Crohn’s Disease

CFR. Code of Federal Regulations

CIOMS Council for International Orgamizations of Medical Sciences

CK creatine kinase

[

chronic kidney disease epidemiolo
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Abbreviation Term

CL/F apparent clearance of drug from serum

Crat the last quantifiable concentration

Cra* the predicted serum concentration at the last quantifiable time
pomt estimated from the log-linear regression analysis

| - maxinnim observed concentration

COs carbon dioxide

COVID-19 coronavirus disease 2019

CRF case report form

CRO contract research organization

CRP C-reactive protemn

CRU clinical research unit

CSR Chnical Study Report

CT clinical trial

CTCAE Common Terminology Criteria for Adverse Events

CTIS Clinical Trial Information System

r

Clinical Trial Management System

CYP cytochrome P450

DcR3 decoy receptor 3

DCT data collection tool

DILI -induced hiver inj

EBV Epstein Barr virus

EC ethics commuiftee

ECC emergency confact card

ECG electrocardiogram

eCrCl creatinine clearance

eCRF electronic case report form

EDB exposure during breastfeeding
E-DMC External Data Monitoring Commuttee
EDP exposure during pregnancy

eGFR estimated glomerular filtration rate
Eol end of infusion

eSAE electronic serious adverse event

EU European Union

EudraCT European Union Drug Repulating Authorities Clincal Trials

uropean Chinical Trials Database)

Fe fragment of the immunoglobulin that 1s encoded by constant (c)
genes
FeyR Fc gamma receptor
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Abbreviation Term
FIH first-in-human
FSH follicle-stimulating hormone
GCP Good Clinical Practice
GGT gamma-glutamyl transferase
GLP Good Laboratory Practice
HBcAb hepatitis B core antibody
HBsAb hepatitis B surface antibody
HBsAg hepatitis B surface antigen
HCV hepatitis C virus
HCVAb hepatitis C antibody
HIV human immunodeficiency virus
HP healthy participant(s)
HR heart rate
HRT hormione replacement therapy
B Investigator’s Brochure
IBD Inflammatory Bowel Disease
:-Han .% or 80% inhibitive concentration
ICD mformed consent document
ICH International Council for Harmonisation of Technical
Requirements for Pharmaceuticals for Human Use
D 1dentification
IeGl Immmnoglobulin G1
IL mterleukin
IMP mvestigational medicinal product
IND Investigational New Drug
INF-y interferon gamma
INR mternational normalized ratio
P mvestigational product
TPAL Investigational Product Accountability Log
IPM mnvestigational product manual
IRB Institutional Review Board
v ntravenous(ly)
ka first-order ahSﬁﬁﬂﬂ rate constant
| K first-order elimination rate constant
KDIGO Kidney Disease Improving Global Outcomes
LBBB left bundle branch block
LFT liver function fest
LLOQ lower hmit of quantification
mAb monoclonal antibody
MABEL mimmum anticipated biological effect level
MD/md multiple doses
MQI medically qualified individual
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Abbreviation Term

MRT mean residence time

NA not apphicable

NAD neutra]jzini antibodies

NIMP non-investigational medicinal product

NOAEL no observed adverse effect level

OTC over-the-counter

PD pharmacodynamic(s)

PEF peak expiratory flow

PE pharmacokinetic(s)

PR pulse rate

PSSA Pfizer's Serious Adverse Event Submission Assistant

PT iﬂthrmnbin fime

Q inter-compartmental clearance

Q2W every 2 weeks

Q4w every 4 weeks

QTc corrected QT interval

QTcF QTc corrected using Fridericia’s formula

qual qualitative

RBC red blood cell

RNA ribonucleic acid

S1PR Sphingosine-1-phosphate receptor

SAD single ascending dose

SAE serious adverse event

SAP Stafistical Analysis Plan

SARS CoV-2 severe acute respiratory syndrome coronavirus 2

sSC subcutaneous(ly)

Scr serum creatinine

Scys serum cystatin C

SD standard deviation

SM safety margin(s)

SoA schedule of activities

SOP standard operati edure

SRSD single reference safety document

STAT3/STAT4 signal transducer and activator of transcription 3/4

sTL1A soluble TL1A

SUSAR Suspected Unexpected Serious Adverse Reaction

T bilh total bilirubin

ti termminal phase half-life

TB tuberculosis

TEAE treatment-emergent adverse event
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Abbreviation Term

Th1/Th17 type 1/17 helper T cells

THC tetrahydrocannabinol

TE toxicokinetic(s)

TL1A tumor necrosis factor-like cytokine 1A

g . time to reach Crmax

TNF tumor necrosis factor

UC ulcerative colitis

ULN upper hmit of normal

us United States

UTI urinary tract infection

Ve central volume of distribution

Vi peripheral volume of distribution

Vs steady-state volume of distribution

V= volume of distribution for extravascular dosing
V:/F apparent volume of distribution for extravascular dosing
WBC white blood cell

WOCBP woman/women of childbearing potential
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10.11. Appendix 11: Protocol Amendment History
Amendment 1 (02 March 2023)

Overall Rationale for the Amendment: The protocol was amended to add single ehigibility
criterion for optional Japanese cohort and to clarify aspects of the protocol.

Section # and Description of Brief Rationale Substantial or
Name Change Nonsubstantial
Section 1.1 Added mnclusion To clanfy eligibility | Substantial
Synopsis; Inclusion | cniteria for optional | critena for optional
Cnteria Japanese cohort. Japanese cohort.
Section 5.1.
Inclusion Criteria
Section 1.1 Replaced “ This 15 To be consistent Nonsubstantial
Synopsis; Overall an FIH within- with the protocol
Design cohort randomized, | title.

participant- and
Section 4.1. Overall | investigator-blind,
Design sponsor-open,

placebo-controlled

study._.” with “This

1s an FIH

randomized, double-

blind, sponsor-open,

placebo-controlled

study_ ...
Section 1.3, SoA, Added “at all time To clanfy ECG Nonsubstantial
Tables 1, 3, and 4 points” to emphasize | requirements.

that all ECGs will be
Section 8.3 3. done 1n triplicate
Electrocardiograms | during clinical

confinement.
Section 1.3, SoA, Added “Post-dose To clanfy PK MNonsubstantial
Tables 1, 3, and 4 collection time sampling time

points are calculated | ponts.

from start of

infusion time (See

Section 8.5 for

additional details on

PK sampling)”.
Section 1.3, SoA, Updated early Admmnistrative error. | Nonsubstantial
Table 2 discontinuation

window to “through

Day 451”.
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Section # and Description of Brief Rationale Substantial or
Name Change Nonsubstantial
Section 1.3, SoA, Included option to To provide Nonsubstantial
Table 3 collect Prep D1 flexability and more
sample at Day -1 for | time for all required
the multiple dose sample collection on
cohorts 5 and 6. Day 1.
Section 1.3, SoA, 1 To be consistent Nonsubstantial
Table 3 with sample
collection time
points for single
collection for the ascending dose
multiple dose cohorts.
cohorts 5 and 6.
Section 1.3, SoA, Updated early Admimistrative error. | Nonsubstantial
Table 5 discontinuation
window to ‘through
Day 471°.
Section 1.3, SoA, Replaced “Vital To clanfy that Nonsubstantial
Table 5 signs’ with ‘Blood | temperature will not
pressure and pulse be collected during
rate”. Removed the follow-up
bullet point under period.
‘Notes’ section.
Section 6.1.1. Added additional To provide Nonsubstantial
Admmistration instructions for SC | additional
adounistration. mstructions when
multiple SC
mjections are
required per dose.
Section 6.1.1. Deleted “manual’ Admumstrative error. | Nonsubstantial
Admmstration that was
madvertently
repeated.
Section 8.3.3. Deleted reference to | ECGs are not Nonsubstantial
Electrocardiograms | Day -1 time point. required at Day -1.
Section 9.3.1.1.
Electrocardiogram
Analyses
Section 8.5. Rephrased To clanfy Nonsubstantial
Pharmacokinetics mstructions on PK | pharmacokinetics
collection time sampling time
points. points.
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Section # and Description of Brief Rationale Substantial or
Name Change Nonsubstantial
Section 8.7 4. Deleted paragraph To be m alignment | Nonsubstantial
Retained Research | referencing the with the current
Samples optional component | consent document

of sampling (ICD version date:

banking_ 13 September 2022).

Sample banking 1s
not optional

Section 10.2, Added local To provide Nonsubstantial
Appendix 2, Table QuantiFERON as an | flexibility on testing
12 option for repeat TB | options.

testing
Section 102, Added footnote to To clanfy eGFR Nonsubstantial
Appendix 2, Table clanify that Scr- calculations used in
12 based eGFR will be | this protocol.

used for standard

kidney safety

monitoring and Secr-

Scys eGFR will be

used for reflex

testing only.
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