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This study will be conducted in compliance with this protocol and in accordance with the ethical
principles that have their origin in the Declaration of Helsinki, and that are consistent with
International Council for Harmonisation (ICH) Good Clinical Practice (GCP) and applicable
regulatory requirements.

CONFIDENTIALITY STATEMENT

The information contained in this document, particularly unpublished data, is the property or
under control of Gilead Sciences, Inc., and is provided to you in confidence as an investigator,
potential investigator, or consultant, for review by you, your staff, and an applicable
Institutional Review Board or Independent Ethics Committee. The information is only to be
used by you in connection with authorized clinical studies of the investigational drug
described in the protocol. You will not disclose any of the information to others without
written authorization from Gilead Sciences, Inc., except to the extent necessary to obtain
informed consent from those persons to whom the drug may be administered.
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PROTOCOL SYNOPSIS

Gilead Sciences, Inc.
333 Lakeside Drive
Foster City, CA 94404, USA

Study Title: A Phase 3, Randomized, Double-Blind, Placebo-Controlled Study
Evaluating the Safety, Tolerability, and Efficacy of Cilofexor in
Non-Cirrhotic Subjects With Primary Sclerosing Cholangitis

IND Number: 131031

FudraCT Number: 2019-000204-14

Clinical Trials.gov

Identifier: NCT03890120

Study Centers Approximately 200 centers globally

Planned:

Objectives: The primary objective of this study is as follows:

¢ To evaluate whether cilofexor (CILO, previously known as
GS-9674) reduces the risk of fibrosis progression among
noncirrhotic participants with primary sclerosing cholangitis (PSC)
at Blinded Study Phase Week 96

The secondary objectives of this study are as follows:
e To assess the safety and tolerability of CIL.O

e To evaluate changes in serum concentrations of alkaline
phosphatase (ALP), alanine aminotransferase (ALT), and bile
acids at Blinded Study Phase Week 96

e To evaluate whether CILO increases the proportion of participants
with = 25% relative reduction in serum ALP concentration from
baseline (biochemical response) and no worsening of fibrosis
according to the Ludwig classification (histologic response) at
Blinded Study Phase Week 96

¢ To evaluate fibrosis stage improvement at Blinded Study Phase
Week 96
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Diagnosis and
Main Eligibility
Criteria:

CONFIDENTIAL

Individual participant participation in the Blinded Study Phase can
last up to approximately 110 weeks (consisting of a 10-week
screening period, a 96-week Blinded Study Phase treatment period,
and a 4-week Blinded Study Phase follow-up period).

For participants who have consented to and are eligible for the OLE
Phase, participation in the OLE Phase can last up to approximately
104 weeks (consisting of an approximately 4-week roll-over period, a
96-week open-label treatment period, and a 4-week OLE Phase
follow-up period).

Kev Inclusion Criteria

1) Diagnosis of large duct PSC based on cholangiogram (magnetic
resonance cholangiopancreatography [MRCP], endoscopic
retrograde cholangiopancreatography [ERCP], or percutaneous
transhepatic cholangiogram [PTC])

2) Liver biopsy at screening that is deemed acceptable for
interpretation and demonstrates stage FO - F3 fibrosis (according
to the Ludwig classification) in the opinion of the central reader

a) A historical liver biopsy within 6 months of the screening
visit may be accepted as the screening biopsy if the sample is
deemed acceptable for interpretation by the central reader.

3) Participant has the following laboratory parameters at the
screening visit, as determined by the central laboratory:

a) Platelet count > 150,000/mm?

b) Estimated glomerular filtration rate (eGFR)> 30
milliliter/minute (mL/min), as calculated by the Cockeroft-
Gault equation

¢) ALT <8 x upper limit of normal (ULN)

d) Total bilirubin < 2 mg/dL, unless the participant is known to
have Gilbert’s syndrome or hemolytic anemia

¢) International normalized ratio (INR) < 1.4, unless due to
therapeutic anticoagulation

f) Negative anti-mitochondrial antibody

4) For participants on ursodeoxycholic acid (UDCA), the dose of
UDCA must have been stable in the opinion of the investigator
for at least 6 months before screening. For participants not on
UDCA, no UDCA use for at least 6 months prior to screening.
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Kev Exclusion Criteria

1)

2)
3)

4

Current or prior history of any of the following:
a) Cirrhosis as defined by any of the following:

1.  Liver biopsy demonstrating stage F4 fibrosis according to
the Ludwig classification (or equivalent)

ii. Decompensated liver disease, including ascites, hepatic
encephalopathy (HE), or variceal hemorrhage

. Liver stiffness > 20.0 kPa by FibroScan
b) Liver transplantation

¢) Cholangiocarcinoma or hepatocellular carcinoma (HCC). If a
dominant stricture has been identified, cholangiocarcinoma
must be adequately excluded in the opinion of the investigator
prior to Day 1.

d) Ascending cholangitis within 30 days of screening
Presence of a percutaneous drain or biliary stent

Other causes of liver disease including immunoglobulin G4
(IgG4)-related sclerosing cholangitis, autoimmune hepatitis/PSC
overlap syndrome, secondary sclerosing cholangitis, small duct
PSC (histologic evidence of PSC with normal bile ducts on
cholangiography), and viral, metabolic, alcoholic, and other
autoimmune conditions. Participants with hepatic steatosis may
be included if there is no evidence of nonalcoholic steatohepatitis
(NASH) on liver biopsy in the opinion of the central reader

Current or prior history of any of the following:

a) Malignancy within 5 years of screening with the following
exceptions:

1. Adequately treated carcinoma in situ of the cervix

1. Adequately treated basal or squamous cell cancer or other
localized non-melanoma skin caneer.

Participants under evaluation for possible malignancy are not
eligible.
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Criteria for

Evaluation:

Safety: Safety will be assessed through the reporting of AEs and by clinical
laboratory tests and vital sign assessments at various time points
during the study. concomitant medication usage will also be assessed
throughout the study.

An independent, external DMC that consists of 2 hepatologists and a

PhD statistician will convene after 50 participants have completed the

Week 4 visit and approximately every 6 months during the Blinded

Study Phase and the OLE Phase to monitor the study for safety.

Efficacy: ¢ The primary endpoint is the proportion of participants with

progression of liver fibrosis, as defined by a > 1-stage increase in
fibrosis according to the Ludwig classification at Blinded Study
Phase Week 96

The secondary endpoints of this study are as follows:

e Changes from baseline in serum concentrations of ALP, ALT, and
bile acids at Blinded Study Phase Week 96

e The proportion of participants with > 25% relative reduction in
serum ALP concentration from baseline (biochemical response)
and no worsening of fibrosis according to the Ludwig
classification (histologic response) at Blinded Study Phase
Week 96

e The proportion of participants with fibrosis improvement
(according to the Ludwig classification) at Blinded Study Phase
Week 96

e Changes from baseline in noninvasive markers of fibrosis,
including liver stiffness by FibroScan and ELF test score at
Blinded Study Phase Week 96

¢ Change from baseline in PSC Symptoms — Module 1 based on the
disease-specific PSC-PRO at Blinded Study Phase Week 96

Pharmacokinetics: Plasma concentrations of CILO and its metabolites (as applicable)
will be determined for PK analvses as appropriate.
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Statistical Methods:
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Efficacy Analysis:

Primary Analysis

A stratified Mantel-Haenszel test will be used to compare the
difference in the proportion of participants who have progression of
liver fibrosis at Blinded Study Phase Week 96 between the CILO
group and placebo group at a 1-sided significance level of 0.025,
adjusting for baseline UDCA use and fibrosis stage (Ludwig fibrosis
score, F3 versus FO, F1, and F2) on screening liver biopsy.
Participants with missing data on liver fibrosis will be analyzed as
treatment failures. The point estimate and 95% CI for the difference
in proportions will be calculated. A 2-dimensional tipping point
sensitivity analysis will be conducted to comprehensively explore the
space of plausible missing data assumptions for the primary endpoint.

Secondary Analyses

The secondary efficacy endpoints will be tested sequentially in the
following order at the same 1-sided significance level of 0.025 after
the primary efficacy objective has been achieved. An analysis of
covariance (ANCOV A) model will be used for continuous and ordinal
endpoints, adjusting for baseline value of the dependent variable,
baseline UDCA use, and fibrosis stage (F3 versus FO, F1, and F2) on
screening liver biopsy. A stratified Mantel-Haenszel test will be used
for binary secondary endpoints, adjusting for baseline UDCA use and
fibrosis stage (F3 versus FO, F1, and F2) on screening liver biopsy. If
a 1-sided P value < 0.025 is achieved for the corresponding endpoint,
the next endpoint will be evaluated; otherwise, testing of the
remaining endpoints will cease.

1) Change from baseline in serum ALP at Blinded Study Phase
Week 96

2) Change from baseline in serum ALT at Blinded Study Phase
Week 96

3) Change from baseline in serum bile acids at Blinded Study Phase
Week 96

4) The proportion of participants with = 25% relative reduction in
serum ALP concentration from baseline (biochemical response)
and no worsening of fibrosis according to the Ludwig
classification (histologic response) at Blinded Study Phase
Week 96

5) The proportion of participants with fibrosis improvement
(according to the Ludwig classification) at Blinded Study Phase
Week 96
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6) Change from baseline in PSC Symptoms — Module 1 on the
disease-specific PSC-PRO at Blinded Study Phase Week 96

7) Change from baseline in ELF test score at Blinded Study Phase
Week 96

8) Change from baseline in liver stiffness by FibroScan at Blinded
Study Phase Week 96

Safety Analvsis:

Safety will be assessed during the study through the reporting of AEs,
clinical laboratory tests, and vital sign assessments at various time
points during the study.

All safety data collected on or after the date that CILO or PTM CILO
was first dosed up to the date of last dose of CILO or PTM CILO plus
30 days will be summarized by treatment group. Data for the
pretreatment and follow-up periods will be included in data listings.

Sample Size:

A sample size of 267 participants in the CILO group and

133 participants in the placebo group has 81% power to detect an
absolute difference of 15% in the percentage of participants who meet
the primary endpoint at Blinded Study Phase Week 96. Power was
calculated using the Pearson’s Chi-square test at a 2-sided
significance level of 0.05. This calculation assumes that 25% of
participants will discontinue the study prematurely (considered as
treatment failures), and that among participants with non-missing
response data at Week 96, 20% in the CILO group and 40% in the
placebo group will meet the primary endpoint.

This study will be conducted in accordance with the guidelines of Good Clinical Practice (GCP)

CONFIDENTIAL

including archiving of essential documents.
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GLOSSARY OF ABBREVIATIONS AND DEFINITION OF TERMS

B-hCG beta-human chorionic gonadotropin

Ab antibody

ADME absorption, distribution, metabolism, and elimmation

AE adverse event

AhR aryl hydrocarbon receptor

AICD automatic implantable cardioverter defibrillator

ALDH aldehyde dehydrogenase

ALP alkaline phosphatase

ALT alanine aminotransferase

ANCOVA analysis of covariance

aPTT activated partial thromboplastin time

AST aspartate aminotransferase

AUC area under the concentration versus time curve

AUC ¢ area under the concentration versus time curve extrapolated to infinite time, calculated as

AUChast + (Clast/Az)

AUC.. area under the concentration versus time curve over the dosing interval

BAP biomarker analysis plan

BCRP breast cancer resistance protein

BMI body mass index

BUN blood urea nitrogen

BwW body weight

C4 7-alpha-hydroxy-4-cholesten-3-one

CAP controlled attenuation parameter

CAR constitutive androstane receptor

CI confidence interval

CILO cilofexor

Clae last observed quantifiable concentration of the drug

CLDQ Chronic Liver Disease Questionnaire

Crax maximum observed concentration of drug

COVID-19 coronavirus disease 2019

CP Child-Pugh

CPK creatine phosphokinase

CPT Child-Pugh-Turcotte (score)

CRF case report form

CRO contract/clinical research organization

CRP C-reactive protein

CSR clinical study report

& observed drug concentration at the end of the dosing interval
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CTCAE Common Terminology Criteria for Adverse Events
CYP cytochrome P450 enzyme
DDI drug-drug interaction
DILI drug induced liver injury
DMC data monitoring committee
DNA deoxyribonucleic acid
EC ethics committee
ECs, half-maximal effective concentration
ECG electrocardiogram
eCRF electronic case report form
EDC electronic data capture
EF5 event-free survival
eGFR estimated glomerular filtration rate
ELF Test enhanced liver fibrosis test
EQ-5D EuroQol (5 dimensions)
ERCP endoscopic retrograde cholangiopancreatography
ESA ervthropoiesis-stimulating agent
eSAE electronic serious adverse event
ET early termination
EU European Union
FAS Full Analysis Set
FDA Food and Drug Administration
FGF fibroblast growth factor
FSH follicle-stimulating hormone
FXR farnesoid X receptor
GCP Good Clinical Practice
G-CSF granulocyte colony-stimulating factor
GGT gamma-glutamyltransferase
GLPS Global Patient Safety
GWAS genome-wide association studies
Hb hemoglobin
HbAlc hemoglobin Alc
HBsAg hepatitis B surface antigen
HBV hepatitis B virus
HCC hepatocellular carcinoma
HCV hepatitis C virus
HDL-C high-density lipoprotein cholesterol
HE hepatic encephalopathy
HIV human immunodeficiency virus
HLA human leukocyte antigen
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HLGT
HLT
1B
IED
ICF
ICH

IEC
TG4

IRB
D

v

IRT
LC/MS
LDH
LDL-C
LLT
MATE
MCV
MDRD
MedDRA
MELD
MRCP
MRI-FDFF
mRNA
NASH
NaNO,
NOAEL
NTCP
OAT
OATP
OCT
OLE
OST
PBC
PD

PE

P-gp

CONFIDENTIAL

high-level group term
high-level term
investigator’s brochure
inflammatory bowel disease

informed consent form

International Council for Harmonisation (of Technical Requirements for Pharmaceuticals

tor Human Use)

independent ethics committee
immunoglobulin G4

investigational new drug

international normalized ratio

nstitutional review board

intrauterine device

intravenous

interactive response technology

liquid chromatography-mass spectrometry
lactate dehydrogenase

low-density lipoprotein cholesterol
lower-level term

multidrug and toxin extrusion transporter
mean corpuscular volume

Modification of Diet in Renal Disease
Medical Dictionary for Regulatory Activities
Model for End-stage Liver Disease
Magnetic Resonance Cholangiopancreatography
magnetic resonance imaging-proton density fat fraction
messenger ribonucleic acid

nonalcoholic steatohepatitis

sodium nitrite

no observed adverse effect level
sodium-taurocholate cotransporter protein
organic anion transporter

organic anion transporting polypeptide
organic cation transporter

open-label extension

organic solute transporter

primary biliary cholangitis
pharmacodynamic(s)

physical examinations

P-glycoprotein

Page 24

16 March 2022



Cilofexor (CILO; GS-9674)
Protocol GS-US-428-4194

Gilead Sciences, Inc.

Final
Amendment 5

PI
PITIP-NP
PK

PP

PRO
P3C
PSC-PRO
PT

PTC
PTM
PTT
PXR

Q1

Q3

QoL

SAS
SD
SIBDQ
SIM
soC
SOP
SSR
SUSAR

tin

TEAEs
TGRS
TIMP
Tast
[
TPO
UDCA
UGT
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principal investigator

procollagen IIT amino terminal peptide
pharmacokinetic(s)

predictive power

patient-reported outcome

primary sclerosing cholangitis

primary sclerosing cholangitis-patient-reported outcome
preferred term

percutaneous transhepatic cholangiogram
placebo-to-match

partial thromboplastin time

preghane X receptor

first quartile

third quartile

quality of life

red bloed cell

ribonucleic acid

retinoid X receptor

serious adverse drug reaction

serious adverse event

statistical analysis plan

statistical analysis software

standard deviation

Short Inflammatory Bowel Disease Questionnaire
simtuzumab

system organ class

standard operating procedure

special situations report

suspected unexpected serious adverse reaction

estimate of the terminal elimination half-life of the drug, calculated by dividing the natural

log of 2 by the terminal elimination rate constant ()
treatment-emergent adverse events

bile acid receptor

tissue inhibitor of metalloproteinases

time (observed time point) of Cug

time (observed time point) of Cpge

thrombopoietin

ursodeoxycholic acid

uridine diphosphate glucuronosyltransferase

upper limit of the normal
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1.2. Cilofexor

1.2.1. General Information

Cilofexor (CILO, previously known as GS-9674) is a potent agonist of the farnesoid X receptor
(FXR) whose activity in intestinal epithelial cells results in the release of fibroblast growth factor
19 (FGF19). The FGF19 is an endocrine peptide which drives a signaling cascade to decrease
hepatic lipogenesis, gluconeogenesis, triglyceride accumulation, and bile acid synthesis. Please
refer to the investigator’s brochure (IB) for additional information on CILO including:

e In Vitro FXR Agonism

e Nonclinical Pharmacology and Toxicology

¢ Nonclinical Pharmacokinetics and In Vitro Metabolism
1.2.2. Nonclinical Pharmacology

CILO is a potent and selective small molecule agonist of FXR. CILO interacts with the binding
domain of FXR/retinoid X receptor (RXR) consistent with agonist activity and induces an
agonist response in biochemical and cell-based assays with ECsgof 16 and 43 nM, respectively.
The biochemical assay value for CILO was comparable to that of other known FXR agonists and
the cell-based assay value was more potent than chenodeoxycholic acid (ECso of 1770 nM), an
endogenous agonist of FXR. CILO did not activate the structurally similar bile acid receptor
(TGRS), did not activate other nuclear hormone receptors, and did not bind to a panel of other
off-target receptors and enzymes.

Oral dose-ranging experiments in male cynomolgus monkeys demonstrated maximal increases in
plasma FGF19 at a dose of 5 mg/kg. In addition, the oral administration of CILO (30 mg/kg) to
monkeys directly activated intestinal FXR, as measured by the expression of FXR-target genes in
the ileum (15-fold increase in FGF19 mRNA, and a 2-fold increase in organic solute transporter
[OSTa and OSTR] mRNA). In monkeys, there were no effects on circulating FGF19 levels after
intravenous (IV) dosing of CILO (resulting in systemic exposures higher than those observed
after oral dosing) suggesting that FGF19 production is a result of intestinal FXR agonism in
response to local enteric concentrations of CILO. The low systemic free drug concentrations
contributed to the lack of effects following I'V administration of CILO. CILO reduced liver
fibrosis in a choline-deficient high-fat diet/sodium nitrite (NaNO;) rat model of liver fibrosis.

There were no CILO-related effects on the central nervous or respiratory systems in mice or the
cardiovascular system in cynomolgus monkeys administered up to 600 mg/kg (mice) or
300 mg/'kg (monkey) CILO.

Overall, the results from these pharmacology studies demonstrate that CILO is a potent and

selective agonist of intestinal FXR with the potential to benefit patients with PSC by inducing
FGF19 production and reducing bile acid levels.
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1.2.3. Nonclinical T oxicology

The nonclinical toxicity profile of CILO has been assessed in mice, rats, and cynomolgus
monkeys administered CILO orally for up to 26, 13, and 39 weeks, respectively. CILO-related
effects were primarily limited to nonadverse findings in the liver for all species that are likely
related to the pharmacology of the compound. These findings included mild increases in ALP
and/or increased liver weight with or without minimal to slight hepatocellular hypertrophy.
Minor, nonadverse clinical pathology findings included decreased red blood cell (RBC)
parameters; increased platelets; shortened activated partial thromboplastin time (aPTT);
decreased serum bile acids; decreased cholesterol and triglycerides; increased albumin, globulin,
and total protein; increased phosphorus; and/or increased urea nitrogen. All findings are expected
to reverse with cessation of dosing based on the transient nature of the finding, type of finding
observed and/or evidence of recovery after a 4-week nondosing period in the 26-week mouse and
39-week monkey studies. The no observed adverse effect levels (NOAELs) from the 26- (mice),
13- (rat) and 39-week (monkey) repeat dose toxicity studies were 60 mg/kg/day in mice,

1500 mg/kg/day in rat and 300 mg/kg/day in monkeys. These doses were associated with
exposure margins 9x (male mice), 15x (female mice), 30x (male rats), 21x (female rats), and
23x (male and female monkeys) higher than the human exposure at the 100 mg once daily dose.

There were no effects of CILO on fetal development at doses of up to 300 mg/kg/day in mice
and 200 mg/kg/day in rabbits. There were effects on male and female fertility (reduced
conception/copulation rates and longer precoital intervals) at a dose of 300 mg/kg/day, which
was associated with exposure margins 26x (male) and 66x (female) higher than the human
exposure at the 100 mg once daily dose.

1.2.4. Nonclinical Pharmacokinetics

The oral bioavailability of CIL.O was low in the nonclinical species. Low pH-dependent
solubility, efflux transporters, and hepatic extraction have been identified as factors likely
contributing to the low bioavailability of CILO. In plasma from humans and nonclinical species,
CILO was highly protein bound (= 99.64%), consistent with the low volumes of distribution
(approximately equal to extracellular water, 0.2 L/kg) observed in nonclinical species. In mice,
[14C] CILO-derived radioactivity was distributed to most of the tissues, with the highest
maximum concentrations of radioactivity determined in organs of absorption and excretion. No
quantifiable radioactivity was detected in brain, suggesting [1*C] CILO-derived radioactivity did
not cross the blood: brain barrier. The primary metabolic pathways for CILO in pooled
cryopreserved human hepatocytes were observed to be oxidative. Cytochrome P450 (CYP)
enzymes CYP2CS, CYP3A4, and CYP2C19 were shown to metabolize CILO in vitro. The
primary metabolic pathways of CILO in vivo were oxidation and O-dealkylation as observed in
mice, rats, and monkeys; glutathione conjugation as observed in mice and rats; and
dechlorination as observed in mice. Two prominent, inactive, circulating metabolites of CIL.O
have been identified in humans and nonhuman primates: GS-716070 (dihydrodiol metabolite)
and GS-1056756 (azetidine-ring-opened-CILO-carboxvlic acid metabolite). Fecal elimination
was the predominant route of elimination of [!*C] CILO-derived radioactivity in both mice and
monkeys. CILO has the potential to affect hepatic/intestinal uptake of organic anion transporter
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1.2.7. A Phase 2, Randomized, Double-blind, Placebo-controlled Study Evaluating

the Safety, Tolerability, and Efficacy of CILO in Participants With Primary
Sclerosing Cholangitis Without Cirrhosis (Study GS-US-428-4025)

Study GS-US-428-4025 is a Phase 2, multicenter, randomized, double-blind study is evaluating
the safety, tolerability, and efficacy of CILO in participants with PSC without cirrhosis.
participants with large duct PSC and a serum ALP concentration greater than 1.67-times the
upper limit of normal (ULN) were randomized in a 2:2:1 ratio to 1 of 3 treatment groups:

¢ CILO 100 mg orally once daily (N = 22)
e CILO 30 mg orally once daily (N = 20)
¢ Placebo orally once daily (N = 10)

Randomization was stratified by the presence or absence of UDCA use, which was stable for at
least 12 months prior to screening.

Participants who completed the 12-week Blinded Study Phase without permanently
discontinuing study drug were eligible to participate in an open-label extension (OLE) phase of
the study to receive CILO 100 mg once daily for 96 weeks after a 4-week washout period.
During the OLE phase, dose reduction to 30 mg once daily was permitted based on tolerability.
Study GS-US-428-4025 has completed and the clinical study report (CSR) was finalized in
December 2020.

1.2.7.1. Participant Disposition and Demographics

A total of 105 participants were screened and 52 participants were randomized and treated across
24 sites in North America and Europe (16 sites in the US, 3 sites in Canada, 4 sites in the

United Kingdom, and 1 site in Austria). All 32 participants who were randomized received at
least 1 dose of study drug. A total of 47 participants (90.4%) completed study drug in the
double-blind phase. Five participants (9.6%) prematurely discontinued study drug in the blinded
phase due to AEs (3 participants [13.6%] in the CILO 100 mg group, 1 participant [5.0%] in the
CILO 30 mg group, and 1 participant [ 10.0%] in the placebo group).

Forty-six of the 47 participants who completed study drug in the blinded phase continued study
drug in the OLE phase. One participant discontinued the study after completing the blinded
phase, and 1 participant who prematurely discontinued study drug in the blinded phase entered
the OLE phase. Of the 47 participants who received study drug in the OLE phase, 32 participants
(68.1%) completed study drug and 15 participants (31.9%) prematurely discontinued study drug.
Reasons for premature discontinuation of study drug in the OLE phase were AEs (10 participants
[21.3%]), participant decision (3 participants [6.4%]), and investigator’s discretion

(2 participants [4.3%]).
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CILO 100 mg CILO 30 mg Placebo Total
(N=22) (N =20) (N=10) (N=52)
FGF19 (pg/mL) 102 (66, 171) 118 (51, 174) 115(107, 156) 112 (66, 168)
Markers of Bile C4 (ng/mL) 10.4(5.1,23.5) 18.7(9.8, 30.0) 18.9(93,27.1) 13.2(73,27.1)
Acid _ Total bile acids (umol/L) 19.6 (10.3, 33.1) 15.3 (9.4, 32.2) 13.7 (6.4, 17.0) 16.9 (9.6, 30.7)
Homeostasis
DB b ARG LY 3182.3 2646.1 1758.5 2806.4
v g (23293, 7535.0) (1548.7, 7036.5) (1359.4, 2380.9) (1584.3, 5502.5)
Intra- and extra-hepatic duct . 5 5 s
e g 11 (50.0%) 14 (70.0%) 6 (60.0%) 31 (60%)
Imaging : : :
Lawer S“ffn‘ai;g hibroSiean 73(6.2,10.6) 10.1 (6.9, 12.5) 9.8(7.9,10.1) 9.4 (6.8, 10.6)
Glucose (mg/dL) 87(81, 98) 87 (82, 94 84 (79, 90) 87 (82, 96)
Cholesterol (mg/dL) 209 (178, 256) 240 (200, 274 219(188,258) 218 (184, 263)
Metabolism LDL-C (mg/dL) 111(87,132) 139 (102, 166) 123 (94, 153) 122 (94, 153)
HDL-C (mg/dL) 82 (64, 97) 75 (64, 85) 75 (58, 87) 77 (63, 91)
Triglycerides (mg/dL) 80 (58, 93) 99 (80, 120) 105 (83, 123) 90 (69, 118)

ALP = alkaline phosphatase; ALT = alanine aminotransferase; AST = aspartate aminotransferase; BMI = body mass index; ELF = enhanced liver fibrosis; FGF19 = fibroblast
growth factor 19; GGT = gamma-glutamyltransferase; HDL-C = high-density lipoprotein cholesterol; IBD = inflammatory bowel disease; LDL-C = low-density lipoprotein

cholesterol; MRCP = magnetic resonance cholangiopancreatography, UDCA = ursodeoxycholic acid
All data are median (Q1, Q3) or n (%).
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Table 1-3. GS-US-428-4023: Overall Summary of Treatment-Emergent Adverse
Events, Double-blind Phase (Safety Analysis Set)
CILO CILO CILO
100 mg 30 mg Pooled Placebo
(N=22) (N =20) (N=42) (N=10)
AE 18 (81.8%) 14(70.0%) 32 (76.2%) 10 (100.0%)
AFE with grade of 3 or higher 5(22.7%) 3 (15.0%) 8 (19.0%) 2 (20.0%)
AE with highest grade of 3 5(22.7%) 3 (15.0%) 8 (19.0%) 2 (20.0%)
Treatment-related AE 5(22.7%) 6 (30.0%) 11 (26.2%) 2 (20.0%)
Treatment-related AE with grade o 0 0 0
of 3 or higher 1(4.5%) 1(5.0%) 2 (4.8%) 1 (10.0%)
Treatment-related AE with . . 5 5
Highest grade of 3 1(4.5%) 1(5.0%) 2 (4.8%) 1(10.0%)
SAE 3(13.6%) 0 3(7.1%) 0
Treatment-related SAE 0 0 0 0
AE leading to premature 5 . 5 5
discontinuation of study drug 3 (13.6%) 1(5.0%) 4 (5.5%) 1(10.0%)
Death during the study 0 0 0 0

AE = adverse event; CTCAE = Common Terminology Criteria for Adverse Events; OLE = open-label extension;
TE = treatment-emergent; TEAE = treatment-emergent adverse event

Adverse events were coded according to MedDRA Version 23. Severity grades were defined by the CTCAE Version 4.03.
TEAESs of the blinded phase began on or after the study drug start date of the blinded phase up to 30 days after permanent
discontinuation of study drug in blinded phase (and before the first dose date in OLE phase), or led to premature study drug

discontinuation.

Death includes any death that occurred during the study phase.
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Finally, in a Phase 2 study (GS-US-428-4025) of 52 participants with noncirrhotic PSC and
elevated serum ALP (> 1.67 x ULN) at baseline, treatment with CILO for 12 weeks led to
dose-dependent improvements in serum ALP compared with placebo treatment. Specifically, a
= 25% relative reduction in serum ALP from baseline to Week 12 was observed in 35% of
participants (7 of 20) in the CILO 100 mg group and 5.3% of participants (1 of 20) in the CILO
30 mg group compared with 10% of participants (1 of 10) in the placebo group. This endpoint is
clinically relevant and has been associated with a reduced risk of liver-related complications in
prior studies. Consistent with improvement in serum ALP, compared with placebo-treated
participants, those treated with CILO 100 mg had greater reductions in other markers of
cholestasis (eg, serum GGT, bile acids, and C4), hepatic inflammation (eg, ALT and AST), and
fibrosis (eg, TIMP-1). Improvements in liver biochemistry and pharmacodynamic markers of
FXR activation were also observed during open-label therapy with CILO 100 mg daily for up to
96 weeks. Based on these Phase 2 data, CILO is hypothesized to be beneficial in participants
with PSC.

Inclusion criteria for this study were developed in order to identify participants with large duct
PSC without cirrhosis. These participants are at an increased risk of PSC-related sequelae
including progression to cirrhosis and its complications including hepatic decompensation, the
need for liver transplantation, and death. Participants with clinical and histologic evidence of
cirrhosis will be excluded from this study due to the uncertain PK and PD properties of CILO in
the setting of PSC-related cirrhosis. Targeting interventions in the currently proposed study
population will provide evidence for the safety and efficacy of CILO in participants at risk for
progressive hepatic fibrosis and the development of cirrhosis. The 96-week OLE phase of the
study will provide additional data regarding the long-term safety and efficacy of CILO in this
patient population.

1.4. Rationale for Dose Selection of CIL.O

The dose of CILO 100 mg administered orally once a day was selected for the Phase 3 study.
The rationale for this dose was based on the safety, efficacy and PK data from the dose-ranging,
Phase 2 PSC study (GS-US-428-4025) and supported by data from the Phase 2 NASH study
(GS-US-402-1852) and Phase 1 studies. In addition, CILO exhibits less dose proportional
increases in exposure above 100 mg, which may provide only marginal incremental benefits in
efficacy with a higher potential risk of pruritus at doses higher than 100 mg,

In the Phase 2 PSC study, the magnitude of improvements in serum ALP, other liver
biochemistry tests (ALT, AST, GGT), TIMP-1, serum bile acids, and CRP after 12 weeks of
treatment with CILO were greater with the 100 mg dose compared to the 30 mg dose. CILO

100 mg resulted in significant relative reductions from baseline to Week 12 in serum

ALP (—21%), GGT (—30%), ALT (-—49%), and AST (—42%) relative to placebo, whereas 30 mg
CILO resulted in lesser reductions in ALP (—6%) and GGT (—16%). In the NASH Phase 2 study,
reductions in liver fat by magnetic resonance imaging-proton density fat fraction (MRI-PDFF)
were greater with 100 mg than 30 mg of CILO administered over 24 weeks.

From a safety perspective, the tolerability of CILO 100 mg and 30 mg were similar in PSC participants in
the Phase 2 study. Specifically, the incidence of treatment-related AEs, including Grade 2 or 3 pruritus,
SAEs, and Grade 3-4 laboratory abnormalities were similar between the groups.
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3.2 Study Treatments

Blinded Study Phase:

¢ Treatment Group A: 1 CILO 100 mg tablet administered orally once daily

¢ Treatment Group B: 1 placebo-to-match (PTM) CILO 100 mg tablet administered orally
once daily

OLE Phase: CILO 100-mg tablet administered orally once daily.
3.3. Duration of Treatment

Participants will be treated for up to 96 weeks during the Blinded Study Phase. Participants who
are enrolled in the OLE Phase will be treated for up to 96 weeks during the OLE Phase. Total
treatment duration including both the Blinded Study Phase and the OLE Phase will be up to

192 weeks.

Individual participant participation in the Blinded Study Phase can last up to approximately
110 weeks (consisting of a 10-week screening period, a 96-week Blinded Study Phase treatment
period, and a 4-week Blinded Study Phase follow-up period).

For participants who have consented to and are eligible for the OLE Phase, participation in the
OLE Phase can last up to approximately 104 weeks (consisting of an approximately 4-week
roll-over period, a 96-week open-label treatment period, and a 4-week OLE Phase follow-up
period).

3.4. Adjudication Committees
3.4.1. Hepatic Events Adjudication Committee

An objective of this study is to evaluate whether CILO treatment will prevent progression to
cirrhosis and associated complications. A composite of clinical events that constitute this clinical
efficacy endpoint have been identified and include:

1) Progression to cirrhosis as defined by a liver biopsy showing F4 fibrosis according to the
Ludwig classification in the opinion of the central reader or clinical evidence (eg, based on
the presence of newly diagnosed esophageal varices, changes in biomarkers [including, but
not limited to, low serum albumin, high serum bilirubin, a low platelet count, prolonged INR,
or elevated liver stiffness], imaging parameters [eg, nodular liver, portosystemic collateral
veins, or splenomegaly], or development of other clinical signs or symptoms of cirrhosis).

CONFIDENTIAL Page 55 16 March 2022












Cilofexor (CILO; GS-9674)

Protocol G3-US-428-4194 Final
Gilead Sciences, Inc. Amendment 5
4. PARTICIPANT POPULATION

4.1. Number of Participants and Participant Selection

This study will enroll approximately 400 participants, between 18-75 years old with noncirrhotic
PSC.

4.1.1. Participant Replacement
Participants who discontinue prior to the end of study will not be replaced.
4.2. Inclusion Criteria

Participants must meet all of the following inclusion criteria to be eligible for participation in this
study.

1) Willing and able to give informed consent prior to any study-specific procedures being
performed

2) Males and nonpregnant, nonlactating females between 18-75 years of age; inclusive based on
the date of the screening visit

3) Diagnosis of large duct PSC based on cholangiogram (MRCP, endoscopic retrograde
cholangiopancreatography [ERCP], or percutancous transhepatic cholangiogram [PTC])

4) Liver biopsy at screening deemed acceptable for interpretation and demonstrates stage
FO - F3 fibrosis (according to the Ludwig classification) in the opinion of the central reader

a) A historical liver biopsy within 6 months of the screening visit may be accepted as the
screening biopsy if the sample is deemed acceptable for interpretation by the central
reader

5) Participant has the following laboratory parameters at the screening visit, as determined by
the central laboratory:

a) Platelet count > 150,000/mm?

b) Estimated glomerular filtration rate (¢GFR) = 30 mL/min, as calculated by the
Cockceroft-Gault equation

¢c) ALT =8 x ULN

d) Total bilirubin < 2 mg/dL, unless the participant is known to have Gilbert’s syndrome or
hemolytic anemia

e) INR < 1.4, unless due to therapeutic anticoagulation

f) Negative antimitochondrial antibody
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3) Other causes of liver disease including immunoglobulin G4 (IgG4)-related sclerosing

4)

S)

6)

7)

cholangitis; autoimmune hepatitis/PSC overlap syndrome; secondary sclerosing cholangitis;
small duct PSC (histologic evidence of PSC with normal bile ducts on cholangiography); and
viral, metabolic, alcoholic, and other autoimmune conditions. Participants with hepatic
steatosis may be included if there is no evidence of NASH on liver biopsy in the opinion of
the central reader.

Current or prior history of any of the following:
a) Malignancy within 5 years of screening with the following exceptions:
1) Adequately treated carcinoma in situ of the cervix

i1) Adequately treated basal or squamous cell cancer or other localized nonmelanoma
skin cancer.

Participants under evaluation for possible malignancy are not eligible.
b) Unstable cardiovascular disease as defined by any of the following:

1) Unstable angina, myocardial infarction, coronary artery bypass graft surgery or
coronary angioplasty within 6 months prior to screening

i1) Transient ischemic attack or cerebrovascular accident within 6 months prior to
screening

ii1) Symptomatic obstructive valvular heart disease or hypertrophic cardiomyopathy
iv) Symptomatic congestive heart failure

v) Uncontrolled or recurrent ventricular tachycardia or other arrhythmia requiring an
automatic implantable cardioverter defibrillator (AICD). Stable, controlled atrial
fibrillation is allowed.

¢) Hypercoagulable condition or venous or arterial thromboembolic discase

d) Intestinal resection or malabsorptive condition that may limit the absorption of CILO.
Prior cholecystectomy and appendectomy are permitted.

CP score > 6 at screening, unless due to an alternative etiology such as Gilbert’s syndrome or
therapeutic anticoagulation

MELD score > 12 at screening, unless due to an alternate etiology such as therapeutic
anticoagulation

HIV infection (HIV antibody [Ab] and HIV RNA positive)
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5. INVESTIGATIONAL MEDICINAL PRODUCTS

5.1. Randomization, Blinding, and Treatment Code Access

5.1.1. Randomization

Blinded Study Phase:

An interactive response technology (IRT) will be used for centralized randomization and
treatment assignment. Randomization will be stratified by the presence or absence of UDCA use
and presence or absence of bridging fibrosis (Ludwig fibrosis score, F3 versus FO, F1, F2) based
on screening liver biopsy.

Investigative site personnel will obtain the participant’s identification number and study drug
assignment from the IRT. Participants and all personnel directly involved in the conduct of the
study will be blinded to treatment assignment.

Study drug will be dispensed by the study pharmacist, or designee in a blinded fashion to the
participants.

OLE Phase:

An IRT will be used for study drug dispensation during the OLE Phase. Participants,
investigative site personnel, and all personnel directly involved in the conduct of the study will
not be blinded to the open-label treatment assignment.

3.1.2. Blinding

During the Blinded Study Phase, participants and all personnel directly involved in the conduct
of the study will be blinded to treatment assignment. Specified personnel may be unblinded
based on their study role. Study drug will be dispensed by the study pharmacist, or designee, in a
blinded fashion to the participants. After all participants have completed Blinded Study Phase
Week 96 or ET, the treatment assignments will be unblinded to the sponsor only. Investigators
and participants will remain blinded to the Blinded Study Phase treatment assignment until
approximately 6 weeks after all participants have completed the OLE Phase follow-up visit. The
PK File Administrator, or designee in Bioanalytical Operations and/or Clinical Data
Management, who facilitates the data transfer of PK files between Gilead and vendors, will
remain unblinded. Individuals in Clinical Packaging & Labeling or Clinical Supply Management
who have an Unblinded Inventory Manager role in the IRT system for purposes of study drug
inventory management will remain unblinded. Individuals in Global Patient Safety (GLPS)
responsible for safety signal detection, investigational new drug (IND) safety reporting and/or
expedited reporting of suspected unexpected serious adverse reactions (SUSARs) may be
unblinded to individual case data and/or group level summaries. Regulatory Quality and
Compliance personnel in Research and Development may also be unblinded for purposes of
supporting Quality Assurance activities and/or Regulatory Agency inspections. Biostatisticians
and programmers employed by contract research organizations (CROs) may be unblinded to
verify treatment assignment and for DMC data review as needed.
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If the DMC recommends early termination of the study, a restricted group of senior management
at Gilead will be unblinded to evaluate the study data. Unblinding of specific Gilead personnel
will be documented per the appropriate SOPs.

5.1.3. Procedures for Breaking Treatment Codes

In the event of a medical emergency where breaking the blind is required to provide medical care
to the participant, the investigator may obtain treatment assignment directly from the IRT system
for that participant. Gilead recommends but does not require that the investigator contact the
Gilead medical monitor before breaking the blind. Treatment assignment should remain blinded
unless that knowledge is necessary to determine participant emergency medical care. The
rationale for unblinding must be clearly explained in source documentation along with the date
on which the treatment assignment was obtained. The investigator is requested to contact the
Gilead medical monitor promptly in case of any treatment unblinding.

Blinding of study treatment is critical to the integrity of this clinical study and therefore, if a
participant’s treatment assignment is disclosed to the investigator, the participant will have study
treatment discontinued. All participants will be followed until study completion unless consent to
do so is specifically withdrawn by the participant.

32 Description and Handling of CILO and PTM CILO
5.2.1. Formulation

CILO is supplied as 100 mg and 30 mg strength (as free form equivalent) tablets. The tablets
contain cilofexor tromethamine and inactive ingredients mannitol; microcrystalline cellulose;
crospovidone; magnesium stearate; and film-coating material polyvinyl alcohol, polyethylene
glycol, titantum dioxide, talc, yellow iron oxide, and black iron oxide. CILO 100 mg tablets are
capsule-shaped, film-coated green tablets debossed with “100” on one side and “GSI” on the
other side. CILO 30 mg tablets are round, film-coated green tablets debossed with “30” on

one side and “GSI” on the other side.

Placebo-to-match (PTM) CILO 100 mg and 30 mg tablets are identical in size, shape, color,
debossing and appearance to their corresponding strengths of active CILO tablets. PTM CILO
tablets contain the following ingredients: lactose monohydrate; microcrystalline cellulose;
croscarmellose sodium; magnesium stearate; and film-coating material comprised of polyvinyl
alcohol, polyethylene glycol, titanium dioxide, talc, yellow iron oxide, and black iron oxide.

8.2.2, Packaging and Labeling

CILO tablets and PTM CILO tablets are packaged in white, high-density polyethylene bottles.
Each bottle contains 30 tablets, silica gel desiccant, and polyester packing material. Each bottle
is enclosed with a white, continuous thread, child-resistant polypropylene screw cap with an
induction-sealed, aluminum-faced liner.
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e Obtain urine samples for:
— Urine pregnancy test for females of childbearing potential only

e For participants with history of IBD, any evidence of active IBD seen on routinely performed
colonoscopy will be captured

e Perform FibroScan (if available) at Week 72
o CP and MELD scores
¢ Record all concomitant medications that the participant has taken since the previous visit
¢ Record any SAEs and all AEs occurring since the previous visit
¢ Dispense the study drug as directed by IRT
— Review study drug compliance and drug administration instructions with participant

— Reconcile study drug administration using pill counts
6.4.4. Blinded Study Phase Telephone Follow-up Visit: Week 16 (= 3 days)

A telephone follow-up visit will be completed at Week 16. The following assessments are to be
completed and documented during this visit:

e Record all concomitant medications that the participant has taken since the previous visit
e Record any SAEs and all AEs occurring since the previous visit

¢ Review study drug compliance with participant

s At the discretion of the investigator, an unscheduled visit may be completed if the participant
reports abnormal or concerning symptoms.

6.4.5. Blinded Study Phase Week 96 (= 14 days)

Participants should be instructed to fast (no food or drink, except water); starting from midnight
(00:00) or earlier, as appropriate, on the evening prior to ensure an approximate 8-hour fast prior
to the fasted blood sample collection the next morning.

Participants should be instructed to hold their dose of study drug on the day of their visit until all
blood sample collections have been completed.
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e Obtain blood samples for:
— Chemistry
— eGFR
— Hematology
— Coagulation panel
— Lipid profile
— Biomarkers

s Obtain urine samples for:

— Urine pregnancy test for females of childbearing potential only
¢ Record all concomitant medications that the participant has taken since the previous visit
¢ Record any SAEs and all AEs occurring since the previous visit
6.5. OLLE Phase Treatment Assessments
6.5.1. OLLE Phase Baseline/Day 1 Assessments

Participants who do not permanently discontinue study drug, complete the Blinded Study Phase
Week 96 with an evaluable (noncirrhotic FO-F3) as determined by the central reader and Blinded
Study Phase follow-up visit will be eligible to enter into the OLE Phase.

For participants who have consented to and are eligible for the OLE Phase, Gilead recommends
completion of the OLE Phase baseline/Day 1 visit within 30 days of completion of the Blinded
Study Phase follow-up visit. However, there may be circumstances where the OLE Phase
baseline/Day 1 visit will occur more than 30 days after completion of the Blinded Study Phase
follow-up visit. Under such circumstances, approval of the Gilead medical monitor will be
required and participants will be required to complete select safety assessments prior to the OLE
Phase baseline/Day 1 visit.

Participants returning to the clinic for the OLE Phase baseline/Day 1 visit will be instructed to
fast (no food or drink, except water) starting from midnight (00:00) or earlier, as appropriate, on
the evening prior to ensure an approximate 8-hour fast prior to the fasted blood sample collection
the next morning.
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e Obtain blood samples for:
— Chemistry
— eGFR
— Hematology
— Coagulation panel
— Lipid profile at OLE Phase Weeks 24, 48, 72, and 96
— Biomarkers at OLE Phase Weeks 48 and 96
— Single PK sampling
e Obtain urine samples for:
— Urine pregnancy test for females of childbearing potential only
e Perform FibroScan (if available) at OLE Phase Weeks 24, 48, 72, and 96
e CP and MELD scores
¢ Review study drug compliance
— Reconcile study drug administration using pill counts
— All study drugs should be returned at this visit
e Record all concomitant medications that the participant has taken since the previous visit
¢ Record any SAEs and all AEs occurring since the previous visit
¢ Dispense the study drug as directed by IRT at OLE Phase Weeks 4, 24, 48, and 72
— Review study drug compliance and drug administration instructions with participant

— Reconcile study drug administration using pill counts
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e Record vital signs and body weight
e Obtain blood samples for:
— Chemistry
— eGFR
— Hematology
— Coagulation panel
— Lipid profile
— Biomarkers
— Single PK sampling
e Obtain urine samples for:
— Urine pregnancy test for females of childbearing potential only
e Perform FibroScan (if available)
e CPand MELD scores
¢ Record all concomitant medications that the participant has taken since the previous visit

¢ Record any SAEs and all AEs occurring since the previous visit
6.5.5. OLE Phase Follow-up Visit (£7 days)

Participants will return for an OLE Phase follow-up visit 4 weeks after the OLE Phase Week 96
visit or ET visit.

Participants should be instructed to fast (no food or drink, except water) starting from midnight
(00:00) or earlier, as appropriate, on the evening prior to their visit to ensure an approximate
8-hour fast prior to the fasted blood sample collection the next morning.

The following will be performed and documented at this visit:

e Health resource utilization and Qol. Questionnaires (SIBDQ [for participants with a history
of IBD], CLDQ, EQ-5D, and PSC-PRO)

Note: It i1s recommended that Qol. questionnaires be completed prior to any study procedures

being performed and prior to the participant seeing a health care provider. Refer to the Site
Operations Manual for guidance on QoL questionnaire administration.

CONFIDENTIAL Page 86 16 March 2022
























Cilofexor (CILO; GS-9674)

Protocol GS-US-428-4194 Final
Gilead Sciences, Inc. Amendment 5
6.9.8. Health Resource Utilization, Quality of Life (Qol.) Questionnaires, and

Pruritus Assessments

It is recommended that these questionnaires be completed prior to the clinical and laboratory
assessments. The participant should read the questionnaires by himself/herself and record the
answers by himself’herself.

6.9.8.1. Health Resource Utilization Questionnaire

This questionnaire is designed to capture health resource utilization since the last study visit.
Specifically, visits to health care professionals (outpatient and emergency department visits),
in-patient hospitalizations, and imaging procedures will be recorded.

6.9.8.2. Short Inflammatory Bowel Disease Questionnaire (SIBDQ)

This disease-specific questionnaire for participants with a history of IBD comprises 10 questions
divided into 4 health subscales: bowel symptoms, systemic symptoms, including sleep disorders
and fatigue, emotional function such as depression, and social function; meaning the ability to
participate in social activities and to work.

6.9.8.3. Chronie Liver Disease Questionnaire (CL.DQ)

The CLLDQ assesses health-related Qol. in participants with liver disease based on 29 items in
the following domains: fatigue, activity, emotional function, abdominal symptoms, systemic
symptoms, and worry.

6.9.8.4. Primary Sclerosing Cholangitis-Patient-Reported Outcome (PSC-PRO) Measure
The PSC-PRO addresses the severity of common everyday symptoms of PSC (eg, pruritus,

fatigue, and right upper quadrant abdominal discomfort); and their functional impact (eg, on
physical function, activities of daily living, and work productivity, etc).
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6.9.11. Magnetic Resonance Cholangiopancreatography (MRCP)

Imaging of the biliary and pancreatic ducts will be performed by MRCP at Blinded Study Phase
baseline/Day 1, Weeks 48, and 96 or ET. Historical MRCP images within 3 months of screening
visit or a routinely performed MRCP within a screening period may be used. MRCP images
should be read locally for any clinically significant abnormalities to ensure participant safety.
MRCP images will also be sent and read by a central reader. MRCP central reader results will
not be disclosed to the investigator or participant. It is recommended that each participant’s
MRCP assessment is performed using the same procedure for each study visit. If the participant
has any contraindications to magnetic resonance imaging (eg, claustrophobia or metal implants),
the MRCP is not required.

Please refer to the MRCP imaging guidelines manual for additional instructions.

6.9.12. Liver Biopsy

Liver biopsies will be performed at screening and at the Blinded Study Phase Week 96 or
Blinded Study Phase ET visits. All possible attempts should be made to acquire a liver biopsy
specimen of at least 2.0 cm in length to ensure accurate staging of fibrosis and other histological
lesions. A second pass may be considered, if necessary, to obtain an adequate specimen. If
possible, biopsies should be performed under ultrasound guidance; 16 gauge needles are
preferred. Follow-up biopsies should be performed in the same hepatic lobe as the screening
biopsy to minimize sampling variability. A historical biopsy within 6 months of the screening
visit may be accepted as the screening biopsy.

Liver biopsies will be sent to a central laboratory for review by a central reader. The central
reader will review all screening biopsies for eligibility, which will include an assessment of the
adequacy of the specimen, and confirmation of FO - F3 fibrosis. The liver biopsy sample must be
deemed adequate for evaluation by the central reader for inclusion. If the liver biopsy is deemed
unacceptable by the central reader, it may be repeated. Histology results from local readers will
be collected, if available.

If a liver biopsy is performed per standard of care outside of protocol-required assessments
(eg, to confirm clinical suspicion of progression to cirrhosis), all possible attempts should be
made to submit the biopsy specimen to the central reader for evaluation. If progression to
cirrhosis is confirmed by the central reader, the participant will be discontinued from the study
treatment.

Please refer to the Site Operations Manual for additional information.
6.10. End of Study

If a participant is enrolled in the OLE Phase, end of study is defined as the completion of the
OLE Phase follow-up visit. If a participant is not enrolled in the OLE Phase, end of study is
defined as the completion of the Blinded Study Phase follow-up visit.

The end of this study will be the last participant’s last visit.
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Figure 7-1. On-Treatment ALT/AST Monitoring Requiring Close Observation

What are the participant’s Baseline ALT and AST

{average of all Screening & Day 1 values)?

Note: ALT and AST are evaluated independently.

Normal
(< ULN)

Elevated
(>1 to <5 x ULN)

v

Elevated
(25 x ULN)

v

Does the on-treatment ALT or AST
meet this criterion:
¢  >3xULN

Does the on-treatment ALT or AST
meet any one of these criteria:

Does the on-treatment ALT or AST
meet this criterion:
® >) xBaseline

Yes

|

® > x Baseline
e  >300U/L
Yes

l

Enter participant into close observation

Abbreviations

ALT = alanine aminatransferase; AST = aspartate aminotransferase; ULN = upper limit of normal range.

Close observation includes:

e Repeating liver biochemistries (ALT, AST, ALP, GGT, total bilirubin, INR) and obtaining a
CPK level within 48-72 hours of results

e Obtaming a more detailed history of symptoms and prior or concurrent disease

¢ Obtaining a history of concomitant drug use (including nonprescription medications, and
herbal and dietary supplement preparations), alcohol use, recreational drug use, and special

diets

¢ Obtaining a history of exposure to environmental chemical agents

¢ Ruling out other causes of liver disease as needed (obtain viral hepatitis panel, imaging for
evaluation of biliary tract disease, etc; if required in the opinion of the investigator)

¢ Continue to monitor liver biochemistries at least twice weekly. Frequency can decrease to
once a week or less if abnormalities stabilize or study drug has been discontinued and the
participant is asymptomatic

CONFIDENTIAL

Page 103

16 March 2022









Cilofexor (CILO; GS-9674)

Protocol G3-US-428-4194 Final
Gilead Sciences, Inc. Amendment 5
7.5.4. Study Drug Interruptions/Reductions for AEs Other Than Pruritis

For both the Blinded Study Phase and OLE Phase, dose interruptions/reductions for other AEs
may be considered at the discretion of the investigator, with medical monitor consultation as
needed. Drug re-initiation can occur as follows:

e At the discretion of the investigator, re-initiation of study drug can occur under the original
dosing schedule.

e At the discretion of the investigator, re-initiation of study drug can also occur under a
reduced dosing schedule with a gradual return to the initial dose. Specifically, study drug
may be resumed starting with a single 30 mg tablet of CILO (or PTM) once daily, increasing
after approximately 4 weeks or the investigators’ diseretion to two 30 mg CILO (or PTM)
tablets daily (60 mg total), and approximately 4 weeks later or at the investigator’s discretion,
the dosage of CILO (or PTM) may be increased to return to a single 100 mg CILO (or PTM)
tablet daily.

7.6. Special Situations Reports
7.6.1. Definitions of Special Situations

Special situation reports include all reports of medication error, abuse, misuse, overdose,
occupational exposure, drug interactions, exposure via breastfeeding, unexpected benefit,
transmission of infectious agents via the product, counterfeit of falsified medicine, and
pregnancy regardless of an associated AE.

Medication error is any unintentional error in the prescribing, dispensing, preparation for
administration or administration of a study drug while the medication is in the control of a health
care professional, participant, or consumer. Medication errors may be classified as a medication
error without an AE, which includes situations of missed dose; medication error with an AE;
intercepted medication error; or potential medication error.

Abuse is defined as persistent or sporadic intentional excessive use of a study drug by a
participant.

Misuse is defined as any intentional and inappropriate use of a study drug that is not in
accordance with the protocol instructions or the local prescribing information.

An overdose is defined as an accidental or intentional administration of a quantity of a study
drug given per administration or cumulatively which is above the maximum recommended dose
as per protocol or in the product labeling (as it applies to the daily dose of the participant in
question). In cases of a discrepancy in drug accountability, overdose will be established only
when it is clear that the participant has taken the excess dose(s). Overdose cannot be established
when the participant cannot account for the discrepancy except in cases in which the investigator
has reason to suspect that the participant has taken the additional dose(s).

Occupational exposure is defined as exposure to a study drug as a result of one’s professional or
nonprofessional occupation.

Drug interaction is defined as any drug/drug, drug/food, or drug/device interaction.
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8.5. Efficacy Analysis
8.5.1. Primary Analysis

A stratified Mantel-Haenszel test will be used to compare the difference in the proportion of
participants who have progression of liver fibrosis at Blinded Study Phase Week 96 between the
CILO group and placebo group at a 1-sided significance level of 0.0235, adjusting for baseline
UDCA use and fibrosis stage (Ludwig fibrosis score, F3 versus FO, F1, and F2) on screening
liver biopsy. Participants with missing data on liver fibrosis will be analyzed as treatment
failures. The point estimate and 95% CI for the difference in proportions will be calculated. A
2-dimensional tipping point sensitivity analysis will be conducted to comprehensively explore
the space of plausible missing data assumptions for the primary endpoint.

8.5.2. Secondary Analyses

The secondary efficacy endpoints will be tested sequentially in the following order at the same
1-sided significance level of 0.025 after the primary efficacy objective has been achieved. An
analysis of covariance (ANCOV A) model will be used for continuous and ordinal endpoints,
adjusting for baseline value of the dependent variable, baseline UDCA use, and fibrosis stage
(F3 versus FO, F1, and F2) on screening liver biopsy. A stratified Mantel-Haenszel test will be
used for binary secondary endpoints, adjusting for baseline UDCA use and fibrosis stage

(F3 versus FO, F1, and F2) on screening liver biopsy. If a 1-sided P value < 0.025 1s achieved for
the corresponding endpoint, the next endpoint will be evaluated; otherwise, testing of the
remaining endpoints will cease.

1) Change from baseline in serum ALP at Blinded Study Phase Week 96
2) Change from baseline in serum ALT at Blinded Study Phase Week 96
3) Change from baseline in serum bile acids at Blinded Study Phase Week 96

4) The proportion of participants with > 25% relative reduction in serum ALP concentration
from baseline (biochemical response) and no worsening of fibrosis according to the Ludwig
classification (histologic response) at Blinded Study Phase Week 96

5) The proportion of participants with fibrosis improvement (according to the Ludwig
classification) at Blinded Study Phase Week 96

6) Change from baseline in PSC Symptoms — Module 1 on the disease-specific PSC-PRO at
Blinded Study Phase Week 96

7) Change from baseline in ELF test score at Blinded Study Phase Week 96

8) Change from baseline in liver stiffness by FibroScan at Blinded Study Phase Week 96
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9, RESPONSIBILITIES

9.1. Investigator Responsibilities

9.1.1. Good Clinical Practice

The investigator will ensure that this study is conducted in accordance with International Council
for Harmonisation (of Technical Requirements for Pharmaceuticals for Human Use) (ICH) E6
(R2) GCP and applicable laws and regulations.

9.1.2. Financial Disclosure

The investigator and subinvestigators will provide documentation of their financial interest or
arrangements with Gilead, or proprietary interests in the study drug. This documentation must be
provided prior to the investigator’s (and any subinvestigator’s) participation in the study. The
investigator and subinvestigator agree to notify Gilead of any change in reportable interests
during the study and for 1 year following completion of the study. Study completion is defined
as the date when the last participant completes the protocol-defined activities.

9.1.3. Institutional Review Board (IRB)/Independent Ethics Committee (IEC)
Review and Approval

The investigator (or sponsor as appropriate according to local regulations) will submit this
protocol, ICF, and any accompanying material to be provided to the participant (such as
advertisements, participant information sheets, or descriptions of the study used to obtain
informed consent) to an IRB/IEC/EC. The investigator will not begin any study participant
activities until approval from the IRB/IEC/EC has been documented and provided as a letter to
the investigator.

Before implementation, the investigator will submit to and receive documented approval from
the IRB/IEC/EC any modifications made to the protocol or any accompanying material to be
provided to the participant after initial IRB/IEC/EC approval, with the exception of those
necessary to reduce immediate risk to study participants.

9.1.4. Informed Consent

The investigator is responsible for obtaining written informed consent from each individual
participating in this study after adequate explanation of the aims, methods, objectives, and
potential hazards of the study before undertaking any study-related procedures. The investigator
must use the most current IRB/IEC/EC approved ICF for documenting written informed consent.
Each informed consent (or assent as applicable) will be appropriately signed and dated by the
participant or the participant’s legally authorized representative and the person conducting the
consent discussion, and also by an impartial witness if required by IRB/IEC/EC local
requirements.
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9.3. Joint Investigator/Sponsor Responsibilities

9.3.1. Payment Reporting

Investigators and their study staff may be asked to provide services performed under this
protocol; eg, attendance at investigator meetings. If required under the applicable statutory and
regulatory requirements, Gilead will capture and disclose to Federal and State agencies any
expenses paid or reimbursed for such services, including any clinical study payments, meal,
travel expenses or reimbursements, consulting fees, and any other transfer of value.

9.3.2, Access to Information for Monitoring

The monitor 1s responsible for routine review of the CRF/¢CRF at regular intervals throughout
the study to verify adherence to the protocol and the completeness, consistency, and accuracy of
the data being entered on them. The monitor should have access to any participant records
needed to verify the entries in the CRF/eCRF. The investigator agrees to cooperate with the
monitor to ensure that any problems detected through any type of monitoring (central, on site)
are resolved.

9.3.3. Access to Information for Auditing or Inspections

Representatives of regulatory authorities or of Gilead may conduct inspections or audits of the
clinical study. If the investigator is notified of an inspection by a regulatory authority the
investigator agrees to notify the Gilead medical monitor immediately. The investigator agrees to
provide to representatives of a regulatory agency or Gilead access to records, facilities, and
personnel for the effective conduct of any inspection or audit.

9.3.4. Study Discontinuation

Both the sponsor and the investigator reserve the right to terminate the study at any time. Should
this be necessary, both parties will arrange discontinuation procedures and notify the appropriate
regulatory authorities, IRBs/IECs/ECs. In terminating the study, Gilead and the investigator will
assure that adequate consideration is given to the protection of the participants” interests.
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Appendix 2. Study Procedures Table
Appendix Table 1. Study Procedures Table —Blinded Study Phase: Screening to Week 48
Treatment Visits (£ 3 days)?
Telephone
Baseline/ Follow-up Week 48
Assessments Screening® Day 1 Week 4 Week 8§ Week 12 Week 16 Week 24 Week 36 (£ 14 days)
Participant Fasting X4 X X X X X X X
Written Informed Consent X
Medical History X
Review Inclusion/Exclusion Criteria X X
Physical Examination? X X X X X X X X
Assess Ascites and HE X X X X X X X X
CP and MELD Scores X X X X X X X X
Vital Signs® and Body Weight X X X X X X X X
Height X
Partial Mayo Score” X X X X X X X X
Pruritus VAS and 5D-Itch X X X X X X X
gi?goﬁiﬁ:ce Utilization % % %
Quality of Life Questionnaires® X X X
12-lead ECG X
Review for Active IBD? X X X X X X
FibroScan! (if available) X X X
MRCP xp x
Liver Biopsy* X
Concomitant Medications X X X X X X X X X
Adverse Events X X X X X X X X X
Dispense Study Drugs X X X X X X X
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Study Procedures Table — Blinded Study Phase: Week 60 to Follow-Up
Treatment Visits (£3 days)°
Follow-Up
Week 96 Visit (=5
Assessments Week 60 Week 72 Week 84 (£ 14 days) ET" days)*
Participant Fasting X X X X X X
Physical Examination X X X X X X
Assess Ascites and HE X X X X A X
CP and MELD Scores X X X X X
Vital Signs® and Body Weight X X X X X X
Partial Mayo Score® X X X X X X
Pruritus VAS and 5D-Itch x x x X X x
Health Resource Utilization Questionnaire X X X X
Quality of Life Questionnaires® X X X X
Review for Active IBD™ X X X X X X
FibroScan! (if available) X X X
MRCP X X
Liver Biopsy® X X
Concomitant Medications X X X X A X
Adverse Events X X X X X X
Dispense Study Drugs X X X
Review Study Drug Compliance X X X X X
Laboratory Assessments
Chemistry, eGFR, Hematology, Coagulation Panel X X X X X X
Lipid Profile X X X X X X
C-Peptide, Insulin, and HbAlc X X
Pregnancy Testingf X X X X X X
Stool Collection (if available) X
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Appendix Table2. Study Procedures Table — Open-Label Extension Phase: Baseline/Day 1 to Follow-Up
Treatment Visits (= 5 days)!
Telephone | Telephone Follow- Up
Baseline/ Follow-up | Follow-up Week 96 Visit
Assessments Day 1 Week 4 Week 8 Week 12 Week24 | Week 48 | Week 72 | (=14 days) ETh (= 7 days)
Participant Fasting X X X X X X X X
Written Informed Consent R
Physical Examination® X X X X X X X X
Assess Ascites and HE X X X X X X X X
CP and MELD Scores X X X X X X X
Vital Signs® and Body Weight X X X X X X X X
Review for Active IBD# X
Partial Mayo Score® (IBD only) X X X X X X X X
Pruritus VAS and 5D-Itch X X X X X X X X
Health Resource Utilization X X X X X X X
Questionnaire®
Quality of Life Questionnaires? X X X X X X X
FibroScan (if available)® X X X X X X
Concomitant Medications X X X X X X X X X X
Adverse Events X X X X X X X X X X
Dispense Study Drugs X X X X X
Review Study Drug Compliance X X X X X X X
Laboratory Assessments
Chemistry, eGFR, Hematology, X X X X X X X X
Coagulation Panel
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Appendix 4. Pregnancy Precautions, Definition for Female of Childbearing

Potential, and Contraceptive Requirements

1) Definitions
a. Definition of Childbearing Potential

For the purposes of this study, a participant assigned female at birth is considered of childbearing
potential following the initiation of puberty (Tanner stage 2) until becoming postmenopausal
unless the participant is permanently sterile or with medically documented ovarian failure.

Participants assigned female at birth are considered to be in a postmenopausal state when they
are > 54 years of age with cessation of previously occurring menses for > 12 months without an
alternative cause. In addition, participants assigned female at birth of any age with amenorrhea of
> 12 months may also be considered postmenopausal if their follicle stimulating hormone (FSH)
level is in the postmenopausal range and they are not using hormonal contraception or hormonal
replacement therapy.

Permanent sterilization includes hysterectomy, bilateral oophorectomy, or bilateral
salpingectomy in a participant assigned female at birth of any age.

b. Definition of Male Fertility

For the purposes of this study, a participant assigned male at birth is considered fertile after the
initiation of puberty unless the participant is permanently sterile by bilateral orchidectomy or
medical documentation.

2) Contraception Requirements for Female Participants of Childbearing Potential
a. Study Drug Effects on Pregnancy and Hormonal Contraception

CILO has not yet been studied in pregnant women. There were no effects on embryofetal
development other than a decrease in fetal body weights in pregnant rabbits administered

1000 mg/kg/day. The decrease in fetal body weights is considered secondary to maternal toxicity
rather than a direct effect of CILO. The no observed effect level (NOEL) for embryofetal
development is 300 mg/kg/day in mice and 200 mg/kg/day in rabbits. These doses were
associated with exposures that are > 38-fold higher than the estimated human exposure at the

100 mg once daily dose. Drug-drug interaction (DDI) data do not suggest a potential for
interaction with hormones used for contraception.

Please refer to the latest version of the IB for additional information.
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b. Contraception Requirements for Female Participants of Childbearing Potential

The inclusion of female participants of childbearing potential requires the use of highly effective
contraceptive measures. They must have a negative serum pregnancy test at screening and a
negative pregnancy test on the baseline/Day 1 visit prior to randomization. Pregnancy tests will
be performed at site visits and approximately 30 days after the last study drug dose. In the event
of a delayed menstrual period (over 1 month between menstruations), a pregnancy test must be
performed to rule out pregnancy. This is applicable also for female participants of childbearing
potential with infrequent or irregular periods. Female participants of childbearing potential must
also agree to 1 of the following from screening until 30 days after last study drug dose:

e Complete abstinence from intercourse of reproductive potential. Abstinence is an acceptable
method of contraception only when it is in line with the participant’s preferred and usual
lifestyle;

Or
e Consistent and correct use of 1 of the following methods of birth control listed below:
— Intrauterine device (IUD) with a failure rate of < 1% per year
— Intrauterine hormone-releasing system (IUS) with a failure rate of < 1% per year
— Tubal sterilization
— Essure micro-insert system (provided confirmation of success 3 months after procedure)”

— Vasectomy in the male partner (provided that the partner is the sole sexual partner and
had confirmation of surgical success 3 months after procedure)

Or
¢ Consistent and correct use of 1 hormonal method and 1 barrier method:
— Barrier methods
m Diaphragm with spermicide”
m Cervical cap with spermicide”

m  Male condom (with or without spermicide)
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