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1. PROTOCOL SUMMARY
1.1. Synopsis

Protocol Title: A Phase 1, Open-Label, Randomized, Single Dose, 2 Sequence, 3 Period
Crossover Study to Evaluate the Effect of a Low-fat and High-fat Meal on the Relative
Bioavailability of PF-07284890 in Healthy Adult Participants

Brief Title: A Phase 1 Study to Evaluate the Effect of a Low-Fat and High-Fat Meal on the
Relative Bioavailability of PF-07284890 in Healthy Adult Participants

Regulatory Agency Identification Number(s):

US IND Number: CC ]

EudraCT Number: N/A

ClinicalTrials.gov ID: N/A

Pediatric Investigational Plan Number: N/A

Protocol Number: C4471002

Phase: 1
Rationale:

The purpose of the study is to evaluate the effect of a low-fat and high-fat meal on the
relative bioavailability of PF-07284890 following single dose oral administration of
PF-07284890 using 2 of the 100 mg PF-07284890 tablets currently used in the first-in-patient
study C4471001 (200 mg per single dose).

Objectives and Endpoints:

Objectives Endpoints

Primary: Primary:

e To evaluate the effect of a low-fat meal on the e Comparison of low-fat meal with fasted PK: The ratio of
exposures of PF-07284890 following a single oral AUClst, AUCin¢ (if data permit) and Cumax of
200-mg dose PF-07284890

e To evaluate the effect of a high-fat meal on the e Comparison of high-fat meal with fasted PK: The ratio
exposures of PF-07284890 following a single oral of AUCast, AUCint (if data permit) and Cuax of
200-mg dose PF-07284890

Secondary: Secondary:

e To characterize the pharmacokinetic parameters of ®  Tmax, ts, CL/F and V./F (if data permit).
PF-07284890 following a single oral 200-mg dose

e To evaluate the safety and tolerability of PF-07284890 | e Assessment of TEAESs, clinical laboratory abnormalities,
in healthy participants vital signs, and 12-lead ECGs.

Overall Design:

This is a Phase 1, open-label, randomized, single dose, 3-treatment, 2-sequence, 3-period
crossover study to evaluate the effect of a low-fat and high-fat meal on the relative
PFIZER CONFIDENTIAL
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bioavailability of PF-07284890 following a single oral dose of PF-07284890 using two
100-mg tablets of PF-07284890 in healthy adult participants, males and females of
non-childbearing potential. The study will consist of 3 treatments: a single oral dose of

200 mg PF-07284890 (2 x 100 mg tablets) under fasted conditions (Treatment A, Reference),
a single oral dose of 200 mg PF-07284890 (2 x 100 mg tablets) under low-fat meal fed
conditions (Treatment B, Test 1), and a single oral dose of 200 mg PF-07284890 (2 x 100 mg
tablets) under high-fat meal fed conditions (Treatment C, Test 2).

Approximately 12 healthy participants will be randomly assigned to study intervention such
that approximately 6 participants will be enrolled to each sequence. Participants who
discontinue from the study for non-safety reasons may be replaced at the sponsor’s discretion
in collaboration with the investigator.

Healthy participants will be screened to determine eligibility within 28 days prior to study
treatment. Medical history and results of physical examination, physical measurements, vital
signs, 12-lead ECGs, and clinical laboratory evaluations will determine eligibility.
Participants will report to the CRU on Day -1, and will be required to stay in the CRU for

15 days and 14 nights.

Eligible participants will be admitted to the CRU at least 12 hours prior to the dosing of
PF-07284890 on Day 1 of Period 1. On the morning of Day 1 of each period, participants
will receive a single dose of PF-07284890 200 mg as per randomization schedule. Study
intervention will be administered with approximately 240 mL of ambient temperature water.
In fed periods (Sequence 2 Period 1 and Sequence 1 Period 2 for the low-fat meal and
Period 3 for the high-fat meal as shown in Section 1.2), following an overnight fast of at least
10 hours, participants should begin breakfast approximately 30 minutes prior to
PF-07284890 administration. For Sequence 2 Period 1 and Sequence 1 Period 2, a low-fat
(approximately 25% of total caloric content of the meal), low-calorie (approximately 400 to
500 calories) breakfast will be consumed over approximately a 20-minute interval with
PF-07284890 administered within approximately 10 minutes of completion of the meal. For
Period 3, a high-fat (approximately 50% of total caloric content of the meal), high-calorie
(approximately 800 to 1000 calories) breakfast will be consumed over approximately a
20-minute interval with PF-07284890 administered within approximately 10 minutes of
completion of the meal. Serial PK samples will be collected up to 72 hours post dose.
Period 2 will begin on Period 1 Study Day 5 (referred to as Period 2, Day -1). Period 3 will
begin on Period 2 Study Day 5 (referred to as Period 3, Day -1). Participants will be
discharged from the CRU at the end of Period 3, Study Day 4, following completion of all
assessments.

Before the Period 3 doses are administered to participants that have eaten a high-fat meal, the
safety data for Periods 1 and 2, including at least 8 participants administered a low-fat meal
in Period 1 or 2, will be reviewed by the study team and the investigator and assessed based
on safety and tolerability. Period 3 will initiate as planned if the doses administered in
Periods 1 and 2 were well-tolerated.

PFIZER CONFIDENTIAL
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If a participant has any clinically significant, study related abnormalities at the conclusion of
a scheduled inpatient portion of the study, the Pfizer medical monitor (or designated
representative) should be notified and the participant may be asked to remain in the CRU
until such abnormalities are deemed not clinically significant, or it is safe for outpatient
follow-up.

A safety follow-up call will be made to participants 28 to 35 days from administration of the
final dose of study intervention.

Number of Participants:
Approximately 12 participants will be randomly assigned to study intervention.

Note: "Enrolled" means a participant’s agreement to participate in a clinical study following
completion of the informed consent process and assignment to study intervention. A
participant will be considered enrolled if the informed consent is not withdrawn prior to
participating in any study activity. 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.

Study Population:
Inclusion and exclusion criteria are listed below:
Inclusion Criteria

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

1. Participants >18 and <65 years of age, inclusive, at the time of signing the ICD.

2. Male participants and female participants of non-childbearing potential who are
overtly healthy as determined by medical evaluation including medical history,
physical examination, laboratory tests, vital signs and 12-lead ECGs.

3. BMI of 17.5 to 30.5 kg/m?; and a total body weight >50 kg (110 1b).

4. Participants who are willing and able to comply with all scheduled visits, treatment
plan, laboratory tests, lifestyle considerations, and other study procedures.

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

PFIZER CONFIDENTIAL
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Exclusion Criteria

Participants with any of the following characteristics/conditions will be excluded:

1.

Evidence or history of clinically significant uveitis, hematological, renal, endocrine,
pulmonary, gastrointestinal, cardiovascular, hepatic, psychiatric, neurological, or
allergic disease (including drug allergies, but excluding untreated, asymptomatic,
seasonal allergies at the time of dosing).

e Any condition possibly affecting drug absorption (eg, gastrectomy,
cholecystectomy).

o History of HIV infection, hepatitis B, or hepatitis C; positive testing for HIV,
HBsAg, HBcAb or HCVAD. Hepatitis B vaccination is allowed.

e Use of PPIs is not allowed within 7 days of study start (C1D1) and during study
treatment.

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 pandemic (eg, contact with positive case, residence,
or travel to an area with high incidence) that may increase the risk of study
participation or, in the investigator’s judgment, make the participant inappropriate for
the study.

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
intervention.

Current use or anticipated need for drugs that are known strong UGT2B7 inhibitors,
including the administration within 10 days or 5 half-lives, whichever is longer, or
strong UGT2B7 inducers, including the administration within 5 half-lives plus 10
days, prior to first dose of PF-07284890.

Participant who has received a COVID-19 vaccine within 7 days before screening or
admission, or who are to be vaccinated with a COVID-19 vaccine at any time during
the study confinement period.

Previous administration with an investigational product (drug or vaccine) within
30 days (or as determined by the local requirement) or 5 half-lives preceding the first
dose of study intervention used in this study (whichever is longer).

Positive test result (RT-PCR) for SARS-CoV-2 infection at the time of screening or
Day -1.

A positive urine drug test at screening or admission.

PFIZER CONFIDENTIAL
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9.

10.

11.

12.

13.

14.

15.

16.

17.

18.

A positive urine cotinine test at screening or admission.

Screening supine BP >140 mm Hg (systolic) or >90 mm Hg (diastolic), following at
least 5 minutes of supine rest.

Standard 12-lead ECG that demonstrates clinically relevant abnormalities that may
affect participant safety or interpretation of study results.

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

e AST or ALT level >1.25 x ULN;

e Total bilirubin level >1.5 x ULN; participants with a history of Gilbert’s
syndrome may have direct bilirubin measured and would be eligible for this study
provided the direct bilirubin level is < ULN.

e eGFR <75 mL/min/1.73 m? with 10% variation based on the CKD-EPI equation.
e Hemoglobin < 11 g/dL

e ANC<1.510e9/L

e Platelets < 100,000/mm?

History of alcohol abuse or binge drinking and/or any other illicit drug use or
dependence within 6 months of Screening.

Current smokers or history of the use of tobacco- or nicotine-containing products
within 6 months of screening.

Blood donation (excluding plasma donations) of approximately 1 pint (500 mL) or
more within 60 days prior to dosing.

History of sensitivity to heparin or heparin-induced thrombocytopenia.

Unwilling or unable to comply with the criteria in the Lifestyle Considerations
section of this protocol.

Investigator site staff directly involved in the conduct of the study and their family
members, site staff otherwise supervised by the investigator, and sponsor and sponsor
delegate employees directly involved in the conduct of the study and their family
members.
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Study Arms and Duration:

Each participant will be screened to determine eligibility within 28 days prior to study
treatment. Eligible participants will report to the CRU on Day -1, Period 1 and will be
required to stay in the CRU for 15 days and 14 nights. A safety follow-up call will be made
to participants 28 to 35 days from administration of the final dose of study intervention.

Each enrolled participant will participate in 3 study periods to receive 3 different treatments
according to the sequence determined by randomization with 5-day washouts between
PF-07284890 administration:

e Treatment A: Single oral dose of 200 mg PF-07284890 (2 x 100 mg tablets) under fasted
conditions (Reference).

e Treatment B: Single oral dose of 200 mg PF-07284890 (2 % 100 mg tablets) under fed
conditions, low-fat meal (Test 1).

e Treatment C: Single oral dose of 200 mg PF-07284890 (2 x 100 mg tablets) under fed
conditions, high-fat meal (Test 2).

Participants will be randomly assigned to 1 of 2 sequences as shown in Section 1.2.
Statistical Methods:

Pharmacokinetics Analysis

The PK concentration population is defined as all participants randomly assigned to study
intervention and who take at least 1 dose of study intervention and in whom at least
1 concentration value can be reported.

The PK parameter analysis population is defined as all participants randomly assigned to
study intervention and who take at least 1 dose of study intervention and in whom at least
1 of the PK parameters of interest can be reported.

PK parameters for PF-07284890 will be analyzed using standard noncompartmental method
of analysis. Actual PK sampling times will be used in the derivation of PF-07284890 PK
parameters when available, otherwise nominal times will be used. The PF-07284890 plasma
PK parameters will be summarized descriptively by treatment. Plasma concentrations will be
listed and summarized descriptively by treatment, and nominal PK sampling time. Individual
participant and summary profiles (mean and median plots) of the plasma concentration-time
data will be plotted by treatment using actual and nominal times, respectively.

Natural log transformed AUCxr (if data permit), AUClast and Cmax Will be analyzed using a
mixed effect model with sequence, period and treatment as fixed effects and participant
within sequence as a random effect. Estimates of the adjusted mean differences (Test-
Reference) and corresponding 90% Cls will be obtained from the model. The adjusted mean
differences and 90% CIs for the differences will be exponentiated to provide estimates of the
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ratio of adjusted geometric means (Test/Reference) and 90% CI for the ratios. Treatment A
(PF-07284890 administered under fasted condition) is the Reference treatment, Treatment B
(PF-07284890 administered under fed condition, low-fat meal) is the first Test treatment,
Test 1, and Treatment C (PF-07284890 administered under fed condition, high-fat meal) is
the second Test treatment, Test 2.

Safety Analysis

All safety analyses will be performed on the safety analysis set, which is defined as all
participants randomly assigned to study intervention and who take at least 1 dose of study
intervention. Safety data will be presented in tabular and/or graphical format and summarized
descriptively, where appropriate.

Ethical Considerations:

PF-07284890 is not expected to provide any clinical benefit to healthy participants. This
study is designed primarily to generate PK, safety and tolerability data for PF-07284890
administered in the fasted and fed state for further clinical development.

e Participants will be expected to commit time and may experience some discomfort
while undergoing study assessments.

e Male participants must agree to use appropriate contraception methods.

1.2. Schema
A diagram of the study design is displayed in Figure 1.

Figure 1. C4471002 Study Schema

Period 1 Period 2 Period 3
s-day 5-day
washout washout
_ U g

Sequence 1 Treatment A .| Treatment B .| Treatment C
(approximately n=6) Fasted Low-fat meal High-fat meal
Sequence 2 Treatment B _ | Treatment A .| Treatment C
(approximately n=6) Low-fat meal | Fasted

i "| High-fat meal

Review available safety data before Period 3,
including data in at least 8 participants
administered a low-fat meal (given that not all
participants may be dosed at the same time)
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1.3. Schedule of Activities

The SoA table provides an overview of the protocol visits and procedures. Refer to the STUDY ASSESSMENTS AND

PROCEDURES section of the protocol for detailed information on each procedure and assessment required for compliance with the

protocol.

The investigator may schedule visits (unplanned visits) in addition to those listed in the SoA table, in order to conduct evaluations or
assessments required to protect the well-being of the participant.

Visit Identifier
Abbreviations used in this
table may be found in
Appendix 10

Screening?®

Periods 1-3

Early

Termination/
Discontinuation

Days Relative to Day 1

Days
-28 to -2

Day

-1

Day 1

Hours After Dose

1512 1253 1416

Informed consent

CRU confinement®

Inclusion/exclusion criteria

o

o

Medical/medication history
(update)?

o

Demography*®

Physical examination®

Xf

Safety laboratory (including
aPTT, PT-INR and eGFR)#

XV

FSH"

Urine drug and cotinine
testing!

HIV, HBsAg, HBcAb,
HCVAD

Contraception check

Single supine 12-lead ECG*

o T e B ] ] B e

Triplicate 12-lead ECG*

XS

Vital signs
(BP/PR/temperature)'

e

Full ophthalmic exam™

If clinically indicated

COVID-19 questionnaire”
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Visit Identifier
Abbreviations used in this
table may be found in
Appendix 10

Screening?

Periods 1-3"

Follow-Up

Early
Termination/
Discontinuation

Days Relative to Day 1

Days
-28 to -2

Day
-1

Day 1

Day 2

Day

Day|

28-35 days!

Hours After Dose

0.5

1.5

2513146

12

16

24

36

48

72

COVID-109 testing"

X

PF-07284890°

PK blood sampling for
PF-07284890r

Retained Research Sample
for Genetics (Prep D1)4

Serious and nonserious AE
monitoring

-

-

-

-

> | o>

Concomitant treatments

-

-

-

-

> | oo

X

CRU discharge”

X

a.  Screening will be performed within 28 days prior to the first dose of PF-07284890.
b. Period 2 will begin on Study Period 1, Day 5 (referred to as Period 2, Day -1). Period 3 will begin on Study Period 2, Day 5 (referred to as Period 3, Day -1). Day -1 activities
will be performed only for Day -1 of Period 1 unless otherwise indicated.
c. Participants will be admitted to the CRU at least 12 hours prior to PF-07284890 dose on Day 1 of Period 1. Participants will be discharged on Day 4 of Study Period 3
following completion of all assessments.
d. Medical history will include a history of prior illegal drug, alcohol, and tobacco use, as well as blood donation within prior 60 days. Medical history will be recorded at

screening and updated on Day -1 of Period 1.

e. Demographics will include participant race, ethnicity, age, and gender during the screening visit.
f.  Physical examination will be performed by trained medical personnel at the investigator site at screening or Day -1 of Period 1 only (height and weight must be obtained at
screening to obtain BMI for eligibility criteria). A brief PE will be performed on Day -1 of Periods 2 and 3, and may be performed at other designated time points at the

discretion of the investigator.

g. Safety laboratory assessments including urinalysis, hematology, chemistry and coagulation will be performed at the indicated time-points, including Day -1 and Day 2 at
24 hours post-dose of all 3 Periods. All the safety laboratory samples must be collected following at least a 4-hour fast. Additional safety laboratory assessments may be

performed at any time at the discretion of the investigator.

h. For postmenopausal (amenorrheic for at least 12 consecutive months) female participants only.
i.  Urine drug and cotinine (mandatory) and alcohol breath test (at discretion of the investigator) will be performed at screening from Days -28 to -2 and again on Day -1 of

Period 1. These tests may be performed at any other time at the discretion of the investigator.
j.  The investigator or his/her designee will discuss with the participant the need to use highly effective contraception consistently and correctly according to contraception

guidelines.

k.  All ECG assessments will be made after at least a 5-minute rest in a supine position and prior to any blood draws or vital sign measurements. Day 4 ECGs are for Period 3
only. Single ECGs are needed for screening, times after the study intervention has been administered, Day 4 of Period 3, and upon early termination/discontinuation, while
triplicate ECGs are needed for baseline.
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Visit Identifier Screening® Periods 1-3" Early
Abbreviations used in this Follow-Up | Termination/
table may be found in Discontinuation
Appendix 10
Days Relative to Day 1 Days Day Day 1 Day 2 [DayDay[28-35 days"
-28 to -2 -1 34
Hours After Dose 0]o5[1 J15]2]25[3 4|68 ]12] 16 [24][36]48]72

1.

V.

Single supine BP and PR will be performed following at least a 5-minute rest in a supine position. BP and PR assessments will be performed after collection of ECGs and prior
to collection of blood draws if scheduled at the same time. Day 4 measurements are for Period 3 only. Temperature will be measured as per CRU standard practice. RR will be
collected if the PR is outside of normal range.

Full ophthalmic exam will be conducted if treatment emergent ocular AEs are observed.

See Section 8.3.6 for details.
PF-07284890 will be administered orally on Day 1 after overnight fasting until the start of study procedures for each treatment period. PF-07284890 will be administered orally

and in fasted or fed state according to the conditions described in Protocol Section 5.3.2 Meals and Dietary Restrictions.

One (approximately 3 mL) blood sample for PK analysis of PF-07284890 will be taken at the designated time points post dose in each treatment period.

Retained Research Samples Prep D1 for Genetics: If not collected on the designated collection day, collect at the next available time point when biospecimens are being
collected in conjunction with a participant visit. These samples will be collected during Period 1 only.

Participants will be discharged on Day 4 of of Period 3 after completion of all assessment.

Collect at pre-dose for all 3 periods. For fed periods (Sequence 2 Period 1 and Sequence 1 Period 2 for the low-fat meal and Period 3 for the high-fat meal), the ECGs should

be done before the pre-dose PK sample, and both should be done before the meals.
Contact may occur via telephone and must occur 28 to 35 days from administration of the final dose of study intervention.

Safety laboratories will be done on Day -1 of all 3 periods.

PFIZER CONFIDENTIAL

Page 18



PF-07284890
Protocol C4471002
Final Protocol, 06 April 2022

2. INTRODUCTION

PF-07284890 (also known as ARRY-461) is a potent, selective, highly brain-penetrant
small-molecule inhibitor of BRAF V600 mutations that is currently being developed for the
treatment of BRAF V600-mutant solid tumors with or without brain involvement.

2.1. Study Rationale

The purpose of the study is to evaluate the effect of a low-fat and high-fat meal on the
relative bioavailability of PF-07284890 following single dose oral administration of
PF-07284890 using 2 of the 100 mg PF-07284890 tablets currently used in the first-in-patient
study C4471001 (200 mg per single dose). Results from the study will be used to inform food
instructions for patients in PF-07284890 first-in-patient study C4471001, Phase 1b.

2.2. Background

BRAF V600 mutations occur in approximately 50% of melanoma and PTC, 45% of ATC,
15% of CRC, 2% of NSCLC and less commonly in several other tumor types (based on data
from SEER database, seer.cancer.gov). BRAF mutations drive constitutive MAPK pathway
activation and in turn proliferation with enhanced cellular survival. Small molecule BRAF
inhibitors block mutant BRAF, MAPK signaling, proliferation and survival in some BRAF
V600-mutant tumor cells, effects that are enhanced by combination with MEK inhibitors. To
date, there are 3 BRAF inhibitor/MEK inhibitor combinations approved for select BRAF
V600-mutant cancers: dabrafenib/trametinib (melanoma, NSCLC and ATC),
vemurafenib/cobimetinib (melanoma) and encorafenib/binimetinib (melanoma).

Metastatic spread to the CNS is a particularly poor prognostic factor for many solid cancers,
with average survival typically <6 months.! Among solid tumors, metastatic melanoma and
NSCLC have the highest risks of spread to the CNS, with lifetime prevalences of 40-60%
and 20-40%, respectively.?>*

Due to poor brain penetration and limited intracranial activity in early clinical trials,
randomized studies of approved BRAF/MEK inhibitors in patients with melanoma and
NSCLC (the frequency of brain metastases in CRC and ATC is low) excluded patients with
untreated (ie, with local brain therapy), symptomatic (including a requirement for steroids
and anti-epileptic therapy to control symptoms) and/or progressing brain metastases.>®’
Recent studies of BRAF/MEK inhibitor combination therapy in patients with solid tumor
malignancies with brain metastases therapies have yielded intracranial response rates of
between 41-75% in asymptomatic patients and 44-59% in symptomatic patients, with
duration of response ranging from a median 12 months in patients with treated brain
metastases to 4.5 months in patients with symptomatic brain metastases. >**° The addition of
immunotherapy to these combinations yielded response rates of 54 and 59% (including 29%
intracranial CR), with median intracranial and overall DoR not reached (12 month landmark
global PFS was 56.6%).!° Patients with BRAF V600-mutant melanoma and NSCLC with
metastases to the brain, therefore, usually receive local brain therapy (eg, SRS, surgical
resection, WBRT) at some point during their disease course. SRS and surgery are generally
limited to 3 or fewer lesions (SRS) or a single large (>3 cm) or posterior fossa lesion
(surgery) and do not control disease at untreated sites. WBRT causes accelerated cognitive

PFIZER CONFIDENTIAL

Page 19



PF-07284890
Protocol C4471002
Final Protocol, 06 April 2022

decline and was no better than supportive care in NSCLC patients.!! There is therefore an
unmet need to identify new treatment approaches that target BRAF V600-mutant cancers
both systemically and in the brain.

2.2.1. Nonclinical Pharmacology

Details of the nonclinical pharmacology of PF-07284890 can be found in the current IB.

2.2.2. Nonclinical Pharmacokinetics and Metabolism

After oral administration, plasma exposures of PF-07284890 (AUC and Cnax) increased with
dose in all species and the absolute oral bioavailability was moderate to complete. GLP TK
studies in the rat (doses of 10, 30 and 60 mg/kg) and monkey (doses of 10, 30 and 100
mg/kg) showed less than dose-proportional exposures, as might be expected based on
relatively low aqueous solubility (ie, in simulated gastric fluid at 37°C ata pH of 1.2, 131.6
pg/mL, and in fasted state simulated intestinal fluid at a pH of 6.5, 7.6 pg/mL).

In vitro and in vivo metabolite identification suggested that PF-07284890 was metabolized
through multiple oxidative and/or glucuronosyltransferase enzymes. Comparisons of across
species suggested that direct N-glucuronidation is predicted to be the predominant metabolic
route in humans. PF-07284890 glucuronidation is the primary route of metabolism in human
hepatocytes with minor contribution from CYP3A4 and aldehyde oxidase. An in vitro study
conducted to characterize the involvement of 11 selected human UGTs isoforms in the
metabolism of PF-07284890 indicated that UGT2B7 was the principal human isoform likely
responsible for primary glucuronide conjugates. Renal clearance was a minor elimination
route of unchanged PF-07284890 in rats (<1% of an IV dose) and is predicted to be a minor
route across all species, including humans.

Additional information of the nonclinical PK and metabolism of PF-07321332 is available in
the current IB.

2.2.3. Nonclinical Safety

Safety pharmacology studies were conducted in rats and monkeys to assess the effects of
PF-07284890 on key organ systems (cardiovascular, respiratory, neurobehavioral and
gastrointestinal function). Rats and monkeys received single oral doses of up to 100 mg/kg
PF-07284890. There were no significant in vivo safety pharmacology findings seen in either
species. Additionally, PF-07284890 was evaluated at concentrations up to 100 uM in the in
vitro GLP hERG channel assay and showed an ICso of 70.15 pM.

The toxicological evaluation of PF-07284890 included: 28-day repeat-dose studies in
Sprague Dawley rats and cynomolgus monkeys, a genotoxicity assay (Ames), a local
tolerance study (GI irritation in the rat) and an in vitro phototoxicity study. All of these
studies were conducted in accordance with international regulatory guidelines for nonclinical
toxicity studies and in adherence to current GLP guidelines.

Following 28 days of once-daily oral administration of PF-07284890 (10, 30 or 60 mg/kg) to
Sprague Dawley rats, the toxicological response was characterized primarily by the clinical
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observations of hindlimb swelling, requiring euthanasia of 6 (out of 150) rats, and mild
clinical pathology changes (decreased ALP, decreased red cell parameters, increased
reticulocytes, increased white cell parameters, increased aPTT and increased urine volumes);
all of which resolved in the recovery animals. It is important to note that many of the
PF-07284890 -treated animals were observed to have blistering, swelling and scab/crust
formation on the hindlimbs, however, in all but the 6 animals that were euthanized the
findings resolved or were of reduced severity and incidence with continued dosing.

Target organs in the study were testes, epididymides, heart, and skin. Organ weight decreases
in epididymides at 60 mg/kg, increases in heart at 30 and/or 60 mg/kg dose in females, and
increases in liver, ovaries, and spleen in males and/or females were noted at all dose levels.
Myxomatous degeneration of the heart valves at 30 and 60 mg/kg and degeneration of
seminiferous tubules in the testes and debris in the lumen and decreased cellularity of sperm
in the epididymides at 30 and 60 mg/kg were considered adverse histopathology changes
from terminal necropsy. All PF-07284890 -related changes from terminal necropsy exhibited
significant recovery, except for those in the testes and epididymides at 30 and 60 mg/kg.

Based on the requirement for euthanasia, due to the impairment of mobility and pain (due to
paw/hind limb swelling) at the lower dose level, the NOAEL could not be determined.
However, these skin effects were not seen in rats until Study Day 10 and a single female
required euthanasia due to this effect. The STD1o of 60 mg/kg was determined from test
article-related lethality or irreversible and life-threatening findings. The lowest dose of 10
mg/kg corresponded to plasma AUCz4n: on Study Day 1 of 192 and 517 pgehr/mL in male
and female rats respectively, 12-32 multiple over the planned clinical dose (Table 1) based
on comparison to the geometric mean AUCz4n: for a 200-mg single dose (ie, based on C1D1)
as shown in Table 4.

Table 1. MOE:s for Nonclinical Species Compared to Humans at Dose Levels of
Interest®

Subject area Key Findings Margin for HV Margin for HV
C1D1 (AUC)  |C1D1 (Cmax)
General Tox Rat 28- | Beginning on Study Day 10 skin effects with Male = 12x Male = 13x
Day Study QD oral | rash and/or paw and hindlimb swelling all doses [Female =32x  [Female =21x
10, 30, 60 m/k/d (10 mg/kg margin shown)

(473.05) Myxomatous degeneration of heart valves, 30 mgkg M= 30 mg/kg M = 35x
degeneration of seminiferous tubules of testes 39X 30 mg/kg F = 55x
with decreased sperm in the epididymis at >30 30 mg/kg F =
mg/kg 74x
NOAEL not achieved due to impairment of Male = 12x Male = 13x
mobility from hind limb swelling and pain Female =32x  [Female =21x

requiring euthanasia at 10 mg/kg (a single
female rat) (10 mg/kg MOE shown)
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Table 1. MOE:s for Nonclinical Species Compared to Humans at Dose Levels of
Interest®

Subject area Key Findings Margin for HV Margin for HV
C1D1 (AUC) |C1D1 (Cmax)

STD,o 60 mg/kg based on 4/32 early terminated [Male = 59x Male = 41x

animals Female = 110x |[Female = 67x
General Tox NHP Well tolerated for 28 days
28-Day Study QD Minimal stomach ulceration 100 mg/kg 5x 8x
oral 10, 30, 100 NOAEL and HNSTD 100 mg/kg 5x X

m/k/d (473.04)

a. Exposures from nonclinical TK data were divided by human monotherapy geometric mean AUCo4yr and
Chmax values as appropriate at the 200 mg dose level (data shown in Table 4).

Following 28 days of once-daily oral administration of PF-07284890 (10, 30 or 100 mg/kg)
in cynomolgus monkeys, no adverse toxicological findings were observed, and the only
histopathologic finding was minimal stomach ulceration at the high dose corresponding to a
plasma AUCz4 of 84.4 pgehr/mL. Given the lack of adverse findings at any dose level, the
NOAEL and HNSTD for daily oral dosing of PF-07284890 in male and female cynomolgus
monkeys for 28 days was 100 mg/kg.

In addition to the nonclinical investigations summarized above, there was no evidence of
genotoxicity from the bacterial reverse mutation assay and no adverse effects on GI mucosa
in the rat GI irritation assay.

PF-07284890 was determined to have phototoxic potential in the in vitro neutral red uptake
assay.

2.2.4. Clinical Overview

PF-07284890 is being evaluated as a single-agent and in combination with binimetinib in
Study C4471001.

2.2.4.1. First-in-Human Study (C4471001)

Study C4471001 is an ongoing Phase 1a/b, open-label, multicenter study of the safety, PK
and preliminary clinical activity of PF-07284890 in adult participants with selected BRAF
V600-mutant advanced or metastatic solid tumor malignancies and primary brain tumors.
The study is being conducted in 2 parts, Phase 1a (Dose Escalation) and Phase 1b (Dose
Expansion and a DDI sub-study). The Phase 1a dose escalation will evaluate the safety and
PK of monotherapy (PF-07284890 alone) and combination therapy (PF-07284890 plus
binimetinib) repeat-dosing. Phase 1b dose expansion will evaluate efficacy, safety, and PK at
the MTD/RDE of the combination therapy (PF-07284890 plus binimetinib) in 5 cohorts of
patients and a DDI Sub-Study.
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2.2.4.1.1. Study Design

Phase 1a — Dose Escalation

The study plans to enroll approximately 35 adult participants with selected BRAF V600-
mutant advanced or metastatic solid tumor malignancies and primary brain tumors to
determine the MTD and/or recommended dose for further study of PF-07284890 alone and in
combination with binimetinib 45 mg BID. As of 10 January 2022, 4 dose levels (50 mg QD,
100 mg QD, 200 mg QD, 200 mg BID) of PF-07284890 monotherapy had been evaluated
and 3 dose levels of PF-07284890 had been evaluated (100 mg QD, 100 mg BID, and 150
mg BID) in combination with binimetinib 45 mg BID. Patients included in the dose
escalation are required to have evidence of disease progression despite prior treatment.
Patients enrolled into the dose escalation are not required to have brain involvement, but the
trial initially restricted enrollment to patients with brain lesions <4 cm and whose brain
involvement was asymptomatic for at least 14 days prior to the start of study treatment. Once
concentrations of PF-07284890 at steady state met or exceeded 0.168 pg/mL in at least two-
thirds of participants at the same dose level, a level at which antitumor activity in the brain
and systemically was expected, patients whose brain involvement was symptomatic or whose
brain lesions exceeded 4 cm were allowed to enroll. Additionally, once doses considered
therapeutic were to be tested, patients with BRAF V600mutant melanoma, NSCLC, CRC or
ATC who had not received prior BRAF1 were allowed to enroll. Patients are required to have
ECOG PS 0 or 1, adequate hematologic, renal, and liver function, must have resolution to
prior adverse effects from prior treatments, and must not require immediate local intervention
for the treatment of brain metastases/primary brain tumor.

Phase 1b — Dose Expansion

After identification of the combination MTD/recommended dose for further study,
approximately 40 participants will be enrolled to each of Cohorts 1-4 and 20 participants to
Cohort 5 of Phase 1b dose expansion based on tumor type, symptomatic versus
asymptomatic brain involvement, and prior treatment history.

2.2.4.1.2. Clinical Safety of PF-07284890
As of 10 January 2022, the study has dosed 22 patients in the Phase 1a Dose Escalation.

Monotherapy:

At the 4 monotherapy dose levels assessed (50 mg QD, 100 mg QD, 200 mg QD, and 200
mg BID), 12 patients have been treated, 9 patients were DLT evaluable, and no patients
experienced DLTs (Table 2). Based on the safety of the prior dose and the available PK data
for PF-07284890 suggesting that twice daily dosing would be needed to achieve trough
concentrations at the fu-adj ICoo, the recommendation to alter the schedule to twice daily
dosing was supported by the BLRM and adopted with the next dose level studied being

200 mg BID.

Preliminary safety results of the 200 mg QD dose of PF-07284890 in patients resulted in
treatment emergent adverse events of Grade 2 worsening gout related to underlying condition
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(not related to PF-07284890) and sinus infection/sinusitis (not related to PF-07284890) as
well as Grade 1 anorexia, arthritis, back pain, nausea and pain, all in 1 patient each. With
repeat dosing of the 200 mg BID dose schedule, one patient experienced Grade 3 pneumonia,
considered not related to study drug. Grade 2 events, occurring in 1 patient each, were
ejection fracture decreased considered related to the patient’s underlying disease, fatigue, and
oxygen saturation decreased preceding diagnosis of pneumonia, as well as maculo-papular
rash. Dizziness, dry skin, and benign skin lesion were reported in 1 patient each as Grade 1.
At lower doses, the only severe events reported were fatal disease progression of cancer,
suprapubic pain related to the patient’s underlying disease, and 2 patients with Grade 3
anemia, considered unrelated to study treatment in 1 case, and in another patient with

Grade 1 anemia at baseline in the setting of renal dysfunction and iron deficiency. Data from
repeat-dosing in patients suggests that the 200 mg dose is well tolerated.

Table 2. PF-07284890 Monotherapy Dose Level Review and Status

PF-07284890 DLRM Summary and Decision
Dose
50 mg QD Number of participants reviewed: 2
Number of DLTs observed: 0
Escalate to 100 mg QD
100 mg QD Number of participants reviewed: 4, 2 DLT evaluable
Number of DLTs observed: 0
Escalate to 200 mg QD
200 mg QD Number of participants reviewed: 3
Number of DLTs observed: 0
Escalate to 200 mg BID
200 mg BID Number of participants reviewed: 3, 2 DLT evaluable
Number of DLTs observed: 0
Escalate to 300 mg BID

DLT evaluable: In the absence of a dose-limiting toxicity (DLT) a participant must receive > 75% of their
planned dose during the DLT observation period, which is the first cycle of treatment, a 21-day cycle.

Combination:

Within the combination therapy dose escalation, 3 dose levels of PF-07284890 have been
studied in combination with binimetinib 45 mg BID, 10 patients have been treated and 9
were DLT evaluable. At the first dose level (PF-07284890 100 mg QD + binimetinib 45 mg
BID), one patient of 4 evaluable experienced DLTs of Grade 3 creatine phosphokinase
increased and Grade 3 hypertension, considered related to binimetinib. Based on the safety of
the prior dose and the available PK data for PF-07284890 suggesting that twice daily dosing
would be needed to achieve trough concentrations at the fu-adj ICoo, the recommendation to
alter the schedule to twice daily dosing was supported by the BLRM and adopted with the
next dose level studied being 100 mg BID. No DLTs were observed at the 100 mg BID or
150 mg BID levels (Table 3).
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Table 3. PF-07284890 Combination with Binimetinib (45 mg BID) Dose Level
Review and Status

PF-07284890 Dose DLRM Summary and Decision

100 mg QD Number of participants reviewed: 4
Number of DLTs observed: 1
Escalate to 100 mg BID

100 mg BID Number of participants reviewed: 4, 3 DLT evaluable
Number of DLTs observed: 0
Escalate to 150 mg BID

150 mg BID Number of participants reviewed: 2
Number of DLTs observed: 0
Escalate to 225 mg BID

DLT evaluable: In the absence of a dose-limiting toxicity (DLT) a participant must receive > 75% of their
planned dose during the DLT observation period, which is the first cycle of treatment, a 21-day cycle.

2.2.4.2. Summary of PF-07284890 Pharmacokinetics in Human

Single and repeat dose PK data from study C4471001 for monotherapy (Table 4) and for
combination therapy when coadministered with binimetinib (Table 5) have been obtained
under fasted conditions. PF-07284890 plasma exposure increased in a less than dose
proportional manner. For monotherapy, the geometric mean dose-normalized AUCz4n, for the
200 mg QD dose was approximately 1.83- and 1.43-fold higher than for the 50-mg dose on
C1D1 and C1D15, respectively, when a 4-fold increase would be expected for linear PK. The
Tmax ranged from 1.5 to 6.0 hours across dose groups. The median tv, across dose groups
ranged from 5.7 to 10 hours. PF-07284890 exposures were somewhat higher for combination
therapy than for monotherapy, with the difference attributable to PK variability.

The accumulation ratio based on AUC values, Rauc, for patients administered PF-07284890
QD ranged from 0.709 to 1.31, suggesting limited accumulation for QD administration. For
BID administration, the limited available data indicate more accumulation occurs, with an
Rauc value of 1.69 for the 100 mg BID combination therapy cohort.

Table 4. PF-07284890 Plasma PK Parameters Observed During Monotherapy
Dose Escalation in C4471001*

PF-07284890 CyCIe and Cmax, Tmax, hr AUCr, Ctrough, tys, hr Rcmax Rauc

Dose and Day (N) ng/mL ng hr/mL | ng/mL’

Regimen

50 mg QD CIDI1 (2) 795 1.5 8850 - 6.17° - -
CIDIS5 (2) 1440 1.5 11500 166 10.0 1.79 1.31

100 mg QD CIDI (4) |1610(40.3) 5.0 14400 (40.5) - 5.83 - -

C1D15 (3) ({1090 (16.2) 4.0 10400 (8.34)| 115 (71.7) | 9.11 0.703 0.709
37.1) (45.2)
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Table4. PF-07284890 Plasma PK Parameters Observed During Monotherapy
Dose Escalation in C44710017

PF-07284890 Cycle and Cmax, Tmax, hr AUCT, Ctmugh, t‘/z, hr Rcmax Rauc

Dose and Day (N) ng/mL ng hr/mL | ng/mL®
Regimen
200mg QD | CIDI1 (3) |1580(20.3)] 6.0 16200 (22.5) - 5.68 _ _

C1D15 (3) [1820 (15.5) 2.0 16500 (8.12)| 116 (329) | 9.64 1.15 1.02
(36.6) (14.3)

200 mg BID | CID1 (3) |1890 (39.2)] 6.0 17000 - - - -

CID15 ND ND ND ND ND ND ND

a. Analysis includes bioanalytical data available through 21DEC2021, and results are preliminary data that
did not use the actual sample times. Values are Geometric mean (geometric %CV) except for when N
<3, for which median values are presented, and for Tmax and t,,, where median is presented. ND = no
data.

Cirough 1s the Cp value pre-dose on C1D15.

Only could be determined for 1 subject.

d. Only could be determined for 2 subjects.

IS

Table 5. PF-07284890 Plasma PK Parameters Observed During Combination Dose
Escalation in C4471001%

PF-07284890 | Cycle and Cax, Tmax, hr AUC, Ctrough, ty, hr Rcmax Rauc
Dose and Day (N) ng/mL ng hr/mL | ng/mL’
Regimen (N)
100 mg QD CIDI1 (4) |1700 (59.0)] 3.5 18000 (94.7) - 10.3¢ - -
CID15(3) (1710(77.2)| 4.0 14700 166 (53.8) | 7.09 [1.16(119) 1.09
(38.6)° (73.9)
100 mg BID | CIDI1 (4) |1810(62.7)] 4.0 11100 - - - -
(72.8)¢
CID15 (4) [2170(34.4)] 2.0 16400 (42.0)| 761 (67.2) - 1.20 1.69
(55.1) | (31.0¢
150 mg BID | CIDI (2) 2790 4.0 18900 - - - -
C1D15 (0) ND ND ND ND ND ND ND

a. Analysis includes bioanalytical data available through 21DEC2021, and results are preliminary data that
did not use the actual sample times. Values are Geometric mean (geometric %CV) except for when N
<3, for which median values are presented, and for Tmax and ty,, where median is presented. ND = no
data.

. Cirougn 1s the Cp value pre-dose on C1D15.

c.  Only could be determined for 3 subjects.

2.3. Benefit/Risk Assessment

PF-07284890 is not expected to provide any clinical benefit to healthy participants. This
study is designed primarily to generate safety, tolerability, and PK data for PF-07284890
administered in the fasted and fed state for further clinical development.

More detailed information about the known and expected benefits and risks and reasonably
expected AEs of PF-07284890 may be found in the IB, which is the SRSD for this study.
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2.3.1. Risk Assessment

Potential Risk of Clinical Significance

Summary of Data/Rationale for Risk

Mitigation Strategy

Study Intervention(s) PF-07284890

Potential risks associated with PF-
07284890 include the following: GI
irritation, skin toxicity, phototoxicity,
heart valve ultrastructural changes,
hyperplasia of several tissues including
the GI tract, increased urine volume,
decreased testicular size and
oligospermia, mild decrease in red blood
cell count, mild increase in white blood
cell count, increased heart rate and
vascular inflammation.

Potential risks associated with other
approved BRAF inhibitors include the
following: feeling tired, eye effects
(including pain, redness, light sensitivity
and/or vision loss), rash, nausea that
could lead to vomiting, painful joints,
new or growing cancers on the skin and
in the body, birth deformities or fetal
death from effects on a developing fetus
(only observed in animals to date),
changes in how electrical impulses are
conducted in the heart which may
increase the risk of an irregular heartbeat,
bleeding including in the gastrointestinal
tract, skin reaction which could be
severe, liver toxicity, cardiomyopathy.

The potential risks are based on nonclinical toxicology
studies in the rat and monkey. GI irritation (minimal stomach
ulcerations) occurred in the 28-day monkey study and it was
reversible. Structural changes in the heart valves (resulting in
thickening of the valve leaflets) was seen in the 28-day rat
study with near complete resolution after a non-dosing
recovery period. Skin toxicity (swelling, blisters, scabs) was
seen in rat hind paws and was reversible. Adverse effects on
male rat reproductive organs (testicular atrophy/degeneration
and hypospermia) of up to marked severity were seen and
these were not completely reversible after a 28-day non-
dosing recovery period. Also, in the rat only: minimal to
mild decreases in RBC, Hgb and Hct; minimal increases in
WBC, neutrophils and eosinophils and mild increases in
aPTT were observed and were reversible.

Preliminary safety data from the ongoing clinical trial show
a majority of adverse events observed with monotherapy
administration are low grade and consistent with the adverse
event profile of BRAF inhibitors in a BRAF mutant
advanced cancer population. Preliminary safety results of the
200 mg QD continuous dosing of PF-07284890 in patients
resulted in treatment emergent adverse events of Grade 2
worsening gout related to underlying condition and sinus
infection/sinusitis as well as Grade 1 anorexia, arthritis, back
pain, nausea and pain, all in 1 patient each. AEs observed
were similar to common AEs observed in an advanced
cancer population.

Eligibility criteria have been selected to ensure
that only appropriate participants are included in
the study (see Section 5).

AEs and clinical laboratory results will be
monitored on an ongoing basis.

A complete blood count will be performed to
monitor for any changes in hematology
parameters (eg, RBC, Hgb, Hct, WBC,
neutrophils, eosinophils).

Coagulation testing will be performed to
monitor for any changes in aPTT.

Physical exams will be performed to assess
overall status including skin checks to monitor
for AEs of the skin.

Ophthalmic exam if ocular AEs are observed.

ECGs will be performed to monitor for changes
in cardiac rhythms.

Maintaining sufficient margins of exposure
between the rat and human (ie, >35-fold, see
Table 1) is thought to mitigate risk associated
with the heart and testicular findings.
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2.3.2. Benefit Assessment

PF-07284890 will not provide any clinical benefit to healthy participants in this study. Any
anticipated benefit to participants would be in terms of contribution to the process of
developing a new therapy in an area of unmet medical need.

2.3.3. Overall Benefit/Risk Conclusion

PF-07284890 is not expected to provide any clinical benefit to healthy participants in this
study. Taking into account the measures taken to minimize risk to study participants, the
potential risks identified in association with PF-07284890 are justified by the anticipated
benefits, in terms of contribution to the process of developing a new therapy in an area of
unmet medical need.

3. OBJECTIVES AND ENDPOINTS

Objectives Endpoints

Primary: Primary:

o To evaluate the effect of a low-fat meal on the o Comparison of low-fat meal with fasted PK: The ratio of
exposures of PF-07284890 following a single oral AUCiast, AUCins (if data permit) and Crmax of
200-mg dose PF-07284890

e To evaluate the effect of a high-fat meal on the e Comparison of high-fat meal with fasted PK: The ratio
exposures of PF-07284890 following a single oral of AUClast, AUCins (if data permit) and Cmax of
200-mg dose PF-07284890

Secondary: Secondary:

o To characterize the pharmacokinetic parameters of ® Tmax, te, CL/F and V/F (if data permit).
PF-07284890 following a single oral 200-mg dose

e To evaluate the safety and tolerability of PF-07284890 | e Assessment of TEAESs, clinical laboratory abnormalities,
in healthi iarticiiants vital siins, and 12-lead ECGs.

4. STUDY DESIGN
4.1. Overall Design

This is a Phase 1, open-label, randomized, single dose, 3-treatment, 2-sequence, 3-period
crossover study to evaluate the effect of a low-fat and high-fat meal on the relative
bioavailability of PF-07284890 following a single oral dose of PF-07284890 using two
100-mg tablets of PF-07284890 in healthy adult participants, males and females of
non-childbearing potential. The study will consist of 3 treatments: a single oral dose of 200
mg PF-07284890 (2 x 100 mg tablets) under fasted conditions (Treatment A, Reference), a
single oral dose of 200 mg PF-07284890 (2 x 100 mg tablets) under low-fat meal fed
conditions (Treatment B, Test 1), and a single oral dose of 200 mg PF-07284890 (2 x 100 mg
tablets) under high-fat meal fed conditions (Treatment C, Test 2). There will be a total of 2
treatment sequences shown in Section 1.2 with the assigned Treatments A, B or C in each
treatment period.
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Approximately 12 healthy participants will be randomly assigned to study intervention such
that approximately 6 participants will be enrolled to each sequence. Participants who
discontinue from the study for non-safety reasons may be replaced at the sponsor’s discretion
in collaboration with the investigator.

Healthy participants will be screened to determine eligibility within 28 days prior to study
treatment. Medical history and results of physical examination, physical measurements, vital
signs, 12-lead ECGs, and clinical laboratory evaluations will determine eligibility.

Each enrolled participant will participate in 3 study periods to receive 3 different treatments
according to the sequence determined by randomization with 5-day washouts between
PF-07284890 administration:

e Treatment A: Single oral dose of 200 mg PF-07284890 (2 x 100 mg tablets) under fasted
conditions (Reference).

e Treatment B: Single oral dose of 200 mg PF-07284890 (2 % 100 mg tablets) under fed
conditions, low-fat meal (Test 1).

e Treatment C: Single oral dose of 200 mg PF-07284890 (2 x 100 mg tablets) under fed
conditions, high-fat meal (Test 2).

Participants will be randomly assigned to 1 of 2 sequences as shown in Section 1.2. Serial PK
samples will be collected at timepoints shown in the SoA.

The total planned duration of participation, from the screening visit to the last Follow-up
phone call, is up to approximately 11 weeks. Participants will be screened within 28 days
prior to the first dose of investigational products and if all eligibility criteria are fulfilled, the
participants will report to the CRU on Day -1 of Period 1 and will be required to stay in the
CRU for 15 days and 14 nights.

Eligible participants will be admitted to the CRU at least 12 hours prior to the dosing of
PF-07284890 on Day 1. On the morning of Day 1 of each period, participants will receive a
single dose of 200 mg PF-07284890 as per randomization schedule. Study intervention will
be administered with approximately 240 mL of ambient temperature water. In the fasted
period (Sequence 1 Period 1 and Sequence 2 Period 2), participants will get their first dose
after an overnight fast of at least 10 hours. In fed periods (Sequence 2 Period 1 and Sequence
1 Period 2 for the low-fat meal and Period 3 for the high-fat meal as shown in Section 1.2),
following an overnight fast of at least 10 hours, participants should begin breakfast
approximately 30 minutes prior to PF-07284890 administration. For Sequence 2 Period 1 and
Sequence 1 Period 2, a low-fat (approximately 25% of total caloric content of the meal), low-
calorie (approximately 400 to 500 calories) breakfast will be consumed over approximately a
20-minute interval with PF-07284890 administered within approximately 10 minutes of
completion of the meal. For Period 3, a high-fat (approximately 50% of total caloric content
of the meal), high-calorie (approximately 800 to 1000 calories) breakfast will be consumed
over approximately a 20-minute interval with PF-07284890 administered within
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approximately 10 minutes of completion of the meal. Serial PK samples will be collected up
to 72 hours post dose for all periods. Period 2 will begin on Study Period 1, Day 5 (referred
to as Period 2, Day -1). Period 3 will begin on Study Period 2, Day 5 (referred to as Period 3,
Day -1). Participants will be discharged from the CRU at the end of Period 3, Study Day 4,
following completion of all assessments.

After participants have been confined in the CRU, they will be discharged at the discretion of
the investigator. If a participant has any clinically significant, study related abnormalities at
the conclusion of a scheduled inpatient portion of the study, the Pfizer medical monitor (or
designated representative) should be notified and the participant may be asked to remain in
the CRU until such abnormalities are deemed not clinically significant, or it is safe for
outpatient follow up. A safety follo