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1. PROTOCOL SUMMARY
1.1. Synopsis
Not applicable.

1.2. Schema

=28 dlays Continued inpatient
stay or one
additional outpatient
visit to the CRU for
participants in
Inpatient Stay at CRU Cohorts 2-4

I I | Il

LA R

Day -1° 2 Discherge of
Admission to CRU Day Caharis 2-4 participanis
frem CRU

B e TSI

Day 1 ab
Single: dose of IP Dlsdnr;.:v of Cohort 1
pariicipants from CRU;
Optioniel discharge of Cohorts 24

participants from CRLU Follow-up via
telephone contack

[20 £ 2 days post Day 1]
a. Admisslon can occur at any time of day; once admitted, subject to be provided inpatient meal(s)
b. Folowing compietion of procedures and moming meal, participants In Cohort 1 wil be discharged from the CRU; optional discharge of
partclpants in Coharts 2-4 from CRU following completion of procedurss and moming meal
¢. Folow-p telephone contaet may oceur as onsite vistt for follow-up of abnormal laboretory tests and/or open AEs, st Investigator discretion

PFIZER CONFIDENTIAL
Page 8 of 77



PF-06865571
Protocol C2541009
Final Protocol, 27 June 2019

1.3. Schedule of Activities (SoA)

The table provides an overview of the protocol visits and procedures. Refer to 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/Day _ Screen | Day Day 1 Day 2 Day | Day — Follow-Up
[for list of abbreviations refer to Section 10.9] <28to-2| -1 3| 4 Day 30+2
Hours Post Dose - ] 0]0.5 718]10|12]14)116 |24]36| 48 [ 72 — —
Informed consent & demography X

Outpatient visit X X" X

Inpatient stay at Clinical Research Unit X |=]— Sloloslos ool X X

Eligibility assessment X X

Medical history X X

Physical exam (height & body weight at Screen, only)® X X x| x° X

Breath alcohol test X X

Alcohol/tobacco & contraception use X X ¢ | x x°
(Update) prior/concomitant treatments X X x| x X
Single, supine 12-lead ECG X X x| x° X

Single, seated vital sign assessment (BP and pulse rate) X X x| x° X

Serious and non-serious adverse event monitoring X X |=>]|— =>|l=l=l=2 ===l x| X X X
Standard meals® X | x X X X X X X

Investigational product administration xE

Blood for clinical laboratory tests after >4-hour fast X X x| x° X

Blood FSH (females only), HIV, HBsAg, HCVAb/RNA X

Blood for pregnancy test (females only) X X x| x X

Blood for pharmacokinetic sampling for PF-06865571 !{ X x| x| x x | x] x| x X X

Urine drug test X

Urinalysis (and microscopy. if needed) X X x| x° X

Urine pregnancy test (WOCBP, only) X

. Confirmation of appropriate contraception use only.

My Hh o oL oo
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Meals/snacks to be served at clock times matching approximately OH, 4H, 7H, 10H, and 14H (optional) relative to dosing on Day 1 (while inpatient).
. Dosing to occur with standard morning meal provided approximately 30 minutes prior to OH, and completed approximately 10 minutes prior to dosing.

. Participants discharged post completion of procedures (Cohort 1, only); in Cohorts 2-4, discharge (with subsequent outpatient visit) permitted or stay can continue to Day 4.
. Full physical (PE) exam at Screen; at all other time points, limited PE for findings during previous PE or new/open AEs only, at Investigator discretion.
. On Day 3, procedures limited to Cohort 1, only; on Day 4. procedures limited to Cohorts 2-4, only.
. In Cohorts 2-4 only, procedures to be completed only if participant is discharged on Day 3 and returns for outpatient visit on Day 4.
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2. INTRODUCTION

Diacylglycerol acyltransferases (DGATSs) catalyze the terminal step in triglyceride (TG)
synthesis; specifically, the esterification of a fatty acid (FA) with diacylglycerol (DAG)
resulting in the formation of TG.! In mammals, 2 structurally unrelated DGAT enzymes
(DGAT1 and DGAT?2) have been characterized. DGAT]1 is highly expressed in the intestine
and plays a central role in fat absorption.” DGAT? is highly expressed in liver and adipose.’
PF-06865571 1s an oral, small molecule DGAT2 inhibitor that is postulated to decrease
hepatic TG synthesis and hepatic lipid burden in non-alcoholic fatty liver disease (NAFLD)
and non-alcoholic steatohepatitis (NASH). Based on observations in nonclinical studies
conducted with PF-06865571, it is hypothesized that DGAT?2 inhibition will impact both
physiological drivers contributing to NASH via direct inhibition of liver triglyceride
synthesis, as well as adaptive responses leading to reduction in hepatic de novo lipogenesis
(DNL). Following 2 weeks of dosing in participants with NAFLD, PF-06865571 has been
shown to reduce liver fat in a dose-responsive manner.

2.1. Study Rationale

The primary purpose of this non-randomized, open-label study is to characterize the effect of
varying degrees of hepatic impairment on the plasma pharmacokinetics (PK) of
PF-06865571 following administration of a single, oral, 100 mg dose of PF-06865571.

NAFLD/NASH is associated with varying degrees of hepatic impairment. Recognizing that
the target population of PF-06865571 is patients with NAFLD/NASH anﬁ
proposed to evaluate whether there 1s any clinically meaningful effect of hepatic impairment

on the plasma PK of PF-06865571.

2.2. Background

PFIZER CONFIDENTIAL
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2.2.3. Clinical Overview

As of the issuance of this protocol, 6 clinical studies have completed dosing with

PF-06865571 (C2541001, C2541002, C2541003, C2541005, C2541006, and C3711002).
Refer to the PF-06865571 investigator’s brochure for more details on Studies C2541001,
C2541002, C2541003, and C3711002.

A total of 168 participants have been
randomized across the 6 clinical studies and exposed to at least 1 dose of the investigational
product (PF-06865571, and/or matching placebo) across the clinical studies conducted with
PF-06865571.

2.3. Benefit/Risk Assessment

PF-06865571 1s not expected to provide any clinical benefit to participants in this study.
This study is designed primarily to generate pharmacokinetic data to inform further clinical
development in the target population of patients with NASH. The data from this study will
contribute to dosing recommendations of PF-06865571 for the treatment of NASH
acknowledging that the target patient population includes those with varying degrees of
hepatic impairment.

PF-06865571 has been administered as single doses in healthy subjects, as repeated doses in
healthy adults and patients with NAFLD, and as modified-release formulation, as well as in
combination with metformin. It has been observed to be well-tolerated with an acceptable
safety profile at single oral doses as high as 1500 mg and repeated, oral doses of up to

1800 mg/day (as 600 mg every 8 hours [Q8H]) for a duration of up to 14 days with the
maximum tolerated dose not identified. As of the issuance of this protocol, no specific
human risks have been identified. The clinical impact of any pofrential risks in this study will
be minimized through the proposed close, inpatient monitoring during the dosing period
along with the selection of a dose (100 mg) which is 15-fold lower than the highest single
dose administered thus far.

PFIZER CONFIDENTIAL
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Based on the safety profile of PF-06865571 observed in clinical studies to date, the risk to
the participants in this study is deemed to be minimal. More detailed information about the
known and expected benefits and risks and reasonably expected adverse events of
PF-06865571 may be found in the investigator’s brochure for PF-06865571, which 1s the
single reference safety document (SRSD) for this study.

3. OBJECTIVES AND ENDPOINTS

Objectives Endpoints

Primary: Primary:

o To compare the PK of PF-06865571 following e PF-06865571 PK parameters
administration of a single oral dose in adult participants with derived from plasma: C,,,. AUC,,,.
varying degrees of hepatic impairment relative to age- and and AUC,,;.
body weight-matched participants without hepatic
impairment.

Secondary: Secondary:

e To evaluate the safety and tolerability of a single oral dose of | ®  Assessment of treatment-emergent

PF-06865571 when administered to adult participants with adverse events, clinical laboratory
varying degrees of hepatic impairment relative to age- and tests, vital signs, and 12-lead ECGs.
body weight-matched participants without hepatic

impairment.

4. STUDY DESIGN
4.1. Overall Design

This is a Phase 1, non-randomized, open-label, single-dose, parallel-cohort, multicenter study
to compare the pharmacokinetics of PF-06865571 in adult participants with varying degrees
of hepatic impairment relative to participants without hepatic impairment after a single, oral
100 mg dose administered in the fed state. A total of approximately 24 participants with
varying degrees of hepatic function will be dosed in the study as shown in Table 1.

PFIZER CONFIDENTIAL
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Table 1. Hepatic Function Categories Based on Child Pugh Score

Cohort Description Child-Pugh Score Number of Subjects
1 Without hepatic impairment Not Applicable 6a
2 Mild hepatic impairment Class A (5 to 6 points) 6
3 Moderate hepatic impairment Class B (7 to 9 points) 6
4 Severe hepatic impairment Class C (10 to 15 points) 6b

a. Additional participants may be dosed to a maximum of 8 participants to ensure mean age =5 years and
mean body weight =10 kg of this cohort is aligned with the pooled average assessed when >75% of
participants are dosed across the other 3 cohorts.

b. Ifrecruitment across the sites selected proves to be prohibitive, study will dose only 4 participants in this
cohort.

Categorization of participants into Cohort 2-4, inclusive, will be done based on Child-Pugh
scores determined, as described in Appendix 8, at the Screening visit. Participants will be
dosed in a staged manner such that those with moderate and severe hepatic impairment
(Cohorts 3 and 4) will be evaluated first. Dosing in participants with mild hepatic
impairment (Cohort 2) will initiate when approximately 50% of the total participants in
Cohorts 3 and 4 have been dosed. Participants without hepatic impairment (Cohort 1) will be
recruited near the end of the study to match the average demographics (at a minimum, age
and weight; and gender as much as practically possible) across the pooled Cohorts 2 through
4. Approval from the sponsor must be obtained before proceeding with recruitment for
participants in Cohort 1 or Cohort 2.

Participants who prematurely discontinue for non-safety related reasons may be replaced, at
the discretion of the principal investigator (PI) and sponsor study team.

The overall study design is summarized in Figure 1. For individual participants, the total
duration of participation from the Screening visit to the follow-up visit will range from
5 weeks (minimum) to 9 weeks (maximum).

PFIZER CONFIDENTIAL
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Figure 1. Study Design

=28 dlﬂ!ﬁ Continued inpatient
stay or one
additional outpatient
visit to the CRU for
participants in
Inpatient Stay at CRU Cohorts 2-4

I [l [l [l

] R

Day -1¢ Day 2 Discharge of
Admission fo CRU Cohorts 2-4 participents
from CRU

B e TR

Day 1 LU
Single dose of IP num'::v of Cohort 1
pariiclpants from CRU;
Onlional diseharge of Coharts 2-4

participants from CRU Fellow-up via
telaphons contact®

[30 2 days post Day 1]
a. Admission can cccur et any time of day; once admitted, subject to be provided inpatient mesl(s)
b. Folowing completion of procedures and morning meal, pariicipants In Cohort 1 wil be discharged from the CRL; optional discharge of
participants in Cohorts 2-4 from CRU following completion of procedures and moming mesal
¢. Folow-p telephone contact may occur as onshte visk for follow-up of abnormal laboratory tests and/or open AEs, at Investigator discretion

4.2. Scientific Rationale for Study Design

This study involves participants with varying degrees of hepatic impairment and participants
without hepatic impairment, matched for age as well as body weight (and gender as much as
practically possible). A single dose of PF-06865571 is proposed since single dose plasma
PK 1s generally predictive of exposure upon repeated dosing, especially given that the
observed relatively short terminal half-life (t.,) of PF-06865571 resulted in minimal
accumulation upon repeated dosing of both Q8H and Q12H frequency.

e collected over 48 hours 1n participants

without hepatic impairment (Cohort 1).

serial PK samples will be
collected over 72 hours postdose to adequately characterize the elimination phase of the
plasma concentration-time profile in the cohorts with varying degrees of hepatic function
(Cohorts 2-4).

Malnutrition is prevalent in patients with chronic liver disease, and regular meals are an
important aspect for their health.

PF-06865571 admunistration 1s planned to occur with the morning standard
meal 1n this study to ensure consistency with the intended dosing scheme in the target patient
population.

PFIZER CONFIDENTIAL
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In general, participants with normal hepatic function (Cohort 1) will abstain from all

concomitant treatments, except for the treatment of adverse events. Participants with

impaired hepatic function (Cohorts 2, 3, and 4) are permitted to be on stable doses of

background medications for the management of their concomitant medical condition(s) with

some exclusions. Specfically, strong CYP3A inhibitors, strong and moderate CYP3A

inducers, and time-dependent inhibitors of CYP3A are excluded from this study in
articipants with impaired hepatic function

addition, moderate CYP3A 1nhibitors will not be co-administered with PF-06865571 on
Day 1 of this study. Similarly, BCRP substrates (eg, rosuvastatin) and sensitive CYP2C9
substrates will not be administered on Day 1

mhibitors

(eg, digoxin) are excluded from this study.

articipants taking metformin must not take a morning
metformin on Day 1 of this study.

The Child-Pugh classification (CPC; refer to Appendix 8) will be used to define the 3 cohorts
of participants with varying degrees of hepatic impairment. This study will include
participants with mild (Child-Pugh Class A, Cohort 2), moderate (Child-Pugh Class B,
Cohort 3), and severe (Child-Pugh Class C, Cohort 4) hepatic impairment as well as
demographic-matched control participants without hepatic impairment (Cohort 1). All

3 categories of hepatic impairment will be assessed, as these represent the likely population
in later phase studies for the proposed indication of treatment of NASH. All participants will
be required to provide their own consent to participate in this study, hence participants with
clinically-active Grade 3 or Grade 4 encephalopathy will be excluded. However, participants
who have a previous history of Grade 3 or Grade 4 encephalopathy but are currently
receiving an intervention [for example: lactulose or lactitol, alone or in combination with
rifaximin, and/or neomycin] to control their encephalopathy-related signs and symptoms are
eligible provided the on-freatment encephalopathy grading at the Screening visit is Grade 2
or lower thereby permitting them to provide their own informed consent. Acknowledging the
medical state of the population enrolled, certain eligibility criteria for participants with
hepatic impairment are distinctly different, including assessment of Hepatitis B and

Hepatitis C, with no specific exclusion of those who have these conditions planned for
participants classified in Cohorts 2, 3, or 4.

m participants will be excluded if there 1s
concomitant clinical evidence of renal impairment, defined as estimated glomerular filtration

rate (¢GFR) <60 mL/min. This is to enable a more clear assessment of the effect of hepatic
impairment on PF-06865571 disposition.
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all female participants of childbearing potential,

at risk of pregnancy, are required to use highly effective methods of contraception during this
study. In addition, male participants must use barrier methods of contraception to minimize
transfer of drug to their female partner(s). Refer to Section 10.4 for details regarding
contraception guidance.

4.3. Justification for Dose

A single oral dose of 100 mg PF-06865571 will be used in this study. Dosing will occur in
the fed state, consistent with previous clinical studies with PF-06865571. This dose has been
selected based on prior experience in healthy participants and also takes into considerations
that participants with varying degrees of hepatic impairment may have an increase in plasma
PF-06865571 exposure. PF-06865571 was found to be well-tolerated with single doses up to
1500 mg (C2541001) and repeated doses up to 1800 mg/day (600 mg Q8H; C2541002) with
the maximum tolerated dose not identified when administered to healthy adult participants.
The PK of PF-06865571 is approximately dose-proportional, and the results at the proposed
dose of 100 mg in this study can be extrapolated to other doses. While the PF-06865571
dose 1in this study represents half the maximum total daily dose/exposure of 300 mg BID
envisioned in the Phase 2b, dose-ranging/dose-finding study, it is likely to be within the
efficacious dose range (based on effect on liver fat observed following 14-days of dosing in
those with NAFLD in Study C2541005).

For a single 100 mg dose of PF-06865571, Simcyp® simulations predict Cpay increases of
1.2-, 1.3-, and 1.5-fold in participants with Child-Pugh classifications A, B, and C,
respectively. AUCyr increases of 1.4-, 2.1-, and 2.9-fold, respectively, are also predicted.
The terminal t., 1s predicted to increase by <2-fold. In addition, these predictions are in line
with less than 3-fold exposure increases observed in participants with moderate or severe
hepatic impairment in clinical studies with sensitive CYP3A substrates, including midazolam
and triazolam.** Thus, a 3-fold increase likely represents the worst-case estimate for change
in plasma exposure in this study in those with severe hepatic impairment and are not likely to
pose a safety concern if observed in this study.

4.4. End of Study Definition

A participant is considered to have completed the study if he/she has completed all phases of
the study including the follow-up visit via telephone contact shown in the schedule of
activities.
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The end of the study is defined as the date of the follow-up visit via telephone contact, shown
in the schedule of activities, for the last participant in the trial globally.
5. STUDY POPULATION

This study can fulfill its objectives only if appropriate participants are enrolled. The
following eligibility criteria are designed to select participants for whom participation in the
study 1s considered appropriate. All relevant medical and nonmedical conditions should be
taken into consideration when deciding whether a particular participant is suitable for this
protocol.

Prospective approval of protocol deviations to recruitment and enrollment criteria, also
known as protocol waivers or exemptions, is not permitted.

5.1. Inclusion Criteria
5.1.1. Participants in All Cohorts
Participants are eligible to be included in the study only if all of the following criteria apply:

Age and Sex:

1. Male and female participants between the ages of 18 (or the mimimum
country-specific age of consent if >18) and 70 years, inclusive, at the Screening visit:

e Refer to Appendix 4 for reproductive criteria for male (Section 10.4.1) and female
(Section 10.4.2) participants.

Type of Participant and Disease Characteristics:

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

Weight:

3. Body mass index (BMI) of 17.5 to 35.4 kg/m?, inclusive; and a total body weight
>50 kg (110 Ib), at the Screening visit; with a single repeat assessment of total body
weight (and hence BMI), on a separate day permitted to assess eligibility, if needed.

Informed Consent:

4. Capable of giving signed informed consent as described in Appendix 1, which
includes compliance with the requirements and restrictions listed in the informed
consent document (ICD) and in this protocol.
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5.1.2. Additional Inclusion Criteria for Participants without Hepatic Impairment
(Cohort 1 Only)

1. At Screening, no clinically relevant abnormalities identified by a detailed medical
history, full physical examination, including blood pressure and pulse rate
measurement, 12-lead ECG and clinical laboratory tests, as assessed by the
sponsor-identified central laboratory.

2. At Screening, participants must meet the demographic-matching criteria, including:

e A body weight that is +£10 kg of the average of the pooled hepatic impairment
cohorts (Cohorts 2, 3, and 4), as provided by the sponsor;

e An age that is =5 years of the average of the pooled hepatic impairment cohorts
(Cohorts 2, 3, and 4), as provided by the sponsor;

o Attempts will be made to ensure that the male-to-female distribution in Cohort 1
1s comparable to that in the pooled hepatic impairment cohorts (Cohorts 2, 3,
and 4).

3. No known or suspected hepatic impairment; including at Screening. Partcipants meet
all the following criteria, as assessed by the sponsor-identified central laboratory,
with a single repeat permitted to assess eligibility, if needed:

e Alanine aminotransferase (ALT) < upper limit of normal (ULN);
e Aspartate aminotransferase (AST) < ULN;
e Total bilirubin < ULN;

NOTE: Participants with a history of Gilbert syndrome (and hence elevated total
bilirubin) are eligible provided direct bilirubin level is < ULN plus ALT and AST
are < ULN plus alkaline phosphatase, hemoglobin, and reticulocyte count are all
<ULN;

e Albumin < ULN;
e Prothrombin time < ULN.

5.1.3. Additional Inclusion Criteria for Participants with Impaired Hepatic Function
(Cohorts 2, 3, and 4 Only)

1. Stable hepatic impairment that meets the criteria for Class A, B, or C of the modified
Child-Pugh classification (refer to Appendix 8) with no clinically significant change
in disease status within the 28 days prior to the Screening visit, as documented by the
participant’s recent medical history (for example: no worsening clinical signs of
hepatic impairment, no worsening of total bilirubin or prothrombin time (PT) by more
than 50%).

PFIZER CONFIDENTIAL
Page 19 of 77



PF-06865571
Protocol C2541009
Final Protocol, 27 June 2019

2. Stable concomitant medications for the management of individual participants’
medical history; on_a case-by-case basis, with mput from the sponsor, participants
receiving fluctuating concomitant medication/treatment may be considered if the
underlying disease is under control.

3. Participant is willing and able to abide by the lifestyle guidelines described in
Section 5.4 of this protocol.

5.2. Exclusion Criteria

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

1. Any condition possibly affecting drug absorption (eg, prior bariatric surgery,
gastrectomy, ileal resection).

NOTE: Participants who have undergone cholecystectomy and/or appendectomy are
eligible for this study as long as the surgery occurred more than 6 months prior to
Screening.

2. At Screening, participants with a positive result for human immunodeficiency virus
(HIV) antibodies, as assessed by sponsor-identified central laboratory, with a single
repeat permitted to assess eligibility, if needed.

3. Other acute or chronic medical or psychiatric condition including recent (within the
past year) or active suicidal ideation or behavior or laboratory abnormality that may
increase the risk associated with study participation or investigational product
administration or may interfere with the interpretation of study results and, in the
judgment of the investigator, would make the participant inappropriate for entry into

this study.
Prior/Concomitant Therapy:
4. Use of prior/concomitant therapies as outlined in Section 6.5.

Prior/Concurrent Clinical Study Experience:

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

6. Participants with known prior participation (ie, randomized and received at least
1 dose of investigational product) in a study involving PF-06865571.
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Diagnostic Assessments:

7. A positive urine drug test, for illicit drugs on Day -1, as assessed by
sponsor-identified central laboratory. However, participants in Cohorts 2-4, only,
who have been medically prescribed opiates/opioids or benzodiazepines and report
the use of these drugs to the investigator at the screening visit will be allowed to
participate.

NOTE: repeat urine drug testing is not permitted in this study.

8. At Screening or Day -1, a positive breath alcohol test, as assessed using kits provided
by sponsor-identified central laboratory, with a single repeat on a separate day
permitted to assess eligibility, if needed.

Other Exclusions:
9. Male participants with partners who are currently pregnant.

10. Blood donation (excluding plasma donations) of approximately 1 pint (500 mL) or
more within 60 days prior to dosing and until the follow-up contact.

11. History of sensitivity to heparin or heparin-induced thrombocytopenia, only if heparin
1s used to flush intravenous catheters used during serial blood collections.

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

13. Investigator site staff members directly involved in the conduct of the study and their
family members, site staff members otherwise supervised by the investigator, or
Pfizer employees, including their family members, directly involved in the conduct of
the study.

5.2.1. Additional Exclusion Criteria for Participants without Hepatic Impairment
(Cohort 1 Only)

Participants presenting with any of the following will not be included in the study:
1. Evidence of chronic liver disease including history of hepatitis, hepatitis B, or

hepatitis C or evidence of any of the following, as assessed by sponsor-identified
central laboratory, with a single repeat, permitted to assess eligibility, if needed:

e Hepatitis B virus, defined by presence of hepatitis B surface antigen (HBsAg);

NOTE: while not part of the tests assessed in this study, participants with a
previously positive hepatitis B surface antibody result due to vaccination are
deemed eligible;
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e Hepatitis C infection, defined by presence of hepatitis C antibody (HCVAD) and
HCV ribonucleic acid (RNA).

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

Screening supine 12-lead ECG demonstrating Fridericia method-corrected QT
(QTcF) interval >450 millisecond (msec) or a QRS interval >120 msec. If QTcF
exceeds 450 msec, or QRS exceeds 120 msec, the ECG should be repeated 2 more
times and the average of the 3 QTcF or QRS values should be used to determine the
participant’s eligibility.

Screening seated systolic blood pressure (SBP) =140 mm Hg or diastolic blood
pressure (DBP) =90 mm Hg, following >5 minutes of seated rest. If SBP is

>140 mm Hg or DBP >90 mm Hg, the blood pressure (BP) assessment should be
repeated 2 more times and the average of the 3 BP values should be used to determine
eligibility.

Use of chronic prescription medications within 7 days or 5 half-lives (whichever 1s
longer) prior to Day 1;

NOTE: Use of selected, limited prescription and non-prescription medications is
permitted (refer to Section 6.5 for details).

Other acute or chronic medical or psychiatric condition including recent (within the
past year) or active suicidal ideation or behavior or laboratory abnormality that may
increase the risk associated with study participation or investigational product
administration or may interfere with the interpretation of study results and, in the
judgment of the investigator, would make the participant inappropriate for entry into
this study.

5.2.2. Additional Exclusion Criteria for Participants with Impaired Hepatic Function
(Cohorts 2, 3, and 4 Only)

Participants presenting with any of the following will not be included in the study:

I

Hepatic carcinoma or hepatorenal syndrome or limited predicted life expectancy
(defined as less than 1 year in Cohorts 2 & 3 and less than 6 months for Cohort 4
only).

. A diagnosis of hepatic dysfunction secondary to any acute ongoing hepatocellular

process that is documented by medical history, physical examination, liver biopsy,
hepatic ultrasound, computerized tomography scan, or magnetic resonance imaging

(MRU).
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3.

10.

11.

History of surgery that would be expected to alter absorption, distribution,
metabolism, or excretion (ADME) properties of PF-06865571 (eg, status post
porta-caval shunt surgery);

NOTE: Participants with a transjugular intrahepatic portosystemic shunt (TIPS) are
permitted provided that they meet the Child-Pugh criteria.

History of gastrointestinal hemorrhage due to esophageal varices or peptic ulcers less
than 4 weeks prior to Screening.

Signs of clinically active Grade 3 or Grade 4 hepatic encephalopathy (ie, > Grade 2
Portal Systemic Encephalopathy score; refer to Appendix 8).

Severe ascites and/or pleural effusion, except for those categorized in Cohort 4 who
may be enrolled provided participant 1s medically stable, per the investigators’
medical judgment.

Participants who have previously had a transplanted kidney, liver, or heart.

Screening supine 12-lead ECG demonstrating a QTcF mterval >480 msec or a QRS
interval >120 msec. If QTcF exceeds 480 msec, or QRS exceeds 120 msec, the ECG
should be repeated 2 more times and the average of the 3 QTcF or QRS values should
be used to determine eligibility.

At Screening, persistent severe, uncontrolled hypertension; for example: seated
systolic blood pressure (SBP) =180 mm Hg and/or diastolic blood pressure (DBP)
>105 mm Hg after >5-minute of seated rest, with a single repeat permitted to assess
eligibility, if needed, at each of these 2 visits:

e For participants with SBP >160 (and <179) mm Hg or DBP >100 (and <104) mm
Hg, the period between Screening and Day -1 must be used to refine the doses of
the agents used for management of blood pressure with the aim to have stable BP
by Day 1 [refer to Section 5.3].

Participants with ALT or AST >5x ULN on clinical laboratory tests at Screening, as
assessed by the sponsor-identified central laboratory, with a single repeat permitted to
assess eligibility, if needed.

At Screening, participants with an estimated glomerular filtration rate (eGFR) of
<60 mL/min/1.73m” using the Modification of Diet in Renal Disease (MDRD)
equation, and serum creatinine (SCr), as assessed by the sponsor identified central
laboratory, with a single repeat permitted to assess eligibility, if needed.
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5.3. Criteria for Dosing on Day 1

Participants will progress to dosing on Day 1 provided they have satisfied all the following
criteria:

Breath alcohol test, using kits provided by sponsor-identified central laboratory, on
Day -1 is negative;

In females of childbearing potential, urine pregnancy test on Day 1 is negative as
reported by on-site pregnancy test using supplies provided by the sponsor-identified
central laboratory;

Safety-related laboratory tests collected and analyzed by sites’ local laboratory on
Day -1, if performed at mnvestigator discretion, upon review on Day 1 must reflect the
participant to be in stable medical condition;

Cohort 1 only: Approval from the sponsor must be obtained before proceeding with
dosing participants in Cohort 1;

Cohorts 2 and 3 only: Participants must have measurement on Day 1 of
SBP <159 mm Hg and DBP <99 mm Hg —

e A single repeat assessment is permitted, to confirm that the above criterion 1s met
[and 1n such cases, the repeat assessment overrides initial results];

Cohort 4 only: Participants must have measurement on Day 1 of SBP <159 mm Hg
and DBP <105 mm Hg —

e A single repeat assessment is permitted, to confirm that the above criterion 1s met
[and 1n such cases, the repeat assessment overrides initial results].

5.4. Lifestyle Considerations

After confirmation of eligibility, the participants will be instructed to maintain the guidelines
described below for the duration of participation in the study.

5.4.1. Meals and Dietary Restrictions

Participants must abstain from all food and drink (except water) at least 4 hours prior
to all fasting clinical laboratory evaluations and at least 10 hours prior to the
collection of the predose pharmacokinetic (PK) sample;

Water may be consumed as desired (ad libitum);
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e While inpatient, all meals will be standardized as follows:

e On Day 1, following an overnight fast of at least 10 hours, participants should
begin breakfast approximately 30 minutes prior to PF-06865571 administration.
The breakfast will be consumed over approximately a 20-minute period with
PF-06865571 administered within approximately 10 minutes of completion of the
meal. Participants will be encouraged to complete the entire breakfast. There
will be no water restrictions prior to dosing.

¢ Standard morning meal, lunch, afternoon snack, and evening meal (and an
optional evening snack) will be provided at a similar clock time to the clock time
when these meals are provided relative to dosing on Day 1 (ie, OH, 4H, 7H, 10H,
and 14H);

e The total daily nutritional composition should be approximately
55% carbohydrate, 30% fat and 15% protein. The nutritional macronutrient
composition consumed by each participant should be maintained, as much as
practically possible;

e The daily caloric intake per participant should not exceed approximately
3200 kcal;

e The morning meal (matching OH), afternoon snack, and optional evening snack is
each envisioned to constitute 300 to 400 calories and a macronutrient composition
of approximately 55% carbohydrates, 30% fat and 15% protein;

e Lunch and evening meal each is envisioned to constitute less than 1000 calories;

e Participants will refrain from consuming red wine, grapefruit, or
grapefruit-related citrus fruits (eg, Seville oranges, pomelos, fruit juices) from
7 days prior to Day 1 and until collection of the final PK blood sample.

5.4.2. Caffeine, Alcohol, and Tobacco

e Participants will abstain from alcohol for >24 hours prior to admission for inpatient
stay (plus have a negative breath alcohol test on Day -1) and continue abstaining from
alcohol until the follow-up contact;

e Consumption of caffeinated drinks and nicotine containing products is permitted
during participation in the study; however, there may be a need for brief interruption
while at the site, depending on local site policy.
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5.4.3. Activity

e Participants will nof be permitted to engage in physically strenuous exercise (for
example: heavy lifting, weight training, calisthenics, and aerobics) within 48 hours
before each blood sample collection for clinical laboratory tests while participating in
the study; physical activity at an individual participant’s normal pace i1s permitted.

5.4.4. Contraception

At the Screening visit, the investigator or his or her designee, in consultation with the
participant, will confirm that the participant has selected an appropriate method of
contraception for the individual participant and his or her partner(s) from the permitted list of
contraception methods (see Appendix 4 Section 10.4.4) and will confirm that the participant
has been instructed in its consistent and correct use. At time points indicated in the schedule
of activities (SoA), the investigator 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). In addition,
the investigator or designee will instruct the participant to call immediately if the selected
contraception method is discontinued or if pregnancy is known or suspected in the participant
or partner.

5.5. Screen Failures

Screen failures are defined as participants who consent to participate in the clinical study but
are not subsequently dosed on Day 1. Screen failure data are collected and remain as source
with only a limited set reported in the clinical database.

In this study, participants may be re-screened. This is permitted when, due to logistical
constraints, the maximum period between Screening Visit and Day 1, of 28 days, is
exceeded. In addition, for participants in Cohorts 2-4, inclusive, only, re-screening may be
appropriate following mild intercurrent illness after the condition has resolved. In such
cases, all screening procedures must be repeated and the participant assigned a new 8-digit
study-specific 1dentification (SSID) number. Participants must be deemed to meet all the
eligibility criteria under the new 8-digit SSID before progressing to Day 1.

6. STUDY INTERVENTION

Study intervention is defined as any investigational intervention(s), marketed product(s),
placebo, or medical device(s) intended to be administered to a study participant according to
the study protocol.

For the purposes of this protocol, the term investigational product may be used
synonymously with study intervention.
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6.1. Study Intervention(s) Administered

For this study, the investigational product is PF-06865571, supplied by Pfizer as tablets, each
containing 100 mg of active drug.

Tablets will be supplied to the clinical research unit (CRU) as packaged bottles for unit
dosing and labeled according to local regulatory requirements.

6.1.1. Administration

Following an overnight fast of at least 10 hours, participants will receive breakfast as
outlined in Section 5.4.1 (Meals and Dietary Restrictions). The participants will then receive
investigational product at approximately 08:00 hours (plus or minus 2 hours). Investigator
site personnel will administer investigational product with ambient temperature water to a
total volume of approximately 120 mL. Participants will swallow the investigational product
whole, and will not manipulate or chew the investigational product prior to swallowing.

6.2. Preparation/Handling/Storage/Accountability

1. The investigator or designee must confirm appropriate temperature conditions have
been maintained during transit for all study interventions received and any
discrepancies are reported and resolved before use of the study intervention, as
applicable for temperature-monitored shipments.

2. Oanly participants enrolled in the study may receive study intervention and only
authorized site staff may supply or administer study intervention. 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 limited to the investigator and authorized site staff. Ata
minimum, daily minimum and maximum temperatures for all site storage locations
must be documented and available upon request. Data for nonworking days must
indicate the minimum and maximum temperature since previously documented for all
site storage locations upon return to business.

3. The investigator, institution, or the head of the medical institution (where applicable)
is responsible for study intervention accountability, reconciliation, and record
maintenance (ie, receipt, reconciliation, and final disposition records). All study
interventions will be accounted for using an investigational product accountability
form/record.

4. Further guidance and information for the final disposition of unused study
interventions are provided in the investigational product (IP) manual.

5. Any storage conditions stated in the SRSD will be superseded by the storage
conditions stated on the product label.

6. Study interventions should be stored in their original containers and in accordance
with the labels.
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7. Any excurstions from the study intervention label storage conditions should be
reported to Pfizer upon discovery along with any actions taken. The site should
actively pursue options for returning the study intervention to the storage conditions
described in the labeling, as soon as possible. Once an excursion is identified, the
study intervention must be quarantined and not used until Pfizer provides permission
to use the study intervention. It will not be considered a protocol deviation if Pfizer
approves the use of the study intervention after the temperature excursion. Use of the
study intervention prior to Pfizer approval will be considered a protocol deviation.
Specific details regarding the definition of an excursion and information the site
should report for each excursion will be provided to the site in the IP manual.

8. The sponsor or designee will provide guidance on the destruction of unused study
intervention (eg, at the site). If destruction is authorized to take place at the
investigator site, the investigator must ensure that the materials are destroyed in
compliance with applicable environmental regulations, institutional policy, and any
special instructions provided by Pfizer, and all destruction must be adequately
documented.

6.2.1. Preparation and Dispensing

Within this protocol, preparation refers to the investigator site activities performed to make
the investigational product ready for administration or dispensing to the participant by
qualified staff. Dispensing is defined as the provision of investigational product,
concomitant treatments, and accompanying information by qualified staff member(s) to a
healthcare provider, participant in accordance with this protocol. Local health authority
regulations or investigator site guidelines may use alternative terms for these activities.

Investigational product should be prepared and dispensed by an appropriately qualified and
experienced member of the study staff (eg, physician, nurse, physician’s assistant, nurse
practitioner, pharmacy assistant/technician, or pharmacist) as allowed by local, state, and
institutional guidance.

PF-06865571 will be prepared by qualified site personnel according to the IP manual.
The PF-06865571 tablet will be provided to the participant in a unit dose container.

6.3. Measures to Minimize Bias: Randomization and Blinding
6.3.1. Allocation to Investigational Product

Following completion of informed consent at the Screening visit, each participant will be
assigned a single 8-digit SSID number by the site staff. The first 4 digits of the SSID will
reflect the sponsor-assigned site number and the remaining 4 digits will reflect each
participant’s unique number assigned in chronological order of when informed consent is
obtained. Separately, prior to dosing on Day 1, each participant will be assigned a 4-digit
number consisting of site number (first digit), cohort (second digit) and chronological order
of dosing, at a given site (third and fourth digit).
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6.4. Study Intervention Compliance

Investigational product will be administered under the supervision of investigator site
personnel. The oral cavity of each participant will be examined following dosing to ensure
the investigational product was swallowed.

6.5. Concomitant Therapy

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

Treatments taken within 28 days before dosing on Day 1 will be documented as a prior
treatment. Treatments taken after the first dose of investigational product will be
documented as concomitant treatments.

Females using hormonal contraceptives or taking hormone replacement therapy are eligible
to participate in this study.

6.5.1. Participants Without Hepatic Impairment (Cohort 1, Only)

In general, participants will abstain from all concomitant treatments, except for the treatment
of adverse events. Of note, the following restrictions:

e Acetaminophen/paracetamol may be used at doses of <1 g/day;

e Herbal supplements must be discontinued ar least 28 days prior to Day 1 and until the
follow-up contact;

e Limited use of prescription and non prescription medications that are not believed to
affect the overall results of the study may be permitted on a case by case basis affer
approval by the sponsor study team.

6.5.2. Participants with Impaired Hepatic Function (Cohorts 2, 3, and 4)

Participants are permitted to be on stable doses of background medications for the
management of their concomitant medical condition(s). Whenever possible, attempts must
be made to not alter the doses and regimens of the concomitant medications after Day 1 and
until the follow-up contact.

e Participants on the following medications, at the Screening visit, are excluded from
the study:

e Potent CYP3A inhibitors (eg, boceprevir, clarithromycin, conivaptan, grapefruit
juice, indinavir, itraconazole, ketoconazole, lopinavir/ritonavir, mibefradil,
nefazodone, nelfinavir, posaconazole, ritonavir, saquinavir, telaprevir,
telithromycin, voriconazole);

e Time-dependent CYP3A inhibitors (eg, diltiazem, erythromycin, and verapamil);
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e Potent and moderate CYP3A inducers (eg, avasimibe, bosentan, carbamazepine,
efavirenz, etravirine, modafinil, nafcillin, phenytoin, rifampin, St. John’s wort);

e P-gp substrates (eg, digoxin);
e (Medical grade) marijuana, regardless of medical indication.

e Participants must not take the following medications on Day 1 of this study:

e Moderate CYP3A inhibitors (eg, amprenavir, aprepitant, atazanavir,
ciprofloxacin, crizotinib, darunavir/ritonavir, fluconazole, fosamprenavir,
imatinib);

e Sensitive CYP2C9 substrates and substrates with a narrow therapeutic range
(eg, fluvastatin, diclofenac, celecoxib, torsemide, warfarin, phenytoin).

e Participants must not take a morning dose of the following medications on Day 1 of
this study:

e OCT2/MATEI] substrates (eg, metformin);
e BCRP substrates (eg, rosuvastatin, atorvastatin, simvastatin, fluvastatin).

Herbal supplements must be discontinued at least 28 days prior to Day 1 and until the
follow-up contact.

6.5.3. Rescue Medicine

There is no rescue therapy to reverse the adverse events (AEs) observed with PF-06865571;
standard medical supportive care must be provided to manage the AEs.

6.6. Dose Modification

By design, this study only includes administration of a single, oral dose of PF-06865571. As
such, dose modifications will not be made during the study.

6.7. Intervention After the End of the Study

No intervention will be provided to study participants at the end of the study.

7. DISCONTINUATION OF STUDY INTERVENTION AND PARTICIPANT
DISCONTINUATION/WITHDRAWAL

7.1. Discontinuation of Study Intervention

In rare instances, it may be necessary for a participant who was dosed on Day 1 to
permanently discontinue from the study. In such circumstances, procedures outlined under
early termination visit in the Schedule of Activities Table must be attempted.
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See the SoA for data to be collected at the time of intervention discontinuation and follow-up
and for any further evaluations that need to be completed.

7.2. Participant Discontinuation/Withdrawal From the Study

A participant may withdraw from the study at any time at his/her own request, or may be
withdrawn at any time at the discretion of the investigator for safety, behavioral, compliance,
or administrative reasons.

At the time of discontinuing 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 randomized and then are
prematurely withdrawn from the study. Participants should be questioned regarding their
reason for withdrawal. The participant will be permanently discontinued both from the study
intervention and from the study at that time.

If a participant withdraws from the study, he/she may request destruction of any remaining
samples, but data already generated from the samples will continue to be available, and may
be used to protect the integrity of existing analyses. The investigator must document any
such requests in the site study records.

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

When a participant withdraws from the study because of an serious adverse event (SAE), the
SAE must be recorded on the case report form (CRF) and reported on the Clinical Trial (CT)
SAE Report.

Lack of completion of all or any of the withdrawal/early termination procedures will not be
viewed as protocol deviations so long as the participant’s safety was preserved.

Withdrawal of Consent:

Participants who request to discontinue receipt of study treatment will remain in the study
and must continue to be followed for protocol-specified follow-up procedures. The only
exception to this is when a participant specifically withdraws consent for any further contact
with him or her 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 in detail in the medical records by the investigator, as to whether the
withdrawal is only from further receipt of investigational product 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 is alive or dead) is being measured,
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publicly available information should be used to determine vital status only as appropriately
directed in accordance with local law.

7.3. Lost to Follow up

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

The following actions must be taken if a participant fails to return to the clinic for a required
study visit:

e The site must attempt to contact the participant and reschedule the missed visit as
soon as possible and counsel the participant on the importance of maintaining the
assigned visit schedule and ascertain whether or not the participant wishes to and/or
should continue in the study;

e Before a participant is deemed lost to follow-up, the investigator or designee must
make every effort to regain contact with the participant (where possible, 3 telephone
calls and, if 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;

e Should the participant continue to be unreachable, he/she will be considered to have
withdrawn from the study.

Discontinuation of specific sites or of the study as a whole is handled as part of Appendix 1.

8. STUDY ASSESSMENTS AND PROCEDURES

Participants will be screened within 28 days prior to administration of the investigational
product to confirm that they meet the study population criteria for the study. The investigator
(or an appropriate delegate at the investigator site) must obtain a signed and dated ICD
before performing any study-specific procedures. If the time between screening and dosing
exceeds 28 days as a result of unexpected delays (eg, delayed drug shipment), then
participants do not require rescreening if the laboratory results obtained prior to first dose
administration meet eligibility criteria.

A participant who qualified for this protocol but did not enroll from an earlier cohort/group
may be used in a subsequent cohort/group without rescreening, provided laboratory results
obtained prior to the first dose administration meet