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SUMMARY OF CHANGES TABLE

DOCUMENT HISTORY

Document Date of Issue

CSP version 3.0/ CSP version 3.0 EU 09-September-2024
CSP version 3.0 09-September-2024
CSP version 2.0/ CSP version 2.0 EU 16-May-2024

CSP version 2.0 16-May-2024

CSP version 1.0/ CSP version 1.0 EU 06-March-2024
CSP version 1.0 11-October-2023

CSP Version 3.0 EU (EEA regional modification) 09-September-2024

This modification to CSP version 2.0 EU 1s considered to be non-substantial based on the
criteria set forth in Article 10(a) of Directive 2001/20/EC of the European Parliament and the
Council of the EU and m the EU Climical Trial Regulation Article 2, 2 (13) because 1t nerther
significantly impacts the safety or physical/mental mtegrity of participants nor the scientific
value of the study.

Overall Rationale for the Modification:

The purpose of this amendment 1s to permut the use of paper PROs when the provisioned
handheld electronic devices cannot be used to record the PRO responses and to mclude
additional laboratory tests to be conducted by the central laboratories when a participant meets
any of the PHL identification critenia.

Summary of Changes:
List of Non-Substantial Modifications

Section Number and Description of Change Brief Rationale
Name
Summary of Changes Table | Section updated to reflect the changes To give details of changes made to
made to CSP v2.0 EU to produce the previous version of the CSP.
v3.0 ELL
Section 3 Objectives, Endpoints relating to the exploratory | «  To separate the PGIS — Liver
Endpoints, and Estimands objective, “To evaluate the effect of Disease questionnaire from the
zibotentan/dapagliflozin and other questionnaires for clarity
zibotentan monotherapy versus because it will not be e:l.raluated
placebo on fatigue, abdominal ia;:tihgngeﬁomhasehnﬂo
symptoms, physical functioning and ] :
health-related quality of life” have been | ;‘l’m (he POIS iver
split into 2 bullet points, and “at evahiated at baseline and
baseline and Week 6 was added to the Week 6
PGIS — Liver Disease questionnaire
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Section Number and Description of Change Brief Rationale
Name
Section 6.1.2 Medical Digital devices sub-bullets amended to Correction of hierarchy
Devices Including bullets of equal hierarchy
Combination Products with
a Device Constituent
Section 8224 Text amended to indicate that the To permit the use of paper
Patient-reported Outcomes preferred method of recording PRO questionnaires when needed.
data is via the provisioned handheld
electronic device but that paper
questionnaires may be used ifa
provisioned handheld electronic device
1s not available, or the participant is
unable to use one.
Appendix A4 +  Amended ‘Regultaion’ to Correction of minor spelling errors
‘Regulation” and typographical errors
=  Amended as follows: *_..
representative will provide wall
provide AstraZeneca with. .’
Appendix B1 Deletion of repeated ‘related to the Correction of typographical error
medicinal product’
Appendix E7 Laboratory IgG anti-HSV. and HSV 1/2 IeM Updated to reflect updated tests
Tests testing or HSV 1/2 PCR testing supporting acute HSV infection
(depending on the region) were added diagnosis in some regions
to the list of laboratory tests to be
conducted at the central laboratory
when a participant meets PHL criteria
Appendix F Appendix updated with the list of edits To capture the history of
that were made to produce the previous modifications to the EUJ C5P
modification (v2.0 EU) from v1.0 EUL

CSP = clinical study protocol; EU = European Union; HSV = herpes simplex virus; [gGG = immunoglobulin G;

IgM = immunoglobulin M; PCR = polymerase chain reaction; PGIS = Patient Global Impression of Severity;
PHL = potential Hy's Law; PRO = patient-reported outcome
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Abbreviation or special Explanation
term
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1 PROTOCOL SUMMARY

1.1 Synopsis

Protocol Title: A Multicentre, Randomised, Double-blind, Placebo-controlled, Phase ITb
Study to Evaluate the Safety of Zibotentan/Dapagliflozin in Combination Compared to
Zibotentan Monotherapy as well as Zibotentan/Dapagliflozin and Zibotentan Monotherapy
Compared to Placebo in Participants with Cirrhosis

Brief Title: A Phase ITb Study to Evaluate the Safety of Zibotentan/Dapagliflozin in
Participants with Curhosis-ZEAL-UNLOCK
Regulatory Agency Identifier Numbers:

IND mumber 156901
EU CT Number 2023-506893-11

Rationale:

Curhosis 1s the end-stage result of chronic liver injury/disease and 1s characterised by
advanced fibrosis and, ultimately, hepatic failure. Cirrhosis may be compensated in which no
clinical complications that affect outcome (1e, variceal haemorrhage, ascites, hepatic
encephalopathy, hepatocellular cancer) have occurred, or decompensated, in which patients
have had at least one of these clinical complications. The aetiology of cirrhosis varies with
viral hepatitis (hepatitis B and C), alcoholic liver disease, and non-alcoholic steatohepatitis
(NASH) being the leading causes of cirrhosis globally, with less common causes including
autormmune hepatitis, primary sclerosing cholangitis, primary biliary cholangitis,
haemochromatosis, and Wilson’s disease. Cirrhosis 1s a serious condition which leads to
significant morbidity, resource intensive complications, hepatocellular carcinoma, and, in the
absence of liver transplantation, death  In 2017, over 1.32 mullion curhosis related deaths were
reported globally, which was approximately 2 4% of all deaths worldwide. In 2019, cirrhosis
caused 1.48 nullion deaths, an increase of 8.1% compared to 2017, and 1ts disability-adjusted
life-years ranked 16th among all diseases. The global burden of cirrhosis due to hepatitis B
virus and hepatitis C virus infection 1s decreasing, while the burden of currhosis due to alcohol
and non-alcoholic fatty liver disease 1s increasing rapidly.

Portal hypertension 1s the major cause of complications i hver cirrhosis. The primary cause
of portal hypertension m cirrhosis 1s a combination of structural changes in the liver
associated with fibrosis and increased vascular tone in the hepatic microcirculation both
leading to an increase in intrahepatic vascular resistance. As portal hypertension develops,
splanchmc vasodilation progresses, which results in increased blood flow to the portal
circulation that further mcreases portal pressure. Consequently, a hyperdynanuc circulation
develops, collateral vessels are formed and there 1s an mcreased risk for decompensation
events.

The mechanisms of action of zibotentan and dapagliflozin on liver cirrhosis and associated
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complications are different and the outcome of combined treatment 1s expected to be
complementary. The main biological effects of zibotentan are expected from blocking
endothelin-1 driven increase in intrahepatic vascular resistance (mcluding elements of portal
vemn and sinusoidal vasoconstriction). Furthermore, zibotentan 1s expected to decrease
vascular stiffness, improve endothehal function, reduce hepatic inflammation and, in the
longterm, potentially reduce fibrosis.

Separately, dapagliflozin 1s expected to have beneficial effects on metabolic dysfunction,
reduce hepatocyte mjury and sodium and water overload whilst avoiding hyponatraemma and
hyperkalaemia. A reduced need for diuretics may also reduce the nisk for potential acute
kidney mjury or other complications such as encephalopathy. In a pilot study, 3 cases of
cirthosis with ascites and type 2 diabetes mellitus (T2DM) were treated with a sodium-glucose
cotransporter 2 (SGLT2) mhibitor. In these patients, SGLT?2 inhibition resulted in weight loss
and reduced ascites or peripheral oedema.

A particularly important linmtation of endothelin receptor antagomsts, which includes
zibotentan, 1s the increased risk for flmd retention. Approximately 40% of patients treated
with zibotentan (doses ranging from 5 to 22_5 mg, with the majority of patients recerving the
10 mg once daily dose) from the Phase I-III oncology studies reported peripheral oedema.
Also, m patients with portopulmonary hypertension with or without liver currhosis endothelin
receptor antagomists have been shown to increase risk for flmd retention. Adverse events of
fluid retention were reported n 26% of patients with portopulmonary hypertension with or
without cirrhosis receiving macitentan and 39% of patients with portopulmonary hypertension
with curthosis recerving ambrisentan. Dapaghflozin’s effect in correcting sodium and water
overload 15 expected to mutigate this fluid retention safety concern i the liver cirrhosis
population with or without a history of decompensation. A post-hoc analysis of the SONAR
trial, in patients with type 2 diabetes and chromic kidney disease, has demonstrated a reduced
body weight gain when atrasentan was combined with an SGLT2 mhibitor as compared to a
control group freated with atrasentan, without an SGLT2 inhibitor (-0.7 kg, 95% CI -1.6 to

03 kg vs 0.6 kg, 95% CI 0.0 to 1.1 kg), for a between-group difference of 1.2 kg (95% CL, 0.1
to 2.3 kg, p = 0.028).

The study 1s designed to evaluate the safety of zibotentan/dapagliflozin in combination as
compared to zibotentan monotherapy as well as zibotentan/dapagliflozin 1n combination and
zibotentan monotherapy as compared to placebo in patients with currhosis with or without a
listory of decompensation.
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Objectives and Endpoints:

AstraZeneca

Objectives

Endpoinis

Key Objectives

To evaluate the effect of zibotentan/dapagliflozin
versus corresponding zibotentan monotherapy on a
composite endpoint of fluid retention.

Occurrence of any of the following components of this
composite endpoint from baseline to Week 6:

* =2 kg increase in body weight (office-based)

* =2 L increase in total body water

s  Increase in 2 or more loop-diuretic equivalents
Fluid retention adverse event (AFE)

To evaluate the effect of mibotentan/dapagliflozin
and ribotentan monotherapy versus placebo on a
composite endpoint of fluid retention.

Occurrence of any of the following components of this
composite endpoint from baseline to Week 6:

* =2 kg increase in body weight

* =2 L increase in total body water

s  Increasein 2 or more loop-diuretic equivalents *
Fluid retention AFs

To evaluate the effect of zibotentan/dapagliflozin
versus corresponding zibotentan monotherapy on

body weight, body water volumes and body fat mass.

To evaluate the effect of mibotentan/dapagliflozin
and zibotentan monotherapy versus placebo on body
weight, body water volumes and body fat mass.

¢ Change in body weight (ko) over time course of
study (home-based monitoring).

s Change from baseline in body weight, fotal body
water, extracellular and intracellular water
volumes, and body fat mass at Week 6 (office-
based monitoring).

To evaluate the effect of zibotentan/dapagliflozin
versus corresponding zibotentan monotherapy on
total loop-diurefic equivalents use ®.

To evaluate the effect of zibotentan/dapagliflozin
and zibotentan monotherapy versus placebo on total
loop-diuretic equivalents use *.

Change in total dosage of loop-diuretic equivalents use
from baseline to Week 6.

To evaluate the effects of zibotentan/dapagliflozin
versus corresponding zibotentan monotherapy on the
composite of total body water and total dosage of
loop-diuretic equivalents 2

To evaluate the effects of zibotentan/dapagliflozin
and zibotentan monotherapy versus placebo on the
composite of total body water and total dosage of
loop-diuretic equivalents *

Occurrence of either of the two components of this

composite:

1 =3 L increase in total body water volume from
baseline to Week 6.

2 Increase in 3 or more loop-diuretic equivalents use
from baseline to Week 6 2.

To evaluate the effect of zibotentan/dapagliflozin
versus corresponding zibotentan monotherapy on
office-based systolic and diastolic blood pressure.

To evaluate the effect of zibotentan/dapagliflozin
and zibotentan monotherapy versus placebo on
office-based systolic and diastolic blood pressure.

Absohite change in systolic and diastolic blood pressure
from baseline to Week 6.
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Objectives Endpoinis
Safety Objectives
To assess the safety and tolerability of * AFs SAFs and DAEs
zibotentan/dapagliflozin and zibotentan versus + AFSE
placebo.
*  Vital signs
s  Safety laboratory tests
s  FECG assessments

*  One loop-duretic equivalent = 40 mg furosemide = 1 mg bumetanide = 20 mg torsemide = 50 mg
ethacrynic acid. In Japan, one loop-dmiretic equivalent = 40 mg furosemide = 8 mg torsemide = 60 mg
azosemide.

AF = adverse event; AFESI = adverse event of special interesH; ALT = alanine
aminotransferase; AST = aspartate aminotransferase; BUN= urea mirogen; = discontinuation due to

adverse event; ECG = electrocardiogram; eGFR. = estimated glomerular filtration rate;
HbAlc = haemoglobin Alc; MELD = model for end stage liver disease; PD = pharmacodvnamic: PGIS= Patient
(Global Impression of Severity: PK = pharmacokinetic: SAE = serious adverse event;

For exploratory objectives and estimands descriptions/endpoints, see Section 3 of the protocol.

Overall Design Synopsis:

This 15 a Phase ITb multicentre, randonused, double-blind, parallel-group, placebo-controlled
study to evaluate the safety of zibotentan/dapagliflozin in combination as compared to
zibotentan monotherapy as well as zibotentan/dapagliflozin and zibotentan monotherapy as
compared to placebo in participants with cirrhosis. Eligible participants could have a history
of decompensation events or have compensated cirrhosis. If compensated curhosis, the
eligible participants must have features of portal hypertension defined as signs and measures
that would indicate that the participant has climecally significant portal hypertension (CSPH)
and mclude, but not limited to, presence of gastro-oesophageal varices at endoscopy or
collaterals at imaging (either one within 12 months prior to screening), anda"ur-

kPa, or u- kPa and_ (at time of screening).

All participants should have a MELD score < 15 and be classified as Child-Pugh A or B.

Brief Summary:
This study will consist of the following periods:

Screening Period of up to 3 weeks: The Screening Visit (Visit 1) will take place between 7 to
21 days before the Randomisation Visit (Visit 2) to confirm participant eligibility and collect
baseline data. There must be at least 7 days between Visit 1 and Visit 2 to allow sufficient time
for laboratory results to be examuined. At the Randomisation Visit (Visit 2), eligibility criteria
will be reassessed, safety laboratory data revenified, and participants will be provided digital
devices to measure their body weight starting the first day after the Randonusation Visit and
every day at home.
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Treatment Period of 6 weeks: During the Treatment Period, participants will visit the study
cenfre 5 times. At Visit 2, participants will be randomised and will receive the first dose of the
study intervention. At each study visit during the treatment period (from Visit 3 till Visit 6)
participants will recerve the once daily dose at the study centre and will provide a pre-dose
blood sample for PK analysis and other lab samples before the intake of study intervention.
When not visiting the study centre the patients will take the once daily dose of study
mntervention at home.

Follow-up Period of 2 weeks: Participants will return to the study centre for follow-up
assessments approximately 2 weeks after their planned last dose of study intervention
(planned last dose 1s at Visit 6).

Disclosure Statement: This 1s a parallel-group, placebo-controlled study to evaluate the
safety of zibotentan and zibotentan/dapagliflozin; the study is blinded to the participants,
mvestigators, and Sponsor.

Number of Participants:

Approximately 22 eligible participants are planned to be randomised to each of the
3 treatment groups, for a total of up to 66 participants.

Note: “Enrolled” means a participant’s agreement to participate in a climical study following
completion of the informed consent process. Potential participants who are screened for the
purpose of determuning eligibility for the study but are not randomly assigned/assigned in the
study, are considered “screen failures” unless otherwise specified by the protocol.

Study Arms and Duration:

Participants who meet the eligibility criteria and agree to participate will be randonused to one
of the following treatment groups (22 participants per group). All participants will recerve
1 capsule (zibotentan or matching placebo) and 1 tablet (dapagliflozin or matching placebo) at

every dosing.

e Treatment Group 1: placebo matching zibotentan capsule + placebo matching
dapagliflozin tablet.

e Treatment Group 2: zibotentan capsule Img + placebo matching dapagliflozin tablet.

e Treatment Group 3: zibotentan capsule Img + dapagliflozin tablet 10 mg.

Data Monitoring/Other Committee:

A Data Monitoring Commuttee (DMC) will monitor ongoing safety/tolerability data and may
recommend stopping further recruitment and/or treatment of participants in a treatment group
at any time. The DMC will conduct pre-specified meetings and ad hoc meetings as needed.
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The role and responsibilities of the DMC, and stopping criteria for the study, will be described
in the DMC charter.

Statistical Methods:
For flmd retention composite endpoints defined as:

e occurrence of any of the following events: (1) > 2 kg mcrease in body weight, (2) >2 L
mcrease 1n total body water, (3) increase in 2 or more loop-dmretic equivalents: or
(4) flmd retention AEs, from baseline to Week 6

e occurrence of either (1) > 3 L increase in total body water volume from baseline to
Week 6; or (2) increase 1n 3 or more loop-diuretic equivalents use from baseline to
Week 6

Exact 90% (two-sided) CIs for proportions of patients with the composite of flmid retention in
treatment groups will be calculated using the Clopper-Pearson method. The exact
unconditional 90% (two-sided) CIs for difference i proportions between 2 treatment groups
will be computed based on score statistic (Chan and Zhang 1999).

The change mn body weight, total dosage of loop-dmuretic equivalents, body water volumes,
body fat mass and blood pressure from baseline to Week 6 will be analysed using mixed
model repeated measures (MMRM) methodology for pairwise comparisons between treatment
groups. The analytic model will include the

Sample Size Calculation:

Approximately 22 participants are planned to be randomised to each of the 3 treatment groups.
The sample size 1s not determined based on a formal statistical hypothesis testing for this
Phase IIb study. With- evaluable participants per group, an observed difference of
.% -%) m proportion of patients with the composite of fluid retention between a
zibotentan/dapagliflozin group and an ubserved.% composite of flud retention n the
c?iespandiﬂg zibotentan group, the lower limit of a two-sided 90% CI for the difference will
bl %.
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1.2 Schema

EOT = end of trial; F/U = follow-up; . = randomisation.

CONFIDENTIAL AND PROPRIETARY 19 of 143



Clinical Study Protocol - 3.0 EU
Zibotentan and Dapagliflozin - D4326C00004

AstraZeneca

1.3 Schedule of Activities
Table 1 Schedule of Activities
SHN.DI;IE Treatment period
perio Follow-up Section in the CSP
Randomisation Visits
Visit number 1 2 K] 4 5 6= 7
Week -3 1] 1 2 3 1] 8
Study day 2lito-T* 1 8 15 22 43 57
Visit window (days) +3 +3 +3 +5 +3
Informed consent X Appendix A 3
Inclusion/exclosion Section 5.1 and
criteria X X - s
Section 5.2
Alcohol breath test X X X Section 5.2
Screen for dmgs of Saction 8.3 5
abuse X
AUDIT guestionnaire X Section 8.3.6.2
Enrolment in Section 6.3
IRT/RTSM X
Fandomisation in i Saction 6.3
IRT/RTSM X
Routine clinical procedures
Demography and
baseline characteristics
(including smoking X Section 5.3.2
history and alcohol
consumption)
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Table 1 Schedule of Activities
SHN.DI;IE Treatment period
perio Follow-up Section in the CSP
Randomisation Visits
Visit number 1 2 3 4 5 6 7
Week -3 0 1 2 3 [ 8
Study day -2lto-T® 1 8 15 22 43 57
Visit window (days) +3 +3 +3 5 +3
Medical/surgical history X
Concomitant medication X X X X X X X Section 6.9
Body weight X X X X X X X Section 8.2.1.2
Height, BMI calculation X Section £.3.1
ECHO e Section 234
HIV serclogy X Section 233
FSH (females only) xd Section 8.3.3
Pregnancy tests % Section 233
(females only; senum)
Study intervention
Study intervention )
) X X Section 6
dispensed
Study intervention
accountability {(counting ) .
. X X X X Section 6.2
remaining tablets and
capsules)
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Table 1 Schedule of Activities
SHN.DI;IE Treatment period
perio Follow-up Section in the CSP
Randomisation Visits
Visit number 1 2 3 4 5 6 7
Week -3 0 1 2 3 [ 8
Study day -2lto-T® 1 8 15 22 43 57
Visit window (days) +3 +3 +3 5 +3
Study intervention Section 6
intake *
Key assessments
Daily digital body Daily home measurement nsing a digital device should begin at Visit 2 (randomisation) to end of Section §.2.1.2
weight measurement follow-up %
Bioimpedance
X X X X X X X Section 82.1.3
spectroscopy *
Safety assessments
X
AE review & SAES only X X X X X X Section 8.4.2
Physical examination X X X¢E X* X® X® X Section 8.3.1
ECG central X (pre-dose) Section 833
) EEI.I X X (2 hours X X X X X
momitoring ¥
post-dose)
WVital signs (supine and X (pre-dose)

i . ) -
standing blood pressure X X (60, 120, 180 X X X X X Section 2.3.2
and pulse) inutes)

Body temperature X X X X X X X Section 8.3.2
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Table 1 Schedule of Activities
SHN.DI;IE Treatment period
perio Follow-up Section in the CSP
Randomisation Visits
Visit number 1 2 3 4 5 6 7
Week -3 0 1 2 3 [ 8
Study day -2lto-T® 1 8 15 22 43 57
Visit window (days) +3 +3 +3 5 +3

Clinical safety

laboratory tests

(haematology, clinical

chemistry, coagulation, X i X i i i X Section 8.3.5
electrolytes, serum

osmolality, and NT-pro

BNP

PK assessments

Pre-dose PK plasma

sample (all Xi i i Section 8.3
participants)

PK profile (Japanese) X! Section 8.5
Post-dose sample .

X= Section 8.3

(Mon-Japanese)
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Table 1 Schedule of Activities
SHN.DI;IE Treatment period
perio Follow-up Section in the CSP
Eandomisation Visits
Visit number 1 2 K] 4 5 6= 7
Week -3 1] 1 2 3 1] 8
Study day 2lito-T* 1 8 15 22 43 57
Visit window (days) +3 +3 +3 5 +3

Exploratory assessments

CCl | X® Xt Section 8.2.2.1

eGFE calculation ® X X X X X X X Section £.2.2.2
MELD score calculation X X X X X X X
Child-Pugh score X X X X X X X
Non-fasting Section 8.2.2.3
plasma/serum Xi X1 X1
biomarkers
HbAlc Xi Xi X Xi
PR.Os: CLDQ, PGIS -
Liver Disease, and 5F- Xe X Section 8.2.2.4
36v2 acute
Collect and store serum
and plasma samples for ) )
X! X Section 8. 8.1

exploratory assessment
of biomarkers
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Table 1 Schedule of Activities
SHN.DI:IE Treatment period
perio Follow-up Section in the CSP
Randomisation Visits
Visit number 1 2 3 4 5 6= 7
Week -3 0 1 2 3 & ]
Study day 2t -T* 1 ] 15 22 43 57
Visit window (days) +3 +3 +3 5 +3
Collect and store urine
samples for exploratory
. =P 7 X Xi Section 8.8.1

assessment of

biomarkers

Optional Genomics

Initiative, exploratory X Section 8.7 and

genomics, and multi- Appendix D

omics samples
a.  Screening visit can take place from 21 days up to 7 days before randomisation visit (Visit 2). It must be at least 7 days between Visit 1 and Visit 2 to allow

time for laboratory results to be examined.
b. Bref physical examination
c.  Only in those participants with history of Heart Failure and if historical data from ECHO or cardiac MRI in the prior 12 months is not available.
d. Rmu]ts Il:td to be avaﬂable befure the mndunnsaﬁon visit (Visit 2).
e ! . take will {3 2 e studv cepgtre and at home when not visiting the study centre.
f to be assessad 3 hours afier study intervention administrafion at Visit 6. A
to complete an au:umte_ or
g must not take place earlier than at least 3 hours after a light meal. such as breakfast. If the participant
. the morming dose should not be taken, but taken directly after the
h Ifa SAFE occurs within 48 hours after the last dose, a PE sample will be taken if possible. The exact time of last o 0! ood sampling will be
recorded.

i Pre-dose sample in all participants (both Japanese and non-Japanese).
j-  Pre-dose sample and dosing at the study centre at every visit. Pharmacokinetics sample to be done at early termination visit as well. If no dosing takes place,

sample at any time during the study centre visit and document exact date and time.
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=

e e P g

5.

Pharmacokinetics profile only for Japanese patients. Samples for PK profile collected over 5 hours at the study cenfre. Sampling times: pre-dose, 0.5 to 1.0,
15t020,251t03.0,3.51t040,45 to 5.5 hours post-dose; exact clock times need to be documented. See Section 5.3.1 for further details on meal
resirictions.

Pharmacokinetics profile can be done at Visit 4 if not possible at Visit 5. At the day selected for the PE profile, the siudy intervention must be administered at
the study centre so that PE sampling according to schedule is possible.

A post-dose sample is taken as late as possible after dosing on the dose day (at least 1h after dosing); the exact actual sampling time needs to be recorded.
WVisit 6 is planned Fnd of Treatment (EoT) visit. If participant terminates early from the study (ie Withdraw consent), please perform examinations as Visit 6.
Baseline PRO Questionnaires to be completed before treatment initiation.

Digital ECGs will be centrally read. The predose ECG read out from Visit 2 is to be reviewed by the investigator before randomisation as central report will
not be available on the day. All ECGs will be recorded in triplicate after a 10-minute supine rest period with no more than about 2 mimtes between
individual ECGs, completing all 3 ECGs within a maximum of about 5 minutes. ECGs should be collected prior to vital signs, PK sample collection, or other
assessments as these may alter autonomic tone. Unscheduled ECGs may be added if clinically indicated.

Participants should also perform first weight measurement at the study site on mobile application at Visit 2 (which is when it will be distributed to the
parficipant).

Participants are recommended to not engage in eating a large meal before measurement collection. Collection of fasting time prior to measurement is
required.

eGFR1 is at every visit and eGFR2 is at Visits 2, 5, and 6.

Abbreviations: AE = Adverse event; AUDIT = Alcohol Use D150rders Identification Test; BMI = body mass index; CLD(Q) = Chronic Liver Disease Questionnaire; CSP = Clinical
study protocol; ECG = electrocardiography; eGFR. = estimated glomerular filtration rate; ECHO=echocardiography; EoT = End of Treatment; ET = Early Termination visit;

F5H = follicle-stimulating hormone; h = hour; HbAlc = haemoglobin Alc; HIV = Huoman immunodeficiency virs; IRT = Interactive Response Technology; MELD = Model for
End-stage Liver Disease; NT-pro BNP = N-terminal prohormone of brain natriuretic peptide; PGIS= Patient Global Impression of Severity; PK = pharmacokinetics;

PR.O = patient-reported outcome; ETSM = Randomisation and Tnal Supply Management; SAE = serious adverse event; SF-36v2 = Short form 36 healthy survey guestionnaire,
version 2;
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2 INTRODUCTION

Zibotentan 1s a selective endothelin (ET4) receptor antagonist, onginally investigated for
cardiovascular and oncology indications. Zibotentan 1s currently being investigated as a
treatment for CKD in combination with dapagliflozin. Zibotentan 1s available for oral
adnunistration and requires once daily dosing_

Dapaghiflozin 1s a highly potent, selective, and reversible inhibitor of SGLT?2 that improves
glycaemic control in patients with diabetes mellitus and provides cardiorenal benefits in
patients with and without T2DM. Dapagliflozin 1s available for oral admimstration and
requires once daily dosing.

2.1 Study Rationale

The mechamisms of action of zibotentan and dapagliflozin on liver cirrhosis and associated
complications are different, and the outcome of combined treatment 1s expected to be
complementary. The main biological effects of zibotentan are expected from blocking
endothelin-1 driven increase in intrahepatic resistance (including elements of portal vein and
sinusoidal vasoconstriction). Furthermore, zibotentan 1s expected to decrease vascular
stiffness, improve endothelial function, reduce hepatic inflammation, and, in the long-term,
potentially reduce fibrosis (Zibotentan Investigator’s Brochure).

Separately, dapagliflozin 1s expected to have beneficial effects on metabolic dysfunction,
reduce hepatocyte mjury, and sodmum and water overload whilst avoiding hyponatraemma and
hyperkalaema (Dapagliflozin Investigator’s Brochure). A reduced need for diuretics may also
reduce the risk for potential AKT or other complications such as encephalopathy. In a pilot
study, 3 cases of NASH currhosis with T2DM and ascites were treated with an SGLT2
mhibitor. In these patients, SGLT2 imhibition resulted in weight loss and reduced ascites or
penipheral oedema (Montalvo-Gordon et al 2020).

A particularly important linmtation of endothelin receptor antagomsts, which includes
zibotentan, 1s the increased risk for flmd retention. Approximately 40% of patients treated
with zibotentan (doses ranging from 5 to 22_5 mg, with the majority of patients recerving a
dose of 10 mg once daily) from Phase I to Il oncology studies reported peripheral oedema.
Also, m patients with portopulmonary hypertension with or without liver cirrhosis, endothelin
receptor antagonists have been shown to increase risk for flmd retention. Adverse events of
fluid retention were reported n 26% of patients with portopulmonary hypertension with or
without cirrhosis recerving macitentan (Sitbon et al 2019) and 39% of patients with
portopulmonary hypertension with cirrhosis receiving ambrisentan (Preston et al 2020).
Dapaghflozin’s effect in reducing sodium and water overload 1s expected to nutigate this fluad
retention safety concern i the population of patient with liver cirrhosis with features of portal
hypertension. A post-hoc analysis of the SONAR ftrial, in patients with T2DM and CKD, has
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demonstrated a reduced body weight gain when atrasentan was combined with an SGLT2
mhibitor as compared to a control group treated with atrasentan, without an SGLT?2 mhibitor
(-0.7 kg, 95% CI -1.6 to 0.3 kg vs 0.6 kg, 95% CI 0.0 to 1.1 kg) (Heerspink et al 2020).

The study 1s designed to evaluate the safety of zibotentan/dapagliflozin in combination as
compared to zibotentan monotherapy as well as zibotentan/dapagliflozin 1n combination and
zibotentan monotherapy as compared to placebo in patients with cirrhosis with or without a
history of decompensation.

2.2 Disease Background

Patients with compensated cirthosis with signs of clinically significant portal hypertension and
patients with decompensated cirrhosis have limited pharmacological freatment options and
significant risk of decompensation and death.

2.2.1 Cirrhosis with Features of Portal Hypertension

Curhosis 1s the end-stage result of chronic liver injury/disease and 1s characterised by
advanced fibrosis and, ultimately, hepatic failure. Cirrhosis may be compensated, n which
case no chinical complications that affect outcome have occurred (1e, variceal haemorrhage,
ascites, hepatic encephalopathy, hepatocellular cancer), or decompensated, in which case
patients have had at least one of these climical complications (Tsochatzis et al 2014). The
aetiology of cirrhosis varies, with viral hepatitis (hepatitis B and C), alcoholic liver disease,
and NASH being the leading causes of curhosis globally, and less common causes including
autormmune hepatitis, primary sclerosing cholangitis, primary biliary cholangitis,
haemochromatosis, and Wilson’s disease (Romanelli and Stasi 2016). Cirrhosis 1s a serious
condition which leads to significant morbidity, resource imntensive complications,
hepatocellular carcinoma, and, in the absence of liver transplantation, death. The Global
Burden of Disease study i 2017 reported over 1.32 nullion currhosis related deaths globally,
which was approximately 2 4% of all deaths worldwide (GBD 2017). In 2019, cirrhosis
caused 1.48 nullion deaths, an increase of 8.1% compared to 2017, and 1ts disability-adjusted
life-years ranked 16th among all diseases. The global burden of cirthosis due to hepatitis B
virus and hepatitis C virus infection 1s decreasing, while the burden of cirrhosis due to alcohol
and non-alcoholic fatty liver disease 1s increasing rapidly (Liu et al 2022).

Portal hypertension 1s the major cause of complications i hiver curhosis. The primary cause
of portal hypertension m cirrhosis 1s a combination of structural changes associated with
fibrosis and increased vascular tone in the hepatic microcirculation both leading to an increase
m intrahepatic vascular resistance. As portal hypertension develops, splanchmc vasodilation
progresses, which results in increased blood flow to the portal circulation that further
mcreases portal pressure (Iwakir1 2014). Consequently, a hyperdynamic circulation develops,
collateral vessels are formed and there 1s an increased risk for decompensation events
(Poordad 2015).
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2.2.2 Current Treatment Options for Patients with Cirrhosis with Features
of Portal Hypertension

Standard treatment for patients with chromc liver disease centres upon treatment of the
underlying cause of liver disease, eg, abstinence from alcohol, anti-viral agents for viral
hepatitis, and treatment of underlying metabolic disease in NASH. Although HCV can now be
eradicated, given the continued emergence of fatty liver diseases, disease modifying therapies
are mn general expected to have marginal impact on the outcome in patients with
decompensated curthosis or compensated cirrhosis with signs of climeally significant portal
hypertension. Accordingly, there 1s a sigmificant climcal unmet need for new treatments in
patients with curhosis. Current gmidelines support the use of non-selective beta blockers,
dmretics and vasoactive drugs (Gunarathne et al 2020). In patients developing variceal
haemorrhage, intervention with TIPS may be used to reduce portal hypertension (Garcia-
Pagan et al 2020).

2.3 Benefit/Risk Assessment

2.3.1 Zibotentan

Zibotentan, ZD4054, 1s an ET 4 antagonist with the highest level of selectivity over ETg
currently known (ET4 ICsg = 13 nM, no effect at the ETg up to 50 mM) (Morrs et al 2005).
Zibotentan 10 and 15 mg was initially developed for treatment of patients with castration-
resistant prostate cancer. It did not achieve 1ts efficacy endpoint in Phase IIT (survival rate),
however, 1t was demonstrated to have an acceptable safety profile in this population

(Nelson et al 2012). Zibotentan 1s considered safe to use in clinical testing (non-climical safety
package completed) with a known safety profile from oncology studies (Zibotentan
Investigator’s Brochure). Currently, there are studies ongoing with zibotentan and
dapaghflozin in combination in patients with currhosis with portal hypertension (ZEAL study,
D4326C00003and chronic kidney disease (ZENITH-CKD, D4325C00001), as well as an
mvestigator-sponsored study with zibotentan in microvascular angina (PRIZE,
NCT04097314) :. mg, 8 weeks; n = 356). Furthermore, a Phase II study in patients with
systemic scleroderma (CKD-ZEBRA, NCT02047708) ' mg; 52 weeks; n=23) has been
completed.

A detailed description of the chenustry, pharmacology, efficacy, and safety of zibotentan 1s
provided m the Zibotentan Investigator’s Brochure

2.3.2 Dapagliflozin

Dapaghiflozin 1s a selective SGLT2 mhibitor (ICsp = 3.75 nM). It was originally developed and
approved as an adjunct glucose lowering therapy in T2DM. Subsequently, 1t has been
approved to treat heart failure with reduced ejection fraction in both T2DM and non-diabetic
patients and in CKD in patients with and without T2DM. Dapagliflozin has also been
demonstrated to reduce risk 1n patients with heart failure with preserved ejection fraction and
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has been investigated in hospitalised patients with COVID-19 (Kosiborod et al 2021).

A detailed description of the chemustry, pharmacology, efficacy, and safety of dapagliflozin 1s
provided m the Dapaghiflozin Investigator’s Brochure

2.3.3 Risk Assessment

Dapaghiflozin admimistration 1s well tolerated with a well-established safety profile. The
potential and identified nisks of dapagliflozin treatment have been well characterised through
the dapagliflozin clinical development program and from post-marketing data. In clinical
studies, commonly reported AEs mclude UTIs, genital infections, polyuria, and
hypoglycaemma when combined with msulin or a sulfonylurea. In addition, DKA was
commonly seen m clinical trials in patients with T1DM treated with dapagliflozin but was rare
m climcal trials in patients with T2DM. See Table 2 for further details.

The adverse clinical effects of zibotentan observed in healthy volunteers and oncology
populations were largely due to its pharmacologically-mediated effects on ETy receptor
antagonism resulting in vasodilation, which are headache, hypotension, nasal congestion,
penipheral oedema, conjunctival reddeming, dizziness, flushing, minor decreases in systemic
vascular resistance, minor mcreases in cardiac output, and effects due to haemodilution which
lead to a reduction in Hb concentration, haematocrit and anaerma. Reduction in Hb tends to
develop within a month of commencing the drug and 1s nuld 1n most patients (CTC

Grade 1/2), nonprogressive and tends to reverse on stopping the drug. However, some patients
m oncology studies have developed clinical anaemia. The adverse clinical effect of heart
fatlure has been observed, being more commonly reported in CRPC patients recerving
zibotentan than mn those recerving placebo. The frequency of reports in patients recerving
zibotentan has been less than 10% and most cases have responded to standard heart failure
treatment. See Table 2 for further details.

More detailed nformation about the known and potential benefits and risks of zibotentan and
dapaghflozin may be found in respective Investigator’s Brochures (Zibotentan Investigator’s
Brochure mcluding the FDC development, and Dapagliflozin Investigator’s Brochure).
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Table 2 Risk Assessment
Potential risk of Summary of data/rationale for risk Mitigation strategy
clinical
significance
Dapagliflozin
Diabetic Diabetic ketoacidosis (DEA) has been identified as Participants with TIDM are excluded from
ketoacidosis an important identified nsk for dapagliflozin in the study (see exclusion criteria). DEA
including events patients with diabetes. Diabetic ketoacidosis was mechuding euglycemic DEA have been
with atypical only observed n patients with diabetes mellitus: reported with use of dapagliflozin.
presentation If DEA is suspected, temporary intermiption

Type 2 diabetes mellitus:

In the cardiovascular cutcome study DECLARE
TIMI-58 in patients with T2DM, 8574 patients
received dapagliflozin 10 mg and 8569 patients
received placebo, for a median exposure time of
48 months. Events of DEA were reported in 27
patients in the dapagliflozin 10 mg group and 12
patients in the placebo group. The events occurred
evenly distributed over the study period. Of the 27
patients with DEA events in the dapagliflozin group,
22 had concomitant insulin freatment at the time of
the event. Precipitating factors for DEA were as
expected in a T2DM population.

In clinical trials in patients with heart failure
(DAPA-HF) or CED (DAPA-CED) with and
without T2DM, events of ketoacidosis were only
observed in patients with T2DM. In the DAPA-HF
study, events of DEA were reported in 3 patients
with T2DM in the dapaghflozin group and none in
the placebo group. In the DAPA-CED study, events
of DEA were not reported in any patient in the
dapagliflozin group and in 2 patients with T2DM
the placebo group.

In addition, there have been postmarketing reports of
ketoacidosis, including DEA | in patients with

T1DM and T2DM taking dapagliflozin or other
SGLT2? mhibitors.

of study treatment should be considered and
the participant should be promptly
evaluated. If DEA 1s confirmed, study
mntervention should be discontimued
permanently. If DEA is not confirmed, re-
start of study intervention should be
considered (see Section 7_1).
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Table 2 Risk Assessment
Potential risk of Summary of data/rationale for risk Mitigation strategy
clinical
significance
Zibotentan (in context of dapagliflozin combination treatment)
Fluid retention Fhuid retention is a class effect of endothelin The potential flmd retention risk from
receptor antagomists. zibotentan is expected to be mitigated by the

Peripheral oedema has been very commonly
reported in oncology patients receiving zibotentan
and tended to develop within a month of
commencing the dmg. Most cases are mild (CTC
Grade 1/2) and tend to resolve with contimied

dmretic and natriuretic effects of

increase fld retention and promote fluid overload
which may lead to heart failure in susceptible
patients, especially those with a known history of
cardiac dysfunction.

The clinical AEs of non-adjudicated cardiac failure
have been observed, being more commeonly reported
in CRPC patients receiving zibotentan than in those
receiving placebo. The frequency of reports m
patients receiving zibotentan has been less than 10%
and most cases have responded to standard heart
failure treatment.

dosing.
, and
accordmng to the 50A will be
performed.
Heart failure Endothelin receptor antagonists have the potential to | Participants with moderate to severe HE

(NYHA class IIT or IV) will be excluded
from the study.

The potential risk of HF from zbotentan is

expected to be mitigated by the diuretic and
natnuretic effects of dapagliflozin.

88 SeCOon

388 CTIETIA 1IN oE GII.-

e

Hypotension The adverse clinical effect of hypotension is largely
due to zibotentan’s pharmacologically mediated
effects of ET areceptor antagonism resulting in
vasodilation. Small reductions in systolic and
diastolic blood pressure of approximately 5 mmHg
has been reported with zibotentan but this has
usually been asymptomatic. Dapagliflozin causes
osmotic diuresis, which may lead to a small
reduction in blood pressure.

of. cipants with orthostatic

hypotension or hypotension are excluded
from the study (Section 5.2).

cnteria in Section

will be reported as
see omn| ).
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Table 2 Risk Assessment
Potential risk of Summary of data/rationale for risk Mitigation strategy
clinical
significance

Teratogenicity Exposure during gestation to ERAs, including WOCEP must not be included in the study
zibotentan, is associated with major embryo-foetal (see inclusion criterion in Section 3.1).
hamm. EFR.As have been demonstrated to induce For reproductive restrictions for male
teratogenic effects in animals when dosed during participants, see inclusion criterion in
organogenesis, early i pregnancy. When Sections 5.1 and details in Section 5.3 4.

adm:.mstell;er;i to pregnant rabbits du;mtE ﬁ%ﬂf Participants must not donate or bank blood
major embryonic crganogenesis, zibotentan ca I

foetal craniofacial and cardiac malformations at dose gh;t;l;;ajl; a;;;ini;i Secl:i.g;‘;jl_?_ see
levels o and above, consistent with . .
ERAs (2 Due to the established Negative pregnancy test will be collected as
teratogenic effect, pregnant women must not receive | P the SoA. o

zibotentan WoCBP are not eligible for participation | If a female participant or the female partner

in this study. There is an extremely high risk of of a male participant becomes pregnant
embryo-foetal harm, if pregnancy occurs while during the course of the study, study

being exposed to zibotentan in any amount, even for | Mfervention must be discontmued
short periods of time. Potentially, any foetus mmfed.latelj.r, see discontinuation criterion in
exposed during pregnancy can be affected. Section 7.1.

The investigator is required to inform

Per the prescribing information, dapagliflozin mmust participants fully and transparently of the

not be used in the second and third trimesters of teratogenic risk. o
pregnancy due to the increased incidence and/or As part of the ICF, information will be
severity of renal pelvic and tubular dilatations in provided on restnictions for male

progeny. When pregnancy is detected, dapagliflozin | Parficipants.
should be discontimued. However, since zibotentan 1s
teratogenic early in pregnancy, the more restrictive
guidance for zibotentan must be followed.

AF = adverse event; AESI = adverse event of special interest; CKD = chronic kidney disease;

CRPC = castration-resistant prostate cancer; CTC=Common Terminology Criteria; DE A = diabetic ketoacidosis;
ECG = electrocardiogram; FR A = Endothelin receptor antagonist; HF = heart failure; NYHA = New York Heart
Association; SGLT2 = sodium-glucose cotransporter 2; T1DM = type 1 diabetes mellitus; T2DM = type 2
diabetes mellitus; WOCBP=women of child-bearing potential.

2.3.4 Benefit Assessment

2341 Evidence for the Role of Endothelin Antagonists in Cirrhosis with Features of
Portal Hypertension

Endothelin-1 production has been found to be increased in patients with liver injury and m
cirthosis and 1s implicated 1 hepatic vasoconstriction driving increased portal venous
pressure. Additionally, preclinical studies have indicated that the endothelin pathway 1s
mvolved in the development of hiver fibrosis (Okamoto et al 2016; Rockey and Chung 1996).
Chinically, plasma endothelin levels are mncreased in patients with cirrhosis and correlate with
the seventy of liver disease and portal hypertension. In a study using the selective ETa
receptor antagomist BQ123 in patients with curhosis, local hepatic artery infusion of BQ123
resulted in a decrease in HVPG with no effect on systemic haemodynamic parameters
(Zipprich et al 2021). The same report demonstrated that the effect of a single oral dose of
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ambrisentan resulted in a signmficant decrease in HVPG. In this study, 40% of participants had
a > 10% decrease in HVPG or a decrease below 12 mmHg.

2342 Evidence for the Role of SGLT2 inhibitors in Cirrhosis and Features of
Portal Hypertension
Several studies have evaluated the impact of SGLT2 mhibitors on liver biomarkers in patients
with T2DM, NASH, and NAFLD. A review of results from 7 studies and 11 cohort studies
demonstrated consistent decreases in liver amminotransferase levels, liver fat, and FIB-4 index
after treatment with an SGLT?2 inhibitor (Hsiang et al 2020). A pilot study mndicated that
72 weeks of treatment with an SGLT?2 inhibitor reduced liver fibrosis in patients with NAFLD
and diabetes (Takahashi et al 2021). No studies in more advanced cirrhosis patients have been
reported to date. A small pilot study evaluated the effect of SGLT2 mhibitors on body weight
m patients with curhosis, T2DM and ascites (Montalvo-Gordon et al 2020). All 3 patients
showed a decrease in body weight ranging from 4.9 kg (7.8%) to 11.2 kg (13.8%) across
6 months associated with decreased ascites and flud overload, whilst hyponatraenua was
corrected or sodium levels were unchanged, and no hyperkalaenua was observed. SGLT2
mhibitors have also been shown to improve endothelial function and decrease vascular
stiffness which may bring additional benefit to patients with cirrhosis and portal hypertension.

2343 Possible Complementary Actions of Zibotentan and Dapagliflozin

The combination of zibotentan and dapaglhiflozin 1s expected to target 2 distinct features of
cuthotic disease, that 1s, portal hypertension and flmd retention. Given reduction 1n portal
venous pressure 1s established to improve outcomes 1 this population, 1t 1s anticipated that the
combination will reduce the risk of variceal haemorrhage, ascites, and perhaps death. Flmd
retention 1s a class effect of endothelin receptor antagonists which may limit their potential
use as monotherapy m cirrhosis. The reduction in portal hypertension afforded by zibotentan
has the potential to mitigate renin-angiotensin-aldosterone system activation, potentially
reducing ascites formation. In addition, 1t 1s anticipated that potential flud retention nsk from
zibotentan will be mitigated by the osmotic diuretic effects of dapagliflozin.

2.3.5 Ovwerall Benefit/Risk Conclusion

The overall clinical evidence suggests that the combination of zibotentan and dapagliflozin
should have clinical benefit, and an acceptable safety profile in patients with cirrhosis,
Justifymng further drug development with appropriate risk mitigation strategies for potential
risks related to hypotension, flmd retention, and heart failure.
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3 OBJECTIVES, ENDPOINTS, AND ESTIMANDS
Table 3 Objectives and Endpoints
Objectives Endpoinis
Key Objectives

To evaluate the effect of zibotentan/dapagliflozin
versus corresponding zibotentan monotherapy on a
composite endpoint of fluid retention.

Occurrence of any of the following components of this
composite endpoint from baseline to Week 6:

= 2 kg increase in body weight (office-based)

=2 L increase in total body water

Increase in 2 or more loop-diuretic equivalents *
Fluid retention AFs

To evaluate the effect of zibotentan/dapagliflozin
and ribotentan monotherapy versus placebo on a
composite endpoint of fluid retention.

Occurrence of any of the following components of this
composite endpoint from baseline to Week 6:

= 2 kg increase in body weight

=2 L increase in total body water

Increase in 2 or more loop-diuretic equivalents ®
Fluid retention AFs

To evaluate the effect of zibotentan/dapagliflozin
versus corresponding zibotentan monotherapy on
body weight, body water volumes, and body fat
MAss.

To evaluate the effect of zibotentan/dapagliflozin
and zibotentan monotherapy versus placebo on body
weight, body water volumes, and body fat mass.

Change in body weight (kg) over time course of
study (home-based monitoring).

Change from baseline in body weight. total body
water, extracellular and intracellular water
volumes, body fat mass at Week 6 (office-based
monitoring).

To evaluate the effect of zibotentan/dapagliflozin
versus corresponding zibotentan monotherapy on
total loop-diuretic equivalents use ?

To evaluate the effect of zibotentan/dapagliflozin
and zibotentan monotherapy versus placebo on total
loop-diuretic equivalents use_ *

Change in total dosage of loop-diuretic equivalents use
from baseline to Week 6 *.

To evaluate the effects of zibotentan/dapagliflozin
versus corresponding zibotentan monotherapy on the
composite of total body water and total dosage of
loop-diuretic equivalents_ ?

To evaluate the effects of zibotentan/dapagliflozin
and ribotentan monotherapy versus placebo on the
composite of total body water and total dosage of

loop-diuretic equivalents._ 2

Occurrence of either of the two components of this
composite:

1

2

=3 L increase in total body water volume from
baseline to Week 6.

Increase in 3 or more loop-diuretics equivalents
use from baseline to Week 62

To evaluate the effect of zibotentan/dapagliflozin

Absolute change in systolic and diastolic blood pressure

versus corresponding zibotentan monotherapy on from baseline to Week 6.
office-based systolic and diastolic blood pressure.
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Table 3 Objectives and Endpoints

Objectives

Endpoinis

To evaluate the effect of zibotentan/dapagliflozin
and ribotentan monotherapy versus placebo on
office-based systolic and diastolic blood pressure.

Exploratory Objectives

To characterise the plasma exposure to zibotentan

Plasma concentrations of zibotentan and dapagliflozin

o i R
measured with b

and dapagliflozin. per treatment, visit, and timepoint.
To evaluate the effect of zibotentan/dapagliflozin m | Percentage and absolute change 1_
combination and zibotentan monotherapy versus and“m_ from baseline to Week 6.

To evaluate the effect of zibotentan/dapagliflozin
and ribotentan monotherapy versus placebo on liver
health and portal hypertension biomarkers.

*  Percentage and absolute change in AST and ALT
from baseline to Week 6.

*  Absolute change in MELD score from baseline to
Week 6.

To assess the effect of zibotentan/dapagliflozin in
combination and zibotentan monotherapy versus

Ewvaluation of changes in blood biomarkers across time
from baseline to Week 6.

To evaluate the effect of zibotentan/dapagliflozin
versus zibotentan monotherapy and placebo on
eGFR.

Change in eGFR. from baseline to Week 6.

To evaluate the effect of zibotentan/dapagliflozin
and ribotentan monotherapy versus placebo on
fatigue, abdominal symptoms, physical functioning
and health-related quality of life

*  Change from baseline fo Week 6 im CL.DQ
Fatigne and Abdominal Symptoms scores,
SF-36v2 Physical Functioning score, Total CLDQ
score, SF-36v2 Physical Component Summary
score, SF-36v2 Mental Component Summary
score

*  Patient Global Impression of Severity — Liver
Disease at baseline and Week 6

To collect and store plasma, serum and urine
samples for exploratory research aimed at exploring

Evaluation of changes in blood and urine biomarkers
Results of this firure analysis are to be reported

biomarkers involved in PE_ PD), safety and separately from the CSR.
tolerability related to zibotentan and dapagliflozin in
combination versus placebo ur- tu-
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Table 3 Objectives and Endpoints
Objectives Endpoinis
Safety Objectives
To assess the safety and tolerability of « AFs S5AFEs and DAEs
zibotentan/dapagliflozin and zibotentan versus = AFSIs

placebo.

«  Vital signs
»  Safety laboratory tests
. ECG assessments

4 One loop-diuretic equivalent = 40 mg furosemide = 1 mg bumetanide = 20 mg torsemide = 50 mg
ethacrynic acid. In Japan, one loop-dmiretic equivalent = 40 mg furosemide = 8 mg torsemide = 60 mg

sessment o and/or should only be done i
to complete an accurate of| measuremem__ ¥
is available.
AFE = adverse event; verse event of special interest; : ALT = alanine
aminotransferase; AST = aspartate aminotransferase; : = discontinuation due to
adverse event; ECG = electrocardiogram; eGFR. = estimated glomerular filtration rate;
HbAlc = haemoglobin Alc; MELD = model for end-stage liver disease; PGIS= Patient Global Impression of

Sevmi PE = %cuﬂeﬁci SAE = serious adverse event;

t)
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4 STUDY DESIGN

4.1 Overall Design

This 15 a Phase ITb multicentre, randonused, double-blind, parallel-group, placebo-controlled
study to evaluate the safety of zibotentan/dapagliflozin in combination as compared to
zibotentan monotherapy as well as zibotentan/dapagliflozin and zibotentan monotherapy as
compared to placebo in patients with cirrhosis. Eligible participants should have a lustory of
decompensation events or compensated cirrhosis with signs of CSPH. If compensated
cirthosis, the eligible participant must have signs and measures that would indicate that the
participant has CSPH and includes, but not limited to, presence of gastro-oesophageal vanices
at endoscopy or collaterals at imaging (either one within 12 months prior to screening), and/or
N - - -8 > i, B - - o
screening). Participants should have a MELD score < 15 and should be classified as
Child-Pugh A or B (Table 6).

It 15 planned that approximately 22 eligible participants will be randonmused to each of the
3 treatment groups, for a total of up to 66 participants (see Figure 1). For details of the study
assessments, please see SoA (Table 1).

This study will consist of the followmng periods:

Screening Period of up to 3 weeks: The Screening Visit (Visit 1) will take place between 7 to
21 days before the Randomisation Visit (Visit 2) to confirm participant eligibility and collect
baseline data. There must be at least 7 days between Visit 1 and Visit 2 to allow sufficient time
for laboratory results to be examined. At the Randonusation Visit (Visit 2), eligibility criteria
will be reassessed, safety laboratory data revenfied, and participants will be provided digital
devices to measure their body weight starting the first day after the Randomisation Visit and
every day at home.

Treatment Period of 6 weeks: During the Treatment Period, participants will visit the study
cenfre 5 times. At Visit 2, participants will be randomised and will recerve the first dose of the
study intervention. At each study visit during the treatment period (from Visit 2 till Visit 6)
participants will recerve the once daily dose at the study centre and will provide a pre-dose
blood sample for PK analysis and other lab samples before the intake of study intervention.
When not visiting the study centre the patients will take the once daily dose of study
intervention at home.

Follow-up Period of 2 weeks: Participants will return to the study centre for follow-up
assessments approximately 2 weeks after their planned last dose of study intervention
(planned last dose 1s at Visit 6).
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4.2 Scientific Rationale for Study Design

The mechamisms of action of zibotentan and dapagliflozin are different and the outcome of
combined treatment 1s expected to be complementary. Fluid retention 1s a class effect of
endothelin receptor antagonists which may linit their potential use as monotherapy n
cirthosis. It 1s anticipated that potential fluid retention risk from zibotentan will be mitigated
by the osmotic diuretic effects of dapagliflozin without increasing the risk for hypo- or
hyperkalaemma, hyponatraemua, or hypovolaena. By investigating the effects of zibotentan
monotherapy as compared to the combination of zibotentan and dapagliflozin and placebo the
importance of dapagliflozin to reduce the nsk for flmd retention caused by zibotentan will be
evaluated. A placebo arm 1s included to assess the effect of zibotentan monotherapy.

4.3 Justification for Dose

Participants who meet the eligibility criteria and agree to participate will be randonused to one
of the following treatment groups (22 participants per treatment group). All participants will
recerve 1 capsule zibotentan or matching placebo) and 1 tablet (dapagliflozin or matching
placebo) at every dosing_

e Treatment Group 1: placebo matching zibotentan capsule + placebo matching
dapagliflozin tablet.

e Treatment Group 2: zibotentan capmlelmg + placebo matching dapagliflozin tablet.
e  Treatment Group 3: zibotentan capmlelmg + dapagliflozin tablet 10 mg.

In the previous Phase III programme in oncology, zibotentan 10 mg was used and extensive
safety data are available for this dose. This study will include participants with mmld or
moderate hepatic impairment (Clild-Pugh A and B) and with normal renal function or nuld
renal impairment (MELD score < 15 and eGFR > 60 mL/min/1.73 m?). Concurrent moderate
hepatic and moderate renal impairment has been found to increase zibotentan exposure
approximately two-fold (Study D4326C00001); this maximal exposure mcrease has been

taken mto account by the r m this study.mg) beiﬂg_ of the
mg).

Dapaghiflozin 10 mg has been extensively studied as monotherapy. A hugher exposure of
dapaghflozin 1s expected in participants with renal and/or hepatic impairment compared to
healthy participants but does not require dose adjustment given the safety and tolerability
profile of dapagliflozin. Dapagliflozin 10 mg once daily did not lead to any unique safety or
tolerability signals in participants with renal impairment in both chromie kidney disease

(> 25 mL/min/1.73 m*; DAPA-CKD outcomes study) and heart failure populations
(DAPA-HF outcomes study). Admunistration of dapagliflozin doses of up to 100 mg for

14 days to healthy volunteers have been shown to be tolerable. Dapagliflozin 10 mg once
daily has therefore also been selected for the planned climical programme 1n currhosis.
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4.4 End-of-study Definition

A participant 1s considered to have completed the study if they have completed all phases of
the study, mcluding the follow-up visit as shown in the SoA (Table 1).

The end of the study 1s defined as the date of the last visit of the last participant in the study.

For the purpose of Chinical Trial Transparency, the definition of the end of the study differs
under FDA and EU regulatory requurements:

e EU requirements define study completion as the last visit of the last subject for any
protocol-related activity.

The FDA requirements define 2 completion dates:

e Prnimary Completion Date — the date that the final participant 1s examined or recerves an
mtervention for the purposes of final collection of data for the primary outcome measure,
whether the clinical study concluded according to the pre-specified protocol or was
terminated. In the case of clinical studies with more than one primary outcome measure
with different completion dates, this term refers to the date on which data collection 1s
completed for all of the primary outcomes.

e Study Completion Date — the date the final participant 1s exanuned or receives an
mtervention for purposes of final collection of data for the primary and secondary
outcome measures and AEs (for example, last participant’s last visit), whether the clinical
study concludes according to the pre-specified protocol or 1s terminated.

5 STUDY POPULATION

Prospective approval of protocol deviations to recruitment and enrolment criteria, also known
as protocol waivers or exemptions, 1s not permutted. All study inclusion/exclusion critenia and
participant requirements in this section apply to all participants, except where expressly noted.

5.1 Inclusion Criteria

Age
1  Participant must be aged = 18 years and < 80 years of age at the time of signing the
mformed consent.
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Type of Participant and Disease Characteristics

2 Participants who have the following:

a)

b)

c)
d)

Chinical and/or lustological diagnosis of cirrhosis

Note: Either lustory of decompensation or compensated cirrhosis with signs of CSPH,
mcluding vances at endoscopy or collaterals at imaging (either one within 12 months

prior to screening), and/or nf- kPa, or nf-kPa-
(at time of screening)

Model for end stage liver disease score (MELD) < 15.

Child-Pugh score < 10.

No ascites or ascites up to and mcluding grade 2 without change in diuretic treatment
within the last month prior to first dose of study intervention and no paracentesis
within the last month.

No evidence of worsemng of hepatic function (eg, no chinically signmficant change in
signs, symptoms, or laboratory parameters of hepatic disease status) within the last
month prior to dosing, as determuned by the investigator or usual practitioner.

Medical Treatment
3  No current or prior (within 1 month of enrolment) medical treatment with an SGLT2
mhibitor or endothelin receptor antagomst.

4 Onno or a stable dose of beta blockers, with no major dose changes within 1 month prior
to the first dose of study intervention.

Sex and Contraceptive/Barrier Requirements
5 Males or females of non-childbearing potential

Male participants must be surgically sterile, abstinent, or must use in conjunction
with their female partner a highly effective method of contraception from the time
they sign the informed consent document and for 3 months after the last dose of study
mtervention to prevent pregnancy in a partner. In addition, the male participant
should use a condom for the duration of the study and for 3 months after the last dose
of study mtervention. Male participants must not donate or bank sperm during the
same period See sections 5.3.5and 8492,

Highly effective birth control methods are defined as those that can achieve a failure
rate of less than 1% per year when used consistently and correctly. For details, refer
to Section 5.3 4.
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— Female participants must be of non-childbearing potential confirmed at screeming
by fulfilling one of the following criteria:

o  Post-menopausal: defined as amenorrhoea for at least 12 months or more
following cessation of all exogenous hormonal treatments; and also FSH levels
mn the post-menopausal range by central laboratory (Note: The post-menopausal
range must be checked against the specific FSH assay used). In the absence of
12 months of amenorrhoea, a single FSH measurement 1s insufficient to define
post-menopausal criteria. In case of perimenopause or infrequent periods with
variable levels of FSH, women should be considered of childbeaning potential
and, therefore, not eligible for participation i this study.

o Documentation of ureversible surgical sterilisation by hysterectomy, bilateral
oophorectomy, or bilateral salpingectomy but not tubal ligation.

— Female participants must have a negative pregnancy test at screeming and must not be
lactating.

Informed Consent

6

5.2

Capable of giving signed informed consent as described in Appendix A, which includes
compliance with the requirements and restrictions listed in the ICF and in this protocol.
Provision of signed and dated, written ICF prior to any mandatory study-specific
procedures, sampling, and analyses.

Provision of signed and dated written Optional Genonucs Inmitiative Research Information
and Consent Form prior to collection of samples for optional genomics mitiative research
that supports Genomic Imtiative.

Exclusion Criteria

Participants are excluded from the study 1f any of the following criteria apply:

Medical Conditions

1

L N7, B

Any evidence of a chimically significant disease, which in the investigator’s opinion makes
1t undesirable for the participant to participate in the study.

Alanine ammnotransferase/transaminase or AST > 150 U/L and/or total bilirubin

=3 x ULN.

International normahised ratio > 1.7.

Serum/plasma levels of albumin < 28 g/L.

Platelet count < 50 x 10°L.

Acute kidney mjury (AKT) within 3 months of screening.

History of encephalopathy of West Haven Grade 2 or higher.
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10
11
12
13

14

15

16
17
18
19

20
21
22

23

24

25
26

27

28

History of variceal haemorrhage within 6 months prior to screening.

Any history of hepatocellular carcinoma.

Any history of portal venous thrombosis.

Liver transplant or expected liver fransplantation within 6 months of screening.

History of TIPS or a planned TIPS within 6 months from enrolment into the study.
Positive alcohol breath test or screen for drugs of abuse (excluding drugs prescribed by
the participants’ usual physician) at screening.

Ongoing or history of sigmificant use of alcohol expected to preclude correct adherence to
study procedures (For details, refer to Section 5.3.2).

Active treatment for HCV withuin the last 1 year or HBV anti-viral therapy for less than
1 year.

Active uninary tract infection or genital mfection.
Uncontrolled diabetes mellitus (HbAlc > 8 5% or > 69 mmol/mol within the last month).
Participants with T1IDM.

Renal transplant or chronic renal replacement therapy or short-term dialysis within the
previous 6 months.

eGFR < 60 mL/min/1.73m? (eGFRci{AS]).
Acute coronary syndrome events within 3 months prior to screening.

Orthostatic hypotension or hypotension (systolic blood pressure < 95 mmHg or diastolic
blood pressure < 60 mmHg).

New York Heart Association functional heart failure Class ITT or IV or patients with
unstable heart failure requiring hospitalisation for optimisation of heart failure treatment
and who are not yet stable on heart failure therapy within 6 months prior to screeming.

Heart failure due to cardiomyopathies that would primanly require specific other
treatment.

High output heart failure (eg, due to hyperthyroidism or Paget’s disease).

Heart failure due to primary cardiac valvular disease/dysfunction, severe functional mitral
or tricuspid valve insufficiency, or planned cardiac valve repair/replacement.

Participats reted vith o S

within of study intervention admimstration; this

History or ongomg allergy/hypersensitivity, as judged by the investigator, to SGLT2
mhibitors (eg, dapagliflozin, canagliflozin, empagliflozin), zibotentan, drugs with a
similar chemical structure to zibotentan, or any of the excipients of the products.
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29 Any climcally sigmificant chronic disease or disorder (eg, cardiovascular, gastromntestinal,
liver, renal, neurological, musculoskeletal, endocrine, metabolic, psychiatric, major
physical impairment) which, as judged by the investigator, might put the participant at
risk because of participation in the study, or probable alternative pnmary reason for

participant’s symptoms in judgment of investigator.
30 Acute liver mjury caused by drug toxicity or by an infection

Prior/Concurrent Clinical Study Experience

31 Participation in another climeal study with a study intervention admuinistered in the last 3
months prior to randomusation.

Other Exclusions

32 Implanted cardiac electronic device such as pacemaker or implantable cardioverter
defibnllator.

33 Involvement in the planmng and/or conduct of the study (applies to both AstraZeneca
staff and/or staff at the study centre).

34 Judgment by the investigator that the participant should not participate i the study if the
participant 1s unlikely to comply with study procedures, restrictions, and requirements.

35 Male participant in a sexually active relation with pregnant or breastfeeding partner.

36 Vulnerable participants, eg, kept in detention, protected adults under guardianship,
trusteeship, or commutted to an institution by governmental or juridical order.

Exclusion Criteria for Participants Consenting to Optional Genetic Sampling
The following participants are not eligible to consent to the optional genetic sampling:

37 Previous allogeneic bone marrow transplant.
38 Non-leukocyte depleted whole blood transfusion 1 120 days of genetic sample collection.

5.3 Lifestyle Considerations

5.3.1 Meals and Dietary Restrictions

Participants will be advised to adhere to diet as per recommendations by their usual
physician/medical team.

Study intervention should be taken between approximately 08:00 to 10:00 each morming. If
study intervention 1s not taken before noon (12:00 pm), it 1s recommended to take the next
dose mn the moming the next day. On the day of randonusation, study intervention can be
taken after noon, without affecting the next day’s dose.
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On the days o assessments, measurements will be performed at the
timepoints specified in the SoA (Table 1) after an over-mght fast or at least 3 hours after a
meal Additionally, for Visit 6, should be performed > 3 hours after study
mtervention 1s given.

On the day of the PK profile (this applies to Japanese patients only), participants will be asked
to avoid high-fat, high-caloric meals (maximum approximately 600 kecal) in the morming
before and for 2 hours after study intervention admimstration.

Parcipants should rtrin S -~ S ¢

course of the study.

5.3.2 Caffeine, Alcohol, and Tobacco

Participants will be required to limit their alcohol consumption to < 2 umts per day. For
reference, the following represent 1 unit of alcohol: 76 mL of 13% ABV wine; 25 mL of 40%
ABV spirit (eg, whisky); 250 mL of 4% ABV beer/lager; 218 mL of 4.5% ABV cider, or

250 mL of 4% ABV alcopop.

53.3  Activity

Participants should try to maintain their normal activity, including medically prescribed level
of exercise activities during the study.

5.3.4 Reproductive Restrictions
Female participants:

Women of childbearing potential are not eligible for participation in this study (for defimition
of WOCBP, see Section 5.1).

Male participants:

It 15 important that women of childbearing potential, who are the partners of male participants,
do not become pregnant during the study and for a total period of 3 months after the male
study participant has received his last dose of study intervention.

—  All male participants should avoid fathering a child by either true abstinence (see
defimition below) or use together with their female partner a mghly effective method of
confraception, starting from the time they sign informed consent until 3 months after the
last dose of study intervention. In addition, the male participant should use a condom for
the duration of the study and for 3 months after the last dose of study mtervention

Highly effective birth control methods are defined as those that can achieve a failure rate
of less than 1% per year when used consistently and correctly, and include:
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a) Permanent sterilisation: male vasectomy or female hysterectomy, bilateral
oophorectomy, or bilateral tubal occlusion/salpimgectomy.

b) Combined (oestrogen and progesterone containing) hormonal contraception
associated with mhibition of ovulation (oral, intravaginal, fransdermal);
progesterone-only hormonal contraception associated with inhibition of ovulation
(oral, injectable, implantable); intrauterine device; intrauterine hormone-releasing
system.

c) Total sexual abstinence (true abstinence in line with the preferred and usual
lifestyle choice of the participant).

True abstinence refers to: when this 1s in line with the preferred and usual lifestyle of the
participant. Periodic abstinence (eg, calendar, ovulation, sympto-thermal, post-ovulation
methods), declaration of abstinence for the duration of a study, and withdrawal are not
acceptable methods of contraception.

If the participant or male participant’s partner becomes pregnant during the course of the
study, study mtervention must be discontinued immediately, and an AstraZeneca
representative notified.

5.3.5 Sperm Donation

Male participants should not donate or bank sperm for the duration of the study and for at least
3 months after the last dose of study intervention.

5.3.6 Pregnancy
Women of childbearing potential are not eligible for participation in this study.

Male participants will be mstructed that if their partner becomes pregnant during the study, or
within three months after last dose of the study mntervention, this should be reported to the
mvestigator, and the study mtervention should be discontinued. In the event that a

participant’s partner 1s subsequently found to be pregnant after the study participant 1s
mcluded in the study, then consent will be sought from the partner and 1f granted the
pregnancy will be followed and the status of mother and/or child will be reported to the

sponsor after delivery.
A pregnancy notification form and follow-up will be completed.

5.3.7 Other Restrictions

Participants should not donate blood during the study and for 1 month following
discontinmation of the study intervention because of the potential risk to the foetus of a
pregnant transfusion recipient.
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54 Screen Failures

Screen failures are defined as participants who consent to participate in the clinical study but
are not subsequently assigned to study intervention. A mimimal set of screen failure
mformation 1s required to ensure transparent reporting of screen failure participants to meet
the CONSORT publishing requirements and to respond to queries from regulatory authorities.
Mimmal mformation includes demography, screen failure details, eligibility critenia, and any
SAE.

Individuals who do not meet blood analysis criteria for participation mn this study (screen
fatlure) may have these parameters retested up to 2 times during the screening period.
Participants may be rescreened once, at the discretion of the investigator, 1f they have reason
to believe they may be eligible.

Rescreened participants should be assigned the same participant number as for the imtial
screening. Participants who are rescreened are required to sign a new ICF.

5.5 Criteria for Temporarily Delaying
Enrolment/Randomisation/Administration of Study Intervention

Not applicable.

6 STUDY INTERVENTIONS AND CONCOMITANT THERAPY

Study interventions are all pre-specified, IMPs and NIMPs, digital devices, and other
mterventions (eg, surgical and behavioral) intended to be adnmimistered to the study
participants during the study conduct.

6.1 Study Interventions Administered

6.1.1 Study Intervention

All participants will recerve 1 capsule (zibotentan or matching placebo) and 1 tablet
(dapagliflozin or matching placebo), once daily in the moming.

Table 4 Study Intervention

Arm name Treatment group 1 Treatment group 2 Treatment group 3

Intervention Placebo Zibotentan + Zibotentan +

name placebo dapagliflozin

Type Placebo Drmug/placebo Drmug

Dose Placebo capsule (matching Zibotentan capsule and Zibotentan capsule

formulation zibotentan capsule) and placebo placebo tablet (matching and dapagliflozin
tablet (matching dapagliflozin dapagliflozin tablet) tablet
tablet)
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Table 4 Study Intervention
Arm name Treatment group 1 Treatment group 2 Treatment group 3
Unit dose NA Img zibotentan Img zibotentan
strength(s) 10 mg dapagliflozin
Dosage level(s) One matching tablet and capsule One capsule and one tablet | One tablet and one
once daily once daily capsule once daily
Route of Oral Oral Oral
adminisiration
Use Experimental Experimental Experimental
IMP or IMP IMP IMP
NIMP/AxMP
Sourcing Zibotentan, dapagliflozin, and their respective matching placebo treatments will be
supplied centrally by AstraZeneca.
Packaging and For each strength, zibotentan and matching placebo will be supplied in HDPE bottles.
labelling Dapagliflozin and matching placebo will be supplied in HDPE bottles.
All bottles will be labelled as per country requirement.

AxMP= auxiliary medicinal product; HDPE = high-density polyethylene; IMP = investigational medicinal
product; NA = not applicable; NIMP = Non-investigational medicinal product.

Note: Study intervention refers to both zibotentan and dapagliflozin. Name of the study drug
15 specified if 1t 15 zibotentan or dapaghiflozin alone.

6.1.2 Medical Devices Including Combination Products with a Device
Constituent

Mo AstraZeneca manufactured medical devices (or medical devices manufactured for

AstraZeneca by a third-party) will be provided for use in this study.

Dagital devices (not manufactured by or for AstraZeneca) provided for use in this study are:

e Home-based body weight digital scales and associated handheld device.

¢  Glucometer (participants with T2DM and treated with insulin or sulfonylurea only).

Instructions for digital device use will be provided to each participant. All devices provided
for the study will be returned by the participant on or before the final safety follow-up visit.

All digital device deficiencies (including malfunction, use error, and mnadequate labelling)
shall be documented and reported by the mvestigator throughout the clinical mvestigation and
appropriately managed by the sponsor. In this study, any deficiency observed with a third-
party digital device will be collected and reported to the manufacturer. A digital device
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deficiency 15 an madequacy of a digital device with respect to its identity, quality, durability,
reliability, safety, or performance. Digital device deficiencies include malfunctions, use errors,
and mformation supplied by the manufacturer. The manufacturer's digital device complaint
report will be used to collect the deficiency.

6.2 Preparation, Handling, Storage, and Accountability

e  The mvestigator or designee must confirm appropnate temperature condifions have been
maintained during transit for all study intervention received and any discrepancies are
reported and resolved before use of the study intervention.

e  Only participants randomuised in the study may receive study intervention and only
authorised study centre staff may supply, prepare, or admimister study intervention. All
study mtervention must be stored in a secure, environmentally controlled, and monitored
(manual or automated) area in accordance with the labelled storage conditions with access
limited to the mnvestigator and authorised study centre staff

e  The mvestigator, institution, or the head of the medical institution (where applicable) 1s
responsible for study intervention accountability, reconciliation, and record maintenance
(1e, receipt, reconciliation, and final disposition records).

e Further gmudance and information for the final disposition of unused study interventions
are provided in the Pharmacy Manual.

6.3 Assignment to Study Intervention

All participants will be centrally assigned to randomused, blinded study intervention using an
IRT/RTSM. Before the study 1s initiated, directions for log 1n will be provided to each study
centre. The IRT/RTSM will provide to the mnvestigators or pharmacists the kit identification
number to be allocated to the participant at the dosing visit. Routines for this will be described
m the IRT/RTSM user manual that will be provided to each study centre.

A separate randomisation list will be provided for Japan sites.

In this study, eligible participants will be randomised to Treatment Groups 1 to 3 with equal
allocation (1:1:1). Japan will have up to 5 participants per arm (out of 22).

paricipantswill b SN ‘-t SIS o SIS - - e
of randonuisation, to ensure an approximate balance between treatment groups within each
sub-population. There will be no _ for Japanese participants as it may lead to

- for the study.

6.4 Blinding
The randomisation code should not be broken except in medical emergencies when the
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appropriate management of the participant requires knowledge of the treatment assignment.
The mvestigator documents and reports the action to AstraZeneca, without revealing the
treatment given to participant to the AstraZeneca staff.

The following personnel will be unblinded as to the exact content of study intervention
treatments (1e, the randomsation code):

e  Personnel carrying out the packaging and labelling of study intervention treatment.
e Personnel generating the randomusation list.

e  Personnel analysing the PK samples.

e The DMC.

AstraZeneca retains the right to break the code for SAEs that are unexpected and are
suspected to be causally related to study intervention and that potentially require expedited
reporting to regulatory authonties. Randomusation codes will not be broken for the planned
analyses of data until all decisions on the evaluability of the data from each individual
participant have been made and documented.

The IRT/RTSM will be programmed with blindbreaking instructions. In case of an emergency,
m which the knowledge of the specific blinded study intervention will affect the immediate
management of the participant’s condition (eg, antidote available), the investigator has the
responsibility for determining if unblinding of a participant’s mtervention assignment 1s
warranted. Participant safety must always be the first consideration in making such a
determination. If a participant’s intervention assignment 15 unblinded, the sponsor must be
notified within 24 hours after breaking the blind. The investigator documents and reports the
action to AstraZeneca, without revealing the treatment given to the participant to the
AstraZeneca staff.

6.5 Study Intervention Compliance

At the wisits specified in the SoA (Table 1), participants will recerve study intervention at the
study centre or will take the study intervention at home. When participants are dosed at the
site, they will recerve study interventions directly from the mvestigator or designee, under
medical supervision. The date and time of the dose administered on the visit day, as well as
the date and time of the dose taken the day before each visit to the study centre, will be
recorded in the source documents and recorded in the eCRF. The dose of study intervention
and study participant identification will be confirmed at the time of dosing by a member of the
study centre staff other than the person adnunistering the study intervention.

A record of the number of study interventions (capsules and tablets) dispensed to and
adnunistered by each participant must be maintained and reconciled with study intervention
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and compliance records. Intervention start and stop dates, including dates for intervention
delays will also be recorded in the eCRF.

6.6 Dose Modification

Dose modification of study intervention 1s not permuatted. All participants will recerve the
assigned dosage of study mntervention to be taken in the morming. If a participant forgets to
take a study mtervention dose m the morming and the time has past noon (12:00 PM), the next
dose must be taken the next day. When taking the next dose after a missed dose, participants
should not take a double dose to make up for the nussed dose.

6.7 Continued Access to Study Intervention After the End of the
Study

After the end of the study (follow-up visit), participants will no longer receive zibotentan
and/or dapaghflozin. Participants should maintain their other prescribed treatments at the
discretion of the imnvestigator.

6.8 Treatment of Overdose

For this study, an overdose will be defined as the use of the study intervention in doses in
excess of that specified in the protocol. For information regarding reporting of overdose, see
Section 8.4.11.

If an overdose 1s suspected, monitoring of vital functions as well as treatment should be
performed as approprate.

In the event of an overdose, the mvestigator should:

¢ Evaluate the participant to determine, in consultation with the Study Clinical Lead, if
possible, whether study intervention should be interrupted or whether the dose should be
reduced.

¢  Closely monitor the participant for any AE/SAE and laboratory abnormalities as
medically appropriate and at least until the next scheduled follow-up. Refer to
Section 8.4.11 for details of AE/SAE reporting related to overdose.

e  Obtain a plasma sample for PK analysis as soon as possible from the date of the last dose
of study intervention, if requested by the Study Clhinical Lead (determined on a
case-by-case basis).

e Document the quantity of the excess dose as well as the duration of the overdose.

6.9 Prior and Concomitant Therapy
As ET-1 has a potential role in the maintenance of blood pressure, hypotension may be
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encountered following ET receptor blockade. Although only nunor reductions in blood
pressure were seen studies with zibotentan in oncology patients, it 1s possible that more
marked changes might occur in hypertensive patients, especially those taking hypotensive
therapy such as ACE inhibitors, calcium antagonists, or alpha blockers. If symptomatic
hypotension occurs, participants should remain supine until resolution of symptoms.
Intravenous flmd support should be considered for cases considered severe by the investigator.

Any medication (including over-the-counter or prescription medicines, vitanuns, and/or herbal
supplements) or vaccine that the participant is recerving at the time of enrolment or receives
duning the study must be recorded along with:

* Reason for use
e Dates of admimistration including start and end dates
e Dosage information including dose and frequency

As zibotentan has been associated with an increased risk of headache in previous climical
studies, paracetamol/acetaminophen may be administered to the study participants as needed,
provided 1t 1s prescribed in accordance with the label and taking into account the participant’s
degree of hepatic impairment; dosing and time of administration will be documented. Other
concomitant medication may be considered on a case-by-case basis by the investigator, in
consultation with the study physician, if requured.

The preclinical and climical data indicated no drug-drug interaction risk between zibotentan
and paracetamol/acetaminophen (Zibotentan Investigator’s Brochure).

The study physician should be contacted if there are any questions regarding conconutant or
prior therapy.

6.9.1 Prohibited Medications

The medications and supplements listed below are prolibited from the time of informed
consent and for the duration of the study.

e  Other SGLT2 mnhibitors.
e  Other Endothelin receptor antagonists.

Dose changes of beta blockers should ideally be kept to a mimimum durning the treatment
period but are permitted, if requuired for safety.

Other prohibited medications and of
, including , within
prior to dose of zibotentan (Table 5) and during the course of the study. Antacids are
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prohibited from 2 hours before dosing until discharge on all days where dosing takes place
and PK or PD measurements are taken (Days 8, 15, and 22).

Medication Rationale

Note: This list is not intended

6.9.2 Permitted Procedures and Medications

6.9.2.1 Paracentesis
Paracentesis 15 pernutted during the study if required for safety.

6.9.2.2 Medications Inducing Hypoglycaemia

Participants using medications that can cause hypoglycaema i T2DM participants, including
msulin or sulfonylurea, may be required to reduce mnsulin by 10% to 20% (total daily dose)
and sulfonylurea by 25% to 50%. In addition, participants on any of these drug classes will be
provided with a home-based glucometer to momitor their blood glucose (if they do not already
have a glucometer at home), since more frequent blood glucose monitoring should be
considered in participants recerving msulin and/or sulfonylurea, especially with HbAle < 7%
at randomusation. Also, ketones, eg, plasma levels of beta-hydroxybutyrate, should be
considered to be monitored more frequently- if insulin dosing 1s reduced (see Section 7.1.1 for
details about diabetic ketoacidosis and Section 8.3 6.1 for details about hypoglycaenua).

7 DISCONTINUATION OF STUDY INTERVENTION AND
PARTICIPANT DISCONTINUATION/WITHDRAWAL

Discontinuation of specific sites or of the study as a whole are handled as part of Appendix A
7.1 Discontinuation of Study Intervention

It may be necessary for a parfticipant to permanently discontinue (defimitive discontinuation)
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study mtervention.

An mdividual participant may be discontinued from study intervention i the following
situations:

L ]
: Section .
+ New disgaosis o SN o¢ -« SIS

e New or worsening of symptoms o other than

responsive to- doses o i

e  Overt encephalopathy (Grade 2 or lugher), variceal haemorrhage, or hepatocellular
cancer.

+ serous'severe SR
+ serousisevere S

e Diabetic ketoacidosis including euglycaemic DKA have been reported with use of
dapagliflozin. Consider temporary mterruption of study intervention 1f DKA 1s suspected.
The participant should be promptly evaluated. If DKA 1s confirmed, study intervention
should be discontinued permanently (see Section 7.1.1 for details). If DKA is not
confirmed, re-start of study intervention should be considered.

e  When DILI 1s suspected and re-start of the study intervention 1s not permutted based on
the algorithm outlined 1n Section 7.1.2.

e eGFR <45 mL/min/1.73 m? confirmed upon repeat testing.

e Development of _ or other causes of _
e Liver transplantation.

¢  Transjugular mtrahepatic portosystemic shunt.

e Participant decision. The participant is at any time free to discontinue treatment, without
prejudice to further treatment.

that 1s not

e An AF that, in the opimon of the investigator or AstraZeneca, warrants discontinuation
from further dosing.

e  Severe non-compliance with the CSP.

e Prepnancy: if a female participant or the female partner of a male participant becomes
pregnant during the course of the study, study intervention should be discontinued
mmmediately, and an AstraZeneca representative notified.

e  Safety reasons as judged by the mvestigator and/or sponsor where continued treatment
may put participant at undue nisk.

Note that discontinuation from study intervention 1s NOT the same thing as a withdrawal from
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the study (Section 7.2).

Participants who prematurely discontinue study intervention should remain, in the study and
attend all planned study visits including the Follow-up Visit as per SoA (Table 1).

7.1.1 Diabetic Ketoacidosis

Predisposing factors to ketoacidosis include a low beta-cell function reserve resulting from
pancreatic disorders (eg, T1DM, history of pancreatitis or pancreatic surgery), insulin dose
reduction, reduced caloric intake or increased msulin requirements due to infections, 1llness or
surgery, and alcohol abuse. Dapagliflozin should be used with caution in these participants.

Participants on study intervention who present with signs and symptoms consistent with
ketoacidosis, including nausea, vomiting, abdominal pain, malaise, and shortness of breath
should be assessed for ketoacidosis, even 1f blood glucose levels are below 14 mmol/L

(250 mg/dL). If ketoacidosis 1s suspected, discontinuation or temporary interruption of study
mtervention should be considered, and the participant should be promptly evaluated.

7.1.2 Management of Treatment-emergent Abnormalities in Liver Function
Tests (LFTs)

In order to identify cases of suspected DILI, the following algorithms must be followed (see
Appendix E for actions required for evaluation of modified Hy’s Law). The DILI algorithms

account for of the during
the ' ora value,

whichever comes first, and not solely on . The algorithms also account

- It 1s important to perform a comprehensive review of laboratory data for any
participant who meets any of the critenia.

*In this study, and for the purpose of the DILI algorithm, 15 defined

with presence at baseline of
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Management guidelines for participants with_ at baseline, and normal haseline_ at

baseline)
_ and above- T (whichever comes first) AND there
z and bove
OR OR
N - o< ] e
OR OR
I - <o+<{BB] v S I - R o e
OR OR
py s v o R | | Dz R - S - SR
T * judged to be clinically significant by the investigator

N . assess for including disease
" under study. or possibility o ;

252 cause of changes N - IS = o« pemiied afes suficien (RN
. and after discussion befween the investigator and the medical monimr_- will generally require an
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Management guidelines for participants with_ at baseline, with abnormal haseline-

at baseline)
B B S - B BB (ichever comes fis)
AND AND AT LEASI- OF THE FOLLOWING

. F(ifrmrmal at [ or SIS (if abnormal . -ifnmmal at [l (with [SISIIID o SIS i
at| i), AND ..
- S D - S o vaslic

- P —— o < R

OR

R :cicvcxcomes )
OR
OO .
OR

Development o S - S
judged to be clinically significant by the investigator.

study intervention, assess for including disease

as a cause of changes in_ o_}ma}rbe permitted after mlfﬁcient-

. and after discussion befween the investigator and the medical monimr_- will generally require an
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Management guidelines for participants with_ at baseline, with either normal or abnormal baseline

EE - B B b comes T o  pos basline on-rcarmenlBRl] vaes

OR

S BN o s .o 2 increae in SRR over ascine

OR

IR bastne

OR

B it normal QR at baseline) or any increase of B if baselind NI

OR

_ increased tr_',r- over baseline (1f- at basehnt} or bjr- over baseline (11'- at baseline)
N ———

IR sy nterveation, asses for cause of NN incloding isease e socy. IR o- ossiviiy o
change and not meeting any

Due to variability in- patients with meeting requirement for hold of study dmg based solely on
other criteria for drog hold, may have one re-test with 1-2 days at the discretion of the investigator to determine whether the change 15 sustained.

(when study intervention has b-em- as a cause of changes m_ _} may be permitted after suﬂiment-

back to * baseline, and after discussion between the investigator and the medical monitor. - will generally require an
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7.2 Participant Discontinuation/Withdrawal from the Study
Discontinuation of the participant from the study by the investigator:

e A participant may be discontinued from the study at any time at the discretion of the
mvestigator for behavioural, or compliance reasons.

Voluntary withdrawal from the study by the participant:

e A participant may withdraw from the study at any time at the participant’s own request
for any reason (or without providing any reason).

e A participant who considers withdrawing from the study must be informed by the
mvestigator about modified follow-up options (eg, telephone contact, a contact with a
relative or treating physician, or information from medical records).

e At the time of withdrawal from the study, if possible, an Early Termination Visit should
be conducted, that will comprise of the same assessments as for Visit 6, as per the SoA
(Table 1).

—  The participant will discontinue the study intervention and be withdrawn from the
study at that time.

e If the participant withdraws consent for disclosure of future information, AstraZeneca
may retain and continue to use any data collected before such a withdrawal of consent.

e If a participant withdraws from the study, it should be confirmed if he/she still agrees for
existing samples to be used in line with the original consent. If he/she requests withdrawal
of consent for use of samples, destruction of any samples taken and not tested should be
carried out in line with what was stated in the informed consent and local regulation the
mvestigator must document the decision on use of existing samples in the study centre
records and inform the Global Study Team.

7.3 Lost to Follow-up

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

The following actions must be taken 1f a participant fails to return to the study centre for a

required study visit:

e  The study centre must attempt to contact the participant and reschedule the missed visit as
soon as possible. The participant should be counselled on the importance of mamtaming

the assigned visit schedule. At this time ascertain whether the participant wishes to and/or
should continue in the study.
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Before a participant 1s 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.

Should the participant continue to be unreachable, the participant will be considered lost
to follow-up.

STUDY ASSESSMENTS AND PROCEDURES

Study procedures and their timing are summarised in the SoA (Table 1). Protocol waivers
or exemptions are not allowed.

Immediate safety concerns should be discussed with AstraZenenca immediately upon
occurrence or awareness to determine if the participant should continue or discontinue
study mtervention.

Adherence to the study design requirements, including those specified in the SoA
(Table 1), 15 essential and required for study conduct.

All screeming evaluations must be completed and reviewed to confirm that potential
participants meet all eligibility criteria. The investigator will mamtaimn a screeming log to
record details of all participants screened and to confirm eligibility or record reasons for
screening failure, as applicable.

Procedures such as ECHO (to exclude valvular disease and/or significant cardiomyopathy
as defined in Section 5.2), clinical chenustry, and haematology conducted as part of the
participant’s routme clinical management and obtained before signing of the ICF may be
utilised for screening purposes, provided the procedures met the protocol-specified
criteria and were performed within the time frame defined in the SoA (Table 1).

The maximum amount of blood collected from each participant over the duration of the
study, including any extra assessments that may be required, will not exceed 165 mL.
Repeat or unscheduled samples may be collected for safety reasons or for techmical 1ssues
with the samples and may be tested at the local laboratory.

A mobile software application, and associated website system, will provide digital
support to participants from randomisation through to, and mcluding, Follow-up.
AstraZeneca will provide a handheld device to access the mobile software application.
The system will provide participants and site study staff with information and tools
relevant to the conduct of the study in accordance with this protocol. This will compnise
of study intervention reminders, clinical visit remunders, PRO questionnaires, and
educational content relating to the disease and medication. AstraZeneca (or those acting
on behalf of AstraZeneca) will set up clinical sites and invite site staff to use the digital
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platform by provisioned email but will not have the ability to view any patient level
system data during the trial. Any data collected will only be used for functionality of the
digital health platform and 1s not considered to be climical trial data. AstraZeneca will
own any system data collected which may be used after the trial to make improvements to
digital health platform and the associated data collected will be retained for a period of 10
years after tnal closure. The use of the participant mobile software application 1s
mandatory for the patient and captured in the ICF. The mobile software application 1s the
primary mput to capture the PROs and the daily home-based weight measurements in the
protocol

8.1 Administrative and General/Baseline Procedures
None.
8.2 Efficacy Assessments

There are no efficacy assessments in this study. Planned timepomts for key and exploratory
assessments carried out in this study are provided in the SoA (Table 1).

8.2.1 Key Variables

8.2.1.1 Fluid Retention
The flmd retention composite varables are defined as:

e  Occurrence of any of the following events from baseline to Week 6:
(1) > 2 kg increase m body weight,
(2) = 2 L mcrease m total body water,
(3) mncrease m 2 or more loop-diuretic equivalents or
(4) flmd retention AEs.
e  Occurrence of erther:
(1) = 3 L increase 1n total body water volume from baseline to Week 6, or
(2) mcrease i 3 or more loop-diuretic equivalents use from baseline to Week 6.

8.2.1.2 Electronic Scale Measurement of Body Weight

Body weight will be measured at the study centre at study visits. There will be safety
monitoring of body weight from the home-based momitoring devices, or as an alternative,
paper diaries can be used for capturing the information. A body weight change nf-kg per

- 15 regarded as a - weight change and needs to be followed up by the
mvestigator.

The mvestigator will have direct access to the online data for their participants using digital
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devices. If there 1s a significant weight gain, the investigator will contact the participant
immediately and arrange a clinic visit to assess health status. Participants with paper diaries
will be instructed to contact the study staff if there 1s a significant weight gamn.

Participants will also be advised to self-monitor and contact the investigator with any
concems.

8.2.1.3 Biocimpedance Spectroscopy

Bioimpedance spectroscopy will be performed at the study centre at the timepoints specified
m the SoA (Table 1) to monmitor body flmd volumes. This non-invasive procedure uses skin
electrodes to pass a low-level alternating current through the body and measures the
impedance to the flow of this current. Tissues such as fat and bone act as msulators, whereas
electrolyte body fluds conduct electrical current. As the fhud increases, impedance to current
flow decreases (1e, changes in impedance are inversely proportional to the volume of the
extracellular flud m the body). At low frequencies, cell membranes are non-conductive and
current passes only through the extracellular flmd, while at high frequencies, the current
passes through cell membranes in addition to the extra-and intracellular fluids.

8.2.2 Exploratory Variables
8.2.21

will be performed at the timepoints
specified in the SoA (Table 1), at least 3 hours after a meal, as well as = 3 hours after study
mtervention admimstration at Visit 6. If the participant 1s taking a non-selective beta-blocker,
the dose should not be taken in the morming before- but right after the-

assessment._ and/or 15 assessed as an exploratory endpont to
mvestigate to what extent 1t may be used as a _

will be measured only 1 1s available. The measurement should
preferably be done by the same exanminer on all occasions.

assessment of
should only be done 1 and 1ts use 1s up to the

at the study centre.

o S

of the investigator

8.2.22 Serum Analysis of Creatinine and Cystatin C (eGFR)

The participant’s eGFR will be calculated at the timepoints specified in the SoA (Table 1)
according to the 2021 CKD-EPI equation, based on serum creatinine concentration alone
(Inker et al 2021) for eligibility and safety, referred to below as eGFR1. Thus formula 1s used
for safety monitoring as well as for exploratory assessment. Additionally, eGFR for
exploratory assessment will be calculated based on both serum creatinine and serum cystatin
C concentrations (Inker et al 2021), referred to below as eGFR2.
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Estimated GFR using serum creatinine alone or together with serum cystatin C 1s calculated as
follows:

eGFR1 = 142 x min(S/x, 1) 0241 (f female) —0.302 Gfmale) o maw(g /. 1)71200 x 0.9938%2= x 1.012
[1f female]

eGFR2 = 135 x min(Sey/xc, 1) ~0-219 @ffemale)/ 0144 (Fmale) o may(So/x, 1) x min(Sey=/0.8,
1) x max(Sey=/0.8, 1) x 0.996%2 x 0.963 [if female]

‘Where:

Ser = serum creatmine (mg/dL)

Seys = serum cystatin C (mg/L)

% = 0.7 for females; and 0.9 for males
min = munimum of So/x or 1

max = maximum of Sq/x or 1

Based on the SoA (Table 1), eGFR1 calculations will be at every visit, while eGFR2
calculations will be at Visits 2, 5 and 6.

8.2.23 Laboratory Assessments for Exploratory Analyses

Blood samples will be collected at the timepoints specified in the SoA (Table 1) to measure
levels of the following biomarkers for analysis of exploratory vanables:

e Plasma/serum AST, ALT are denived from safety vanables (Table 7).

e  Model for end stage liver disease score (MELD =3.78 x In[serum bilirubin
(mg/dL)] + 11 2xIn[INR] + 9.57 % In[serum creatimine (mg/dL)] + 6.43) calculated at
every visit. If bilirubin, INR and/or creatinine values are less than 1.0, the value 1s set as
1.0.

e Plasma/serum

and are the non-fasting plasma
biomarkers in the SoA.

All blood samples for exploratory analyses will be handled by the central laboratory.
Child-Pugh score, calculated as per Table 6.
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Table 6 Child-Pugh Score
Points
Clinical and laboratory criteria
1 2 3
Encephalopathy None Mild to moderate Severe (West Haven
{West Haven grade 3 or 4)
grade 1 or 2)
Ascites None Mild to moderate Severe (dmretic
(diuretic responsive) refractory)
Bilirubin (mg/dL) =2 2-3 =3
Albumin (g/dL) =35 28-35 <28
Prothrombin time
Seconds prolonged <4 4-6 =6
INR <17 1.7-23 =23

Child-Turcotte-Pugh class obtained by adding score for each parameter (total points)
Class A = 5 to 6 points (least severe liver disease)

Class B =7 to 9 points (moderately severe liver disease)

Class C =10 to 15 points (most severe liver disease)

Abbreviations: INE = Intemational Normalised Ratio.

8.2.24 Patient-reported Outcomes

Patient-reported outcomes (PROs) refer to all symptoms, impacts, and outcomes that are
directly reported by the participant. PROs have become important endpoints for regulatory
and reimbursement authorities when evaluating efficacy or safety of treatment in clinical
trials.

The following PROs will be administered in this study at the timepoints specified in the SoA
(Table 1):

s  Chromic Liver Disease Questionnaire (CLDQ)
s SF-36v2 acute
e Patient Global Impression of Sevenity - Liver Disease (PGIS - Liver Disease)

Participants will be asked to complete the questionnaires on a provisioned handheld electronic
device. Paper questionnaires may be used if a provisioned handheld electronic device 1s not
available or the participant 1s unable to use one.

The handheld device has been programmed to allow flexaubility for participants to complete
PRO questionnaires prior to the Visit 6 m-climc visit. In case the PRO questionnaires are not
completed before the in-clinic Visit 6, the participant should complete PROs at the site prior to
other Visit 6 study procedures.
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The following best practice gumidelines should be followed:

e PRO questionnaires should be completed before any other study procedures during
Visit 6, to avoid bias when responding to questions.

e  Site personnel must show participants how to use the electronic PRO device, in
accordance with the mstructions provided.

e  Participants must not receive help from relatives, frends, or site staff to answer or to
clanify PRO questions.

e If participants have any medical problems, they should discuss them with their doctor or
research nurse separately from the PRO assessment.

e  Site staff must remund participants there are no right or wrong answers, and that the value
and relevance of PRO data are to hear directly from participants, without mterpretation
from anyone else, how they function and feel.

CLDQ:
The CLDQ 1s a disease-specific PRO mstrument, assessing symptoms and health-related
quahity of life, relevant for patients with liver disease. The CLDQ includes 29 items with a
recall period of the past 2 weeks. The CLDQ includes 6 domains: Abdominal symptoms (3
items), Fatigue (5 1tems), Systenuc symptoms (5 items), Activity (3 items), Emotional
function (8 items), Worry (5 items). Scoring of this mstrument produces a global score, as well
as scores for each of the domains.

SF-36v2:

The SF-36v2 1s a validated generic PRO instrument for assessing health-related quality of life.
The acute version of SF-36v2 asks about the past week and the participant’s current
experience. The SF-36v2 consists of 36 items combined into domains, and 2 aggregated
summary scores: Mental Component Summary and Physical Component Summary. The 8
domains are: Physical Functioning, Role-Physical (role limitations caused by physical health
problems), Bodily Pain, General Health, Vitality, Role-Emotional (role linitations caused by
emotional problems), Social Functioning and Mental Health. Responses to 35 of the 36 items
are used to compute an 8-domain profile of functional health and wellbeing scores. The
remaiming item, referred to as the “Health Transition™ item, asks participants to rate how their
current state of health compares to their state of health 1 year ago and 15 not used to calculate
domain scores.

Patient Global Impression of Severity - Liver Disease (PGIS - Liver Disease):

The PGIS measures the participant’s overall perceptions of their liver disease-related
symptoms. The PGIS 1s a static, single-item measure of the severity of liver disease symptoms
during the last 2 weeks. The PGIS has 4 response options: "no symptoms," "mld,"
"moderate," and "severe." PGIS 1s useful for determuming the meaningful change values of
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other PRO measures such as CLDQ.

8.3 Safety Assessments
Planned timepoints for all safety assessments are provided in the SoA (Table 1).

8.3.1 Physical Examinations

Physical examination, and measurement of weight and height will be conducted at the
timepoints outlined in the SoA (Table 1).

e A full physical examination will mclude assessments of general appearance, respiratory
(respiratory rate and breath sounds), cardiovascular (HR, jugular venous pressure,
sounds), abdomen (liver and spleen to detect any increase as well as clinical ascites
grade), skin (colour, turgor), head and neck (including ears, eyes, nose, and throat), lymph
nodes, thyroid, musculoskeletal (including spine and extrenities), and neurological
systems and an assessment of the presence and extent of peripheral (ankle/leg) oedema.

e A bnef physical examination will include assessment of skin (colour, turgor), respiratory
(respiratory rate and breath sounds), cardiovascular system (HR, jugular venous pressure,
sounds), and abdomen (liver and spleen to detect any increase as well as climcal ascites
grade) and an assessment of the presence and extent of penipheral (ankle/leg) cedema.

For mformation on how AEs based on physical examination findings should be recorded and
reported, see Section 8.4 4.

In addition, body weight will be monitored at home using an electronic scale throughout the
mterventional period as part of the key measurements (Table 1); Section 8 2.1.2). For
measurement, the participant should wear indoor, daytime clothing with no shoes and no
coats/jackets and removal of heavy objects from pockets.

8.3.2 Vital Signs
Vital signs assessments will be performed at timepoint as specified in the SoA (Table 1).

Vital signs will include supine and standing blood pressure, pulse, and body temperature
measurements.

Routine blood pressure, pulse, and body temperature will be assessed at the study centre, as
outlined in the SoA (Table 1), prior to blood collection for laboratory tests with the participant
resting 1n a supine position using a completely automated device. Manual techmques will be
used only 1f an automated device 1s not available.

Participants who suffer ﬁ'm:u_ and/or o
during the course of the study, will be provided with
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(Sections 6.1.2 and 8 4 6).

Vital sign measurements 1n a supine position should be preceded by at least 5 minutes of rest
for the participant 1 a quuet setting without distractions (eg, television, cell phones) and wall
consist of one pulse, one body temperature, and 3 blood pressure measurements

(3 consecutive blood pressure readings will be recorded at intervals of at least 1 nunute). The
average of the 3 blood pressure readings will be recorded on the ECRF In addition,
ST !
These assessments should preferably be done in the morming.
confirmed during the test, it should be reported as an AESI including symptoms related to the
measurement o if present (Section 8.4.6).

For information on how AEs based on vital sign results should be recorded and reported, see
Section 8.4 4.

Body weight will be measured at the study centre at study visits. There will be safety
monitoring of body weight from the home-based momitoring devices, or as an alternative,
paper diaries can be used for capturing the information. A body weight change -::-f. kg per

- 15 regarded as a- weight change and needs to be followed up by the
investigator.

The mvestigator will have direct access to the online data for their participants using digital
devices. If there 1s a significant weight gain, the investigator will contact the participant
immediately and arrange a clinic visit to assess health status. Participants with paper diaries
will be instructed to contact the study staff 1f there 15 a significant weight gamn.

Participants will also be advised to self-monitor and contact the investigator with any
concems.

8.3.3 Electrocardiograms

ECGs will be recorded at the sites using 12-lead ECG recorders in the supine position after the
participant has been resting for at least 10 nunutes, at the timepoints specified in the SoA
(Table 1). The mvestigator may add extra 12-lead ECG safety assessments 1if there are any
abnormal findings or 1f the investigator considers it 1s required for any other safety reason.

Digital ECGs will be recorded in triplicate on standardised study ECG machines and assessed
centrally.

Standardised 12-lead digital ECG equipment and all requsite hook up supplies will be
provided. ECGs will be uploaded via a secure portal for high-resolution measurement of the
cardiac intervals and morphological assessment by a central cardiologist blinded to the study
treatment. Where digital fransmission 1s not possible, a process for receipt and analysis of
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scanned or paper ECGs 1s also established. Confirmed ECGs will be available on a study
portal withm the contracted turnaround time.

On-screen measurements of the RR, PR, QRS, and QT interval durations will be performed,
and variables for QTcF, QTcB, and heart rate will be calculated. Each fiducial point (onset of
P wave, onset of Q wave, offset of S wave, and offset of T wave) will be electronically
marked. The onginal ECG waveform and such annotations will be saved separately in XML
format for independent review.

The mvestigator or authorised delegate will make an imitial assessment of whether the ECG
findings are normal or abnormal and if abnormal, chnically significant or not. In the case of a
discrepancy between the mvestigator’s imtial assessment and the central ECG reading, the
cenfral reading will take precedence.

If a site requures expedited reporting for ECGs due to suspected ECG abnormalities or for
urgent decision making, the site should contact the ECG provider per instructions to request
expedited ECG processing.

In case of an ECG device malfunction, the site should follow the steps recommended within
the Cardiac Safety Study Manual in order to have the ECG analysed in a timely manner.

For mformation on how AEs based on ECG results should be recorded and reported, see
Section 8.4 4.

8.3.4 Echocardiogram

In participants with a known history of HF from any aetiology, and no historical ECHO or
cardiac MRI available within 12 months prior to Visit 1, a baseline ECHO should be obtained
during the screening period and prior to randonusation.

8.3.5 Clinical Safety Laboratory Assessments

Blood and urine samples for determunation of clinical chemistry, electrolyte, coagulation, and
haematology for safety analysis will be taken at the timeponts specified in the SoA (Table 1).
Some of the laboratory variables are also collected for assessments for exploratory endpoints,
as described in Section 8.2.2.3.

Additional safety samples may be collected if climcally indicated at the discretion of the
mvestigator. The date, time of collection and results (values, units, and reference ranges) will
be recorded on the appropnate eCRF.

The laboratory assessments for clinical chemistry and haematology will be performed at a
central laboratory.
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The following laboratory variables will be measured (Table 7).

AstraZeneca

Table 7 Laboratory Safety Variables

Haematology and differential panel
White blood cell count Lymphocytes absolute count
Red blood cell count Monocytes absolute count
Haemoglobin Eosinophils absolute count
Haematocrit Basophils absolute count
Neutrophils absolute count Platelet absolute count

Chemistry panel
BUN Alanine aminotransferase
Creatinine and calculated eGFR. (CED-EPT) Aspartate aminotransferase
Total bilirubin and direct bilimibin Alkaline phosphatase
Albumin Creatine kinase
Calcium Serum glucose
Phosphate Gamma-glutamy] transferase
Other

Serum Osmolality NT-pro BNP

Coagulation groups (frozen samples)
International normalised ratio Prothrombin fime
Partial thromboplastin time

Elecirolyte panel
Bicarbonate (HCOs-) Sodium
Chloride (C1-) Potassium
Magnesium (Mg")
Urine screen for drugs of abuse (Screening only)
Amphetamine/MDMA Opiates
Antidepressants Methadone
Barbiturates Phencyclidine
Benzodiazepines Propoxyphene
Cannabinoids Cocaine
HIV serology
Human Immumoedeficiency Virus load
Reproductive screening

FSH (females only) Pregnancy test (females only; serum)

Note: Refer to Appendix E for actions required in cases of increases i liver biochemustry and
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evaluation of modified Hy’s Law.

Instructions for the collection and handling of the samples will be provided in the
study-specific Laboratory Manual.

8.3.6 Other Safety Assessments

8.3.6.1 Self-Monitored Glucose and Hypoglycaemic Events

The participants with T2DM and on concomitant treatment with msulin or sulfonylurea will
be asked to check their blood glucose regularly and, if they develop symptoms suggestive of
hypoglycaemma, to record specific symptoms. Participants on msulin or sulfonylurea will be
provided with a home-based glucometer to momtor their blood glucose 1f they do not already
have a glucometer at home (Section 6.1.2). Participants will be instructed to record any
hypoglycaemic event and to contact the investigator.

During the visits specified i the SoA (Table 1), the investigator 1s responsible for reviewing
any blood glucose data collected from the participant and questioning the participant about all

symptoms reported and for determuming if they meet the clinical definition of hypoglycaenua.
Only symptoms and/or blood glucose values that meet the following criteria should be

reported on the dedicated hypoglycaenua eCRF pages:

e A glucose level of < 3.0 mmol/L (< 54 mg/dL).

e Severe hypoglycaenua, as defined by severe cognitive impairment requuring external
assistance for recovery.

In all participants, hypoglycaemic events should be reported on the AE eCRF page 1f fulfilling
the AE defimtion (see Appendix B).

8.3.6.2 Alcohol Use Disorders Identification Test Questionnaire

The AUDIT questionnaire to assess alcohol use habits will be completed at screeming only
(Table 1). The self-assessment version of the questionnaire will be completed by the
participant. The results will be used for determuming participant eligibility. A score of 8 or
more 15 assoctated with harmful or hazardous drinking, a score of 13 or more 1n women, and
15 or more in men, 1s likely to indicate alcohol dependence.

Definition of a Standard Drink:

In the AUDIT questions 2 and 3, 1t 1s assumed that a standard drink equuvalent 15 10 grams of
alcohol. The alcohol content of a drink depends on the strength of the beverage and the
volume of the container. The participant should be instructed to estimate the number of drinks
m the response categones for these questions in order to fit the most common drink sizes and
alcohol strength in their country.
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8.4 Adverse Events, SAEs, and Other Safety Reporting

The principal investigator 1s responsible for ensuring that all staff involved in the study are
famuliar with the content of this section.

The defimitions of an AE or SAE can be found mn Appendix B.

Adverse events will be reported by the participant (or, when approprnate, by a caregiver,
surrogate, or the participant’s legally authorised representative); these must then be assessed
by the investigator and if considered an AE 1t will be reported by the investigator.

The mvestigator and any designees are responsible for detecting, documenting, and recording
events that meet the defimtion of an AE.

Adverse Event Variables

The following vanables will be collected for each AE:

s  Adverse event (verbatim)

e  The date when the AE started and stopped

e  Maximum intensity

e  Whether the AE 1s serious or not

e Investigator causality assessment against the study intervention (yes or no)
e  Action taken with regard to study intervention

*  Outcome

In addition, the followimng variables will be collected for SAEs:

¢ Date AE met cnferia for SAE

e Date investigator became aware of SAE
e  Adverse event description

e Adverse event 1s serious due fo

e Date of hospitalisation

e Date of discharge

¢ Probable cause of death

¢ Date of death

e  Autopsy performed

e  Causality assessment 1n relation to study procedure(s)
e Causality assessment to other medication
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8.4.1 Time Period and Frequency for Collecting AE and SAE Information
Serious AEs will be recorded from the time of signing of the ICF.

All AEs will be collected after the participant has recerved the first dose of the study
mtervention throughout the treatment period and including the follow-up period.

If the mmvestigator becomes aware of an SAE with a suspected causal relationship to the
mvestigational medicinal product that occurs after the end of the chinical study in a participant
treated by lum or her, the investigator shall, without undue delay, report the SAE to the

SpOonSOr.

8.4.2 Follow-up of AEs and SAEs

Any AEs that are unresolved at the participant’s last AE assessment or other assessment/visit
as appropriate m the study, are followed up by the investigator for as long as medically
mdicated, but without further recording in the eCRF. AstraZeneca retamns the right to request
additional information for any participant with ongoing AE(s)/SAE(s) at the end of the study;,
if judged necessary.

8.4.3 Causality Collection

The mvestigator should assess causal relationship between study intervention and each AE,
and answer “yes’ or ‘no’ to the question ‘Do you consider that there 1s a reasonable possibility
that the event may have been caused by the study intervention?”.

For SAEs, causal relationship should also be assessed for other medications and study
procedures. Note that for SAEs that could be associated with any study procedure the causal
relationship 1s imphied as “yes’.

A pwde to the interpretation of the causality question 1s found in Appendix B.

8.4.4 AFs Based on Examinations and Tests

Deterioration as compared to baseline in protocol-mandated laboratory values, vital signs, and
ECGs should only be reported as AEs if they meet any of the following:

o fulfil any of the SAE criteria
e are the reason for discontinuation of the IMP

e  are chinically relevant as judged by the mnvestigator (which may include, but 1s not hmited
to, consideration as to whether mtervention or non-planned visits were required or other
action was taken with the IMP, eg, drug interruption).
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If deterioration 1n a laboratory value/vital sign 1s associated with clinical signs and symptoms,
the sign or symptom will be reported as an AE and the associated laboratory result/vital sign
will be considered as additional information. Wherever possible, the reporting investigator
uses the clinical, rather than the laboratory term (eg, anaemia vs low haemoglobin value). In
the absence of climical signs or symptoms, clinically relevant deteriorations in non-mandated
parameters should be reported as AEs (Section 8 4).

Any new or aggravated clinically relevant abnormal medical finding at a physical examination
as compared with the baseline assessment will be reported as an AE.

The results from the protocol-mandated laboratory tests and vital signs will be summarised in
the CSR_

8.4.5 AFEs Based on Signs and Symptoms

All AEs spontaneously reported by the participant (or care provider) or reported in response to
the open question from the study centre staff: “Have you had any health problems since the
previous visit/you were last asked?’, or revealed by observation will be collected and recorded
m the eCRF. When collecting AEs, the recording of diagnoses 1s preferred (when possible) to
recording a list of signs and symptoms. However, 1f a diagnosis 1s known and there are other
signs or symptoms that are not generally part of the diagnosis, the diagnosis and each sign or
symptom will be recorded separately.

8.4.6 Adverse Events of Special Interest

Additional monmitoring and data collection will be performed during the study for the
following safety events classified as AESI, based on th 1dentified for
zibotentan 1n oncology clinical studies conducted previously, as

zibotentan and dapagliflozin (eg, [N SHEEEGTEIENGG) . -~

associated with the use of dapagliflozin:

e New diagnosis uf. [Fuf the existiﬂg. condition. Auy_

or
- suggestive o should be properly assessed by the mvestigator, to ensure
timely and proper management of the participant’s condition.

OT WOTSening o (eg,
of any , efe).

defined as a mmHg in ora
o Withi

of both

of

Participants will be educated about the symptoms o
and participants with will be
provided with and asked to contact the investigator

if symptoms occur or 1f their mmHg.
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. P — )
should be performed.
- EEEN
, Including the following: increase in by sl mg/dL

L ]
. umol/L) within 48 hours; or increase iﬂﬂwhich 15

known or presumed to have occurred within the prior 7 days (or using the last available

value of c-ulpatient_ within 3 months as the baseline value); m"-
_ mL/kg/h for 6 hours.

8.4.7 Hy’s Law

Cases where a participant shows elevations in LFTs or relevant climical manifestations as
defined in Appendix E 2 and 1dentified in Appendix E 3 may require further evaluation and
may need to be reported as SAEs. Please refer to Appendix E for further instruction on cases
of increases mn hiver biochemistry and evaluation of modified Hy’s Law.

8.4.8 Reporting of SAEs

All SAEs must be reported, whether or not considered causally related to the IMP. All SAEs
will be recorded in the eCREF.

If any SAE occurs during the study, investigators or other site personnel will inform the
appropriate AstraZeneca representatives within one day, 1e, immediately but no later than
24 hours of when he or she becomes aware of 1t.

The designated AstraZeneca representative will work with the investigator to ensure that all
the necessary information 1s provided to the AstraZeneca Patient Safety data entry site within
one calendar day of inifial receipt for fatal and life-threatening events and within 5 calendar
days of mitial receipt for all other SAEs.

For fatal or life-threateming AEs where important or relevant information 1s nussing, active
follow-up will be undertaken immediately. Investigators or other site personnel will inform
AstraZeneca representatives of any follow-up information on a previously reported SAE
within one calendar day, 1e, immediately but no later than 24 hours of when he or she
becomes aware of 1t.

Once the investigators or other study centre personnel indicate an AE 1s serious i the EDC
system, an automated email alert 1s sent to the designated AstraZeneca representative.

If the EDC system 1s not available, then the mvestigator or other study centre staff reports a
SAE to the appropriate AstraZeneca representative by telephone, email or as per local
approved process. When the EDC i1s temporarily not accessible, the AstraZeneca Study
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Representative should confirm that the mvestigator/site staff enters the SAE in the
AstraZeneca EDC when access resumes.

The AstraZeneca representative will advise the investigator/study centre staff how to proceed.

In the EU, the Sponsor will comply with safety reporting requirements and procedures as
described 1n the European Clinical Trials Regulation (EU) No 536/2014. All Suspected
Unexpected Serious Adverse Reactions (SUSARS) to mvestigational medicinal product will
be reported to the EudraVigilance database within the required regulatory timelines.

For further gmidance on the defimition of a SAE, see Appendix B.

The reference document for definition of expectedness/listedness 1s the Dapagliflozin
Investigator’s Brochure and Zibotentan Investigator’s Brochure.

8.4.9 Pregnancy

All pregnancies and outcomes of pregnancy should be reported to AstraZeneca except if the
pregnancy 1s discovered before the study participant has received any study intervention.

8.4.91 Maternal Exposure

Exposure during gestation to ERAs, including zibotentan, 1s associated with major
embryo-foetal harm ERAs have been demonstrated to mduce teratogenic effects in amimals
when dosed during organogenesis, early in pregnancy. When administered to pregnant rabbits
during the period of major embryonic organogenesis, zibotentan caused foetal cramofacial and
cardiac malformations at and above, consistent with ERAs
(zibotentan IB). There 1s an extremely high nisk of embryo-foetal harm if pregnancy occurs
while being exposed to zibotentan in any amount, even for short periods of time. Potentially,
any foetus exposed during pregnancy can be affected. Women of childbearing potential are not
allowed to be included in this study (for definmition see inclusion criteria, Section 5.1).

Dapaghiflozin must not be used in the second and third trimesters of pregnancy (refer to
Dapagliflozin Investigator’s Brochure for details).

Pregnancy itself 1s not regarded as an AE, unless there 1s a suspicion that the study
mtervention may have mterfered with the effectiveness of a contraceptive medication.
Congenital anomaly/birth defects and spontaneous miscarnages should be reported and
handled as SAEs. Elective abortions without complications should not be handled as AEs. The
outcome of all pregnancies (spontaneous miscarriage, elective termunation, ectopic pregnancy,
normal birth, or congenital anomaly/birth defect) should be followed up and documented even
if the participant was discontinued from the study.

If any pregnancy occurs during the study, then the investigator or other study centre personnel
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mforms the appropnate AstraZeneca representatives within 1 day, ie, immediately but no
later than 24 hours of when he or she becomes aware of 1t.

The designated AstraZeneca representative works with the investigator to ensure that all
relevant information 1s provided to the AstraZeneca Patient Safety data entry site within one
or 5 calendar days for SAEs (see Section 8.4.8) and within 30 days for all other pregnancies.

The same timelines apply when outcome information 1s available.

The PREGREP module in the eCRF 1s used to report the pregnancy and the paper-based
PREGOUT module 1s used to report the outcome of the pregnancy.

8.4.9.2 Paternal Exposure

To prevent potential exposure via semen, men recerving zibotentan who are sexually active
with a woman of childbearing potential should employ the use of condoms together with other
highly effective methods of contraception during the study and for a total period of 3 months
after the male study participant has received lus last dose of study intervention.

Highly effective birth control methods are defined as those that can achieve a failure rate of
less than 1% per year when used consistently and correctly. For details refer to Section 5.3 4.

Male participants should not donate or bank sperm for the duration of the study and for at least
3 months after the last dose of study intervention.

Male participants will be instructed that if their partner becomes pregnant duning the study, or
within 3 months after last dose of the study mtervention, this should be reported to the
mvestigator, and the study mtervention must be discontinued immediately. The investigator or
other study centre personnel should inform the appropriate AstraZeneca representatives about
the pregnancy within the timelines specified in section 8.4.9 1.

Pregnancy of the participant’s partners 1s not considered to be an AE. However, the outcome
of all pregnancies (spontaneous miscarnage, elective termination, ectopic pregnancy, normal
birth, or congenital anomaly/birth defect), occurming during the study or within 3 months after
last dose of the study intervention should, if possible, be followed up and documented in the
Pregnancy Report Form. Consent from the partner must be obtained before the Pregnancy

Report Form 1s completed.
8.4.10 Medication Error, Drug Abuse, and Drug Misuse

8.4.10.1 Timelines

If an event of medication error, drug abuse, or drug misuse occurs during the study, then the
mvestigator or other site personnel mforms the appropriate AstraZeneca representatives within
one calendar day, 1e, immediately but no later than 24 hours of when they become aware of
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it.

The designated AstraZeneca representative works with the investigator to ensure that all
relevant information 1s completed within one (1mtial fatal/life-threatening or follow-up
fatal/life-threateming) or 5 (other serious mmitial and follow-up) calendar days 1if there 1s an

SAE associated with the event of medication error, drug abuse, or misuse (see Section 8.4.8)
and within 30 days for all other events.

8.4.10.2 Medication Error

For the purposes of this chinical study, a medication error 1s an unintended failure or mistake
m the treatment process for an IMP or AstraZeneca NIMP that either causes harm to the
participant or has the potential to cause harm to the participant.

The full definition and examples of medication error can be found m Appendix B 4.

8.4.10.3 Drug Abuse
Drug abuse 1s the persistent or sporadic intentional, non-therapeutic excessive use of IMP or
AstraZeneca NIMP for a perceived reward or desired non-therapeutic effect.

The full definition and examples of drug abuse can be found mn Appendix B 4.

8.4.104 Drug Misuse

Drug nususe 1s the intentional and mappropriate use (by a study participant) of IMP or
AstraZeneca NIMP for medicinal purposes outside of the authorised product mformation, or
for unauthorised IMPs or AstraZeneca NIMPs, outside the intended use as specified in the
protocol and includes deliberate administration of the product by the wrong route.

The full definition and examples of drug misuse can be found i Appendix B 4.

8.4.11 Reporting of Overdose

Dapagliflozin has been well tolerated at doses up to 500 mg/day i single dose testing in
healthy participants and up to 100 mg/day in repeat dose testing for 14 days in healthy
participants and patients with T2DM.

If an overdose 1s suspected, monitoring of vital functions as well as treatment should be
performed as approprate.

The maximum well tolerated daily dose of zibotentan in oncology patients was considered to
be. mg; however, presently there 1s limited information regarding overdose of zibotentan in
combination with dapagliflozin m patients with liver currhosis.

For the purposes of this study, an overdose will be defined as the use of the study intervention
m doses 1n excess of that specified in the protocol.
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e  An overdose with associated AEs 1s recorded as the AE diagnosis/symptoms on the
relevant AE modules in the eCRF and on the Overdose eCRF module.

e An overdose without associated symptoms 1s only reported on the Overdose eCRF
module.

If an overdose on an AstraZeneca study mntervention occurs in the course of the study, the
mvestigator or other study centre personnel inform appropriate AstraZeneca representatives
immediately, but no later than 24 hours of when he or she becomes aware of it.

The designated AstraZeneca representative works with the investigator to ensure that all
relevant information 1s provided to the AstraZeneca Patient Safety data entry site within one
or 5 calendar days for overdoses associated with an SAE (see section 8 4.8) and within

30 days for all other overdoses.

5.4.12 Medical Device Deficiencies

Mo AstraZeneca manufactured medical devices (or medical devices manufactured for
AstraZeneca by a third-party) will be provided for use i this study. For details on digital
devices used in this study and not manufactured by or for AstraZeneca, refer to Section 6.1.2.

8.5 Pharmacokinetics
Plasma samples will be collected for measurement of plasma concentrations of study
mtervention as specified in the SoA (Table 1).

Samples may be collected at additional time points during the study if warranted and agreed
upon between the investigator and the sponsor, eg, for safety reasons such as an SAE; these
samples may be reported outside the CSR.

The timing of sampling may be altered during the study based on newly available data (eg, to
obtain data closer to the time of peak or tfrough matrix concentrations) to ensure appropriate
monitoring.

e Plasma samples will be used to analyse the PK of study interventions. Samples collected
for analyses of study mntervention plasma concentration may also be used to evaluate
safety or efficacy aspects related to concerns arising duning or after the study.

Samples will be collected, labelled, stored, and shipped as detailed in the Laboratory Manual.

e For storage, re-use, and destruction of samples for PK see Appendix C.

e PK samples will be disposed of after the Bioanalytical Report finalisation or 6 months
after 1ssuance of the draft Bioanalytical Report (whichever 1s earlier).
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e  Additional analyses may be conducted on the anonymuised, pooled, or individual PK
samples to further evaluate and validate the analytical method. Any results from such
analyses may be reported separately from the CSR_

8.5.1 Collection of Samples for Pharmacokinetics

Plasma samples will be collected for measurement of concentrations of zibotentan and
dapaghflozin at the ttmepomts specified in the SoA (Table 1).

8.5.2 Determination of Drug Concentration

Samples for determination of drug concentration in plasma will be assayed by bioanalytical
test sites operated by LabCorp on behalf of AstraZeneca, using an appropriately vahdated
bioanalytical method. Full details of the analytical method used will be described 1n a separate

Bioanalytical Report.
Drug concentration information that would unblind the study will not be reported to
mvestigative study centres or blinded personnel until the study has been unblinded. Only

samples from participants on active treatment will be analysed, unless there 1s a need to
confirm that correct treatment has been given to study participants.

Incurred sample reproducibility analysis, if any, will be performed alongside the bioanalysis
of the test samples. The results from the evaluation, if performed, may be reported in a
separate Bioanalytical Report.

8.6 Pharmacodynamics

During the study plasma/serum samples will be collected for the evaluation of the exploratory
endpomts. Parameters will be assessed from the blood samples collected for safety analyses at
a central core laboratory (see Section 8.3.5).

8.6.1 Collection of Samples for Pharmacodynamics
Samples will be collected, labelled, stored, and shipped as detailed in the Laboratory Manual.

Durning the study blood samples will be collected as described in the SoA (Table 1) and
analysed by a central laboratory.

For storage, re-use, and destruction of PD samples, see Appendix C.

8.7 Optional Genomics Initiative

Collection of optional samples for Genomics Imtiative research 1s also part of this study as
specified in the SoA (Table 1) and 1s subject to agreement in the optional Genomics Imtiative
research information ICF.
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Blood sample for DNA i1solation will be collected from participants who have consented to
participate in the genetic and multi-omics analysis component of the study. Participants who
do not wish to participate in the genetic and multi-omucs research may still participate mn the
study.

See Appendix D for information regarding the Genomucs Imtiative genomic and multi-omics
samples. Details on processes for collection and shipment and destruction of these samples
can be found either in the appendices or in the Laboratory Manual

The blood sample for exploratory genetic research will be obtained from the participants at
Visit 2 or after randonusation.

8.8 Biomarkers
8.8.1 Mandatory Biomarker Sample Collection

By consenting to participate in the study, the participant consents to the mandatory research
components of the study. Mandatory collection of samples for biomarker research 1s part of
this study.

The following samples for biomarker research are required and will be collected from all
participants m this study at the timepoint specified in the SoA (Table 1):

e Plasma/serum and urine samples are collected for exploratory analyses to assess the effect
of zibotentan and dapagliflozin on liver diseases and drug mechanism-related biomarkers

at a central laboratory.

For storage, re-use, and destruction of biomarker samples see Appendix C.

8.9 Immunogenicity Assessments
Immunogenicity analysis will not be done in this study.

8.10 Medical Resource Utilisation and Health Economics
Medical resource utilisation and health economics are not evaluated in this study.

8.11 Study Participant Feedback Questionnaire
Not applicable.

9 STATISTICAL CONSIDERATIONS

The SAP will be finalised within 90 calendar days after First Participant In and 1t will mnclude
a more techmcal and detailed description of the planned statistical analyses. This section 1s a
summary of the planned statistical analyses of the most important or key endpoints.
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9.1 Statistical Hypotheses

As this 1s an early-phase safety study, no formal statistical hypothesis tests or multiplicity
adjustment will be performed.

9.2 Sample Size Determination
Approximately 22 participants are planned to be randomised to each of the 3 treatment groups.
The sample size 1s not determined based on a formal statistical hypothesis testing for this

Phase ITb study. With evaluable participants per treatment group, an observed

difference of .% %) 1n proportion of participants with the composite of fluid retention

between 2 treatment groups and an c-bsm'ed.% composite of flud retention in the

gespondiﬂg zibotentan group, the lower limit of a two-sided 90% CI for the difference will
%o.

9.3 Populations for Analyses
The following populations are defined:

Table 8 Populations for Analysis

Population/analysis set Description

Screened analysis set Al participants who signed the ICF.
Unless otherwise stated, the enrolled set will be used for the presentation of
disposifion data.

FAS All participants who are randomised and receive any study intervention.
Participants are evaluated according to the treatment assigned at
randomisation.

The FAS will be the analysis set for all endpoint analyses with the exception
of the PK analyses.

PES Al participants in the FAS who have at least one detectable zibotentan or
dapagliflozin plasma concentration measurement post-treatment.
Pharmacokinetic samples collected after Visit 5 may be excluded from the
PES and may be reported outside the CSE

The PES will be used for all PK analyses.

Abbreviations: FAS: Full Analysis Set; ICF: Informed consent form; PKS: Pharmacokinetic Analysis Set; PE-
Pharmacokinetics.

9.4 Statistical Analyses
24.1 General Considerations

All results will be presented by treatment group and overall, as appropnate, with descriptive
statistics appropriate to the nature of the vanables.

Demographic and baseline characteristics as well as prior and conconutant medication will be
presented. For continuous variables, the number of non-missing observations, mean, SD,
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median, mummum, and maximum will be presented. For categorical vanables: counts (n) and
percentages (%) (where specified) will be presented. These summanes will be provided by
timepoint of assessment, as appropnate.

When change from baseline 1s described, the baseline value will be, in general, the last
non-missing value prior to or on the same date as adninistration of the first dose. Further
details will be described 1 the SAP.

In general, there will be no imputation of missing data for the safety analyses. Additional
details will be provided n the SAP.

Dewviations from the protocol will be assessed as “important™ or “not-important”. Important
dewviations from the protocol may lead to the exclusion of participants from any of the study
analysis sets. Deviations will be defined before clinical data lock. Important deviations will
mclude the following:

# Violation of inclusion and/or exclusion criteria

e  Admunistration of prohibited concomitant medications that are expected to influence the
measurement of the key endpoints.

All protocol deviations will be discussed at the data review meeting prior to clinical data lock
m order to define the analysis sets for the study. All the important protocol deviations will be
listed by participants. Further details will be described in the SAP.

9.4.2 Key Endpoints

The analysis of all key endpoints will be performed on the FAS. The non-terminal intercurrent
events (eg, treatment discontinuations due to any reason, use of prohibited medication) will be
handled by a treatment policy strategy. For ternunal intercurrent events (1e, death), a
while-alive strategy will be applied. The detailed estimand attributes will be provided in SAP.

For flud retention, the composite endpoints are defined as:

e occurrence of any of the following events: (1) > 2 kg mcrease in body weight, (2) >2 L
mcrease 1n total body water, (3) increase in 2 or more loop-diuretic equivalents: or
(4) flmd retention AEs, from baseline to Week 6

e occurrence of either (1) > 3 L increase 1n total body water volume from baseline to
Week 6; or (2) increase 1n 3 or more loop-diuretic equivalents use from baseline to
Week 6

Exact 90% (ftwo-sided) CIs for proportions of participants with the composite of flud
retention in treatment groups will be calculated using the Clopper-Pearson method. The exact
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unconditional 90% (two-sided) CIs for difference i proportions between 2 treatment groups
will be computed based on score statistic (Chan and Zhang 1999).

The change m body weight, body water volumes, total dosage of loop-diuretic equivalents,
body fat mass, and blood pressure from baseline to Week 6 will be analysed using MMRM
methodology for pairwise compansons between treatment groups. The analytic model will

Further details will be described in the SAP.

9.4.3 Safety

Safety analyses will be performed using the FAS. Safety data will be presented using
descriptive statistics unless otherwise specified. In general, the baseline value for statistical
analysis 1s the last nonmissing value prior to administration of the first dose of study
mntervention. Details will be described in the SAP.

943.1 Adverse Events
Adverse events will be coded using the most recent version of the MedDRA that will have
been released for execution at AstraZeneca or designee.

Adverse events will be presented for each treatment group by system organ class and/or
preferred term covering number and percentage of participants reporting at least one event.

Only AEs occurning with an onset date, or worsening, on or after first dose of study
mtervention, throughout the treatment period and mcluding the follow-up period will be
presented i summary tables. SAEs occurring prior fo start of study intervention will be
mcluded in data listings.

An overview of AEs will be presented for each treatment group; the number and percentage of
participants with any AE, AEs with outcome of death, SAEs, AEs leading to discontinuation
of study mtervention, AEs leading to study intervention dose interruptions, and AESIs.

Separate AE tables will be provided taking into consideration relationship as assessed by the
mvestigator and maximum intensity, seriousness, death, and AEs leading to discontinuation of
study intervention, as well as action taken with respect to the study intervention, and other
significant AEs.

Key participant information will be presented for participants with AEs with outcome of
death, SAEs, and AEs leading to discontinuation of study mtervention. An AE listing for the
FAS will cover details for each individual AE; an AE histing for participants who were not
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exposed to study intervention 1s presented separately.
Full details of AE analyses will be provided i the SAP.

0.4.3.2 Vital Signs
Vital sign parameters (supine and standing blood pressure, pulse, and body temperature) will
be presented for each treatment group.

For each scheduled post-baseline visit, descriptive statistics for all vital sign parameters wall
be presented for observed values and change from baseline.

Supportive vital sign listings cover observed values and changes from baseline as well as
abnormalities.

Details of vital sign analyses including definition of abnormality criteria (eg, definition of low,
normal, high) and project-specific predefined criteria for treatment-emergent changes in
relevant vital sign parameters (eg, systolic and diastolic blood pressure) will be provided in
the SAP.

0433 Laboratory Assessments
Laboratory parameters will be presented for each treatment group.

For each scheduled post-baseline visit, descriptive statistics for all clinical chenustry,
electrolyte, coagulation, and haematology parameters will be presented for observed values
and change from baseline.

Elevation m hiver parameters for assessment of Hy’s law (see Appendix E) will be done and
reported appropniately if potential cases have been i1dentified duning the course of the study.

Key participant information will be presented for participants with treatment-emergent
changes in laboratory parameters outside of predefined criteria.

Supportive laboratory listings will cover observed values and changes from baseline for each
mdividual participant as well as abnormalities.

Details of laboratory analyses including definition of abnormality critena (eg, definition of
low, normal, high) and study-specific predefined critena for treatment-emergent changes in
relevant laboratory parameters will be provided in the SAP.

2434 Electrocardiograms

Electrocardiogram findings will be listed for each participant and will include the ECG
parameters (where applicable) and changes from baseline, assessment by the investigator
(normal/abnormal not clinically significant/abnormal climeally significant) and details of any
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abnormalities. ECG parameters will be summarised by time-point including changes from
baseline. The baseline for the safety ECG parameters will be the results obtained pre-dose on
Day 1.

ECG parameters to be tabulated will be provided in the SAP.

9.4.4 Exploratory endpoints

2441 Exploratory Pharmacokinetic Endpoints

Plasma concentrations of zibotentan and dapagliflozin will be summarised by treatment group,
visit, and time-point based on the PKS.

Additional PK analyses may be conducted as appropriate but will be reported outside the
CSE.

Further details of this will be provided in the SAP.

0.4.4.2 Exploratory Pharmacodynamic and Biomarker Endpoints
The exploratory PD and biomarker endpoints described m Section 8.2.2 3 will be summansed
by treatment group and time-point based on the FAS.

Further details on this will be provided in the SAP.

0443 Exploratory PRO Endpoints
Results for patient-reported outcomes will be summanzed by treatment group for FAS.

Further details on this will be provided in the SAP.
2444 Other Exploratory Endpoints

Percentage and absolute change in- aﬂdff.)r_ assessed using
at Week 6, change in eGFR. at Week 1, Week 6, and evaluation of changes in

blood biomarkers across time course of the study will be analysed according to treatment
group. For details on exploratory objectives and endpoints, see Section 3.

Further details about analyses of exploratory endpoints will be provided in the SAP.

9445 Exploratory Research and Optional Genetic Research
The following analyses will not be part of the CSR:

e Evaluation of changes in other blood and urine biomarkers, not outlined in this protocol,
but relevant to liver diseases and drug-related mechamsms over the time course of the

study.
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e  Optional exploratory research into genes/genetic variation that may influence response to
treatment.

Analyses for these exploratory objectives will be described 1n a separate analysis plan and
results will be presented separately from the main CSR.

9.5 Interim Analyses
Not applicable.
9.6 Data Monitoring Committee

A DMC will monitor ongoing safety/tolerability data (including monitoring of modified [Sil
IR -~ SN i~ SIS v the wihorry
to unblind a participant’s intervention assignment due to safety concerns if warranted. The
DMC will be asked to meet at regular intervals and may also meet more often 1f they thunk 1t
1s needed from a safety perspective. The DMC may recommend stopping further recruitment
and/or treatment of participants in a treatment group at any time after a comprehensive
assessment of safety data. The recommendation will be evaluated by an unblinded semor
manager who will provide a decision based on the DMC recommendation to the study team.
Further details will be provided in a separate DMC charter.

For details on the DMC, refer to Appendix A 5.
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10 SUPPORTING DOCUMENTATION AND OPERATIONAL
CONSIDERATIONS
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Appendix A Regulatory, Ethical, and Study Oversight Considerations

Al

Regulatory and Ethical Considerations

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

— Consensus ethical principles derived from international gmdelines including the
Declaration of Helsinki and Council for International Orgamzations of Medical
Sciences (CIOMS) International Ethical Guidelines

— Applicable ICH GCP Guidelines
— Applicable laws and regulations

The protocol, protocol amendments, ICF, Investigator's Brochure, and other relevant
documents (eg, advertisements) must be submitted to an IRB/IEC by the investigator and
reviewed and approved by the IRB/TEC before the study 1s mitiated.

Any revised protocol will require IRB/IEC and applicable Regulatory Authority approval
before implementation of changes made to the study design, except for changes necessary
to eliminate an immediate hazard to study participants.

AstraZeneca will be responsible for obtaining the required authonisations to conduct the
study from the concerned Regulatory Authority. This responsibility may be delegated to a
CRO, but the accountability remains with AstraZeneca.

The mvestigator will be responsible for providing oversight of the conduct of the study at
the site and adherence to requirements of 21 CFR 312.120, ICH gwdelines, the IRB/TEC,
European Regulation 536/2014 for clinical studies (1f applicable), European Medical
Device Regulation 2017/745 for clinical device research (if applicable), and all other
applicable local regulations.

Regulatory Reporting Requirements for SAEs

Prompt notification by the investigator to AstraZeneca of an SAE 1s essential so that legal
obligations and ethical responsibilities towards the safety of participants and the safety of
a study mtervention under clinical mvestigation are met.

AstraZeneca has a legal responsibility to notify both the local regulatory authority and
other regulatory agencies about the safety of a study intervention under clinical
mvestigation. AstraZeneca will comply with country-specific regulatory requirements
relating to safety reporting to the regulatory authority, IRB/IEC, and investigators.

In the EU, the Sponsor will comply with safety reporting requirements and procedures as
described in the European Clinical Trials Regulation (EU) No 536/2014. All SUSARs to
mvestigational medicinal product will be reported to the EudraVigilance database within
the requured regulatory timehines.
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e For all studies except those utilising medical devices, mvestigator safety reports must be
prepared for SUSARSs, according to local regulatory requirements and sponsor policy and
forwarded to investigators as necessary.

—  European Medical Device Regulation 2017/745 for climcal device research (1f
applicable), and all other applicable local regulations

e An mmvestigator who receives an mvestigator safety report describing an SAE or other
spectfic safety information (eg, summary or listing of SAEs) from AstraZeneca will
review and then file 1t along with the Investigator's Brochure and will notify the IRB/TEC,
if appropnate according to local requirements.

Regulatory Reporting Requirements for Serious Breaches of Protocol or GCP

Prompt notification by the Investigator to AstraZeneca of any (potential) serious breach of the
protocol or regulations 1s essential so that legal and ethical obligations are met.

A “serious breach™ means a breach likely to affect to a significant degree the safety
and rights of a participant or the reliability and robustness of the data generated in the
clhinical study.

AstraZeneca will comply with country-specific regulatory requirements relating to serious
breach reporting to the regulatory authonity, IRB/IEC, and mvestigators.

Where the EU Climical Trials Regulation 536/2014 applies, AstraZeneca has in place
processes to enter details of serious breaches into the European Medicines Agency
CTIS. It 15 important to note that redacted versions of serious breach reports will be
available to the public via CTIS.

If any (potential) serious breach occurs in the course of the study, Investigators or other site
personnel will inform the appropriate AstraZeneca representatives immediately.

In certain regions/countries, AstraZeneca has a legal responsibility to notify both the local
regulatory authority and other regulatory agencies about such breaches.

The mvestigator should have a process in place to ensure that:

e  The site staff or service providers delegated by the investigator/institution are able to
1dentify the occurrence of a (potential) serious breach

e A (potential) serious breach i1s promptly reported to AstraZeneca or delegated party,
through the contacts (email address or telephone number) provided by AstraZeneca.
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A2 Financial Disclosure

Investigators and sub-mvestigators will provide AstraZeneca with sufficient, accurate
financial information as requested to allow AstraZeneca to submit complete and accurate
financial certification or disclosure statements to the appropriate regulatory authorities.
Investigators are responsible for providing information on financial interests during the study
and for one year after completion of the study.

A3 Informed Consent Process

¢  The mvestigator or their representative will explain the nature of the study to the
participant and answer all questions regarding the study.

e  Participants must be informed that their participation 1s voluntary, and they are free to
refuse to participate and may withdraw their consent at any time and for any reason
during the study. Participants will be required to sign a statement of informed consent that
meets the requirements of 21 CFR 50, local regulations, ICH gmdelines, privacy and data
protection requirements, where applicable, and the IRB/TEC or study centre.

e  The medical record must include a statement that written informed consent was obtained
before the participant was enrolled in the study and the date the written consent was
obtaimned. The authorised person obtaiming the mformed consent must also sign the ICF.

e If new information requires changes to the ICF, consider 1if participants must be
re-consented and if so, this must be to the most current version of the ICF(s) during their
participation in the study.

e A copy of the ICF(s) must be provided to the participant.

Participants who are rescreened are required to sign a new ICF.

The ICF will contam a separate section that addresses and documents the collection and use of
any mandatory and/or optional Human Biological Samples. The investigator or authorised
designee will explain to each participant the objectives of the analysis to be done on the
samples and any potential future use. Participants will be told that they are free to refuse to
participate i any optional samples or future use, and may withdraw their consent at any time
and for any reason during the retention period.

Ad Data Protection

e  Participants will be assigned a unique identifier by AstraZeneca. Any participant records
or datasets that are transferred to AstraZeneca will contain the identifier only; participant
names or any information which would make the participant identifiable will not be
transferred.
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The participant must be informed that their personal study-related data will be used by
AstraZeneca in accordance with local data protection law. The level of disclosure and use
of their data must also be explamed to the participant in the informed consent.

The participant must be informed that their medical records may be examined by Climical
Quality Assurance auditors or other authorised personnel appointed by AstraZeneca, by
appropniate IRB/IEC members, and by mspectors from regulatory authorities.

The participant must be informed that data will be collected only for the business needs.
We will only collect and use the minimum amount of personal data to support our
business activities and will not make personal data available to anyone (mncluding internal
staff) who 1s not authorised or does not have a business need to know the information.

The participant must be informed that in some cases their data may be pseudonymised.
The General data Protection Regulation (GDPR.) defines pseudonynusation as the
processing of personal data in such a way that the personal data can no longer be
attributed to a specific mdividual without the use of additional information, provided that
such additional information 1s kept separately and protected by technical and
organisational measures to ensure that the personal data are not attrnibuted to an 1dentified
or identifiable natural person.

Personal Data Breaches

A “personal data breach’ means a breach of secunty leading to the accidental or unlawful
destruction, loss, alteration, unauthorised disclosure of, or access to, personal data transmatted,
stored or otherwise processed.

In compliance with applicable laws, the Data Controller for the processing activity where
the personal data breach occurred (AstraZeneca or respectively the site), will notify the
data protection authorities without undue delay within the legal terms provided for such
notification and within the prescribed form and content.

Whilst AstraZeneca has processes in place to deal with personal data breaches it 1s
important that mvestigators that work with AstraZeneca have controls in place to protect
patient data privacy.

The mvestigator should have a process in place to ensure that:

They allow site staff or service providers delegated by the mvestigator/institution to
1dentify the occurrence of a (potential) personal data breaches.

Any (potential) personal data breach 1s promptly reported to AstraZeneca or delegated
party, through the contacts (e-mail address or telephone number) provided by
AstraZeneca.
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AstraZeneca and the site must demonstrate that they:

Have taken all necessary steps to avoid personal data breaches and

Have undertaken measures to prevent such breaches from occurring in the first place and
to mitigate the impact of occurred data breaches (eg, applying encryption, mamntaimng
and keeping systems and IT security measures up-to-date, regular reviews and testing,
regular traming of employees, and developed securnity policies and standards).

Where possible, have developed an mternal data breach reporting and investigation
process and imnternal protocols with gmdance on how to respond swiftly and diligently to
the occurrence of a personal data breach.

Where 1t has not been possible to develop an internal data breach reporting and
mvestigation process, the site follows AstraZeneca’s instructions.

Notification of personal Data Breach to participants:

Notification to participants 15 done by the site for the data breaches that occurred within
the processing activities for which the site 1s the Data Controller and for data breaches
occurred within the processing activities of AstraZeneca as the Data Controller, the
notification 1s done in collaboration with the site and 1s performed by the site and/or
Principal Investigator, acting on behalf of AstraZeneca, so that AstraZeneca has no access
to the identifying personal information of the participants. The site and/or Principal
Investigator shall conduct the notification by contacting the participants using the
mformation that they gave for commmumnication purposes in clinical research.

If a personal data breach occurs in a processor’s systems, engaged by AstraZeneca, the
processor under contractual obligations with AstraZeneca promptly and in due course
after discovering the breach notifies AstraZeneca and provides full cooperation with the
mvestigation. In these cases, to the extent AstraZeneca 1s the Data Controller for the
processing activity where the breach occurred, it will be responsible for the notification to
data protection authorities and, 1f applicable, to participants. If the personal data breach
needs to be notified to the participants, the notification to participants 1s done mn
collaboration with the site and 1s performed by the site and/or Principal Investigator,
acting on behalf of the Sponsor, so that AstraZeneca has no access to the identifying
personal information of the participants.

If a personal data breach mvolving an AstraZeneca's representative device (1e, Study
Momnitor laptop), AstraZeneca representative will provide AstraZeneca with all of the
mformation needed for notification of the breach, without disclosing data that allows
AstraZeneca directly or indirectly to identify the participants. The notification will be
done by AstraZeneca solely with the information provided by the Study Monitor and in
no event with access to information that could entail a nsk of re-1identification of the
participants. If the data breach must be notified to the data subjects, the notification will
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be done directly by the Study Monitor in collaboration with the site and/or Pnincipal
Investigator, acting on behalf of the Sponsor, so that AstraZeneca has no access to the
1dentifying personal information of the participants. The contract between AstraZeneca
and the Study Momitor shall expressly specify these conditions.

e  The confract between the site and AstraZeneca for performing the clinical research
mcludes the provisions and rules regarding who 1s responsible for coordinating and
directing the actions in relation to the breaches and performing the mandatory
notifications to authonties and participants, where applicable.

AS Committees Structure

A DMC will be set up for this study in accordance with the AstraZeneca charter for data
review committees.

The safety of all AstraZeneca clinical studies 1s closely monitored on an ongoing basis by
AstraZeneca representatives i consultation with Patient Safety. Issues 1dentified will be
addressed; for instance, this could involve amendments to the protocol and letters to
mvestigators.

Aéb6 Dissemination of Clinical Study Data

Any results both technical and lay summaries for this trial, will be submutted to EU CTIS within
a year from global End of Trial Date 1n all participating countries, due to scientific reasons, as
otherwise statistical analysis 1s not relevant.

A description of this clinical study will be available on www astrazenecaclimicaltrials com
[http://www.climicaltrials gov] and https://euclimcaltrials ew/ as will the summary of the main
study results when they are available. The climcal study and/or summary of main study results
may also be available on other websites according to the regulations of the countries m which
the main study 1s conducted. Describe sponsor -specific policy on provision of study results.

A7 Data Quality Assurance

e  All participant data relating to the study will be recorded on eCRF unless transnutted to
AstraZeneca or designee electromcally (eg, laboratory data). The investigator 1s
responsible for verifying that data entries are accurate and correct by electronically
sigming the eCRF.

e  The mvestigator must mamtam accurate documentation (source data) that supports the
mnformation entered in the eCRF.

e  The mvestigator must permut study-related momitoring, audits, IRB/TEC review, and
regulatory agency mspections and provide direct access to source data documents.

e  Momnitoring details describing strategy, including defimition of study-critical data items
and processes (eg, risk-based imitiatives in operations and quality such as Risk
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Management and Mitigation Strategies and Analytical Risk-based Monitoring), methods,
responsibilities and requirements, including handling of non-comphance 1ssues and
monitormg techniques (central, remote, or on-site monitoring) are mcluded in the
Monitoring Plan

e AstraZeneca or designee 1s responsible for medical oversight throughout the conduct of
the study which includes climical reviews of study data mn accordance with the currently
approved protocol. Monitoring details describing clinical reviews of study data from a
medical perspective are included in more detail in the Medical Oversight Plan

e AstraZeneca or designee 1s responsible for the data management of this study including
quality checking of the data.

e AstraZeneca assumes accountability for actions delegated to other individuals (eg,
CROs).

e  Study monitors will perform ongoing source data verification as per the
Momnitoring Plan(s) to confirm that data entered into the eCRF by authonsed site
personnel are accurate, complete, and verifiable from source documents; that the safety
and nights of participants are being protected; and that the study 1s being conducted in
accordance with the currently approved protocol and any other study agreements, ICH
GCP, and all applicable regulatory requirements.

¢ Records and documents, including signed ICFs, pertaining to the conduct of this study
must be retamed by the investigator for 15 years after study completion unless local
regulations or mstitutional policies require a longer retention period. No records may be
destroyed during the retention period without the written approval of the sponsor. No
records may be transferred to another location or party without written notification to the

SpOnsor.

AS Source Documents
e  Source documents provide evidence for the existence of the participant and substantiate
the mtegnity of the data collected. Source documents are filed at the investigator’s site.

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

e Defimition of what constitutes source data and its origin can be found in source data
acknowledgment or monitoring gmdelines.

A9 Study and Site Start and Closure
The study start date 1s the date on which the clinical study will be open for recruitment of
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participants.

The first act of recruatment 15 the first participant screened and mcluded in the study (1e, who
signed consent) and will be the study start date.

AstraZeneca designee reserves the right to close the study site or termunate the study at any
time for any reason at the sole discretion of AstraZeneca. Study sites will be closed upon study
completion. A study site 1s considered closed when all requured documents and study supplies
have been collected and a study site closure visit has been performed.

The mvestigator may mitiate study site closure at any time, provided there 1s reasonable cause
and sufficient notice 1s given m advance of the mmtended termination.

Reasons for the early closure of a study site by AstraZeneca or the investigator may include
but are not limted to:

e Failure of the mvestigator to comply with the protocol, the requirements of the IRB/TEC
or local health authorities, AstraZeneca’s procedures, or GCP guidelines

e Inadequate recruitment of participants by the investigator
e Discontinuation of further study mtervention development

If the study 1s prematurely termunated or suspended, AstraZeneca shall promptly inform the
mvestigators, the IRBs/IECs, the regulatory authonties, and any CROs used in the study of the
reason for termination or suspension, as specified by the applicable regulatory requirements.
The mvestigator shall promptly inform the participant and should assure appropriate
participant therapy and/or follow-up.

A10 Publication Policy

e  The results of this study may be published or presented at scientific meetings. If this 1s
foreseen, the investigator agrees to submut all manuscripts or abstracts to AstraZeneca
before subnussion. This allows AstraZeneca to protect proprietary information and to
provide comments.

e  AstraZeneca will comply with the requirements for publication of study results. In
accordance with standard editorial and ethical practice, AstraZeneca will generally
support publication of multicentre studies only in their entirety and not as individual site
data. In this case, a coordinating mvestigator will be designated by mutual agreement.

e  Authorship will be determined by mutual agreement and in line with International
Commuttee of Medical Journal Editors authorship requirements.
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All Study Participant Feedback Questionnaire
Not applicable.
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Al12 Clinical Outcome Assessment/Patient-reported Outcome
Questionnaires

Chronic Liver Disease Questionnaire (CLDQ)
Patient Reported Outcome Questionnaire: CLDQ was removed due to copyrights.
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Patient Reported Outcome Questionnaire: CLDQ was removed due to copyrights.
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Patient Reported Outcome Questionnaire: CLDQ was removed due to copyrights.
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Patient Reported Outcome Questionnaire: CLDQ was removed due to copyrights.
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Patient Reported Outcome Questionnaire: CLDQ was removed due to copyrights.
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Patient Reported Outcome Questionnaire: CLDQ was removed due to copyrights.
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Patient Reported Outcome Questionnaire was removed due to copyrights.
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Patient Reported Outcome Questionnaire was removed due to copyrights.
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Patient Reported Outcome Questionnaire was removed due to copyrights.
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Patient Reported Outcome Questionnaire was removed due to copyrights.
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Patient Reported Outcome Questionnaire was removed due to copyrights.
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Patient Reported Outcome Questionnaire was removed due to copyrights.
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Patient Global Impression of Severity - Liver Disease (PGIS - Liver Disease)
Questionnaire
Patient Reported Outcome Questionnaire: PGIS was removed due to copyrights.

CONFIDENTIAL AND PROPRIETARY 109 of 143



Clinical Study Protocol - 3.0 EU AstraZeneca
Zibotentan and Dapagliflozin - D4326C00004

Appendix B AEs: Definitions and Procedures for Recording, Evaluating,
Follow-up, and Reporting

Bl Definition of AEs

An AE 1s the development of any untoward medical occurrence mn a patient or clinical study
participant adnumistered a medicinal product, and which does not necessanly have a causal
relationship with this treatment. An AE can therefore be any unfavourable and unintended sign
(eg, an abnormal laboratory finding), symptom (for example nausea, chest pain), or disease
temporally associated with the use of a medicinal product, whether or not related to the
medicmal product.

The term AE 1s used to include both serious and non-serious AEs and a deterioration of a pre-
existing medical occurrence. An AE may occur at any time, including run-in or washout
peniods, even 1f no study intervention has been adninistered.

B2 Definition of SAEs

An SAE 1s an AE occurring during any study Phase (1e, run-in, treatment, washout,
follow-up), that fulfils one or more of the following criteria:

¢ Results in death.

e Is immediately hfe-threatening.

e Requires in-patient hospitalisation or prolongation of existing hospitalisation.
e Results m persistent or significant disability or incapacity.

e Is a congenital anomaly or birth defect.

e Is an important medical event that may jeopardise the participant or may require medical
treatment to prevent one of the outcomes listed above.

Adverse Events for malignant tumours reported duning a study should generally be assessed
as SAEs. If no other seriousness criteria apply, the ‘Important Medical Event’ criterion should
be used. In certain situations, however, medical judgement on an individual event basis should
be applied to clarify that the malignant tumour event should be assessed and reported as a
non-SAE. For example, if the tumour 1s included as medical history and progression occurs
duning the study, but the progression does not change treatment and/or prognosis of the
malignant tumour, the AE may not fulfil the attributes for being assessed as serious, although
reporting of the progression of the malignant fumour as an AE 1s valid and should occur. Also,
some types of mahignant tumours, which do not spread remotely after a routine treatment that
does not require hospitalisation, may be assessed as non-serious; examples in adults include
Stage 1 basal cell carcinoma and Stage 1A1 cervical cancer removed via cone biopsy.
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Life-threatening

‘Life-threatening” means that the participant was at immediate nisk of death from the AFE as it
occurred, or 1t 15 suspected that use or continued use of the medicinal product would result in
the participant’s death. ‘Life-threatening’ does not mean that had an AE occurred in a more
severe form 1t might have caused death (eg, hepatitis that resolved without hepatic failure).

Hospitalisation

Outpatient treatment in an emergency room 1s not in itself a SAE. although the reasons for it
may be (eg, bronchospasm, laryngeal oedema). Hospital admissions and/or surgical operations
planned before or during a study are not considered AEs if the illness or disease existed before

the participant was enrolled in the study, provided that 1t did not deteriorate in an unexpected
way durmg the study.

Important Medical Event or Medical Treatment

Medical and scientific judgement should be exercised in deciding whether a case 1s serious in
situations where important medical events may not be immediately life-threatening or result in
death, hospitalisation, disability or incapacity but may jeopardise the participant or may
require medical treatment to prevent one or more outcomes listed in the defimtion of serious.
These should usually be considered as serious.

Simply stopping the suspect drug does not mean that 1t 1s an important medical event; medical

Judgement must be used.

e Angioedema not severe enough to require intubation but requiring 1v hydrocortisone
treatment

e  Hepatotoxicity caused by paracetamol (acetaminophen) overdose requiring treatment with
N--acetylcysteme

e Intensive treatment in an emergency room or at home for allergic bronchospasm

¢ Blood dyscrasias (eg, neutropemia or anaemuia requiring blood transfusion, etc) or
convulsions that do not result in hospitalisation

¢ Development of drug dependency or drug abuse

Intensity Rating Scale:

e Mild (awareness of sign or symptom, but easily tolerated)

s Moderate (discomfort sufficient to cause interference with normal activities)
e  Severe (mcapacitating, with inability to perform normal activities)

It 15 important to distinguish between serious and severe AEs. Severity 1s a measure of
mtensity whereas seriousness 1s defined by the criteria in Appendix B 2. An AFE of severe
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mtensity need not necessarily be considered serious. For example, nausea that persists for
several hours may be considered severe nausea, but not an SAE unless it meets the criteria
shown in Appendix B 2. On the other hand, a stroke that results in only a imited degree of
disability may be considered a muld stroke but would be an SAE when 1t satisfies the criteria

shown in Appendix B 2.

B3 A Guide to Interpreting the Causality Question

When assessing causality consider the following factors when deciding 1f there 1s a
‘reasonable possibility’ that an AE may have been caused by the medicinal product.

e Time Course. Exposure to suspect drug. Has the participant received the suspect drug?
Did the AE occur 1n a reasonable temporal relationship to the administration of the
suspect drug?

e  Consistency with known drug profile. Was the AE consistent with the previous
knowledge of the suspect drug (pharmacology and toxicology) or drugs of the same
pharmacological class? Or could the AE be anticipated from 1ts pharmacological
properties?

e De-challenge experience. Did the AE resolve or improve on stopping or reducing the dose
of the suspect drug?

e No alternative cause. The AE cannot be reasonably explained by another aetiology such
as the underlying disease, other drugs, other host, or environmental factors.

e Re-challenge experience. Did the AE reoccur if the suspected drug was reintroduced after
having been stopped? AstraZeneca would not normally recommend or support a
re-challenge.

e Laboratory tests. A specific laboratory mvestigation (if performed) has confirmed the
relationship.

In difficult cases, other factors could be considered such as:

e Is this a recognised feature of overdose of the drug?
e Is there a known mechanism?

Causalhity of ‘related’ 1s made 1f following a review of the relevant data, there 1s evidence for a
‘reasonable possibility’ of a causal relationship for the individual case. The expression
‘reasonable possibility’ of a causal relationship 1s meant to convey, in general, that there are
facts (evidence) or arguments to suggest a causal relationship.

The causality assessment 15 performed based on the available data including enough
mformation to make an informed judgment. With no available facts or arpuments to suggest a
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causal relationship, the event(s) will be assessed as ‘not related’.

Causal relationship in cases where the DUS has deteniorated due to lack of effect should be
classified as “no reasonable possibility’.

B4 Medication Error, Drug Abuse, and Drug Misuse

Medication Error

For the purposes of this clinical study a medication error 1s an unintended failure or mistake in
the treatment process for an IMP or AstraZeneca NIMP that either causes harm to the
participant or has the potential to cause harm to the participant.

A medication error 1s not lack of efficacy of the drug, but rather a human or process related
fatlure while the drug 1s in control of the study site staff or participant.

Medication error includes situations where an error:

¢  Occurred
e Was identified and mtercepted before the participant recerved the drug
e  Dd not occur, but circumstances were recogmised that could have led to an error

Examples of events to be reported in chinical studies as medication errors:

¢ Drg name confusion

e  Dispensing error, eg, medication prepared incorrectly, even if it was not actually given to
the participant

¢  Drug not adnunistered as indicated, eg, wrong route or wrong site of adnimstration

e Drg not taken as mndicated, eg, tablet dissolved in water when 1t should be taken as a
sohid tablet

e Drg not stored as mstructed, eg, kept in the refridgerator when it should be at room
temperature

¢ Wrong participant recerved the medication (excluding IRT/RTSM errors)
e  Wrong drug admimstered to participant (excluding IRT/RTSM errors)

Examples of events that do not require reporting as medication errors in clinical studies:

e  Errors related to or resulting from IRT/RTSM - including those which led to one of the
above listed events that would otherwise have been a medication error

e Participant accidentally missed drug dose(s), eg, forgot to take medication
e  Accidental overdose (will be captured as an overdose)
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e Participant failed to return unused medication or empty packaging

Medication errors are not regarded as AEs but AEs may occur as a consequence of the
medication error.

Drug Abuse

For the purpose of this study, drug abuse 1s defined as the persistent or sporadic mntentional,
non-therapeutic excessive use of IMP or AstraZeneca NIMP for a perceived reward or desired
nontherapeutic effect.

Any events of drug abuse, with or without associated AEs, are to be captured and forwarded to
the Data Entry Site (DES) using the Drug Abuse Report Form. This form should be used both
if the drug abuse happened in a study participant or if the drug abuse mvolves a person not
enrolled m the study (such as a relative of the study participant).

Examples of drug abuse mclude but are not limited to:

e  The drug 1s used with the intent of getting a perceived reward (by the study participant or
a person not enrolled in the study)

e  The drug in the form of a tablet 1s crushed and injected or snorted with the mtent of
getting high

Drug Misuse

Drug mususe 1s the intentional and mappropriate use (by a study participant) of IMP or
AstraZeneca NIMP for medicinal purposes outside of the authorised product mformation, or
for unauthorised IMPs or AstraZeneca NIMPs, outside the intended use as specified in the
protocol and includes deliberate administration of the product by the wrong route.

Events of drug misuse, with or without associated AEs, are to be captured and forwarded to
the DES using the Drug Misuse Report Form. This form should be used both if the drug
misuse happened in a study participant or if the drug misuse regards a person not enrolled in
the study (such as a relative of the study participant).

Examples of drug misuse include but are not limited to:

e  The drug 1s used with the intention to cause an effect in another person
e  The drug 1s sold to other people for recreational purposes

e  The drug 1s used to facilitate assault in another person

e  The drug 1s deliberately adnunistered by the wrong route
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e  The drug 1s split in half because it 1s easier to swallow, when 1t 15 stated in the protocol
that 1t must be swallowed whole

e  Only half the dose 15 taken because the study participant feels that he/she 1s feeling better
when not taking the whole dose

¢ Someone who 1s not enrolled in the study intentionally takes the drug
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Appendix C Handling of Human Biological Samples

C1 Chain of Custody
A full chain of custody 1s maimntained for all samples throughout their ifecycle.

The mvestigator keeps full traceability of collected biological samples from the participants
while in storage at the centre until shipment or disposal (where appropnate) and records
relevant processing information related to the samples whulst at the site.

The sample recerver keeps full traceability of the samples while in storage and during use until
used or disposed of or until further shipment, and keeps record of receipt of arrival and
onward shipment or disposal.

AstraZeneca or delegated representatives will keep oversight of the entire life cycle through
mternal procedures, monitoring of study sites, auditing or process checks, and contractual
requirements of external laboratory providers

Samples retained for further use will be stored in the AstraZeneca-assigned biobanks or other
sample archive facilities and will be tracked by the appropnate AstraZeneca team for the
remainder of the sample life cycle.

C2 Withdrawal of Informed Consent for Donated Biological Samples

AstraZeneca ensures that biological samples are returned to the source or destroyed at the end
of a specified period as described in the informed consent.

If a participant withdraws consent to the use of donated biological samples, the samples wall
be disposed of/destroyed/repatriated, and the action documented. If samples are already
analysed, AstraZeneca 1s not obliged to destroy the results of this research.

Following withdrawal of consent for biological samples, further study participation should be
considered in relation to the withdrawal processes outlined in the informed consent.

The mvestigator:

e  Ensures the participant’s withdrawal of informed consent to the use of donated samples 1s
highlighted immediately to AstraZeneca or delegate.

e  Ensures that relevant human biological samples from that participant, if stored at the
study site, are immediately 1dentified, disposed of as appropnate, and the action
documented.

e  Ensures that the participant and AstraZeneca are informed about the sample disposal.

AstraZeneca ensures the orgamisation(s) holding the samples 1s/are informed about the
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withdrawn consent immediately and that samples are disposed of or repatriated as appropnate,
and the action 1s documented, and study site 1s notified.

Cc3 International Air Transport Association Guidance Document 62
edition
LABELLING AND SHIPMENT OF BIOHAZARD SAMPLES

The International Air Transport Association (IATA)
(https://www.iata.org/whatwedo/cargo/dgr/Pages/download.aspx) classifies infectious
substances mto 3 categornies: Category A, Category B, or Exempt

Category A Infectious Substances are infectious substances m a form that, when exposure to
it occurs, 1s capable of causing permanent disability, life-threatening or fatal disease in
otherwise healthy humans or ammals.

Category A Pathogens are, eg, Ebola, Lassa fever virus. Infectious substances meeting these
criteria which cause disease in humans or both in humans and amimals must be assigned to
UN 2814. Infectious substances which cause disease only mn ammals must be assigned to

UN 2900.

Category B Infectious Substances are infectious substances that do not meet the criteria for
mclusion in Category A. Category B pathogens are, eg, Hepatitis A, C, D, and E viruses. They
are assigned the followimg UN number and proper shipping name:

e UN 3373 — Biological Substance, Category B
e  Are to be packed in accordance with UN 3373 and IATA 650

Exempt Substances are substances which do not contain infectious substances, or substances
which are unlikely to cause disease in humans or amimals, are not subject to these regulations
unless they meet the criteria for inclusion n another class.

e  Chmeal study samples will fall into Category B or exempt under IATA regulations.

e  Chmeal study samples will routinely be packed and transported at ambient temperature in
IATA 650 comphant packaging
(https://www 1ata org/contentassets/b08040al38dc4442a41066e6fb99fe2a/dgr-62-en-
pi650.pdf).

¢ Biological samples transported in dry ice require additional dangerous goods specification
for the dry ice content.
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Appendix D Optional Genomics Initiative Sample
D1 Use/Analysis of DNA

e  AstraZeneca mtends to collect and store DNA and blood derivatives (such as plasma and
serum) for genomic and comprehensive omics characterisation research (such as protein,
nucleotides and other entities i circulation), which may include metabolomic, proteomic
and lipidomic analysis, to explore how genomic and time-point omics variations may
affect clinical parameters, risk and prognosis of diseases, and the response to medicinal
product.

e This genomic and multi-omics research may lead to better understanding of diseases,
better diagnosis of diseases or other improvements in health care, and to the discovery of
new diagnostics, treatments, or medications. Therefore, where local regulations and
IRB/IEC allow, a blood sample will be collected for DNA and multi-omics analysis from
consenting participants.

e  This optional genomic and multi-omics research may consist of the analysis of the
structure of the participant’s DNA, 1e, the entire genome.

e  The results of these genetic analyses may be reported in a separate study summary.

e  AstraZeneca will store the DNA samples 1n a secure storage space with adequate
measures to protect confidentiality.

D2 Multi-omics Research Plan and Procedures

Selection of Multi-omics Research Population

All participants will be asked to participate in this genomic and multi-omics research.
Participation 1s voluntary and if a participant declines to participate there will be no penalty or
loss of benefit. The participant will not be excluded from any aspect of the main study.
Inclusion Criteria

For mclusion in this genonue and multi-omics research, participants must fulfil all of the
mclusion criteria described in the main body of the protocol and: Provide informed consent
for the Genonucs Imtiative sampling and analyses.

Exclusion Criteria

Exclusion from this genomic and multi-omics research may be for any of the exclusion
criteria specified in the main study or any of the following:

¢ Previous allogeneic bone marrow transplant
e Non-leukocyte depleted whole blood transfusion m 120 days of genetic sample collection
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Withdrawal of Consent for Multi-omics Research

Participants may withdraw from this genomic and multi-omucs research at any time,
mdependent of any decision concerning participation in other aspects of the mam study.
Voluntary withdrawal will not prejudice further treatment. Procedures for withdrawal are
outhined in Section 7.2 of the mam protocol.

Collection of Samples for Multi-omics Research

The blood sample for this genomuc and multi-omics research will be obtained from the
participants at Visit 2 randonusation. Although DNA 1s stable, early sample collection 1s
preferred to avoid mtroducing bias through excluding participants who may withdraw due
to an AE. If for any reason the sample 1s not drawn at Visit 2, it may be taken at any visit
until the last study visit. Only one sample should be collected per participant for genetics
research during the study.

Coding and Storage of DNA Samples and Multi-omics Samples

The processes adopted for the coding and storage of samples for genomic and multi-
omics analysis are important to maintain participant confidentiality. Samples will be
stored for a maximum of 15 years from the date of last subject last visit, after which they
will be destroyed. DNA and blood derivatives are a finite resource that will be used up
during analyses. Samples will be stored and used until no further analyses are possible or
the maximmum storage time has been reached.

An additional second code will be assigned to the samples erther before or at the time of
sample processing, replacing the information on the sample tube. Thereafter, the sample
will be identifiable only by the second, umque number. This number 1s used to identify
the sample and corresponding data at the AstraZeneca genetics laboratonies, or at the
designated orgamisation. No personal details identifying the individual will be available to
any person (AstraZeneca employee or designated organisations working with the DNA or
blood denivatives).

The link between the participant enrolment/randomisation code and the second number
will be maintained and stored in a secure environment, with restricted access at
AstraZeneca or designated organisations. The link will be used to identify the relevant
samples for analysis, facilitate correlation of genotypic, or multi-omics results with
clhinical data, allow regulatory audit, and permit tracing of samples for destruction in the
case of withdrawal of consent.
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Ethical and Regulatory Requirements

The principles for ethical and regulatory requirements for the study, including this
genomics and multi-omics research component, are outlined n Appendix A_

Informed Consent

The genomic component of this study are optional and the participant may participate in
other components of the main study without participating in this genetic component. To
participate in the genomic and multi-omics component of the study the participant must
sign and date both the consent form for the main study and the optional genetic research
mformation ICF. Copies of both signed and dated consent forms must be given to the
participant and the oniginals filed at the study centre. The Principal Investigator(s) 1s
responsible for ensuring that consent 1s given freely, and that the participant understands
that they may freely withdraw from the genetic aspect of the study at any time.

Participant Data Protection

AstraZeneca will not provide individual sequencing, genotype, or multi-omics results to
participants, any msurance company, any employer, therr fanuly members, or general
physician unless required to do so by law.

Extra precautions are taken to preserve confidentiality and prevent genomic and multi-
omics data bemg linked to the identity of the participant. In exceptional circumstances,
however, certain individuals might see both the genetic data and the personal identifiers
of a participant. For example, in the case of a medical emergency, an AstraZeneca
Physician or an investigator might know a participant’s identity and also have access to
his or her genomic data. Regulatory authorities may requure access to the relevant files,
though the participant’s medical information and the genomic files would remain
physically separate.

Data management

Data will be reported separately from the CSE_

Any genomic or multi-omics data generated in this study will be stored at a secure system
at AstraZeneca and/or designated orgamisations to analyse the samples.
AstraZeneca and 1ts designated organisations may share summary results (such as genetic
differences from groups of individuals with a disease) from this genetic and multi-omics
research with other researchers, such as hospitals, academic organisations, or drug- or
health-related companies. Tlis can be done by placing the results in scientific databases,
where they can be combined with the results of simular studies to learn even more about
health and disease. The researchers can only use this information for health-related
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research purposes. Researchers may see summary results, but they will not be able to see
mdividual participant data or any personal identifiers.

e Some or all of the climical datasets from the maimn study may be merged with the genetic
data 1n a suitable secure environment separate from the climical database.
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Appendix E Actions Required in Cases of Increases in Liver Biochemistry
and Evaluation of Hy’s Law

E1l Introduction

This appendix describes the process to be followed in order to identify and appropniately
report Potential Hy’s Law (PHL) cases and Hy’s Law cases as defined in this study involving
patients with curhosis. It 15 not intended to be a comprehensive guide to the management of
elevated liver biochenustnies. Given the participant population, and the likely prevalence of
abnormal and fluctuating LFTs, the criteria used to determine whether a case meets PHL and
HL reporting criteria are [ to this [l and defined below.

Specific gpuidance on managing liver anomalies can be found in Section 7.1.2 Management of
Treatment-emergent abnormalities in LFTs.

Durning the course of the study the investigator will remain vigilant for increases i hver
biochenustry. The mvestigator 1s responsible for determiming whether a participant meets
potential PHL criteria at any point during the study.

All sources of laboratory data are appropnate for the determunation of PHL and Hy’s Law
events; this includes samples taken at scheduled study visits and other visits including central
and all local laboratory evaluations even if collected outside of the study visits; for example,
PHL criteria could be met by an elevated ALT from a central laboratory AND/OR. elevated
TBL from a local laboratory.

The mvestigator will also review AE data (for example, for AEs that may indicate elevations
m liver biochenustry) for possible PHL events.

The mvestigator participates, together with AstraZeneca clinical project representatives, in
review and assessment of cases meeting PHL criteria to agree whether Hy’s Law criteria are

met. Hy’s Law criteria are met if there 1s no alternative explanation for the elevations in hiver
biochenustry other than DILI caused by the study intervention.

The mvestigator 1s responsible for recording data pertaiming to PHL/Hy’s Law cases and for
reporting SAEs and AEs according to the outcome of the review and assessment mn line with

standard safety reporting processes.
E2 Definitions

Potential Hy’s Law
Elevation m LFTs or relevant clinical manifestations defined in Section E 3 flowcharts that

lead to hold of the study mtervention to assess the cause of these changes.
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Hy’s Law
Elevation m LFTs or relevant climical manifestations defined in the flowcharts in Section E 3

that lead to hold of the study intervention and when there no other reason, other than the study
mtervention, can be found to explain the combination of such mncreases in LFTs.
E3 Identification of Potential Hy’s Law Cases

In order to identify cases of PHL it 1s important to perform a comprehensive review of

laboratory data for any participant who meets any of the fn]_lc-win_:
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Management guidelines for participants with_ at baseline, and normal haseline_ at

baseline)
_ and above- T (whichever comes first) AND there
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N - o< ] e
OR OR
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OR OR
py s v | | Pz R - SN - SR
T * judged to be clinically significant by the investigator

N . assess for including disease
" under study. or possibility o ;

as a cause of changes in_ or_} may be permitted after mlfﬁcient-
. and after discussion befween the investigator and the medical monimr_- will generally require an
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Management guidelines for participants with_ at baseline, with either normal or abnormal baseline

_ami-} ur-._ whichever comes first; or. * post-baseline un—ireamjmt- values
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change and not meeting any

Due to variability in- patients with meeting requirement for hold of study dmg based solely on
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back to * baseline, and after discussion between the investigator and the medical monitor. - will generally require an
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Central Laboratories Being Used:
When a participant meets any of the PHL identification criteria, the central laboratory will
immediately send an alert to the investigator (also sent to AstraZeneca representative).

The mvestigator will also remain vigilant for any laboratory reports where the PHL
identification criteria are met, where this 1s the case the investigator will:

e Request a repeat of the test (new blood draw) by the central laboratory without delay.

e Complete the appropriate unscheduled laboratory eCRF module(s) with the original
laboratory test result.

When the 1dentification criteria are met from central or local laboratory results the investigator
will without delay:

¢  Deternune whether the participant meets PHL critenia (see Section E 2 for definition and
Section E 3) by reviewing laboratory reports from all previous visits (including both
central and local laboratory results).

Local Laboratories Being Used:

The mvestigator will without delay review each new laboratory report and if the identification
criteria are met will:

¢  Determine whether the participant meets PHL cniteria (see Section E 2 for defimition and
Section E 3) by reviewing laboratory reports from all previous visits.
e  Promptly enter the laboratory data into the laboratory eCRF.

E 4 Follow-up

E 4.1 Potential Hy’s Law Criteria not met
If the participant does not meet PHL criteria the imnvestigator will:

e Perform follow-up on subsequent laboratory results according to the gmidance provided in
the protocol.

E42 Potential Hy’s Law Criteria met
If the participant does meet PHL criteria the investigator will:

e  Notify the AstraZeneca representative who will then inform the central study team
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e  Within 1 day of PHL criteria being met, the investigator will report the case as an SAE of
PHL; serious criteria “Important medical event™ and causality assessment “yes/related”
according to protocol process for SAE reporting.

e For participants that met PHL criteria prior to starting study intervention, the investigator
1s not required to submit a PHL. SAE unless there is a significant change* in the
participant’s condition.

e  The study physician contacts the mvestigator, to provide gmidance, discuss and agree an
approach for the study participants’ follow-up (including any further laboratory testing)
and the continuous review of data.

e  Subsequent to this contact the investigator will:

—  Monitor the participant until liver biochemistry parameters and appropnate clinical
symptoms and signs refurn to normal or baseline levels, or as long as medically
mdicated. Completes follow-up SAE Form as required.

— Investigate the aetiology of the event and perform diagnostic investigations as
discussed with the study physician.
— Complete the three Liver eCRF Modules as information becomes available.

*A “significant” change in the participant’s condition refers to a clinically relevant change in
any of the individual liver biochemistry parameters in 1solation or in combination, or a
clhimically relevant change in associated symptoms. The determination of whether there has
been a significant change from before starting study intervention will be at the discretion of
the mvestigator, this may be in consultation with the study physician if there 1s any
uncertainty.

ES Review and Assessment of Potential Hy’s Law Cases

The mstructions in this section should be followed for all cases where PHL criteria are met.

As soon as possible after the biochenustry abnormality was imitially detected, the study
physician contacts the investigator in order to review available data and agree on whether
there 1s an alternative explanation for meeting PHL cniteria other than DILI caused by the
study intervention, to ensure timely analysis and reporting to health authorities within

15 calendar days from date PHL criteria was met.

According to the outcome of the review and assessment, the investigator will follow the
mstructions below.

VWhere there is an agreed alternative explanation for the LFT elevations or climcally
relevant mamfestation of sigmficant changes in hepatic function, a determination of whether
the alternative explanation 1s an AE will be made and subsequently whether the AE meets the
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criteria for a SAE:

e If the alternative explanation 1s not an AE, record the alternative explanation on the
appropnate eCRF.

e If the alternative explanation 1s an AE/SAE: update the previously submutted PHL SAE
and AE eCRFs accordingly with the new information (reassessing event term; causality
and seriousness criteria) following the AstraZeneca standard processes.

If 1t 15 agreed that there 15 no explanation for the LFT elevations or clinically relevant
manifestation of sigmificant changes i hepatic function, other than the study intervention:

e Send updated SAE (report term ‘Hy’s Law’) according to AstraZeneca standard
processes.
—  The “Medically Important™ serious criterion should be used if no other serious
criteria apply.
—  As there 15 no alternative explanation for the Hy’s Law case, a causality
assessment of “related” should be assigned.

If, there 1s an unavoidable delay, of over 15 calendar days in obtaiming the information
necessary to assess whether or not the case meets the cniteria for Hy’s Law, then 1t 15 assumed
that there 1s no alternative explanation until such time as an informed decision can be made:

e  Provides any further update to the previously submutted SAE of PHL, (report term now
‘Hy’s Law case’) ensuring causality assessment 1s related to study intervention and
seriousness criteria 1s medically important, according to protocol process for SAE
reporting.

e Continue follow-up and review according to agreed plan. Once the necessary
supplementary information 1s obtamed, repeat the review and assessment to determune
whether Hy’s Law criteria are still met. Update the previously submitted PHL. SAE report
following protocol process for SAE reporting, according to the outcome of the review and
amending the reported term if an alternative explanation for the liver biochenustry
elevations 1s determuned.

E 6 Actions Required for Repeat Episodes of Potential Hy’s Law

This section 1s applicable when a participant meets PHL criteria on study intervention and has
already met PHL criteria at a previous on study mtervention visit, where assessment of the
underlying cause of PHL was considered to be unlikely to relate to the study intervention (see
Section E 5). Re-challenges (where a causal relationship of the study intervention could not be
excluded) are not pernutted.
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The requirement to conduct follow-up, review and assessment of a repeat occurrence(s) of
PHL 1s based on the nature of the alternative cause 1dentified for the previous occurrence.

The mvestigator should determime the cause for the previous occurrence of PHL criteria bemg
met and answer the following question:

Was the alternative cause for the previous occurrence of PHL criteria being met found to be
the disease under study?

If No: follow the process described in Section E 4.2 for reporting PHL as an SAE.

If Yes: determine if there has been a significant change in the participant’s condition®
compared with when PHL criteria were previously met.

If there 1s no significant change no action 1s required.

If there is a significant change® follow the process described in Section E 4 2 for reporting
PHL as an SAE.

# A “significant’ change in the participant’s condition refers to a clinically relevant change in
any of the individual liver biochemistry parameters in 1solation or in combination, or a
clhimically relevant change in associated symptoms. The determination of whether there has
been a significant change will be at the discretion of the investigator, in consultation with the
study physician.
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E7 Laboratory Tests

Hy’s Law Lab Kit for Central Laboratories

Additional standard chemistry and coagulation GGT

tests LDH
Prothrombin time
INER

Viral hepatitis IgM anti-HAV
HBsAg

IgM and IgG anti-HBc
HBV DNA®

IgG anti-HCV

HCV RNAY

IgM anti- HEV

HEV RNA

Other viral infections IgM and IgG anti-CMWV

IgM and [gG anti-HSV

IgG anti-HSV, and HSV 1/2 IgM testing or HSV
1/2 PCR testing®

IgM and [gG anti-EBV

Alcoholic hepatitis CD-transfernin

Autoimmune hepatitis ANA
Anti-LEM Ab
ASMA Ab

Metabolic diseases Alpha-1-antitrypsin
Cemuloplasmin

Iron

Ferritin

Transferrin

Transfernn saturation

ANA = antimiclear antibody; ASMA Ab = anti-smooth mmscle; CD-transferrin = carbohydrate-deficient-
transferrin; CMV = cytomegalovirus; DNA = deoxyribonucleic acid; FBV = Epstein-Barr virus;

GGT = gamma-glutamyl transferase; HAV = hepatitis A virus; HBe = haemoglobin C; HBsAg = hepatitis B
surface anfigen; HBV = hepatitis B virus; HCV = hepatitis C virus; HEV = hepatitis E virus; HSV = herpes
simplex virus; IgG = immunoglobulin G; IgM = immmnoglobulin M; INE. = International Normalised Ratio;
LDH = lactate dehydrogenase; LEM = liver/kidney microsomal; PCR = polymerase chain reaction;

FNA = ribonucleic acid.

a) HBV DNA is only recommended when IgG anti-HBc is positive.

b) HCV RNA is only recommended when IgG anti-HCV is positive or inconclusive.

c) HSV 1/2 IgM testing or HSV 1/2 PCR. testing depending on region.

CONFIDENTIAL AND PROPRIETARY 131 of 143



Clinical Study Protocol - 3.0 EU AstraZeneca

Zibotentan and Dapagliflozin - D4326C00004

ES References

Aithal et al 2011

Aithal GP, Watkins PB, Andrade RJ, Larrey D, Molokhia M, Takikawa H, Hunt CM, et al.
Case definition and phenotype standardization in drug-induced liver injury. Clin Pharmacol
Ther. 2011; 89(6)-806-15.

FDA Guidance for Industry, July 2009

FDA Gumadance for Industry (1ssued July 2009) ‘Drug-induced liver injury: Premarketing
clhinical evaluation’. Available from; https://www fda gov/regulatory-information/search-fda-
guidance-documents/drug-induced-liver-injury-premarketing-clinical-evaluation.

CONFIDENTIAL AND PROPRIETARY 132 0f 143



Clinical Study Protocol - 3.0 EU AstraZeneca
Zibotentan and Dapagliflozin - D4326C00004

Appendix F Protocol Amendment History

The Protocol Amendment Summary of Changes Table for the current amendment 1s located
directly before the Table of Contents.

CSP Version 2.0 EU (EEA regional modification) 16 May-2024

This modification i1s considered to be substantial based on the criteria set forth in Article 10(a)
of Directive 2001/20/EC of the European Parliament and the Council of the EU and in the EU
Chinical Trial Regulation Article 2, 2 (13).

Overall Rationale for the Modification:

The CSP was modified for use in EU/EEA countries in response to the condition imposed as
part of the approval of 2023-506893-11, received from the Reporting Member State,
requesting removal of ‘legally authorised representative’ text from the informed consent
process wording. In addition, minor corrections, additions, deletions, and clanfications (none
of which sigmificantly impact the safety or physical/mental integnity of participants nor the
scientific value of the study) have been made to align with the global CSP version 2.0 that has
been produced in parallel with this regional amendment.

Summary of Changes:
List of Substantial Modifications

Section Number and Description of Change Brief Rationale
Name
Appendix A3 Informed Statement in bold regarding legally To address a regulatory agency
Consent Process authorised representative removed request surrounding removal of
from 3 places in this section- ‘legally authorised representative’
“_participant or their legally text from the informed consent
authorised representative. process wording

List of Non-Substantial Modifications

Section Number and Description of Change Brief Rationale
Name
Summary of Changes Table | Section updated to reflect the changes To give details of changes made to
made to CSP v1.0 (EEA regional the previous version of the FEA
modification) to produce v2.0. regional modification
1.1 Synopsis, 3 Objectives In Objectives and Endpoints table, To provide clarification

and Endpoints AEST offill” edited to[RIINIIEEN

1.1 Synopsis, 3 Objectives In Objectives and Endpoints table To provide clanification for Japan
and Endpoints footnote, statement added about Japan

one loop-diuretic equivalent.
1.1 Synopsis Objectives and Endpoints table Footnote not applicable to this table.
footnote b removed.
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Section Number and Description of Change Brief Rationale
Name
1.1 Synopsis, 4.1 Overall Regarding the signs and measures of To provide clarification
Design 5.1 Inclusion CSPH, the text was edited to
Criteria “_presence of gastro-oesophageal
varices at endoscopy or collaterals at
imaging (either one within 12 months
prior to screening), and,-’or-
(at time of screening).”. The
new wording is slightly different in
Section 5.1 but conveys the same
meaning.
1.1 Synopsis, 4.1 Overall Unnecessary/confising wording To simplify and clanfy text
Design around not taking smdy intervention
during the 2-week follow-up period
was removed and the following
additional wording in bold was added
.2 weeks after their planned last dose
of study mntervention (planned last
dose is at Visit 6)".
1.1 Synopsis Chan and Zhang 1999 reference added. | To provide a reference for the quoted
statistical information.
1.3 Schedule of Activities, | Multiple minor updates made to Table Multiple minor updates to correct
8.2 Efficacy Assessments, 1: CSP section cross-references incorrect information or to clanfy.
8221 corrected in some instances (as well as
N in footnote k); cardiac MRI removed
8.3 4 Echocardiogram as an option - only ECHO will be used

(affects Section 8.3 4 also); “Efficacy
assessments’ changed to “Key
assessments” (affects Section 8.2 also);
eGFR calculation and MELD score
calculation rows switched around due
to different CSP section cross
references; additional cross added for
HbAle Visit 5; footnote g

timing modified to
“or at least 3 hours’ from “or 3 fo 4
hours™ (affects Section 8.2 2.1 also)
and reference to an overnight fast
removed; footnote o removed (if urine
test is positive, participant should
undergo confirmatory serum test”) and
subsequent footnotes renumbered; new
footnote p updated to specify “digital’
ECGs and “predose” ECGs; new
footnote q visit corrected from Visit 1
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Section Number and
Name

Description of Change

Brief Rationale

to Visit 2; footnotes 1 and s added

(relating to not eating a large meal
before measurement collection (1), and
clarifying that eGFR1 is at every visit

and eGFR2 at Visits 2, 5, and 6 (s).

3 Objectives and Endpoints

Table 3: Endpoint of exploratory
objective relating t
efc, was
edited; “Evaluation of changes in
blood and urine biomarkers across time
from baseline to Week 67 edited to
remove reference to urine biomarkers.

Urine biomarkers will not be used
for this objective

3 Objectives and Endpoints

Exploratory PRO endpoint “Patient
Global Impression of Severity — Liver
Disease severity level” added to PRO

endpoints list.

Endpoint previously omitted from
table in error.

5.2 Exclusion Criteria

Criterion 32 edited to add the words in
bold: “Implanted cardiac electronic
device such as pacemaker or
implantable cardioverter
defibrillator™

Additional details added for clarity

5.3.1 Meals and Dietary
Restrictions

Revised text in bold was added: “Study
intervention should be taken between
approximately 08:00 to 10:00 each
morning. If study intervention 1s not
taken before noon (12:00 pm), it is
recommended to take the next dose in
the morning the next day. On the day
of randomisation, study intervention
can be taken after noon, without
affecting the next day’s dose. On the
days o RN 2<scssments.
measurements will be performed at
the fimepoints specified in the SoA
(Table 1) after an over-night fast or
at least 3 hours after a meal.

Additionally, for Visit 6,

should be

performed = 3 hours after study
intervention is given ™

6.9.1 Prohibited
Medications

For practical purposes, due to the
mmber of activities on the day of
randomisation (applies to dosing
timing). and to provide clarification
regardin [
assessment fiming versus dosing and
feeding.

- removed as a prohibited

medication in Table 5.

1s not absorbed so does
not need to be prohibited

7.1 Discontinuation of
Study Intervention

‘Recurrent encephalopathy” was edited
to “Owvert encephalopathy”

Correction of previous text
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Section Number and Description of Change Brief Rationale
Name
7.1.2 Management of Text in bold was added: “The DITI To provide clarification
Treatment-emergent algorithms account for of the
Abnormalities in LFTs value (defined as the of
during the
visit values).™
7.2 Participant Second bullet removed: “At the time of Bullet considered unnecessary
Disconfinuation/Withdrawal discontinuing from the study, if the
from the Study participant has not been discontinued
from the study infervention, see
Section 7.27
7.3 Lost to Follow-up Final bullet amended from “Should the Correction of previous text
parficipant confimie to be unreachable,
the participant will be considered
withdrawn from study™ to “Should
the participant confinue to be
unreachable, the participant will be
considered lost to follow-up™
8.2 Efficacy and “There are no efficacy assessments in To align with the objectives and
Exploratory Assessments this study™ was added. The second clarify that there are no efficacy
sentence was updated to say “key and assessments
exploratory endpoints’.
8222 Serum Analysis of Typographical errors comrected in To correct typographical errors and
Creatinine and Cystatin C | eGFE1 and eGFR2 fornmlae, plus the to place text in more appropriate
(eGFR) following text was added at the end of location
this section “Based on the SoA. eGFE1
calculations will be at every visit,
while eGFR2 calculations will be at
Visits 2, 5 and 67 and removed from
Section 822 3.
8.2 2 3 Laboratory The following text was added to bullet To add clarification
Assessments for 2: “If bilirubin INE_ and/or creatinine
Exploratory Analyses values are less than 1.0, the value is set
as 107
8.2 2 3 Laboratory “Blood and urine samples” changed to Urine samples will not be used
Assessments for “Blood samples™ throughout this
Exploratory Analyses section
8.2 2 3 Laboratory The following text was removed: The statement was incorrect; only
Assessments for “Note: Exploratory analyses laboratory PE data would be unblinding
Exploratory Analyses results could be considered potentially
unblinding and results for these
exploratory assessments will not be
made available to the study team until
after the Last Subject Last Visit.”
8.2 2 4 Patient-reported Entire subsection moved from 8.3.63 The subsection was incorrectly
Outcomes to become 822 4 included under safety assessments
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Section Number and Description of Change Brief Rationale
Name
8.2 2 4 Patient-reported Text in bold added: “PRO To provide clarification of timing
Outcomes questionnaires should be completed
before any other study procedures
during Visit 6, to avoid bias when
responding fo questions™
3.4 Adverse Events, SAFs, Text in bold added: “Adverse events To provide additional detail of the
and Other Safety Reporting | will be reported by the parficipant (or, Teporting process
when appropriate, by a caregiver,
surrogate, or the participant’s legally
authorised representative); these must
then be assessed by the investigator
and if considered an AE it will be
reported by the investigator.
9.1 Statistical Hypotheses | The following text in bold was added: To clarify that no formal statistical
“As this is an early-phase safety hypothesis testing or multiplicity
study, no formal stafistical hypothesis | adjustment will be performed due to
tests or multiplicity adjustment will this being an early-phase safety
be performed.” study
9.1 Statistical Hypotheses | The following text was removed: “The | The analyses are described in more
analyses will be descriptive using an detail in Section 9.4 and this brief
estimation approach. sentence in 9 2 could have resulted
in misunderstanding of the planned
analyses.
9.4 2 Eey Endpoints Text edited from “All intercurrent To better align with safety endpoint
events will be handled by a while-on- analysis
treatment strategy. Treatment
discontimiations due to any reason

(including terminal events, such as
death) are regarded as intercurrent
events. Post-intercurrent event
measurements for the components of
the composite endpoints will not be
included in the efficacy analysis™ to
“The non-termuinal infercurrent events
{eg, treatment disconfimations due to
any reason. use of prohibited
medication) will be handled by a
treatment policy strategy. For terminal
mtercurrent events (ie, death), a
while-alive strategy will be applied ™.

0431 Adverse Events Text edited as AFs leading to AFs leading to withdrawal from
withdrawal from study will not be study are no longer provided as
included in the overview of AFs and company standard, and regarding
separate AF tables for timing of events separate AF tables for timing of
will not be provided events, this was a correction
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Section Number and Description of Change Brief Rationale
Name
9432 Vital Signs Text edited as details of the definition Correction of previous text
of clinically significant vital signs will
not be provided in the SAP
0.4 3 3 Laboratory Text edited as details of the definition Correction of previous text
Assessments of clinically significant laboratory
assessments will not be provided in the
SAP
0.4 4 3 Exploratory PRO New “Exploratory PRO Endpoints’ Subsection was missing previously
Endpoints subsection added
0 4 4 4 Other Exploratory This section used to be 944 1 and There are no efficacy endpoints in
Endpoints entitled “Exploratory Efficacy this study
Endpoints’, but was moved to become
0.4 4 4 so that the title could be
changed to “Other Exploratory
Endpoints’
0 4 4 4 Other Exploratory Bold text added (and incorrect text To provide clarification, including
Endpoints regarding urine biomarkers removed): the fact that urine biomarkers will
“Percentage and absohite change in not be used
- and/or assessed
using at Week 6,
change in eGFR. at Week 1, Week 6,
and evaluation of changes in blood
biomarkers across time course of the
study will be analysed according to
ireatment group™
9 4 4 4 Exploratory Section deleted details are now
added to Section 9441
[section deleted]
Appendix Al Text edits to comply with recent CSP To comply with new CSP template
template changes, inchiding details of and reporting requirements.
SUSAR reporting requirements and
reporting in the case of a serious
breach
A4 Data Protection Personal data breaches text added To comply with new CSP template
and data-protection requirements.
A6 Dissemination of Websites on which the clinical study Duie to an update to the CSP
Clinical Study Data description will be available was edited template
D2 Multi-omics Research Title and section content edited from Duie to an update to the CSP
Plan and Procedures ‘genomics’ to multi-omics” throughout template
Appendix F Appendix added to keep a record of the To capture the history of EEA
edits that were made to produce the regional modifications to the global
previous EEA regional modification CSP
(v1.0) from the global CSP v1.0.
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Section Number and Description of Change Brief Rationale
Name
11 References Chan and Zhang 1999 added and all Reference originally missing and
references ordered alphabetically reference list not in alphabetical
order

CSP version 1.0 EU (EEA regional modification) 06-March-2024

This modification to the global CSP version 1.0 was considered to be non-substantial based on
the criteria set forth 1n Article 10(a) of Directive 2001/20/EC of the European Parliament and
the Council of the EU and in the EU Clinical Trial Regulation Arficle 2, 2 (13) because it
neither significantly impacted the safety or physical/mental integrity of participants nor the
scientific value of the study.

Overall Rationale for the Amendment:

This amendment to the global CSP version 1.0 focused on updates and clarifications in
response to EU CTR. comments. The key updates consisted of clanifying that statistical
analyses applied to comparing all treatment groups, including the placebo group, and
expanding the exclusion criterion about ongoing allergy/hypersensitivity to include the
excipients of the listed products. Additionally, information on SUSAR reporting was added to
the section on the reporting of SAEs.

Summary of Changes:
List of Non-Substantial Modifications

Section Description of Change Brief Rationale
Number and
Name
1.1 Synopsis Updated text to reflect changes made in the To be consistent with the body of the CSP
body of the CSP
5.2 Exclusion Added “or any of the excipients of the To clarnify that any excipients of the
Criteria (#28) products™ to the exclusion criterion on products are included in the exclusion
history or ongoing allergy/hypersensitivity criterion in response to EUJ CTR. comments
8.4 8 Reporting | Added statement regarding the Sponsor To add information in response to EU CTR
of SAFs complying with European Clinical Trials comments
Regulation (EU) No 536/2014 for reporting
all SUSARs
9.1 Statistical Clarified that formal statistical hypothesis To add justification for not performing
Hypotheses testing or multiplicity adjustment will not be | nmltiplicity adjustment in response to EU
performed due to this being an early phase CTR comments
safefy study
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monotherapy™ from the text discussing the
calculation of 0% CIs using the Clopper-
Pearson method

Added “for pairwise comparisons between
treatment groups™ to text describing the
analysis using MMREM methodology

Section Description of Change Brief Rationale
Number and
Name
9472 Key Deleted “zibotentan/dapagliflozin To clarify that analysis methods apply to
Endpoints combination and corresponding zibotentan comparing all treatment groups, including

the placebo group
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