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List of Modifications
Section Number and Description of Change Brief Rationale

Name

1.1 Synopsis and

Objectives and Endpoints were reorganized

Reorganization made to comply with

Surveillance and
Management of Serum
Potassium Levels

3 Study Objectives together in tabular form. The secondary AstraZeneca template guidelines. Endpoints

and Endpoints objectives for [ SIIEEGGEEGE - < were moved to secondary in accordance
BSI vere moved to be ST with the sample size reanalysis.

1.1 Synopsis, Updated instructions on hyperkalemia Information added at the request of the

4.2 Summary of Study | management DSMB.

Design; 8.4.6 Safety

1.1 Synopsis,

1.3 Schedule of
Activities, 6.3 Dose
Titration

Updated information regarding up-titration and
down-titration assessment

Information added at the request of the
DSMB.

S :odpoints

1.1 Synopsis Per-protocol study population was removed. For consistency with internal statistical
9.3 Population for standards.
Analysis
1.1 Synopsis Text wag added (underlined): For consistency with internal statistical
9.4.2.1 Primary An mixed-model-for repeated measures standards.
Endpoint fMMRM) will be used to perform this analysis.

The analysis will include fixed effects for

treatment, visit, stratification variables (SGLT2

inhibitor use and CKD category), and the

treatment-by-visit interaction, along with a

covariate of the baseline seated SBP value and

the baseline seated SBP by visit interaction.
1.1 Synopsis Text was added (underlined): For consistency with internal statistical
9.4.2.2 The analyses will include fixed effects for standards and alignment with endpoints
Secondary and treatment, visit, stratification variables

(SGLT?2 inhibitor use and CKD category), and
treatment-by-visit interaction, along with a
covariate of the corresponding baseline value
and the baseline by visit interaction.

Text in Section 9.4.2.2 was revised (text deleted

is strikethrough, text added is underlined):
Achicving S -
treatment will be analyzed using logistic
regression with terms for treatment, and-the
baseline SBP value, and stratification variables.

1.1 Synopsis
9.6 Data Monitoring
Committees

Information about the URC was added to the
Synopsis and new Sections 9.6 and 9.7.5,

Information was added to comply with
AstraZeneca’s CSP template guidelines.
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Section Number and Description of Change Brief Rationale
Name

9.7.5 Committees [nformation about the Data and Safety

Structure Monitoring Board (DSMB) was added to

Sections 9.6 and 9.7.5.

4.1.1.3 Follow-Up
Period

Information about the DSMB was removed from
Section 3.1.1.3 Follow-Up Period of Version 3
protocol

Information not needed in the section
describing the follow-up period; DSMB
information was moved to the new
Sections 9.6 and 9.7.6.

4.3 End-of-Study
Definition

Clarified definition of the end of study according
to EU and FDA requirements.

For consistency and alignment in terms of
posting study results

5.3 Lifestyle
Considerations

Section heading added. Information was added
here from Section 5.6.2 “Restricted Medications
and/or Procedures™

Section heading was added to comply with
AstraZeneca’s CSP template guidelines.

5.4 Screen Failures

New heading added and template definition of
screen failure was added.

Section heading was added to comply with
AstraZeneca’s CSP template guidelines.

6.1 Treatment Groups

Added the number of tablets administered

For clarification of dosing

6.2.1 Formulation and
Packaging

Revisions were made as follows (text underlined
is new; text deleted is strikethrough)

. One pack consists o
or one-week
supplies of run-in drug. At Visit 2, patients
will be provided with 2-week supplies of
single-blind CIN-107 placebo run-in drug.
. One pack consists o
for one-week
supplies of double-blind study drug.

The packaging information has been
updated to reflect a new pack design where

N

previous stocks.

6.6 Treatment of
Overdose

New heading and template text indicating what
the investigator should do in case of an overdose
was added.

Section heading and template text was
added to comply with AstraZeneca’s CSP
template guidelines,

6.7.1 Excluded

Information moved from original Appendix D

Revision made to comply with

Medications and/or (in v3.0) “Excluded Medications™ to this section. | AstraZeneca’s CSP template guidelines.
Procedures

7 The following revisions were made: All revisions were made to comply with
DISCONTINUATION | «  New heading added AstraZeneca’s CSP template guidelines and
OF STUDY DRUG . Original Section 6.4 (in v3.0) “Early structure.

AND PATIENT Termination Visit and Withdrawal

DISCONTINUATION Procedures™ was moved here (now

/WITHDRAWAL Section 7.2).

. Original Section 4.3 (in v3.0) “Withdrawal
Criteria” was moved here (now Section 7.3
“Patient Discontinuation/Withdrawal
Criteria”)

. New Section 7.4 Lost to Follow-up was
added.

8.1 Administrative and
General/Baseline
Procedures

New heading added. The original (v3.0)

Sections 6.1 “Informed Consent”, 6.2 “Screening
Period”, and 6.3 “Double-Blind Treatment
Period” are now under Section 8.1.

All revisions were made to comply with
AstraZeneca’s CSP template guidelines and
structure.
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Section Number and
Name

Description of Change

Brief Rationale

Drug Misuse, and
Product Complain

s 5 I

Updated section to include sample disposal
timeline.

Addition to comply with AstraZeneca’s
CSP template guidelines and structure.

. SIS
cCl ]

Tables with SIS to be collected from
blood and urine was moved from the original
Appendix B “clinical Laboratory Analytes” to
this section (now Tables 7 and 8)

Reorganization to comply with
AstraZeneca’s CSP template guidelines and
structure.

s SRR
cCl ]

Text was revised (text deleted is strikethrough,
text added is underlined):

Blood samples for [SISIE ~i! b
stored at Cineinnati-Children s-Hospital
Discover Together Biobank the AstraZeneca
Biobank or designated organization (Cincinnati
Children’s Hospital Discover Together

Biobank).

Revisions were made to allow flexibility as

S = be stored or analyzed at

AstraZeneca or other designated
organizations.

8.7.1 Collection,
Storage, and
Destruction of

AZ’s sample retention recommendation for

EE I - - dc (ic

maximum of 15 years from the date of last
subject last visit, after which they will be
destroyed.)

Clarification — template text added to
comply with AstraZeneca’s CSP template
guidelines

9.2 Sample Size
Determination

Text was revised (text deleted is strikethrough,
text added is underlined):

The sample size for the study was is-planned to
adequately power the study for the primary
endpoint and first 2 secondary efficacy
endpoints. Assuming an early withdrawal rate of
8% and a common SD of 11 mmHg, with 300
randomized patients (randomization ratio of
1:1:1; 100 patients in the low dosing strategy,
high dosing strategy, or placebo group), the
study would have 95.7% power to detecta 6
mmHg difference in change from baseline in
SBP between a CIN-107 dosing strategy group
versus the placebo group at Week 26 and 98.9%
power to detect a difference between the pooled
CIN-107 group and the placebo group using a
2-sided significance level of 0.05.

Based on sponsor recalculation of sample size,
the protocol is being amended to stop further
enrollment of patients once 90% power is
reached for the primary endpoint. The
decision was made in the absence of sponsor
review of unblinded interim results.
Randomization of eligible patients from the
pool of patients in screening or run-in after
stopping new enrcllments will be permitted,
resulting in approximately 174 patients
randomized (randomization ratio of 1:1:1
with approximately 58 patients each in the
low dosing strategy, high dosing strategy, or
placebo group), sufficient for 90% power for

Updated sample size and power for early
stop to the study
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9.4.2.2 Secondary and

SR :ncooins

Section Number and Description of Change Brief Rationale
Name
the primary endpoint assuming a treatment
difference of 6 mmHg and a SD of 11 mmHg.
9.4.2.1 Primary Updated intercurrent event strategies; original Relationship of discontinuation to study
Endpoint Section 10.2.1.1 was moved under this heading drug is not collected

Section revised to align with new order of
endpoints; original Section 10.2.1.2 was moved
under this heading

Update to reflect change in order of
endpoints

9.7.6 Dissemination of
Clinical Study Data

Section added with updated information about
timelines for submission of trial results
summaries to EU CTIS

Added section to comply with
AstraZeneca’s CSP template requirements.
Update required to comply with EU CTR

9.8.1 Data Quality

Section added with updated information about

Added section to comply with

Assurance retention timelines of records and documents to AstraZeneca’s CSP template requirements.
[25 years after study archiving or as required by | Retention timelines update required to
local regulations] comply with EU CTR and global company

requircment

Appendix A Added detailed Drug Abuse and Drug Misuse Update required due to CT-3" Regulation

Medication Error, definition and examples and corporate safety CAPA

Drug Abuse, and Drug

Misuse

References Duplicate references were removed: Duprez Duplicated

2007, Funder 2009, and Sato and Saruta 2004

AE = adverse event; ANCOVA = analysis of covariance; CAPA = Corrective Action and Preventive Action; CKD = chronic
kidney disease; CSP = clinical study protocol; [SjSIEEGzGS . Ds VB = Data and Safety Monitoring Board;
EDC = electronic data capture; EU CTIS = European Union Clinical Trials Information System; EU CTR = European Union
Clinical Trial Register; FDA = Food and Drug Administration; MMRM = mixed-model for repeated measures;
B -\ - scrious adversc ovent; SBP = systolic blood pressure;
SGLT2 = sodium-glucose cotransporter 2; [SiSI GGG URC = Unblinded Review Committee
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Abbreviation or special Explanation
term
FDA Food and Drug Administration
FSH Follicle-stimulating hormone
GCP Good clinical practice
GFR Glomerular filtration rate
HBsAg Hepatitis B surface antigen
HIV Human immunodeficiency virus
HCV Hepatitis C virus
1B Investigator’s Brochure
ICH International Council for Harmonisation
ICF Informed consent form
IRB(s) Institutional review board(s)
IRT Interactive response technology
ITT Intent-to-treat

MAD Multiple-ascending dose

MATE Multidrug and toxin extrusion

MedDRA Medical Dictionary for Regulatory Activities
MMRM Mixed-model for repeated measures

mITT Modified Intent-to-Treat

Mineralocorticoid receptor

Mineralocorticoid receptor agonist

i:°

NOAEL No-observed-adverse-effect level

PCI Percutaneous coronary intervention

Pharmacodynamic(s)

Pharmacokinetic(s)

o= e~
’Slx..c

Once daily
QTc Corrected QT interval
QTcF QT interval corrected using Fridericia’s formula
RAAS Renin-angiotensin-aldosterone system
RNA Ribonucleic acid
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Abbreviation or special Explanation
term

SAD Single-ascending dose

SAE(s) Serious adverse event(s)

SAP Statistical analysis plan

SBP Systolic blood pressure

SD Standard deviation

SGLT2 Sodium-glucose cotransporter 2

SUSAR Suspected unexpected serious adverse reaction
TEAE(s) Treatment-emergent adverse eveni(s)

CCl_| ce. ]

uHTN Uncontrolled hypertension

ULN Upper limit of normal

URC Unblinded Review Committee

WHO World Health Organization

CONFIDENTIAL AND PROPRIETARY 17 of 113



Clinical Stody Protocol - 4.0 AstraZeneca
Baxdrostat [CIN-107] - D6972C00001 |7 August 2023

1 PROTOCOL SUMMARY

1.1 Synopsis
Protocol Title:

A Randomized, Double-blind, Placebo-controlled, Multicenter, Parallel-group, Dose Ranging
Study to Evaluate CIN-107 for the Treatment of Patients With Uncontrolled Hypertension and
Chronic Kidney Disease

Protocol Number:
D6972C00001

Original Protocol Number:
FigHtn-CKD CIN-107-123

Regulatory Agency Identifier Number(s):
NCTO05432167

Rationale:

Inappropriate high levels of aldosterone in patients with chronic kidney disease (CKD) have
been suggested to contribute to CKD-associated hypertension by prornb'ting inflammation,
oxidative stress, fibrosis, mesangial cell proliferation, and podocyte injury. The blockade of
aldosterone thereby represents a potential means to reduce blood pressure (BP) as well as to
mitigate end-organ damage.

CIN-107 is a highly potent, selective, and competitive inhibitor of aldosterone synthase and
may be a novel treatment to provide added benefit for CKD patients when given in
combination with an angiotensin-converting enzyme inhibitor (ACEi)/angiotensin receptor
blocker (ARB) and/or other antihypertensive agents to reduce BP and improve renal function.

Patients with CKD have a higher propensity to develop hyperkalemia resulting from taking
antihypertension agents that can produce increases in serum potassium. Study CIN-107-123
aims to characterize the safety, tolerability, and effectiveness of CIN-107 using dose titration
to mitigate potential adverse effects including hyperkalemia.

Objectives and Endpoints:
The objectives and endpoints for this clinical study are presented in the Table 1.
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Table 1 Study Objectives and Endpoints
Objectives Endpoints
Primary *

To evaluate the treatment effect of CIN-107 on
SBP compared to placebo at Week 26 in patients
with uHTN and CKD

Change in mean seated SBP from baseline to Week 26 in
patients receiving CIN-107 compared to placebo. ®

Secondary *

To evaluate the treatment effect of CIN-107 on
SBP compared to placebo at Week 26 by dosing
strategy

The change from baseline of SBP in CIN-107
compared to placebo at Week 26 in patients assigned
to the high-dose strategy group

The change from baseline of SBP in CIN-107
compared to placebo at Week 26 in patients assigned
to the low-dose strategy group

Safety

To evaluate the safety and tolerability of
CIN-107 from the time of randomization until the
end of the follow-up period in patients with
uHTN and CKD.

. To evaluate TEAES;
*  To evaluate treatment-emergent SAEs

. To evaluate treatment-emergent adverse
events of special interest (AESIs)

»  To evaluate TEAEs leading to premature
discontinuation of study drug;

»  To evaluate treatment-emergent marked
laboratory abnormalities; and

*  To evaluate the change in standing SBP and
DBP (measured pre-dose at the clinical site)
from baseline to EOT (Visit 11); and

*  To evaluate vital signs, standing BP, and
heart rate, physical examinations,
electrocardiography, weight measurement,
and clinical laboratory evaluations,
including standard safety chemistry panel,
hematology, coagulation, and urinalysis.

The incidence of TEAEs
The incidence of TESAEs

The incidence of TEAEs leading to premature
discontinuation of the study drug

The incidence of treatment-emergent AESIs; AESIs
will include the following: hypotension events that
require clinical intervention, abnormal potassium
laboratory values that require clinical intervention,
and abnormal sodium laboratory values that require
clinical intervention.

The incidence of treatment-emergent marked
laboratory abnormalities

Change in serum potassium and sodium levels from
baseline to Week 26 between each dose strength of
CIN-107 compared to placebo

The change in standing SBP and DBP (measured at
the elinical site prior to administration of study drug)
from baseline to Week 26

Vital signs (heart rate, respiratory rate, and body
temperature), mean SBP, mean DBP, orthostatic
vitals (standing BP and heart rate), physical
examinations, ECG, weight measurement, and
clinical laboratory evaluations including standard
safety chemistry panel, hematology, coagulation,
and urinalysis.

To determine the percentage of patients

The percentage of patients achieving

in patients assigned
to the
The percentage of patients achieving. at

To evaluate the change from baseline in [SSfl]

of CIN-107 compared
to placebo at

The change from baseline in

mﬁents assigned to the
of CIN-107

compared to placebo at
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Table 1 Study Objectives and Endpoints

Objectives Endpoints

compared to placebo at

J

To evaluate the change from baseline in-
of CIN-107

»  The percentage of change from baseline in

com
placebo at

CcCl ]
ared to

p

of CIN-107 in patients with uHTN

2

L]

change in

placebo
To

compared to placebo

CIN-107 compared to placebo
*  To evaluate the relationship between change

in SIS o G > SN
of CIN-107 compared to placebo

To evaluate the relationship between the

and CKD

To evaluate the relationship between change
in

d

B

with

of CIN-107 compared to

of CIN-107

ccr 00|
S o CI-107 compared to
placebo at (SIS i~ SSIE i-cluding, but not

limited to, the following:

The relationship between percentage of change in
and

of CIN-107 compared to
placebo at

»  The relationship between change in and
of CIN-107
compared to placebo at

*  The relationship between the change in [SiSIE

of CIN-107
compared to placebo at

Percentage change from baseline in at

I in patients assigned to the

Percentage change from baseline in at

I in patients assigned to the

= Change from baseline in _
. Change from baseline in -
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" The mITT population will be used for the primary analysis of all efficacy endpoints:
i Estimand descriptionand detailed intercurrent event strategies for the primary analysis of the primary
efficacy endpoint are found in Section 9.4.2. | and Table 9, respectively,

AESI(s) = adverse event(s) of special interest; [ NG

BP = blood pressure; DBP = diastolic blood pressure; CKD = chronic kidney disease; [l EGTGG
e ——— ey
_; mITT = modified inteni-lo-treat:

@ ja o |
I - eI S £ = serious adverse

event, SBP = systolic blood pressure; TEAE(s) = treatment-emergent adverse evets(s): TESAE(s) = treatment-

emergent serious adverse event(s); [ EIIEGTGTGNGEGEGEGEE: 1 1 = uncontrolled

hypertension

Overall Design Synopsis:

This is a phase I1, randomized, double-blind, placebe-controlled, multicenter, parallel-group,
dose-ranging study to evaluate the efficacy and safety of CIN-107 for the treatment of
hypertension in patients with uncontrolled hypertension (WHTN) and CKD.

The safety of CIN-107 will be assessed from the time of randomization until the end of the
follow-up period. Patients will be followed for efficacy and adherence throughout the

double-blind treatment period. [ :i:bles
analyzed during the study will include measures of [SRIEGNGNGEGEGEGEGEGEGE - i

relevant precursors. [N V:riables analyzed during the study will include

S of CIN-107.

Safety surveillance will be conducted at specified clinic yisits throughout the study. Serum
potassium, sodium levels and the estimated glomerular filtration rate (eGFR) value will be
measured at the central laboratory at each designated visit. Unscheduled assessments of
potassium or sodium levels or renal function should be completed at the investigator’s
discretion for acute management of the patient (eg, follow-up from elevated central lab
potassium, acute changes in clinical condition, suspected dehydration, etc) as recommended
below:

e For serum potassium of > 5.5 to < 6.0 mEq/L, the patient should present to the clinical
site within 72 hours for repeat testing.

—  If repeat serum potassium is confirmed (by local or central laboratory) to be
> 5.5 mEg/L, study drug should be temporarily interrupted and may not
resume until serum potassium is < 5.0 mEqg/L. If patient’s dose had been
up-titrated, then study drug should be resumed at the lower dose (if the lower
dose is not available, study drug should not be resumed until the lower dose is
available). Afier restart of study drug, serum potassium should be rechecked
within 2 to 7 days.
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— Ifrepeat potassium is < 5.5 mEq/L, study drug dose may continue. If patient’s
dose had been up-titrated, study drug may be down-titrated based on
investigator judgment (if down-titration is indicated as per the investigator’s
judgment but the lower dose is not available, study drug should be interrupted
until the lower dose is available).

e  For serum potassium of > 6.0 mEq/L, study drug should be interrupted and may not
resume until serum potassium is < 5.0 mEqg/L. Potassium should be repeated immediately,
either at the clinical site or another clinical location (eg, emergency department if
considered clinically indicated by investigator). If patient’s dose had been up-titrated,
study drug should be re-started at lower dose (if the lower dose is not available, study
drug should not be resumed until the lower dose is available). After re-start of study drug,
serum potassium should be re-checked within 2 to 7 days.

e Permanently discontinue treatment if a patient experiences a recurrent serum potassium
> 6.0 mEqg/L after a previous event if there was no explanation for the recurring event
other than restarting treatment.

e  For serum sodium of < 130 mEq/L, the patient should present to the clinical site for repeat
testing. The investigator may withhold dosing if sodium is < 125 mEg/L.

e For serum creatinine greater than 1.5 times baseline (creatinine at Visit 3) or a 30%
increase from the previous visit, or an ¢GFR decrease of > 30% from the previous visit,
the patient should suspend study drug dosing and present to the clinical site for repeat
testing.

e  For patients, who have interrupted study drug for any reason, study drug should not be
resumed unless potassium has been confirmed to be < 5.0 mEq/L.

Repeat and unscheduled testing for serum sodium, potassium, or ¢GFR should be measured at
the local laboratory and central laboratory for a faster turn-around time to allow clinical
assessment. Patients will be instructed to bring their study drug to all clinical site visits after
randomization for assessing treatment adherence.

Screening Period including the Mandatory 2-Week Run-in Period

Patients who provide written informed consent at Visit 1 will be assessed for the
Inclusion/Exclusion Criteria.

At Visit 1, site staff will perform a pre-screen dipstick urinalysis to exclude patients whose
albuminuria level registers as showing negative or only trace albuminuria. Historical
albuminuria or proteinuria of > 500 mg/gm from within the past year and entered in the
patient’s medical history can be used in lieu of a dipstick urinalysis for albuminuria. If a
dipstick is performed and registers at levels above trace for albuminuria, the site staff should
proceed to measure BP and vitals, obtain blood samples for eGFR and [SIJJij 2ssessment,
and perform routine safety evaluations. Patients will be provided with materials to obtain
urine via first morning void at their home on 2 consecutive days prior to and on the morning
of Visit 2. Visit 2 can be scheduled between 5 and 15 days after the screening visit when the
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laboratory testing results (based on samples drawn at screening visit) are available for
determining eligibility. At least 4 days prior to Visit 2, site staff will place a reminder call
instructing the patient to obtain the samples on the following 3 consecutive mornings. The
third sample will be collected such that the date of collection and Visit 2 are the same.

At Visit 2, patients will bring the collected [N to the clinical site and site staff will
send the samples to a central laboratory for SN
determination. Site staff will assess inclusion/exclusion criteria, measure BP, obtain vitals, and
assess concomitant medications. Patients will be provided with materials and instructions to
collect [SRM beginning the moming of Day -1 (day prior to the randomization visit).
On Day -3 (+ 1 day), site staff will place a reminder call to the patient to obtain the [SiSI
- such that the date of completion of the 24-hour period and Visit 3 (randomization visit,
Day 1) are the same.

A patient who has consented to participate in the study but does not meet the study
inclusion/exclusion criteria may be rescreened no less than 5 days after the last study visit,
with sponsor and/or medical monitor consultation and approval.

At Visit 2, the patients will be provided with 2-week supplies of single-blind CIN-107 placebo
run-in drug and instructions on lifestyle management, reminders concerning hydration and the
expectation that they will continue their background antihypertensive medications and, if
relevant, sodium-glucose cotransporter 2 (SGLT2) inhibitor.

Upon return of the screening eligibility laboratory results offJiSllilj- patients will be contacted
via telephone to inform them of their eligibility, and if eligible, to begin taking the study drug
once per day and schedule their next visit (Visit 3).

Note: ‘Screened’ means a patient’s or their legally acceptable representative’s agreement to
participate in a clinical study following completion of the informed consent process. Potential
patients who are screened for the purpose of determining eligibility for the study, but are not
randomized/assigned in the study, are considered ‘screen failures’, unless otherwise specified
by the protocol.

Double-Blind Treatment Period

At Visit 3 (randomization visit, Day 1/Week 0), inclusion criteria for systolic blood pressure
(SBP) will be confirmed. Patients who remain eligible will be randomized 1:1:1 into 1 of the
3 treatment groups (baxdrostat low-dosing strategy, baxdrostat high-dosing strategy, or
placebo group). Patients randomized to the low-dose strategy will initially receive a 0.5 mg
dose and patients randomized to the high-dose strategy will initially receive a 2 mg dose.
Randomization will be stratified by SGLT2 inhibitor use, baseline SBP (< 155 mmHg or

> 155 mmHg) and CKD category (¢GFR <45 mL/min/1.73 m? or > 45 mL/min/1.73 m?).
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At Visit 7 (6 weeks after randomization), BP will be measured and a blood sample will be
drawn for serum electrolyte measurements.

At Visits 8 to 10 (Weeks 9 to 22), patients should be taking study drug tablets as prescribed
every day. Vital signs and safety laboratory testing will be measured at clinical visits.

I i1l be drawn during the designated visits.

At Visit 11 (Week 26), patients will take the last study drug dose and complete the required
procedures including return of any unused study drug.

For SSIII. b:sclin¢ is defined as geometric mean of the 3 samples returned at
Visit 2. For BP measurements, baseline is defined as the average of the 3 measurements taken
prior to administration of the first dose of investigational product at Visit 3. Measurements of
efficacy and safety variables recorded prior to the first dose of double-blind study drug
administration will constitute pre-dose measurements.

During clinical site visits, adherence to study drug dosing will be calculated using pill counts.

Pre-dose blood samples for. will be collected at Visit 3 (baseline), Visit 9 (Week 16),

Visit 11 (Week 26), and Visit 12 (Week 28, 2 weeks after the last dose). Pre-dose blood
samples for [RRUI Vil be collected at Visits 9 and 11. If possible, the [N
samples should be drawn at Visit 13 (early termination [ET] visit) if a patient withdraws from

study participation. (SN s2mples will be collected within approximately
15 minutes prior to dosing.

R o B o BRI il b obtained over 24 hours (SR

) (c:cing up to Visit 3 (baseline), Visit 9 (Week 16), Visit 11 (Week 26), and
Visit 12 (Week 28, 2 weeks after the last dose).

ESI il be obtained via first morning void on the 2 consecutive days

leading up to and moring of Visits 2, 9, 11, and 12. The secondary efficacy endpoint
evaluation will take place at the end of treatment (EOT) visit (Visit 11). For visits at which
both SIS 2~ ESI 2r< to be obtained, approximately 10 mL of first void sample
should be collected from the [N pan and transferred to the

container for [SfSjJJJJJ testing before transferring the [SSIIGN to - SSTTEGN

Follow-Up Period

At Visit 12, patients will complete a follow-up visit at 2 weeks = 7 days after the last dose of
the study drug.
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Brief Summary:

The purpose of this study is to compare the efficacy and safety of CIN-107 versus placebo for
the treatment of hypertension in patients with uHTN and CKD. Two tablets per day of
CIN-107 or placebo will be self-administered orally.

Study details include:

e A screening period of up to 5 weeks including a mandatory 2-week run-in period
¢ A double-blind treatment period of 26 weeks
e A follow-up period of 2 weeks

Patients will complete at least 12 visits over a period of approximately 8§ months.

Disclosure Statement:

This is a randomized, double-blind, parallel-group, interventional study with 3 treatment arms
(CIN-107 versus placebo) that are blinded to patients, site staff, and investigators.

Population:

Inclusion Criteria
Patients who meet all of the following criteria will be eligible to participate in the study:

Is an adult male or female patient > 18 years of age.

2  Has a mean seated SBP > 140 mmHg at Screening (Visit 1), Visit 2, and Visit 3.
Note: Patients with mean seated SBP > 130 mmHg may be eligible if diabetic.
Note: Mean seated SBP is defined as the average of 3 seated SBP measurements at any
single clinical site visit.

3 Has a prior diagnosis of mild-to-severe CKD, defined as eGFR (based on the CKD-EPI
equation) of 25 to 75 mL/min/1.73 m?, inclusive, at Visit 1.
Note: To ensure patients with moderate and severe renal impairment will be represented,
the number of patients with an eGFR > 60 and < 75 mL/min/1.73 m? will be capped at 45.

4 Has2fNEISEEEIE i 2t cast 2 out of 3 measurements based on

first [l collected in the morning on consecutive days during the screening period.

5 Is currently taking an ACEi or ARB at the patient’s maximum tolerated daily dose, based
on investigator judgment, for >4 weeks prior to Visit 1.

6  If taking a SGLT2 inhibitor at screening (Visit 1), the regimen must be stable for a period
of at least 8 weeks before Visit 1 and be expected to remain at a stable dose over the study
period.

Note: It is expected that patients not currently taking an SGLT2 inhibitor at screening
(Visit 1) will not mitiate this class of medication during the entire study period.

CONFIDENTIAL AND PROPRIETARY 26 0f 113



Clinical Study Protocol - 4.0 AstraZeneca
Baxdrostat [CIN-107] - D6972C00001 17 August 2023

7

Is willing to be compliant with the contraception and reproductive restrictions of the study
as follows:

— Female patients of childbearing potential (ie, ovulating, premenopausal, and not
surgically sterile) must have a documented negative pregnancy test at Visit 1 and the
randomization visit (Visit 3); and must use a highly effective method of
contraception (ie, < 1% failure rate) from Day 1 through 30 days after the last
administration of study drug.

Note: Acceptable methods of contraception for female patients of childbearing
potential enrolled in the study include the following:

o  Surgical sterilization (tubal ligation)

o Intrauterine device for at least 12 weeks before Visit 1

o Hormonal contraception (oral, implant, injection, ring, or patch) for at least
12 weeks before Visit 1

o  Diaphragm used in combination with spermicide

— Postmenopausal women must have not had menstrual bleeding for at least 1 year
before initial dosing and either be > 60 years or have an elevated follicle-stimulating
hormone (FSH) level > 40 mIU/mL at Visit 1.

Is able and willing to give informed consent for participation in the study.

After the mandatory run-in period of 2 weeks, investigators must confirm the patient’s BP
and- measurements still meet the eligibility criteria.

Exclusion Criteria

Patients who meet any of the following criteria will be excluded from participation in the
study:

1
2

Have a documented diagnosis of type 1 diabetes.

Are not willing or not able to discontinue a mineralocorticoid receptor agonist (MRA) or
a potassium-sparing diuretic as part of an existing antihypertensive regimen.

Note: Patients taking an MRA or a potassium-sparing diuretic (eg, triamterene, amiloride,
etc) as an antihypertensive agent must be willing to discontinue this agent for study
eligibility. The potassium-sparing diuretic may be discontinued and replaced with a non-
potassium-sparing diuretic. All patients who remain on a stable regimen of
antihypertensive agents, including a non-potassium-sparing diuretic, for at least 6 weeks,
will be eligible to enter the single-blind run-in. If the patient discontinues their prior MRA
or potassium-sparing diuretic and/or initiates a new antihypertensive for study eligibility
or has their antihypertensive dose adjusted after Visit 1, they should remain on a stable
regimen of antihypertensive agents for at least 4 weeks and will have an extended
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Statistical Methods:
The following analysis populations are defined for the different types of data analyses:

e Intent-to-treat (ITT) population — All patients randomized into the study. Treatment
classification will be based on the randomized treatment assignment.

e modified Intent-to-treat (mITT) population - The mITT population will include all
patients in the I[TT population who receive at least 1 dose of any study drug. Treatment
classification will be based on the randomized treatment assignment. The mITT
population will be used for the primary analysis of all efficacy endpoints.

e  Safety population — All patients who receive at least one dose of any study drug.
Treatment classification will be based on the actual treatment received. The safety
population will be the primary population used for the safety analyses.

Descriptive statistics (arithmetic mean, standard deviation (SD), median, minimum, and
maximum) will be calculated for quantitative variables as well as for the difference from

baseline, when appropriate. Categorical variables will be summarized using frequencies and
percentages.

Efficacy Analysis

The primary efficacy analysis will compare the mean change in seated SBP from baseline to
Week 26 of pooled CIN-107 and placebo using the mITT population. A mixed-model for
repeated measures (MMRM) will be used to perform this analysis. The analysis will include
fixed effects for treatment, visit, stratification variables (SGLT2 inhibitor use and CKD
category), and the treatment-by-visit interaction, along with a covariate of the baseline seated
SBP value and the baseline seated SBP by visit interaction. An estimate of the treatment
difference in the mean change at Week 26 will be generated, as will a test of the null
hypothesis that the true means are equal at a 2-sided 0.05 level of significance. The least
squares means, standard errors, and 2-sided 95% confidence intervals (Cls) for the true mean
for each treatment group will be provided.

To protect the overall alpha level, the secondary efficacy endpoints will be tested in a
hierarchical manner, each at a 2-sided 0.05 level of significance. Hypothesis testing of
endpoints will proceed in the sequence shown above until a comparison is not statistically
significant. At that point, all remaining sequential tests will be deemed not significant.

S i <oy the change in SEEN and S fron
e — = e
EE R - S i includ- SR

— =
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tre . T" - S
be used with an S

of each dosing strategy of CIN-107 to the placebo group will be provided.

Achicving SN i b. 2naly7<d using SR

Sensitivity analyses may be carried out under secondary estimands and/or various assumptions
for missing data. Full details will be provided in the statistical analysis plan (SAP).

Safety Analysis
The safety population will be the primary population for the safety analysis. All safety
endpoints will be summarized descriptively.

The assessment of safety will be based primarily on the frequency of adverse events (AEs),
clinical laboratory assessments, vital signs, and 12-lead electrocardiograms (ECGs). Other
safety data will be summarized as appropriate.

Adverse events will be coded using the Medical Dictionary for Regulatory Activities
(MedDRA). Treatment-emergent adverse events, defined as those AEs that newly occur or
worsen in severity during the double-blind treatment period, will be summarized by system
organ class and preferred term. A list of patients with serious adverse events (SAEs), AEs of
special interest, and those who withdrawal from the study due to an AE will be provided.

Summary statistics by treatment strategy group at baseline, at each visit, and of changes from
baseline to each visit for laboratory parameters, vital signs, and other safety measurements
will be provided. The occurrence of significant abnormalities in change from baseline of
laboratory values will be summarized by treatment group. Physical examination data will be
listed.
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Sample Size Determination:

The sample size for the study was planned to adequately power the study for the primary
endpoint and first 2 secondary efficacy endpoints. Assuming an early withdrawal rate of 8%
and a common SD of 11 mmHg, with 300 randomized patients (randomization ratio of 1:1:1;
100 patients in the low dosing strategy, high dosing strategy, or placebo group), the study
would have 95.7% power to detect a 6 mmHg difference in change from baseline in SBP
between a CIN-107 dosing strategy group versus the placebo group at Week 26 and 98.9%
power to detect a difference between the pooled CIN-107 group and the placebo group using a
2-sided significance level of 0.05.

Based on sponsor recalculation of sample size, the protocol is being amended to stop further
enrollment of patients once 90% power is reached for the primary endpoint. The decision was
made in the absence of sponsor review of unblinded interim results. Randomization of eligible
patients from the pool of patients in screening or run-in after stopping new enrollments will be
permitted, resulting in approximately 174 patients randomized (randomization ratio of 1:1:1
with approximately 58 patients each in the low dosing strategy, high dosing strategy, or
placebo group), sufficient for 90% power for the primary endpoint assuming a treatment
difference of 6 mmHg and an SD of 11 mmHg.

Sites:
Approximately 100 clinical sites in the United States

1.2 Schema
The clinical study design is shown in Figure | Figure1  Study Design
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Allon ACEi orARB.
stable 24 weeks

eGFR 25-75

SBP 140- 180 mm Hg -
(or 130- 180 mm Hg i diabatic) | Treatment Period

Baseline

|
| Placebo \
1

IScreenlng I I Run-In |’v 1: 1 1, -{LowDoslngStrategy 0. Smg 1 mg

= [ High Dosing Stralegy 2mg-4mg }

_.; e W . e A v el s ey . R -
EOT FU
visit 1 2 34 656 7 8 9 10 1 12
T ; f——i—
Week 5 2 01 34 8 5 16 22 26 28
visit/week 1/5 22 3/0 4/1 S/3 6/a 7/6 89 9/16 10/22 11/26 12/28
BP O [ a a ) N o 11 o O I\ 0
E=El a A A A
Safety H A A A A A & A 49 o A A
A A
a A A 5

ACEi=angiotensin-converting enzyme inhibitor; ARB = angiotensin receptor blocker; SBP = systolic blood
pressure; (IS 10 = cnd of treatment; FU = follow-up;
R = randomiztion: S
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1.3 Schedule of Activities
Table 2 Schedule of Activities
Screening Double-Blind Treatment Period FU | ET
Visit 1 2 3 4 5 6 7 8 9 10 11 12 13
Ril:ln' Rand. EOT
Week -5 -2 1 1 3 4 6 9 16 22 26 28
Day (+ Visit Window) u-)3-519 t;2_24 1 TE3) 21 (328 ET(42(==T7) |63 E 112 (FT) | 154 (=7)| 182 (= 7)196 (= 7]
Informed consent * X
Inclusion/exclusion criteria ° X X X
Demographic information X
Medical/surgical history X
AFEs and SAEs ¢ X >
Prior/concomitant medications © X! »
Height & X
Body weight X X X X X X X X X X X
Vital signs b X X X X X X X X X X X X X
Seated BP | X X X X X X X X X X X X X
Standing BP and heart rate k X X X X X X X X X X X X X
Complete physical examination ! X X X
Limited physical examination ™ X X X X X X X
12-lead ECG *® X X X X X X
Urine dipstick ° X

Urinalysis X X X X X X X X X X X X X

Provide collection

kit (for and X X X X

Ei{t}lsl ect _ collection X X X X

Standard safety chemlstry_, X X X X X X X X X X X X

hematology, and coagulation

Serum potassium (local lab) X! X! X! X! X! X! Xt X! X! X! X!
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Table 2 Schedule of Activities
Screening Double-Blind Treatment Period FU ET
Visit 1 2 3 4 5 6 7 8 9 10 11 12 13
R | Rand. EOT
Week 5 -2 1 1 3 4 6 9 16 22 26 28
Day (& Visit Window) t;3—519 to"'_“l 1|7y |2meEssen|ae e (6 @n|in2 e | 1567)|182 ¢ M9 7

Glycosylated hemoglobin X
HIV, HbsAg, and HCV screen X
Pregnancy test X X X X
FSHY X

¥ X X X

X X X X X X
Randomization via IRT ¥ X
Assessment for potential X
up-titration
Assessp‘nen? for potential X X X X X X
down-titration *
Dispense study drug * X X X X X X X
Administer study drug * X X X X X X X X X
Collect unused study drug X X X X X X X X
Assess treatment adherence © X X X X X X X X
Adherence counseling % X X X X X X X
Provide instructions for next visit X X X X X X X X X X X

ce X

®  Written informed consent must be obtained before any protocol-specific procedures are performed.

Screening laboratory evaluations, if abnormal, may be repeated once no less than 5 days after the last study visit for eligibility purposes before excluding
the patient with sponsor and/or medical monitor consultation and approval.

¢ AtVisit 3, site should confirm Visit 2 results that patient continues to meet inclusion criterion 2 regarding BP, inclusion criterion 3 regarding eGFR, and
inclusion criterion 4 regarding [SiSJJJJ. If these criteria are not met, the patient should not be enrolled in the study.

Clinical sites will record the time of event (hour, minutes) for AEs and SAEs that start at informed consent.

Clinical sites will record the time of concomitant medication administration (hour, minutes) if the medication is initiated and/or stopped on the first
randomized study drug administration visit (Visit 3) or at Visit 11 (EOT).

The investigator or designee will record that the patient is currently taking an ACEi or ARB at the maximum tolerated daily dose for > 4 weeks prior to this
visit.
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Height will be collected at Visit | and will be used to calculate BMI using the weight from this visit, Subsequent BMI calculations will use the same height.
Vital signs and BP will be measured using the standardized procedures listed in Section 8.3.2.

At each visit, seated BP should be measured in triplicate in the designated arm (arm identified to have the higher maan SBP value with |aterality testing at
Visit 1).

Scated BP will be measured in both uppér arms (3 times/arm) using an appropriately sized cuff and monitor provided to the clinical site to deteol possible
laterality differences. The arm with the higher mean SBP value will then be used to take the screening BP measuremients (at least 5 minutes afier
determining laterality) and for all subsequent measurements. The same BP monitor provided 1o the clinical site should be used for all subsequent
measurements. If the lowest and highest SBP measurements are > |5 mmHg apart, additional readings should be performed. The last 3 consecutive,
consistent SBP measurements will be-averaged to determine the final value to be used to assess eligibility at Visit |. If the lowest and highest SBP
measurements are > 20) mmHg apart after a total of 6 measurements, the measurements will not be used to assess snudy eligibility, but measurements may be
reassessed after at least 72 hours. If the lowest and highest SBP values remain > 20 mmHg apart afier 6 measurements at a subsequent assessment, the
patient will be excluded from the study.

After the seated BP is determined, the patient will be asked to stand and after 60 seconds a single standing BP and a single standing heart rate (orthostatic
vitals) measurement will be obtained.

A complete physical examination will consist of general appearance, skin, head, eyes, ears, mouth, oropharynx, neck, heart, lungs, abdonien, extremities,
and neuromuscular system.

A limited physical exam will consist of a minimum of general appearance, skin, heart, lungs, and abdomen.

Perform 12-lead ECG afier the patient has been resting in the supine position for > 10 minutes and after measuring vital signs and BP.

Urine dipstick assessment should be performed at prescreening, Historical albuminuria or proteinuria of > 500 mg/gm from within the past yearand entered
in the patient's medical history can be used in lieu of a dipstick urinalysis for albuminuria. If'a dipstick is performed and is positive for albuminuria, the site
stalf should proceed to perform all Visit 1 evaluations. .

Patients will be provided with [SSUEEEGGEEE 2 Visits . 8, 10. and 11 to obtain [l via first morming void at their home on

3 consegutive days prior to the next scheduled visit. Al least 4 days prior to the next scheduled visit, site staff will place reminder calls instructing the
patient to obtain the samples on the following 3 consecutive marnings. The third sample will be collecied such that the date-of collection and the next
scheduled visit (Visits 2,9, 11, or 12) are (he same:

If one of the following oceurs during the 3-day collection period, the patient will be asked to repeat the SN 2s soon as practical: unusual
physical exercise, menstruation, urinary tract infection, febrile illness, or flu.

Patients will be provided withw collection matenals (for [SEIEEEGEEEEEEE) : Visits 2. 8 10, and 11, Patients will be

instructed to begin collecting starting 24 hours prior to these visils and to bring the entire sample to the clinical site.
A collection can be repeated if the investigator suspects that the sampling is insufficient, and the patient is within the visit window; sites will
aliquot into a transfer tube and send fo the central laboratory.

If indicated, repeat and unscheduled testing for serum potassium should be measured at the local laboratory and the central laboratory for a faster turn-
around time to allow for timely clinical assessment and acute management of the patient, at the investigator’s discretion,

For female patients of childbearing potential (ovulating, premenopausal, and not surgically sterile), serum pregnancy tests will be performed at scresning,
EOT, and ET visits. A POC pregnancy lest will be performed at randomization (Visit 3) to assess eligibility.

FSH levels will be measured only for female patients who are postmenopausal for at least | yearat screening and are not surgically sterile.
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di

Pre-dose blood samples for [SISI +i! be collected within approximately 15 minutes prior to dosing.

Pre-dose blood samples for (SN wi!l be collecied. Samples will be processed following instructions in the lab manual.

Patients who meet all inclusion/exclusion criteria at Visit 3 (randomization visit) will be randomized into the study using an automated [RT system.
Down-titration based on potassium values can occur following up-titration as specified in Section 6.3.

Patients will be assigned study drug kits via IRT,

During clinical site visits beginning at Visit 3, patients will self-administer the study drug at the clinical site 1o be witnessed by site staff after completion of

pre-dose evaluations and laboratory sampling. A hand and mouth check will be performed by site staff. Starting the following morning, patients will self-
administer the study drug by mouth QD at home at approximately the same time each morning.

Site staff will assess treatment adherence based on pill counts.
Instruct patients to take their scheduled merning doses of their ACEi or ARB at home and to hold their dose of study drug on the mormning of their next visit.
Patients must bring their study drug and background ACEi or ARB medications to the clinical site at all visits.

For patients who provide written informed consent to participate in the (ST - b\ocd sample will be collected at any time afier
randomization.

ACEi = angiotensin-converting enzyme inhibitor; AE(s) = adverse eveni(s); ARB =angiotensin receptor blocker; BMI = body mass index; BP = blood pressure;
ECG = electrocardiogram; eGFR = estimated glomerular filiration rate: EOT = End of Treatment; ET = Early Termination; FSH = follicle-stimulaling hormone:
HhsAg = hepatitis B surface antigen; HCV = hepatitis C virus; HIV = human immunodeficiency virus; IRT = interactive response technology; lab = laboratory;

; POC = point of care; QD = once daily; Rand = randomization;

SAE(s) = scrious adverse cvent(s); SBP = systolic blood pressurc; S
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2 INTRODUCTION AND BACKGROUND INFORMATION
2.1 Background

Aldosterone is a hormone that has been implicated in a variety of CV and renal diseases. [t is
the principal mineralocorticoid in humans and is synthesized in the adrenal cortex by the
enzyme aldosterone synthase. Aldosterone is a key component of the RAAS and acts as a
critical regulator of fluid and electrolyte homeostasis through its agonism of the MR. Its effect
on end organs has been shown to occur via its direct interaction with the MR (genomic effect)
in addition to mechanisms independent of that direct interaction (non-genomic or non-receptor
mediated effects) (Duprez 2007, Funder 2009, Sato and Saruta 2004).

One of the challenges that has impacted the development of aldosterone synthase inhibitors
has been the difficulty in selectively inhibiting aldosterone synthase without aftecting the
synthesis of cortisol. The synthesis pathway of cortisol is catalyzed by 11p-hydroxylase
(encoded by the CYP11B1 gene) that shares high sequence similarity with aldosterone
synthase (encoded by the CYP11B2 gene). Undesired mhibition of 11B-hydroxylase leads to
suppression of cortisol levels, compromised stress and immunologic responses. adverse
effects on some metabolic functions, and possibly increased mortality rates (Oclkers 1996,
Wagner et al 1984, Wagner and White 1984, Weldon and Brown 2019).

Baxdrostat (formerly CIN-107 or RO6836191) was acquired from Roche Pharmaceuticals,
Inc. (hereinafter Roche) by CinCor Pharma, Inc. (hereinafter CiniCor), CinCor is a wholly
owned subsidiary of the AstraZeneca group of companies. Baxdrostat is a highly potent,
selective, and competitive inhibitor of human aldosterone synthase (encoded by the CYP11B2
gene). AstraZeneca i1s pursuing further clinical development of the compound. In nonclinical
im-vivo studies (primarily conducted in primates), CIN-107 significantly lowered aldosterone
without affecting cortisol levels over a wide dose range. Using the translational model. the
potency and selectivity of CIN-107 on mineralocorticoid and glucocorticoid synthesis was
assessed following injection of Synacthen (which acts as ACTH) in Cynomolgus monkeys.

CIN-107 S i@ - dosc-dependent manner without NG
I (o occcss overall BRI C1N-107 was tested in [SEEG

2.1.1 Overview of Nonclinical Studies

The potential adverse effects of CIN-107 have been evaluated in standard safety
pharmacology, genotoxicity, repeated-dose toxicity, and reproductive toxicity studies.
Findings in animal models are available in the [B and are brietly summarized below.
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Administration of CIN-107 up to G -
up to B s becn stucied n SR ST
study were (S 2~d/or SSEEGEEEEEEE. v - the exception of
dose-related [SRUNEEG i both scxes, which were noted at all dose levels. In the
EE, 07 - S
]
. Mild, dose responsive (females only), non-adverse NN

B s observed in males administered i mg/kg/day and females
administered. mg/kg/day. Based on these data, the NOAEL for CIN-107 in male rats, is

Y - Duc to the CIN-107 related

unscheduled sacrifice of 2 females administered . mg/kg/day, the NOAEL for CIN-107 in

female rats is lmg/kg/ day which is equivalent to —

(Study RETOX007).

CIN-107 was administered in cynomolgus monkeys up to (SN N0
CIN-107-related clinical pathology changes were noted. CIN-107 related [ EGTGTGTGNG
B icroscopic findings showed evidence of reversibility. Due to

the lack of impact on the health and well-being of animals, the NOAEL is lmgfkg/day for
male and female monkeys or a
(Study RETOX006).

The BREGEGEEEEEEEEEE - ((:cicd in both rats and monkeys. A mechanistic
4-week cynomolgus monkey study demonstrated ([
I " 0z ca changes n - SSEN

I
indicating that they were S

Dose- and exposure-dependent inhibition of aldosterone synthesis was confirmed in acute and
sub chronic monkey models. In cynomolgus monkeys challenged with an injection of ACTH,
CIN-107 blocked aldosterone synthesis without interfering with cortisol levels.

There was no evidence for a mutagenic, clastogenic, or aneugenic potential of CIN-107.

In vitro CV safety was assessed in a human ether a-go-go related gene assay. The

concentration needed for [N v 2s approximately SlEEGGEEE

I fo: the highest anticipated clinical dose of baxdrostat (8 mg QD). This indicated a
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very S of any QT liability. In a modified Irwin test and in a whole-body
plethysmography study in male rats, single oral administrations of CIN-107 up to a dose of
. mg/kg did not induce any adverse effects on the central nervous system or respiratory
function. The NOAEL was censidered fo be [l mg/kg CIN-107 for both studies.

212 Overview of Clinical Studies With CIN-107

2.1.2.1 Clinical Studies in Healthy Subjects

Four clinical pharmacology studies of CIN-107 have been conducted to date in healthy
subjects: a SAD study, a MAD study, a study to characterize the effect of food on the PK and
to bridge the PK of the solution formulation of CIN-107 to the tablet farmulation intended for
future development, and a study to assess the effect of CIN-107 on the PK of the MATE
substrate metformin.

Results of the SAD study which investigated the safety, tolerability, PK. and PD of CIN-107
in healthy male volunteers demonstrated that single oral doses of CIN-107 up to 360 mg were
well tolerated. There were no deaths, SAEs, or dose-hmiting events, and the maximum
tolerated dose observed was at the highest dose tested of 360 mg (Mamey and Brown 2007).

Following oral administration, CIN-107 was S
A S o'i:n
observed ot SSINR. Thercaier, concenrations SN

B O thc niiciparc SR

B (Marmey and Brown 2007).

Single doses of CIN-107 [l
-A R fiect o -5

consistently achieved at a dose of'. mg CIN-107 under the different conditions tested

T
may have occurred based on [SRIIG -

Single oral doses of up to 360 mg CIN-107 did not affect serum electrolyte (chloride,
potassium, sodium, and phosphate) levels, with no difference for subjects on active treatment
versus those on placebo, Urine sodium and the sodium to potassium ratio both increased, with
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the sodium loss in urine greater than the potassium retention. No change in urine creatinine
was apparent.

Results of the MAD study indicate that MADs of CIN-107 up to 5 mg QD for 10 days were
well tolerated by healthy subjects under low salt diet (for CIN-107 2.5 and 5 mg dose groups)
and normal salt diet (for CIN-107 0.5, 1.5, and 2.5 mg dose groups). Specifically, there were
no deaths, SAEs, or TEAEs leading to withdrawal, and there were no clinically significant
changes in ECGs or vital signs. Sl fom the MAD study indicate that

exposure to CIN-107 (as assessed by [SSlIG) is cenerally SRIEGEGEGE -
I - compere 0t obeerve ESEY EER

[ from this study confirmed the ability of CIN-107 to

:>||
w

expected with a

The drug product used in the Phase I SAD and MAD studies was provided as an oral solution.
As areplacement for the oral solution, a tablet formulation was developed and used in the
Phase I relative bioavailability and food effect study (CIN-107-112). The study was conducted
with a 5 mg solution (fasted) and a 5 mg tablet (fed and fasted). Results of the relative
bioavailability assessment indicate that exposure to CIN-107 following administration of the
CIN-107 tablet formulation planned for use in future studies is equivalent to that observed
following administration of the oral solution used in the SAD and MAD studies. Consumption

of a high fat, high calorie meal had EElEEGEEEEEE
I i have 2 small effect on the rate of absorption. [

when CIN-107 was administered with the specified meal as compared to in a [JRENEGzG

The metformin drug-drug interaction study demonstrated that systemic exposure to metformin
1s unchanged when administered with CIN-107. The safety profile of metformin was similar
in the presence and absence of CIN-107. Specifically, there were no deaths, SAEs, or TEAEs
leading to withdrawal and there were no clinically significant changes in ECGs or vital signs.

2.1.2.2 Clinical Study in Patients with Renal Impairment

Of particular relevance to study subjects who will be enrolled in this trial is the investigation
of the PK of CIN-107 in individuals with varying degrees of renal impairment. The PK
profiles of CIN-107 following administration of a single 10 mg dose in individuals with renal
impairment were qualitatively and quantitatively similar to those measured in healthy
subjects. Pairwise comparisons of plasma PK parameters for CIN-107 in the moderate to
severe renal impairment group confirmed the lack of noteworthy effect across groups with
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geometric mean ratios of for Cmax, AUCinf, and AUClast, respectively,
as compared to the control group. to CIN-107 were not observed in the

kidney failure group as compared to the control group with geometric mean ratios [N
B (o Cmax, AUCinf, and AUCIast, respectively. The conclusions of these
studies demonstrated that a single [ RIEGTGNGNGNGGEEEEEEEEEEEEEE
administered to individuals with varying degrees of renal function, including those with
moderate to severe renal impairment or kidney failure (on hemodialysis). There were no
noteworthy increases in systemic exposure or decrease in ¢learance in individuals with
impaired renal function. Dose adjustment of CIN-107 based on renal function was therefore
not considered necessary.

22 Study Rationale

Aldosterone has been implicated in CV and kidney damage by causing inappropriate or
excessive distal tubular reabsorption of sodium from the kidney. This can contribute to the
development of hypertension and end-organ damage (Marney and Brown ). Damage may also
occur in permissive milieu with attendant high sodium intake, in which even normal
concentrations of aldosterone produce BP-independent end organ damage, acting through
inflammatory and profibrotic pathways (Duprez 2007, Funder 2009, Sato and Saruta 2004).
Inappropriately high levels of aldosterone in patients with CKD have been suggested to
contribute to CKD-associated hypertension by promoting inflammation, oxidative stress,
fibrosis, mesangial cell proliferation, and podocyte injury (Gant et al 2017). The blockade of
aldosterone thereby represents a potential means to reduce BP as well as to mitigate end organ
damage (Ritz and Tomaschitz 2014).

In animal studies, aldosterone given chronically induces proteinuria, glomerular mesangial
injury, and tubulointerstitial fibrosis; all of which were prevented by administration of an
MRA (Riboulet 2015), Clinical studies have demonstrated that the incidence of proteinuria or
albuminuria is higher among patients with primary aldosteronism than among patients with
essential hypertension. Among patients with primary aldosteronism, CKD, or diabetic
nephropathy, plasma aldosterone levels are positively correlated with urinary protein excretion
and negatively correlated with GFR.

In addition to hypertension, albuminuria is a major determinant of disease progression, and
both contribute to the key morphologic components of progressive scarring of the kidney:
glomerulosclerosis, interstitial inflammation, fibrosis, and tubular atrophy. A change in
albuminuria has been linked to hypertension and elevated aldosterone levels and consistently
related to the risk of progression to end-stage kidney disease, particularly in patients with high
baseling albuminuria. A change in albuminuria is generally observed earlier than a change in
GFR allowing for earlier detection of the disease. A change in albuminuria over a 6-month
period provides information about longer term risk of progression to end-stage kidney disease
and supports the use of average change in albuminuria as a surrogate endpoint for the
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treatment of CKD, particularly in populations with moderate-to-severe albuminuria (Coresh et
al 2019, Heerspink et al 2019, Levey et al 2015, Levey et al 20).

CIN-107 is a highly potent, selective, and competitive inhibitor of aldosterone synthase and
may be a novel treatment to provide added benefit for CKD patients when given in
combination with an ACEi/ARB and/or other antihypertensive agents to reduce BP and
improve renal function.

Patients with CKD have a higher propensity to develop hyperkalemia resulting from taking
antihypertension agents that can produce increases in serum potassium. Study CIN-107-123
aims to characterize the safety, tolerability, and effectiveness of CIN-107 using dose titration
to mitigate potential adyerse effects (Section 6.3).

2.3 Risk/Benefit Assessments

Taking into account the measures taken to minimize risk to patients participating in this study,
the potential risks identified in association with investigational intervention/procedure are
justified by the anticipated benefits that may be afforded to patients with indication.

2.3.1 Risk Assessment

23.1.1 Risk of Hyperkalemia and Hyponatremia

Aldosterone leads to increased renal reabsorption of sodium and water together with secretion
of potassium, thereby increasing blood volume and BP. Based on clinical data from Phase 2
studies and the mode of action for CIN-107, reduction of circulating aldosterone levels may
lead to natriuresis and subsequently to increased serum potassium and decreased serum
sodium. Hyperkalemia is classified as an important identified risk. Potassium and sodium
levels will be closely monitored in this clinical study.

23.1.2 Risk of Hypovolemia and Orthostatic Hypotension

As a consequence of the urinary sodium loss described above, osmotic water loss can lead to
hypovolemia and consequently to orthostatic hypotension with a corrésponding increase in
heart rate. These events will be followed in this clinical study by measuring body weight,
heart rate, and orthostatic vital signs.

23.13 Risk of Adrenal Effects

While CIN-107 exhibits a highly selective CYP11B2 inhibition, the possibility of CYP11B1
inhibition cannot be excluded in patients with CKD receiving repeated doses of CIN-107 over
multiple weeks. This could result in a reduction in cortisol levels, as seen with very high doses
of CIN-107 in preclinical studies and in clinical studies of the non-selective CYP11B1/B2
inhibitor LCI699 (Andersen et al 2001, Calhoun et al 2011, Karns et al 2013).
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Risk of Sex Hormone-related Adverse Events

Known side effects of MR As including gynecomastia, mastodynia, and abnormal vaginal
bleeding were observed more frequently with spironolactone than with eplerenone.
Occurrence of these events will be monitored in this clinical study. A selective inhibitor of
aldosterone synthase is nevertheless not expected to interfere with sexual hormone pathways
as there is no evidence it could block the sex hormones receptors, as spironolactone does, nor
is there any evidence for a reduction in the synthesis of the sex steroid hormones themselves.

2.3.15 Risk of Allergic Reactions

Patients with known allergies to CIN-107 or its excipients (including placebo) should not

receive CIN-107.

3 STUDY OBJECTIVES AND ENDPOINTS

The objectives and endpoints for this clinical study are presented in Table 3.

Table 3 Study Objectives and Endpoints
Objectives ‘ Endpoints
Primary *

To evaluate the treatment effect of CIN-107 on
SBP compared to placebo at Week 26 in patients
with uHTN and CKD

Change in mean seated SBP from baseline to Week 26 in
patients receiving CIN-107 compared to placebo.

Secondary *

To evaluate the treatment effect of CIN-107 on
SBP compared to placebo at Week 26 by dosing
Strategy

The change from baseline of SBP in CIN-107
compared to placebo-at Week 26 in patients assigned
ta the high-dose strategy group

The change from baseline of SBP in CIN-107
compared (o placebo at Week 26 in palients assigned
ta the low-dose strategy group

Safety

To evaluate the safety and tolerability of

CIN-107 from the time of randomization until the

end of the follow-up period in patients with

uHTN and CKD.

*  Toevaluate TEAES;

*  To evaluate treatment-emergent SAEs

*  To evaluate treatment-emergent AESIs

*  Toevaluate TEAESs leading to premature
discontinuation of study drug;

*  To evaluate treatment-emergent marked
laboratory abnormalities; and

»  To evaluate the change in standing SBP and
DBP (measured pre-dose at the clinical site)
from baseline to EOT (Visit 11); and

The incidence of TEAEs

The incidence of TESAEs

The incidence of TEAES leading to premature
discontinuation of the study drug

The incidence of treatment-emergent AESIs; AESIs
will include the following: hypotension events that
require clinical intervention, abnormal potassium
laboratory values that require clinical intervention,
and abnormal sodium laboratory values that require
clinical intervention.

The incidence of treatment-emergent marked
laboratory abnormalities

Change in serum potassium and sodium levels from
baseline to Week 26 between each dose strength of
CIN-107 compared to placebo
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Table 3 Study Objectives and Endpoints
Objectives Endpoints

+  To evaluate vital signs, standing BP, and
heart rate, physical examinations,
electrocardiography, weight measurement,
and clinical laboratory evaluations,
including standard safety chemistry panel,
hematology, coagulation, and urinalysis.

The change in standing SBP and DBP (measured at
the clinical site prior to administration of study drug)
from baseline to Week 26

Vital signs (heart rate, respiratory rate, and body
temperature), mean SBP, mean DBP, orthostatic
vitals (standing BP and heart rate), physical
examinations, ECG, weight measurement, and
clinical laboratory evaluations including standard
safety chemistry panel, hematology, coagulation,
and urinalysis.

To determine the percentage of patients
achieving

|

The percentage of patients achieving

The percentage of patients achieving

I
H

To evaluate the change from baseline [SiSlJJJj
of CIN-107 compared

to placebo at

The change from baseline in

of CIN-107

compared to placebo at

To evaluate the change from baseline in BBl
of CIN-107

compared to placebo at

The percentage of change from baseline in [l
of CIN-107 compared to

II

placebo at

To evaluate the relationship between change
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Table 3 Study Objectives and Endpoints
Objectives B Endpoints

*  Percentage change frem baseline in
I in patients assigned to the
»  Percentage change from baseline in
I in patienls assigned 10 the
. Change from baseline in -
*  Change from baseline in -

The mITT population will be used for the primary analysis of all efficacy endpoints.

L] Bstimand description and detailed intercurrent event strategies for the primary analysis of the primary
efficacy endpoint are found in Section 9.4.2.1 and Table 9, respectively.

AESI(s) = adverse event(s) of special interest;
BP = blood pressure; DBP = diastolic blood pressure, CKD = chronic kidney disease;
B CG = clectrocardiogram; : EOT = end of
treatment; S 17T - modificd intent-to-treat: SN
.- @ @ @@ @@=
o
EEEEEE s/ & - scious adverse event; SBP = systolic blood pressure; TEAE(s) = treatment-
emergent adverse evets(s); TESAE(s) = treatmeni-ernergent serious adverse event(s); _

B TN - uncontrolled hyperiension

4 STUDY DESCRIPTION

4.1 Study Indication
Treatment of hypertension in patients with uHTN and CKD.

4.2 Summary of Study Design

This is a Phase 11, randomized, double-blind, placebo-controlled, multicenter, parallel-group,
dose-ranging study to evaluate the efficacy and safety of CIN-107 for the treatment of
hypertension in patients with uHTN and CKD.

The safety of CIN-107 will be assessed from the time of randomization until the end of the
follow-up period. Patients will be followed for efficacy and adherence throughout the

double-blind treatment period. EEGNGTITNGNG " yzcd during the
study will include measures of [ SIEGEGEGEE - its rclcvant precursors.
SR /< durin th sudy will ncluc EEN o

CIN-107.
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Repeat and unscheduled testing for serum sodium, potassium, or ¢GFR should be measured at
the local laboratory and central laboratory for a faster turn-around time to allow clinical
assessment. Local laboratory assessments may also be conducted in addition to central
laboratory assessment at any timepoint at the investigator’s discretion. Patients will be
instructed to bring their study drug to all clinical site visits after randomization for assessing
treatment adherence.

4.2.1 Study Visits

Patients will complete at least 12 visits over a period of approximately 8 months.
The study will consist of the following 3 periods and corresponding visits:

e A screening period of 5 weeks (Visits 1 and 2) including a mandatory 2-week run-in
period (beginning at Visit 2 until Visit 3)

o A double-blind treatment period of 26 weeks (Visits 3 through 11)
e A follow-up period of 2 weeks (Visit 12)

4.2.1.1 Screening Period Including the Mandatory 2-Week Run-In Period
Patients who provide written informed consent at Visit 1 will be assessed for the Inclusion/
exclusion criteria.

At Visit 1, site staff will perform a pre-screen dipstick urinalysis to exclude patients who only
have negative or trace albuminuria. Historical albuminuria or proteinuria of> 500 mg/gm
from within the past year and entered in the patient’s medical history can be used in lieu of a
dipstick urinalysis for albuminuria. If a dipstick is performed and registers at levels above
trace for albuminuria, the site staff should proceed to measure BP and vitals, obtain blood
samples for eGFR assessment, and perform routine safety evaluations. Patients will be
provided with materials to obtain urine via first morning void at their home on 2 consecutive
days prior to and on the morning of Visit 2. Visit 2 can be scheduled between 5 and 15 days
after the screening visit when the laboratory testing results (based on samples drawn at
screening visit) are available for determining eligibility. At least 4 days prior to Visit 2, site
staff will place a reminder call instructing the patient to obtain the samples on the following

3 consecutive mornings. The third sample will be collected such that the date of collection and
Visit 2 are the same.

At Visit 2, patients will bring the collected [JRNNEEN to the clinical site and site staff will
send the samples to a central laboratory for [Jll determination. Site staff will assess
inclusion/exclusion criteria, measure BP, obtain vitals, and assess concomitant medications.
Patients will be provided with materials and instructions to collect [SSUNJJl beginning the
morning of Day -1 (day prior to randomization). On Day -3 (& 1 day), site staff will place a
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reminder call to the patient to obtain the (SN such that the date of completion of the
24-hour period and Visit 3 (randomization visit) are the same.

At Visit 3, site should confirm Visit 2 results that patient continues to meet inclusion
criterion 2 regarding BP, inclusion criterion 3 regarding eGFR, and inclusion criterion 4
regarding [l |f these criteria are not met, the patient should not be enrolled in the study.

A patient who has consented to participate in the study but does not meet the study
mclusion/exclusion criteria may be rescreened no less than 5 days after the last study visit,
with sponsor and/or medical monitor consultation and approval.

Al Visit 2, the patients will be provided with 2-week supplies of single-blind CIN-107 placebo
run-in drug and instructions on lifestyle management, reminders concerning hydration, and the
expectation that they will continue their background antihypertensive medications and, if
relevant, SGLT2 inhibitor.

Upon return of the screening eligibility laboratory results o fjfilllil}- patients will be contacted
via telephone to inform them of their eligibility, and if eligible, to begin taking the study drug
once per day and schedule their next visit (Visit 3).

The scheduling of clinical visits during the screening period is illustrated in Figure 2.

rigore? RN

-

<. Lab testing results’,
C— 2to3days
-
-_ " Visit 2 samples
: - |
" " Lab ERll results

2 to 3 days

- 14 to 20 days
> Visit 3

5to 15 days
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Note: This guide can be used to determine visit dates; however, site should confirm that visits are scheduled in
line with the windows provided in the SOA (Table 2).

4.2.1.2 Double-Blind Treatment Period

At Visit 3 (randomization visit, Day 1/Week 0 in Figure 2), inclusion criteria for SBP will be
confirmed. Patients who remain eligible will be randomized 1:1:1 into 1 of the 3 treatment
groups (baxdrostat low-dosing strategy, baxdrostat high-dosing strategy, or placebo group).
Randomization will be stratified by SGLT2 inhibitor use, bascline SBP (< 155 mmHg
or>155 mmHg) and CKD category (eGFR < 45 mL/min/1.73 m’® or > 45 mL/min/1.73 m’%).

At Visit 4 (one week after randomization), all randomized patients will return to the clinic and
a blood sample will be drawn for safety parameter measurements. If electrolyte imbalance or
clinically significant decline in eGFR occurs, the patients must be monitored at the
investigator's discretion for acute management of the patient.

At Visit 5 (3 weeks after randomization), BP will be measured, and a blood sample will be
drawn for safety parameter measurements. The CIN-107 dose level may be up-titrated if the
following criteria have been met:

1  Patient has not achieved SBP < 130 mmHg target.

2 Patient has not experienced hyperkalemia (defined as potassium > 5.0) at any point during
the trial (including screening).

3 Patient has not experienced hyponatremia (defined as sodium < 135) at any point during
the trial (including screening).

4  Patient has not experienced declining in renal function (defined as eGFR decrease of
> 30% from randomization).

If the SBP remains > 130 mmHg and the electrolyte/GFR safety criteria are acceptable, 3 case
scenarios may be encountered:

| A patient on 0.5 mg CIN-107 dos¢ strength until Visit 5 may receive 1 mg CIN-107 dose
strength following Visit 5.

2 A patient on 2 mg CIN-107 dose strength until Visit 5 may receive 4 mg CIN-107 dose
strength following Visit 5.
3 A patient randomized at Visit 3 to placebo will remain on placebo.

Down-titration based on potassium values can occur following up-titration as follows:

= For patients who have been up-titrated at Visit 5, down-titration is permitted if electrolyte
imbalance or declining renal function is a significant risk for the patient (if in the
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Investigator’s judgment down-titration is indicated for a patient who has been up-titrated
at Visit 5, but the lower dose is not available; study drug should be interrupted until the
lower dose is available).

e If Visit 5 potassium value is > 5.0, but patient had been up-titrated at Visit 5, then
subject should be brought back in for an unscheduled visit to down-titrate IMP
immediately.

At Visit 6 (4 weeks after randomization and 1 week after possible dose up-titration), all
patients will return to the clinic, BP will be measured and a blood sample will be drawn for
serum electrolytes and renal function measurements.

At Visit 7 (6 weeks after randomization), BP will be measured and a blood sample will be
drawn for serum electrolyte measurements.

At Visits 8 to 10 (Weeks 9 to 22), patients should be taking study drug tablets as prescribed
every day. Vital signs and safety laboratory testing will be measured at clinical visits.

At Visit 11 (Week 26), patients will take the last study drug dose and complete the required
procedures including return of any unused study drug.

For [l measurements, baseline is defined as geometric mean of the 3 samples returned at
Visit 2. For BP measurements, baseline is defined as the average of the 3 measurements taken
prior to study drug administration at Visit 3. Measurements of efficacy and safety variables
recorded prior to the first dose of double-blind study drug administration will constitute pre-
dose measurements.

During clinical site visits, adherence to study drug dosing will be calculated using pill counts.

Pre-dose blood samples [SlJ will be collected at Visit 3 (baseline), Visit 9 (Week 16),
Visit 11 (Week 26), and Visit 12 (Week 28, 2 weeks after the last dose). Pre-dose blood

samples for [N w11 be collected at Visits 9 and 11. If possible, the [SRIGzG
samples should be drawn at Visit 13 (ET) if a patient withdraws from study participation.

— blood samples will be collected within approximately 15 minutes

prior to dosing.

S EE -~ SER ! b: obtzincd over 24 hours (SR

I (c:cing up to Visit 3 (baseline), Visit 9 (Week 16), Visit 11 (Week 26), and
Visit 12 (Week 28, 2 weeks after the last dose).
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R i be obtained via first moming void on the 2 consecutive days

leading up to and morning of Visits 2, 9, 11, and 12, The secondary efficacy endpoint
evaluation will take place at the EOT visit (Visit 11). For visits at which both [SEEG
and [ are to be obtained, approximately 10 mL of first void sample should be collected

from the SN pen end transfred to the SN o SENN
testing before transferring th /SR (o e EENN

4.2.1.3 Follow-Up Period

At Vigit 12, patients will complete a follaw-up visit at 2 weeks = 7 days after the last dose of
the study drug. The assessments to be performed at this visit are indicated in the

SoA (Table 2).

The study design is shown in Figure |

4.3 End-of-study Definition

Primary completion date is defined as the date that the final patient is examined or receives 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 is completed
for all of the primary outcomes.

Study completion date is defined as the date the final patient is examined or receives an
intervention for purposes of final collection of data for the primary and secondary outcome
measures and AEs (for example, last patient’s last visit), whether the clinical study concludes
according to the pre-specified protocol or is terminated.
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5 SELECTION OF PATIENTS
5.1 Inclusion Criteria

Patients who meet all of the following criteria will be eligible to participate in the study:

[s an adult male or female patient > 18 years of age.

2 Has a mean seated SBP = 140 mmHg at Screening (Visit 1), Visit 2, and Visit 3.
Note: Patients with mean seated SBP > 130 mmHg may be eligible if diabetic.
Note: Mean seated SBP is defined as the average of 3 seated SBP measurements at any
single clinical site visit.

3 Has a prior diagnosis of mild-to-severe CKD, defined as eGFR (based on the CKD-EPI
equation) of 25 to 75 mL/min/1.73 m?, inclusive, at Visit 1.

Note: To ensure patients with moderate and severe renal impairment will be represented,
the number of patients with an eGFR > 60 mL/min/1.73 m? and < 75 mL/min/1.73 m’
will be capped at 45.

4  Has 2 SNEIEGNEEEEEEEEEEEEE i 2 <25t 2 out of 3 measurements based on
ﬁrst- collected in the morning on consecutive days during the screening period.

5 Is currently taking an ACEi or ARB at the patient’s maximum tolerated daily dose, based
on investigator judgment, for > 4 weeks prior to Visit 1.

Note: Taking additional antihypertensive agents is permitted except an MRA or a
potassium-sparing diuretic (eg, triamterene, amiloride, etc).

6 If taking a SGLT2 inhibitor at screening (Visit 1), the regimen must be stable for a period
of at least 8 weeks before Visit 1 and be expected to remain at a stable dose over the study
period.

Note: It is expected that patients not currently taking an SGLT2 inhibitor at screening
(Visit 1) will not initiate this class of medication during the entire study period.

7  Is willing to be compliant with the contraception and reproductive restrictions of the study
as follows:

— Female patients of childbearing potential (ie, ovulating, premenopausal, and not

surgically sterile) must have a documented negative pregnancy test at Visit 1 and the
randomization visit (Visit 3).

— Female patients of childbearing potential must use a highly effective method of
contraception (ie, < 1% failure rate) from Day 1 through 30 days after the last
administration of study drug.

Note: Acceptable methods of contraception for female patients of childbearing
potential enrolled in the study include the following:

o  Surgical sterilization (tubal ligation)
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5.2

Intrauterine device for at least 12 weeks before Visit 1

Hormonal contraception (oral, implant, injection, ring, or patch) for at least
12 weeks before Visit 1

o Diaphragm used in combination with spermicide

— Postmenopausal women must have not had menstrual bleeding for at least one year
before initial dosing and either be > 60 years or have an elevated FSH
level > 40 mIU/mL at Visit 1.

Is able and willing to give informed consent for participation in the study.

After the mandatory run-in period of 2 weeks, investigators must confirm the patient’s BP
and [l measurements still meet the eligibility criteria.

Exclusion Criteria

Patients who meet any of the following criteria will be excluded from participation in the
study:

1
2

Have a documented diagnosis of type 1 diabetes.

Are not willing or not able to discontinue a MRA or a potassium-sparing diuretic as part
of an existing antihypertensive regimen.

Note: Patients taking an MRA or a potassium-sparing diuretic (eg, triamterene, amiloride,
etc) as an antihypertensive agent must be willing to discontinue this agent for study
eligibility. The potassium-sparing diuretic may be discontinued and replaced with a non-
potassium-sparing diuretic. All patients who remain on a stable regimen of
antihypertensive agents, including a non-potassium-sparing diuretic, for at least 6 weeks,
will be eligible to enter the single-blind run-in. If the subject discontinues their prior
MRA or potassium-sparing diuretic and/or initiates a new antihypertensive for study
eligibility or has their antihypertensive dose adjusted after Visit 1, they should remain on
a stable regimen of antihypertensive agents for at least 4 weeks and will have an extended
screening period of up to 9 weeks from signing of informed consent to randomization
(Visit 3).

Have a single occurrence of mean seated SBP > 180 mmHg or DBP > 110 mmHg during
the screening period (if such a BP is recorded during the screening period, the patient may
attend an interim visit for an additional BP measurement and reassessment of
inclusion/exclusion criteria).

Note: Mean seated BP is defined as the average of 3 measurements obtained at any

one clinical site visit. If the patient missed the regularly scheduled antihypertensive
medication(s) prior to the visit (Visits 1 or 2), one BP retest is allowed > 2 hours after
taking the medication(s), on the following day, or later after reestablishing the regularly
scheduled antihypertensive regimen.

CONFIDENTIAL AND PROPRIETARY 56 0f 113









Clinical Study Protocol - 4.0 AstraZeneca
Baxdrostat [CIN-107] - D6972C00001 17 August 2023

regulatory authorities. Minimal information includes demography, screen failure details,
eligibility criteria, and any SAE.

A patient who has consented to participate in the study but does not meet the study
inclusion/exclusion criteria may be rescreened no less than 5 days after the last study visit,
with sponsor and/or medical monitor consultation and approval.

6 STUDY TREATMENTS

6.1 Treatment Groups

At Visit 3 (randomization visit), eligible patients will be randomly assigned in a 1:1:1 ratio to
1 of the 3 treatment groups:

o [ow-dosing strategy group: to take CIN-107 0.5 mg (as one 0.5 mg tablet and
one placebo tablet) and may up-titrate to take CIN-107 1 mg (as one 1 mg tablet and one
placebo tablet) at Week 3 (Visit 5)

e High-dosing strategy group: to take CIN-107 2 mg (as one 2 mg tablet and one placebo
tablet) and may up-titrate to take CIN-107 4 mg (as two 2 mg tablets) at Week 3 (Visit 5)

e Placebo group: to take placebo (as two placebo tablets) for CIN-107

Missed doses of CIN-107 or placebo should not be compensated for (ie, if a dose is missed,
the next regularly scheduled dose should be taken and should not be doubled).

6.2 Drug Supplies

6.2.1 Formulation and Packaging
CIN-107 will be provided as 0.5, 1, and 2 mg tablets in blister packs. CIN-107 tablets will

contain the active ingredicnt and S
N : rciive ingredicn.

Matching placebo tablets will contain no active ingredient and the same inactive ingredients.
Placebo tablets will be indistinguishable from the CIN-107 tablets. The study drug will be
packaged as the following;:

Study Drug for Run-in Period: (to be dispensed at Visit 2)
One pack consists of for 1-week supplies of run-
in drug. At Visit 2, patients will be provided with 2-week supplies of single-blind CIN-107
placebo run-in drug.

Study Drug for Double-blind Treatment Period: (to be dispensed at Visit 3 to Visit 10)

One pack consists of [T o 1-week supplies of

double-blind study drug.
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staff may record the compliance based on patient’s attestation; however sites should strive for
accurate pill counts at each visit. Site staff will record date and time of last dose prior to PK
sampling on the eCRF.

For all protocol-specified doses when the patient is not at the clinical site, patients will
self-administer study drug at home and continue taking their background antihypertensive
medications. Site staff will counsel patients about the importance of adhering to their
antihypertensive medications and study drug regimen. During clinical site visits, adherence to
study drug will be calculated using pill counts. The presence of the background
antihypertensive medications and study drug in the urine samples and blood samples drawn at
the clinic visit may be tested to verify dosing adherence.

Missed doses of CIN-107 or placebo should not be compensated for (ie, if a dose is missed,
the next regularly scheduled dose should be taken and should not be doubled).

6.2.5 Storage and Accountability

The study drug wil be stored o+ S

A drug accountability log will be maintained by the clinical sites indicating the receipt and
dispensation of all study drug supplies. The log will indicate date dispensed, quantity
dispensed, and the patient to whom the study drug was dispensed.

At the conclusion of the study and after final accountability, all unused study drug should be
collected by site staff and destroyed at the clinical site per the clinical site’s standard operating
procedures. Clinical sites that do not allow destruction may return any unused study drug to
the central depot for final drug accountability and destruction. It is the investigator’s
responsibility to ensure that the sponsor has provided written authorization prior to the return
or destruction of the study drug and that appropriate records of the disposal are documented
and maintained. A certificate of return will be provided to the clinical sites by the central
depot. If no study drug remains, this will be indicated in the drug accountability log.

6.3 Dose Titration Criteria

Three weeks after randomization (Visit 5), the CIN-107 dose level may be up-titrated if the
following criteria have been met:

1 Patient has not achieved SBP < 130 mmHg target.

2 Patient has not experienced hyperkalemia (defined as potassium > 5.0) at any point during
the trial (including screening).

3 Patient has not experienced hyponatremia (defined as sodium < 135) at any point during
the trial (including screening).
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4 Patient has not experienced declining in renal function (defined as eGFR decrease of
> 30% from randomization).

Down-titration based on potassium values can occur following up-titration as follows:

» For patients who have been up-titrated at Visit 5, down-titration is permitted if electrolyte
imbalance or declining renal function is a significant risk for the patient (if in the
investigator’s judgment down-titration is indicated for a patient who has been up-titrated
at Visit 5, but the lower dose 1s not available; study drug should be mterrupted until the
lower dose is available).

e [fVisit 5 potassium value is = 5.0, butl patient had been up-titrated at Visit 5, then subject
should be brought back in for an unscheduled visit to down-titrate IMP immediately.

Detailed information about dose titration is provided in Section 4.2.1.2.

6.4 Randomization and Blinding

Patients who mect all inclusion/exclusion criteria at Visit 3 (randomization visit) will be
randomized into the study using an autommated IRT system in a 1:1:1 ratio into 1 of the

3 treatment groups (placebo, low dose treatment strategy and high dose treatment strategy). [t
is anticipated that a total of approximately 174 patients will be randomized.

Randomization information will be concealed from the investigators, the patients, and the
study team until the end of the study. with the exception of an emergency situation involving a
patient that requires unblinding of the treatment assignment (Section 6.5).

Bioanalytical staff involved in [SEINNNNNNIN I ! be unblinded to treatment either
via receipt of the randomization code to allow for analysis of samples from patients receiving
CIN-107 only, or by the nature of the results of sample analysis. The [N il be
deidentified before being provided to any other individuals, including those involved in
calculating (RN :nd associated descriptive statistics and/or plotting (SR i?
order to maintain blinding. Similar measures will be undertaken for [, which have the
potential to unblind (eg, being deidentified before being provided to the investigator, other site
staff, study team members), as deemed reasonable and appropriate.

Randomization will be stratified by SGLT2 inhibitor use, baseline SBP (< 155 mmHg
or> 155 mmHg) and CKD category (eGFR < 45 mL/min/1.73 m’ or > 45 mL/min/1.73 m?),

The number of patients with €GFR 60 to 75 mL/min/1.73 m? at the time of randomization (as
shown with a laboratory test at screening [Visit 1]) will be monitored, and randomization in
IRT will be capped to ensure that the number of patients in this subpopulation does not
exceed 45 (approximately 25% of the total population).
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6.5 Breaking the Blind

Individual treatment assignments may be unblinded when immediate knowledge of the
treatment assignment is needed to optimize the clinical management of the patient. The
investigator should contact the medical monitor to discuss the event prior to unblinding. In the
event this is not possible, the investigator should contact the AZ medical monitor as soon as
possible to discuss the event. If unblinding is deemed necessary, the investigator will perform
the unblinding in IRT. Documentation of the blind break must be retained in the patient’s
source documentation at the clinical site in such a way as to avoid unblinding the treatment
assignment to other clinical sites or blinded study staff. The number of individuals at the study
site who become aware of treatment status should be kept to minimum (including keeping the
patient blinded if possible).

Designated personnel who are not involved with the study operation will hold the treatment
codes. The unblinded treatment information can be provided to the DSMB to facilitate the
evaluation of any clinically important increase in the rate of a serious suspected adverse
reaction or to the designated safety contact when the treatment information is required to
determine if an expedited safety report must be submitted to regulatory agencies.

6.6 Treatment of Overdose

Overdose refers to the administration of a quantity of the study drug given per administration
or cumulatively (accidentally or intentionally), which is above the maximum recommended
dose according to the protocol.

Clinical judgment should always be applied when determining overdose. In cases of a
discrepancy in the drug accountability, overdose will be established only when it is clear that
the patient has taken additional dose(s), or the investigator has a reason to suspect that the
patient has taken additional dose(s).

Sponsor does not recommend specific treatment for an overdose.
In the event of an overdose, the investigator should:

» Evaluate the patient, in consultation with the medical menitor or the Study Clinical Lead,
if possible, to determine whether study drug should be interrupted or whether the dose
should be reduced.

e Closely monitor the patient for any AE/SAE and laboratory abnormalities as medically
appropriate. Refer to Section 8.4.5 for details of AE/SAE reporting related to overdose.
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6.7 Prior and Concomitant Medications and/or Procedures
6.7.1 Excluded Medications and/or Procedures

Use of the following investigational, prescription, and/or over-the-counter medications is not
permitted during the study:

e Strong inducers of CYP3A

=  Chronic use of non-steroidal anti-inflammatory drugs. Chronic use is defined as
medication is taken more than 3 times a week for more than 3 months

= Spironolactone/eplerenone
¢ Chronic use of systemic steroids (inhaled/topical steroids are allowed)

Note: Examples of the above excluded products are provided in Table 4.

e Immunotherapy for treatment of CKD within 6 months of Visit | or expected to receive
immunotherapy for treatment of CKD during participation in the study

*  Experimental therapy with a small molecule within 30 days of Visit 1 or 5 half-lives,
whichever is longer, or received experimental therapy with a large molecule within
90 days of the Visit 1 or 5 half-lives, whichever is longer

* MRAs
¢ Potassium-sparing diuretics (eg, triamterene and amiloride) within 4 months of Visit 1

e Coronary revascularization (PCl or CABG) within 6 months of Visit | or planned during
the study

® Any major surgical procedure within 6 months of Visit 1 or planned during the study

Table 4 Examples of Excluded Medications
Croup Excluded Medications Examples
Apalutamide, carbamazepine %, enzalutamide ©, mitotane,,
Strong inducers of CYP3A * phenytoin ¢, rifampin %, St. Johin's wort

Amiodarone, azithromycin, cilostazol, ciprofloxacin,
cisapride, citalopram, ciprofloxacin, clarithromyein,
dofetilide, domperidone, donepezil, erythromycin,
escitalopram, fluconazole, hydroxychloroquine, levofloxacin,
methadone, moxifloxacin, ondansetron, pentamidine,

Medications known to prolong QT quinidine, sotalol, thioridazine, vandetanib

Naproxen sodium, indomethacin, ibuprofen, (only chronic use
[chronic use is defined as medication is taken more than

NSAIDS 3 times a week for more than 3 months] is excluded.)
Prednisone, prednisolone, dexamethasone (fopical and inhaled
Systemic steroids steroids are allowed)
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Female patients of childbearing potential enrolled into the study are permitted to take
hormonal contraception (oral, implant, ring, or patch) from Day 1 through 30 days after the
last administration of study drug.

Vaccinations, including those for COVID-19, will not be exclusionary.

Non-RAAS-modifying antihypertensive drug(s), defined as mono- or combination therapy
with a non-dihydropyridine calcium channel blocker (eg, diltiazem, verapamil), hydralazine,
or an alpha blocker, are allowed for BP management.

Medications other than those excluded (Section 6.7.1) are allowed during the study period.

6.7.4 Documentation of Prior and Concomitant Medication Use

All medications used within 30 days of the screening period will be recorded. All concomitant
medications and concurrent therapies will be documented in the patient’s eCRF as indicated in
Section 1.3. Dose, route, unit frequency of administration, indication for administration, and
dates of medication administration will also be captured in source documents and on the
appropriate eCRF,

All concomitant medications and concurrent therapies (including fluids, electrolytes, vitamins,
and supplements) [including potassium supplements]), as well as “as needed” medications
will be documented as indicated in Section 1.3. Dose, route, unit frequency of administration,
indication for administration, and dates of medication administration will also be captured in
source documents and on the appropriate eCRF.

6.7.5 Rescue Medication Use

Every effort will be made to secure the continued participation of the patients. Rescue
medication use is permitted and recommended at any time in the study if SBP shows an
increase of 30 mmHg from baseline or BP exceeds 170/105 mmHg (either measurement) in
office measurements or home measurements by the patient over 3 consecutive days. Choice of
rescue therapy should take into consideration current antihypertensive treatment, as well as
co-morbidities, such as CV or renal disease, and severity of BP elevation. Site investigators
should use their best clinical judgment when determining rescue medications. Blood pressure
must be determined prior to initiation of the rescue medication.

7 DISCONTINUATION OF STUDY DRUG AND PATIENT
WITHDRAWAL FROM STUDY

7.1 Discontinuation of Study Intervention

Note that discontinuation from study intervention is not the same thing as a discontinuation or
withdrawal from the study (Section 7.2).
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If study intervention is permanently discontinued. the patient should, if at all possible, remam
in the study and continue to complete planned visits and assessments per the SOA, with the

exception of [N asscssments,

T2 Early Termination Visit and Withdrawal Procedures

The EOT visit for patients completing the study is Visit 11. For patients who are withdrawn
from the study prior to completion, all EOT visit (Visit 11) procedures will be performed at an
ET visit (Visit 13). Refer to Section 7.3 for withdrawal criteria, The ET procedures include the
following:

e  Agssess and record AEs
 Record concomitant medications
*  Measure body weight

* Record vital signs and seated BP

Note: The arm with the higher mean SBP value identified at Visit 1 during laterality
testing should be used for all BP measurements. At each visit, seated BP should be
measured in triplicate in the designated arm (arm identified with laterality testing at
Visit 1), The same BP monitor originally provided to the clinical site should be used for
all measurements.

= Record standing BP and heart rate

Note: Once the seated BP has been determined, the patient will be asked to stand and after
60 seconds a single standing BP and a single standing heart rate measurement will be
obtained.

* Perform a complete physical examination (general appearance, skin, head, eyes, ears,
mouth, oropharynx, neck, heart, lungs, abdomen, extremities, and neuromuscular system)

e Perform 12-lead ECG after the patient has been resting in the supine position for
> | 0 minutes and after measuring vital signs and BP

« Collect SEEEGNEEEEEE ccruination if available
e Collect RN collection if available

# Collect urine samples for urinalysis
¢ Collect blood samples for the following:
—  Clinical laboratory assessments including standard safety chemistry panel,
hematology, and coagulation

Note: Serum potassium levels of patients will be monitored systematically
throughout the study. If indicated, repeat and unscheduled testing for serum
potassium should be measured at the local laboratory and central laboratory
(Section 8,4.6),

—  Serum pregnancy test
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e Collect unused stady drug
e  Assess treatment adherence by pill counts

7.3 Patient Withdrawal Criteria

Patients may withdraw consent or request withdrawal from the study participation for any
reason. The site staff should make every effort to complete the assessments scheduled for the
ET visit (Table 2). The reason for patient withdrawal must be documented in the ¢CRF. The
sponsor or the regulatory authority may terminate the study,

A patient may be withdrawn from the study for any of the following reasons:

e The patient has a mean seated BP > 170/105 mmHg at 2 separate occasions during the
double-blind treatment period

e  Occurrence of any medical condition or circumstance that exposes the patient to
substantial risk and/or does not allow the patient to adhere to the requirements of the
protacol

= Pregnancy (Section 8.4.7 for reporting requirements)

* Requirement of prohibited concomitant medications (Section 6.7.1)

e Patient failure to comply with protocol requirements or study-related procedures.

If a patient withdraws dosing prematurely from the study due to the above criteria, the site

staff should make every effort to schedule the remaining protocel-specified visits and retrieve

as much safety and efficacy data as possible.

In the case of a patient lost to follow-up, attempts to contact the patient must be made and
documented in the patient’s medical records (Section 7.4). Patients who withdraw from the
study will not be replaced.

7.4 Lost to Follow-up

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

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

* The site must attempt to contact the patient and reschedule the missed visit as soon as
possible. The patient should be counseled on the importance of maintaining the assigned
visit schedule. At this time ascertain whether the patient should or wishes to or continue
in the study,
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e Before a patient is deemed lost to follow-up, the investigator or designee must make
every effort to regain contact with the patient. These contact attempts should be
documented in the patient’s medical record.

s Should the patient continue to be unreachable, the patient will be considered to have been
lost to follow-up.

8 STUDY ASSESSMENTS AND PROCEDURES

8.1 Administrative and General/Baseline Procedures
8.1.1 Informed Consent

Wiritten consent will be obtained from all patients before any protocol-specific procedures are
performed.

Information about the study will be given to the patient both verbally and in writing. The
written patient information will explain the objectives of the study, potential risks and
benefits, and the impact of early withdrawal on the scientific validity of the study. The patient
must have adequate time to read the information and to ask the mvestigator any questions. The
investigator must be satisfied that the patient has understood the information provided before
written consent 15 obtained. If there 1s any doubt as to whether the patient has understood the
written or verbal information, the patient must not enter the study.

Patients will be given the option to participate in the [N durine the consenting
process. The written informed consent for [SRIIG vi!! be included in the main
ICF. For patients who provide written informed consent to participate in the [N
B = b/ood sample will be collected at any time after randomization during the
patient’s participation in the study.

Section 9.7.3 provides additional details on informed consent.

8.1.2 Screening Period (Visits 1 to 2)

8.1.2.1 Visit 1 (35 to 19 days prior to day of randomization)
For patients that require withdrawal of MRA, Visit 1 would be up to 9 weeks priar to the day
of randomization.

The following procedures will be performed at Visit 1:

#  Obtain informed consent

*  Assess eligibility based on inclusion/exclusion criteria

» Record demographic information and medieal/surgical history
« Record prior/concomitant medication

®  Measure height and body weight
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e Record vital signs and seated BP

Note: Seated BP will be measured in both upper arms (3 times/arm) using an
appropriately sized cuff and monitor provided to the clinical site to detect possible
laterality differences at screening. The arm with the higher mean SBP value will then be
used to take the screening BP measurements (at least 5 minutes after determining
laterality) and for all subsequent measurements at subsequent visits. The same BP
monitor provided to the clinical site should be used for all subsequent measurements.

e Record standing BP and heart rate

Note: Once the seated BP has been determined, the patient will be asked to stand and after
60 seconds a single standing BP and a single standing heart rate measurement will be
obtained.

e Perform a complete physical examination (general appearance, skin, head, eyes, ears,
mouth, oropharynx, neck, heart, lungs, abdomen, extremities, and neuromuscular system)

e Perform 12-lead ECG after the patient has been resting in the supine position
for > 10 minutes and after measuring vital signs and BP

o Provide SRIIEGNGEGEGEGEGEGEGEGEG oc2surements
e Conduct urine dipstick assessment
e C(Collect blood samples for the following:
—  Clinical laboratory assessments including standard safety chemistry panel,
hematology, and coagulation
—  Glycosylated hemoglobin
— HIV, HBsAg, and HCV screen
—  Serum pregnancy test (if applicable)
e FSH (if applicable)
¢ Provide instructions for next visit

8.1.2.2 Visit 2 (14 to 20 days prior to day of randomization)
The following procedures will be performed at Visit 2:

e  Assess eligibility based on inclusion/exclusion criteria
e Assess and record AEs

* Record concomitant medications

¢ Record vital signs and seated BP

Note: The arm with the higher mean SBP value identified at Visit 1 during laterality
testing should be used for all BP measurements. At each visit, seated BP should be
measured in triplicate in the designated arm (arm identified with laterality testing at
Visit 1). The same BP monitor originally provided to the clinical site should be used for
all measurements.

¢ Record standing BP and heart rate
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Note: Once the seated BP has been determined, the patient will be asked to stand and after
60 seconds a single standing BP and a single standing heart rate measurement will be
obtained.

o Collect SSIIIEINGNGEGEGEEE (<tcrmination by the central lab

e  Collect urine samples for urinalysis
o  Provide [SSI co!lection kits
¢ Dispense run-in study drug

o  Advise patient to take run-in study drug after Visit 2 once laboratory data (SN
confirms eligibility

¢ Perform adherence counseling
¢ Provide instructions for next visit

8.1.3 Double-Blind Treatment Period (Visit 3 through 10)

8.1.3.1 Randomization — Visit 3 (Day 1)
The following procedures will be performed at Visit 3 (Day 1):

e Confirm eligibility based on inclusion/exclusion criteria
e Assess and record AEs

e Record concomitant medications

¢  Measure body weight

e Record vital signs and seated BP

Note: The arm with the higher mean SBP value identified at Visit 1 during laterality
testing should be used for all BP measurements. At each visit, seated BP should be
measured in triplicate in the designated arm (arm identified with laterality testing at
Visit 1). The same BP monitor originally provided to the clinical site should be used for
all measurements.

e Record standing BP and heart rate

Note: Once the seated BP has been determined, the patient will be asked to stand and after
60 seconds a single standing BP and a single standing heart rate measurement will be
obtained.

¢ Perform a limited physical examination (general appearance, skin, heart, lungs, and
abdomen)

e Perform 12-lead ECG after the patient has been resting in the supine position
for > 10 minutes and after measuring vital signs and BP

¢  Collect urine samples for urinalysis
o Collect SE collcction kits
¢ Collect blood samples for the following:

—  Clinical laboratory assessments including standard safety chemistry panel,
hematology, and coagulation
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Note: Serum potassium levels of patients will be monitored systematically
throughout the study. If indicated, repeat and unscheduled testing for serum
potassium should be measured at the local laboratory and central laboratory
(Section 8.4.6).

—  Point of care pregnancy test (if applicable)
- IS

Perform randomization via IRT

Dispense study drug

Administer study drug

Collect unused study drug

Assess treatment adherence by pill counts
Perform adherence counseling

Provide instructions for next visit

8.1.3.2 Visit4 (Week 1)
The following procedures will be performed at Visit 4 (Day 7 & 3 days):

Assess and record AEs

Record concomitant medications

Record vital signs and seated BP

Note: The arm with the higher mean SBP value identified at Visit | during laterality
testing should be used for all BP measurements. At each visit, seated BP should be
measured in triplicate in the designated arm (arm identified with laterality testing at
Visit 1). The same BP monitor originally provided to the clinical site should be used for
all measurements.

Record standing BP and heart rate

Note: Once the seated BP has been determined, the patient will be asked to stand and after
60 seconds a single standing BP and a single standing heart rate measurement will be
obtained.

Collect urine samples for urinalysis

Collect blood samples for the following:

—  Clinical laboratory assessments including standard safety chemistry panel,
hematology, and coagulation
Note: Serum potassium levels of patients will be monitored systematically
throughout the study. If indicated, repeat and unscheduled testing for serum
potassium should be measured at the local laboratory and central laboratory
(Section 8.4.6).

Administer study drug

Provide instructions for next visit

CONFIDENTIAL AND PROPRIETARY 720113



Clinical Study Protocol - 4.0 AstraZeneca
Baxdrostat [CIN-107] - D6972C00001 |7 August 2023

8.1.3.3  Visit5 (Week 3)
The following procedures will be performed at Visit 5 (Day 21 + 3 days):

® Assessand record AEs

¢ Record concomitant medications

=  Measure body weight

* Record vital signs and seated BP
Note: The arm with the higher mean SBP value identified at Visit | during laterality
testing should be used for all BP measurements. At each visit, seated BP should be
measured in triplicate in the designated arm (arm identified with laterality testing at

Visit 1). The same BP monitor originally provided to the clinical site should be used for
all measurements.

= Record standing BP and heart rate

Note: Once the seated BP has been determined, the patient will be asked to stand and after
60 seconds a single standing BP and a single standing heart rate measurement will be
obtained.

» Perform a limited physical examination (general appearance, skin, heart, lungs, and
abdomen)

e Collect urine samples for urinalysis
s Collect blood samples for the following:
—  Clinical laboratory assessments including standard safety chemistry panel,

hematology, and coagulation
Note: Serum potassium levels of patients will be monitored systematically throughout
the study. If indicated, repeat and unscheduled testing for serum potassium should be
measured at the local laboratory and central laboratory (Section 8.4.6)

» Perform up-titration assessment (if needed, per Section 6.3)

= Dispense study drug

¢  Administer study drug

¢ Collect unused study drug

»  Assess treatment adherence by pill counts

¢ Perform adherence counseling

*  Provide instructions for next visit

8.1.34 Visit 6 (Week 4)
The following procedures will be performed at Visit 6 (Day 28 == 7 days):

* Assess and record AEs
= Record concomitant medications
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e Measure body weight
* Record vital signs and seated BP

Note: The arm with the higher mean SBP value identified at Visit | during laterality
testing should be used for all BP measurements. At each visit, seated BP should be
measured in triplicate in the designated arm (arm identified with laterality testing at
Visit 1). The same BP monitor originally provided to the clinical site should be used for
all measurements.

» Record standing BP and heart rate
Note: Once the seated BP has been determined, the patient will be asked to stand and
after 60 seconds a single standing BP and a single standing heart rate measurement will
be obtained.
= Collect urine samples for urinalysis
* Collect blood samples for the following:
—  Clinical laboratory assessments including standard safety chemistry panel,
hematology, and coagulation
Note: Serum potassium levels of patients will be monitored systematically
throughout the study. If indicated, repeat and unscheduled testing for serum
potassium should be measured at the local laboratory and central laboratory
(Section 8.4.6).
¢ Administer study drug
* Provide instructions for next visit

8.1.3.5 Visit 7 (Week 6)
The following procedures will be performed at Visit 7 (Day 42 + 7 days):

=  Assess and record AEs

* Record concomitant medications
e«  Measure body weight

¢ Record vital signs and seated BP

Note: The arm with the higher mean SBP value identified at Visit 1 during laterality
testing should be used for all BP measurements. At each visit, seated BP should be
measured in triplicate in the designated arm (arm identified with laterality testing at
Visit 1). The same BP monitor originally provided to the clinical site should be used for
all measurements.

e Record standing BP and heart rate
Note: Once the seated BP has been determined, the patient will be asked to stand and
after 60 seconds a single standing BP and a single standing heart rate measurement will
be obtained.

e Perform a limited physical examination (general appearance, skin, heart, lungs, and
abdomen)
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¢ Perform 12-lead ECG afier the patient has been resting in the supine position
for > 10 minutes and after measuring vital signs and BP

= Collect urine samples for urinalysis
e Collect blood samples for the following;
— Clinical laboratory assessments including standard safety chemistry panel,

hematology, and coagulation
Note: Serum potassium levels of patients will be monitored systematically
throughout the study. If indicated, repeat and unscheduled testing for serum
potassium should be measured at the local laboratory and central laboratory
(Section 8.4.6).

e Dispense study drug

*  Administer study drug

* Collect unused study drug

e  Assess treatment adherence by pill counts

* Perform adherence counseling

* Provide instructions for next visit

8.1.3.6 Visit 8 (Week 9)
The following procedures will be performed at Visit 8 (Day 63 + 7 days):

e  Assess and record AEs

* Record concomitant medications
®  Measure body weight

¢ Record vital signs and seated BP

Note: The arm with the higher mean SBP value identified at Visit 1 during laterality
testing should be used for all BP measurements. At each visit, seated BP should be
measured in triplicate in the designated arm (arm identified with laterality testing at
Visit 1). The same BP monitor originally provided to the clinical site should be used for
all measurements.

e Record standing BP and heart rate
Note: Once the seated BP has been determined, the patient will be asked to stand and
after 60 secends a single standing BP and a single standing heart rate measurement will
be obtained.

¢ Perform a limited physical examination (general appearance, skin, heart, lungs, and
abdomen)

*  Provide S :tcrmination
» Provide SR co'lection kits

= Collect urine samples for urinalysis
» Collect blood samples for the following:
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—  Chinical laboratory assessments including standard safety chemistry panel,
hematology, and coagulation

Note: Serum potassium levels of patients will be monitored systematically
throughout the study. If indicated, repear and unscheduled testing for serum
potassium should be measured at the local laboratory and central laboratory
(Section 8.4.6).

¢ Dispense study drug

s  Administer study drug

e  Collect unused study drug

e Assess treatment adherence by pill counts

¢ Perform adherence counseling

» Provide instructions for next visit

8.1.3.7 Visit 9 (Week 16)
The following procedures will be performed at Visit 9 (Day 112 + 7 days):

* Assess and record AEs

# Record concomitant medications

*  Measure body weight

» Record vital signs and seated BP
Note: The arm with the higheér mean SBP value identified at Visit | during laterality
testing should be used for all BP measurements. At each visit, seated BP should be
measured in triplicate in the designated arm (arm identified with laterality testing at
Visit 1). The same BP monitor originally provided to the clinical site should be used for
all measurements.

= Record standing BP and heart rate

Note: Once the seated BP has been determined, the patient will be asked to stand and
after 60 seconds a single standing BP and a single standing heart rate measurement will
be obtained.

* Perform a limited physical examination (general appearance, skin, heart, lungs, and
abdomen)

o Collect SSIIINENEGEGEGEGEGEE i :tcmination by the central lab
o Collect SR collection kits

¢ Collect urine samples for urinalysis
s Collect blood samples for the following:
—  Clinical laboratory assessments including standard safety chemistry panel,
hematology, and coagulation

Note: Serum potassium levels of patients will be monitored systematically
throughout the study. If indicated, repeat and unscheduled testing for serum
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potassium should be measured at the local laboratory and central laboratory
(Section 8.4.6),

- NN
-

s Dispense study drug

¢  Administer study drug

e Collect unused study drug

e Assess treatment adherence by pill counts
e Perform adherence counseling

* Provide instructions for next visit

8.1.3.8 Visit 10 (Week 22)
The following procedures will be performed at Visit 8 (Day 154 + 7 days):

s  Aggess and record AEs

e Record concomitant medications
=  Measure body weight

s Record vital signs and seated BP

Note: The arm with the higher mean SBP value identified at Visit | during laterality
testing should be used for all BP measurements. At each visit, seated BP should be
measured in triplicate in the designated arm (arm identified with laterality testing at
Visit 1). The same BP monitor originally provided to the clinical site should be used for
all measurements.

*« Record standing BP and heart rate

Note: Once the seated BP has been determined, the patient will be asked to stand and
after 60 seconds a single standing BP and heart rate measurement will be obtained.

e Perform a limited physical examination (general appearance, skin, heart. lungs, and
abdomen)

o Provide S dtcination
s Provide _ collection kits

s Collect urine samples for urinalysis
e Collect blood samples for the following:
— Clinical laboratory assessments including standard safety chemistry panel,
hematology, and coagulation

Note: Serum potassium levels of patients will be monitored systematically throughout the
study. If indicated, repeat and unscheduled testing for serum potassium should be
measured at the local laboratory and central laboratory (Section 8.4 6),

* Dispense study drug
e  Administer study drug
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Collect unused study drug
*  Assess treatment adherence by pill counts
Perform adherence counseling

Provide instructions for next visit

8.1.3.9 End of Treatment Visit — Visit 11 (Week 26)
The following procedures will be performed at Visit 11 (Day |82 + 7 days):

o Assess and record AEs
¢ Record concomitant medications

Measure body weight
Record vital signs and seated BP

Note: The arm with the higher mean SBP value identified at Visit | during laterality
testing should be used for all BP measurements. At each visit, seated BP should be
measured in triplicate in the designated arm (arm identified with laterality testing at
Visit 1). The same BP monitor originally provided to the clinical site should be used for
all measurements.

Record standing BP and heart rate

Note: Once the seated BP has been détermined, the patient will be asked to stand and
after 60 seconds a single standing BP and a single standing heart rate measurement will
be obtained.

s  Perform a complete physical examination (general appearance, skin, head, eyes, ears,
mouth, oropharynx, neck, heart, lungs, abdomen, extremities, and neuromuscular system)

Perform 12-lead ECG afier the patient has been resting in the supine position
for > 10 minutes and after measuring vital signs and BP

Collect _ determination
Collect SR co!lcction kits

Collect urine samples for urinalysis

Provide GGG (ctc:mination
Provide [ co!'cction kits

Collect blood samples for the following;
—  Clinical laboratory assessments including standard safety chemistry panel,
hematology, and coagulation

Note: Serum potassium levels of patients will be monitored systematically
throughout the study. If indicated, repeat and unscheduled testing for serum
potassium should be measured at the local laboratory and central laboratory
(Section 8 4.6).

— Serum pregnancy test
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e Adminmster study drug
s Collect unused study dug
e  Assess treatment adherence by pill counts

# Provide instructions for next visit

8.1.4 Follow-Up Period — (Visit 12/Week 28)

Patients will complete the follow-up visit at 2 weeks + 7 days following the last dose of the
study drug.

* Assessand record AEs
s Record concomitant medications
* Measure body weight

* Record vital signs and seated BP
Note: The arm with the higher mean SBP value identified at Visit 1 during laterality
testing should be used for all BP measurements. At cach visit, seated BP should be
measured in (riplicate in the designated arm (arm identified with laterality testing at
Visit 1). The same BP monitor originally provided to the clinical site should be used for
all measurements.

* Record standing BP and heart rate

Note: Once the seated BP has been determined, the patient will be asked to stand and
after 60 seconds a single standing BP and a single standing heart rate measurement will
be obtaimed.

«  Perform a limited physical examination (general appearance, skin, heart, lungs, and
abdomen)

e« Perform 12-lead ECG after the patient has been resting in the supine position
for > 10 minutes and after measuring vital signs and BP

s Col lect_ detérmination
s Collect SN -o!lcction kits

¢ Collect urine samples for urinalysis
» Collect blood samples for the following:
—  Clinical laboratory assessments including standard safety chemistry panel,

hematology, and coagulation
Note: Serum potassium levels of patients will be monitored systematically
throughout the study. If indicated, a repeat and unscheduled testing for serum
potassium should be measured at the local laboratory and central laboratory
(Section 8.4.6).
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8.2 Efficacy Assessments
Efficacy variables are shown in Table 5,
Table § Laboratory Efficacy Variables
Primary eadpoint variable E |
mean seated SBP # - [EER
|
-

*  SBP and [B8l] will be measured with a AOBPM device (Section 8.3.2),
®  The SiSJJJJ will be calculated by the central laboratory.

AOBPM = automated office blood pressure monitoring: (il = [SISINEEGEE: S5° = systolic blood
pressure

Analyses will be performed at a central laboratory contracted by AstraZeneca; the timing of
the sample collection 18 indicated in the SoA (Section |.3).

For instructions on the sampling process for [ refer to Section 4.2.1.2.
For measurements of [N refer to Section 8.3.2.

8.3 Safety Assessments

8.3.1 Physical Examinations

A complete physical examination will consist of assessment of general appearance, skin, head,
eyes, ears, mouth, oropharynx, neck, heart, lungs, abdomen, extremities. and neuromuscular
system and will be performed as indicated in the SoA (Section 1.3).

A limited physical examination will consist of a minimum of general appearance, skin, heart,
lungs, and abdomen, and will be performed as indicated in the SoA (Section 1.3).

8.3.1.1 Height and Weight

Height will be collected at Visit | only and will be used to calculate BMI using the weight
from this Visit. Subsequent BMI calculations will use height collected at Visit 1. Height will
be measured with the patient’s shoes off.

Weight will be measured at visits as indicated in the SoA (Section 1.3). Weight will be
measured with the patient’s shoes off and afier the patient’s bladder has been emptied.

8.3.2 Vital Signs

Vital signs will include mean seated heart rate (determined by 3 seated heart rate
measurements), respiratory rate, and body temperature. Orthostatic vital signs will include a
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single standing BP and a single standing heart rate. Vitals signs and BP will be measured at
visits as indicated in the SoA (Section 1.3) using the following standardized procedures:

Patients must be seated for at least 5 minutes in the examindtion room before
measurement of vital signs and BP.

Patients should not exercise, smoke, or consume caffeinated beverages or food
30 minutes prior to assessment of vital signs and AOBPM.

On visits when study drug will be administered, vital signs and BP will be assessed pre-
dose.

Vitals signs and BP measurements should be obtained prior to ECG recordings.

For measuring seated BP by AOBPM, the following additional standardized procedures are
recommended:

The patient should be seated for at least 5 minutes in the examination room with the back
supported, feet flat on the floor, and the measurement arm supported so that the midpoint
of the manometer cuff is at heart level.

A designated AOBPM device will be provided to each clinical site and must be used for
all study-related measurements.

An appropriately sized cuff should be used with the bladder centered over the brachial
artery.
The cuff size and arm used for the measurement should be recorded.

Seated BP will be measured in both upper arms (3 times/arm) (each measurement 1 to

2 minutes apart) to detect possible laterality differences using the same AOBPM device at
Visit 1.

The arm with the higher mean SBP value will then be used to take the screening BP
measurements (at least 5 minutes after determining laterality) and for all subsequent
measurements at subsequent visits.

All BP measurements should be obtained at approximately the same time of day as the
screening measurements are obtained.

At Visit 1, if the lowest and highest screening SBP measurements are > 15 mmHg apart,
additional readings should be performed. The last 3 consecutive, consistent SBP
measurements will be averaged to determine the final value to be used to assess eligibility
at Visit 1. If the lowest and highest SBP measurements are > 20 mmHg apart after a total
of 6 measurements, the measurements will not be used to assess study eligibility, but
measurements may be reassessed after at least 72 hours. If the lowest and highest SBP
values remain > 20 mmHg apart after 6 measurements at a subsequent assessment, the
patient will be excluded from the study.

Once the seated BP has been determined, the patient should be asked to stand and after
60 seconds a single standing BP and heart rate (orthostatic vitals) measurement will be
obtained.
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833 Electrocardiograms
Standard 12-lead ECGs will be collected as indicated in the SoA (Section |.3).

ECGs will be performed after the patient has been resting in the supine position for at least

10 minutes. Twelve-lead ECGs will be printed and will be interpreted as soon as possible by a
qualified investigator (or subinvestigator). All ECGs collected at the time of randomization,
EOT, and ET visits must be evaluated for the presence of abnormalities by a qualified
physician.

Standard ECG parameters will be measured, and the following ECG parameters will be
recorded:

e [eart rate

¢ QRS interval

« PR interval

« RR interval

= QT interval

s QTec (1e, QTcF) duration

Investigators should contact the sponsor or designee if there are any clinically meaningful
changes from baseline ECGs based on the ECG alert eriteria guidance in Appendix B.

834 Clinical Laboratory Evaluations
The laboratory variables to be collected are listed in Table 6.

Blood samples for chemistry panel, hematology, and coagulation will be obtained as indicated
in the SoA (Section 1.3) and assessed at the central laboratory per institutional guidelines. All
blood samples will be obtamned after vital signs have been measured and prior to dosing of

study drug.

Serum or point-of-care pregnancy tests will be performed only for female patients of
childbearing potential (ovulating, premenopausal, and not surgically sterile) as indicated in the
SoA (Section 1.3). FSH levels will be measured only for female patients who are
postmenopausal for at least one year at screening and are not surgically sterile as indicated in
the SoA (Section 1.3).

Y | be obaincd as

indicated in the SoA (Section 1.3) and assessed at the central laboratory per institutional
guidelines for complete urinalysis. If one of the following occurs during the 3-day collection
period, the patient will be asked to repeat the [JlJ] collection as soon as practical:
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In cases of a discrepancy in the drug accountability, overdose will be established only when it
18 clear that the patient has taken additional dose(s), or the [nvestigator has reason to suspect
that the patient has taken additional dose(s). Clinical judgment should always be applied in
determining overdose.

If an overdose of the study drug, as described above, occurs in the course of the study, the
investigator or other site personnel must inform the designated study representative no later
than 24 hours of knowledge of the event. All AEs and SAEs associated with the overdose
should be reported as AEs or SAEs as well as recorded on the AE eCRF and/or the SAE
report form.

The designated study representative works with the investigator to ensure that all relevant
information is provided to clinical safety within 1 calendar day (initial fatal/life-threatening or
follow-up fatal/life-threatening) or 5 calendar days (other serious initial and follow-up) if the
overdose is associated with an SAE, and within 30 calendar days if no SAE is associated with
the overdose.

8.4.6 Safety Surveillance and Management of Serum Potassium Levels

Patients who present during the screening period (Visits 1 or 2) with a serum potassium level
below normal range may continue in the study if the Investigator elects to correct the serum
potassium level with supplementation and offers to manage the condition.

Serum potassium levels of patients will be monitored systematically throughout the study. In
addition to the clinical laboratory tests pre-defined in the SoA (Section 1.3), interim
assessments of serum potassium levels are recommended under certain situations (eg,
overdose of potassium supplements, vomiting and/or diarrhea for > 1 day) that may impact
patients’ electrolyte levels or fluid balance.

=  For serum potassium of > 5.5 to < 6.0 mEq/L, the patient should present to the clinical
site within 72 hours for repeat testing.

— If repeat serum potassium is confirmed (by local or central laboratory) to be
> 5.5 mEq/L, study drug should be temporarily interrupted and may not
resume until serum potassium is < 5.0 mEq/L. If patient’s dose had been
up-titrated, then study drug should be resumed at the lower dose (if the lower
dose is not available, study drug should not be resumed until the lower dose is
available). After restart of study drug, serum potassium should be rechecked
within 2 to 7 days.

— If repeat potassium is < 5.5 mEq/L, study drug dose may continue. If patient’s
dose had been up-titrated, study drug may be down-titrated based on
investigator judgment (if down-titration is indicated as per the investigator’s
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The full definition and examples of drug misuse, drug abuse, and medication errors can be
found in Appendix A.

55

EE v i!! be obtained as indicated in the SoA (Section 1.3). NG
will be analyzed to measure

Additional details regarding the [SRINI collection, processing, and shipment can be found
in the laboratory manual.

S ! < disposed ofsfcr i ERNNEEGEG— o
6 months after issuance of the [SRNEGzGE (~hichever is earlier), unless

requested for future analyses.

TE

_ will be obtained as indicated in Section 1.3. Refer to Table 7 and Table 8

for the compleie st of

Additional details regarding the [JREN collection, processing, and shipment can be found

in the laboratory manual. Information on the GGG - b:

found in Appendix C.
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57
A single, — may be collected at any time during the patient’s

participation in the Double-Blind Treatment Period of the study. The [SRIN may be
used for

Patients will be given the option to participate in the SN duricg the consenting
process. The written informed consent for (RGN V'i!! be included in the main
ICF. For patients who provide written informed congent to participate in the _
assessment, a blood sample will be collected at any time after randomization. The patient may
withdraw consent to participate in the (RN 2t any time during the study without
withdrawing consent to participate in the study. Refer to Section 8.7.1 for details regarding
sample and data destruction following withdrawal of consent.

g - |
I

If analysis of the [N is undertaken, details of sample and data analyses will be
provided in a separate protocol and/or analysis plan. The results obtained from analysis of the
BB ! be accessible to the sponsor, the party(ies) performing sample analysis and
data analyses, and the party involved in maintenance of the sponsor’s database. The resulis
may be disclosed to the investigator but are not intended to be provided to the patient. The
_ may be reported or published without any of the patient’s personal identification

information. SENN i b storcd <! th- SN

Information on the_ can be found in Appendix C.
8.7.1 Collection, Storage, and Destruction of _

The date and time of the_ collection will be documented in the patient’s source
documents. Each sample must be labeled with a unique identifier. Good Laboratory Practice
requires a chain of custody that is traceable to the sample donor. In order to ensure patient
confidentiality, sample tubes will be identified only by patient identification number.
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Samples will be stored for a maximum of 15 years from the date of last subject last visit, after
which they will be destroyed. [SSINEGEGEGEGEE - - finite resource that will be
used up during analyses. Samples will be stored and used until no further analyses are possible
or the maximum storage time has been reached.

If the patient withdraws consent, the blood samples will be promptly managed for proper
disposition. However, the data will not be discarded if (SIS has been completed
before the patient withdraws consent.

9 STATISTICAL CONSIDERATIONS

This section describes statistical aspects of the study. The SAP will be developed and finalized
before database lock and will describe in detail the planned statistical analyses.

9.1 Statistical Hypotheses

9.2 Sample Size Determination

The sample size for the study was planned to adequately power the study for the primary
endpoint and first 2 secondary efficacy endpoints. Assuming an early withdrawal rate of 8%
and a common SD of 11 mmHg, with 300 randomized patients (randomization ratio of 1:1:1;
100 patients in the low dosing strategy, high dosing strategy, or placebo group), the study
would have 95.7% power to detect a 6 mmHg difference in change from baseline in SBP
between a CIN-107 dosing strategy group versus the placebo group at Week 26 and 98.9%
power to detect a difference between the pooled CIN-107 group and the placebo group using a
2-sided significance level of 0.05.

Based on sponsor recalculation of sample size, the protocol is being amended to stop further
enrollment of patients. The decision was made in the absence of sponsor review of unblinded
interim results. Randomization of eligible patients from the pool of patients in screening or
run-in after stopping new enrollments will be permitted, resulting in approximately 174
patients randomized (randomization ratio of 1:1:1 with approximately 58 patients each in the
low dosing strategy, high dosing strategy, or placebo group), sufficient for 90% power for the
primary endpoint assuming a treatment difference of 6 mmHg and an SD of 11 mmHg.

9.3 Populations for Analyses
The following analysis populations are defined for the different types of data analyses:

e ITT population — All patients randomized into the study. Treatment classification will be
based on the randomized treatment assignment.

e mlITT population — The mITT population will include all patients in the [TT population
who receive at least | dose of any study drug. Treatment classification will be based on
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the randomized treatment assignment. The mITT population will be used for the primary
analysis of all efficacy endpoints.

= Safety population — All patients who receive at least one dose of any study drug.
Treatment classification will be based on the actual treatment received. The safety
population will be the primary population used for the safety analyses.

9.4 Statistical Analyses

9.4.1 General Considerations

Descriptive statistics (arithmetic mean, SD, median, minimum, and maximum) will be
caleulated for quantitative variables, as well as for the difference from baseline, when
appropriate. Categorical variables will be summarized using frequencies and percentages.

942  Efficacy

9.4.2.1 Primary Endpoint
The primary efficacy endpoint is the change in mean seated SBP from baseline to Week 26 of
CIN-107 compared to placcbo. The SBP will be measured by scated AOBPM.

Definition of Estimand

For the primary efficacy objective of evaluating the treatment effect of CIN-107 in SBP
compared to placebo at Week 26 1n patients with uH'TN and CKD, the estimand 1s defined as
follows:

Treatment condition;

e Placebo: placebo for CIN-107.

e Low-dosing CIN-107 strategy group; CIN-107 0.5mg and may up-titrate to take CIN-=107
1 mg at Week 3 (Visit S)

e High-dosing CIN-107 strategy group: CIN-107 2 mg and may up-titrate to take CIN-107
4 mg at Week 3 (Visit 5),

The dose strength may revert to the lower dose level in the patient’s assigned group at Week 6
(Visit 7) if the higher dose is not tolerated (Section 6.3).

Target patient population: Adult male and female patients with uHTN and CKD.
Endpoint: Change in seated SBP from baseline to Week 26.

Population-level summary: The treatment difference (placebo — pooled CIN-107) in the
mean change from baseline at Week 26.
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Intercurrent events and strategies: Intercurrent events include discontinuation of assigned
study treatment for reasons unrelated to study drug, discontinuation of assigned study
treatment for reasons related to study drug, receipt of other treatment for hypertengion and
CKD prior to Week 26, use of prohibited medication, and death. The strategies are described
in Table 9.

Table9 Intercurrent Event Strategies for the Primary Analysis of the
Primary Efficacy Endpoint

Intercurrent Event Strategy

Discontinuation of assigned study | Treatment policy strategy: Primary efficacy endpoint data collected after

treatment treatment discontinuation will be included in the analysiy.

Other reatment for hypertension | Treatment policy strategy: Primary efficacy endpoint data callected after

received prior 1o Week 26 use of other treatment for hypertension will be included in the analysis.

Use of prohibited medication Treatment policy strategy: Primary efficacy endpoint data collected after

use of prohibited medication will be included in the analysis.

Death Hypothetical strategy: The hypothetical strategy is that the patient did
not die. The primary efficacy endpoint will be considered missing.

The primary efficacy analysis will compare the mean change in seated SBP from baseline to
Week 26 of pooled CIN-107 and placebo using the mITT population. Au MMRM will be used
to perform this analysis. The analysis will include fixed effects for treatment, visit,
stratification variables (SGLT2 inhibitor use and CKD category), and the treatment-by-visit
interaction, along with a covariate of the baseline seated SBP value and the baseline seated
SBP by visit interaction. An estimate of the treatment difference in the mean change at

Week 26 will be generated. as will a test of the null hypothesis that the true means are equal at
a 2-sided 0.05 level of significance. The least squares means, standard errors, and 2-sided 95%
Cls for the true mean for each treatment group will be provided.

9.4.2.2 Secondary and _

The secondary efficacy endpoints as follows:

e The change from baseline of SBP on CIN-107 compared to placebo at Week 26 in
patients assigned to the high-dose strategy group

* The change from baseline of SBP on CIN-107 compared to placebo at Week 26 in
patients assigned to the low-dose strategy group

The ESEEEEEGEE :droints as follows:

°—
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"
* T ——

A (!, but not lmited (0, the

following:

. —
The relationship between percentage of change in (Sl and
I | CTN-107 compared to placebo at

o  The relationship between change in and BSI, o

CIN-107 compared to placebo at
¢  The relationship between the
of CIN-107 compared to placebo at

The BRI of the scudy is o cvaluste the N

o  Percentage change from baseline in (SN i~ paticnts assigned to the [§Rl)
]

e Percentage change from baseline in— in patients assigned to the -

+ Ctange o bscin n S

«  Change from baseline in SR
]

To protect the overall alpha level, the secondary efficacy endpoints will be tested in a
hierarchical manner, each at a 2-sided 0.05 level of significance. Hypothesis testing of
endpoints will proceed in the sequence shown above until a comparison is not statistically
significant. At that point, all remaining sequential tests will be deemed not significant.

Secondary and (S 2021yses will compare the change in SBP, [l and

EEI (o baseline to the EOT visit (Visit 11) between each dosing strategy of
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CIN-107 and placebo. An MMRM will be used to perform these analyses. The analyses will
include fixed effects for treatment, visit, stratification variables (SGLT2 inhibitor use and
CKD category), and treatment-by-visit interaction, along with a covariate of the corresponding
baseline value and the baseline by visit interaction. The restricted maximum likelihood
estimation approach will be used with an unstructured covariance matrix. Least squares
means, standard errors, and 2-sided 95% Cls for the true mean for each dosing strategy
treatment group and for pairwise comparisons of each dosing strategy of CIN-107 to the
placebo group will be provided.

Achicving S

Sensitivity analyses may be carried out under secondary estimands and/or various assumptions
for missing data. Full details will be provided in the SAP.

9.4.3 Safety

The safety population will be the primary population for the safety analysis. All safety
endpoints will be summarized descriptively.

The assessment of safety will be based primarily on the frequency of AEs and SAEs, clinical
laboratory assessments, vital signs, and 12-lead ECGs. Other safety data will be summarized
as appropriate.

AEs and SAEs will be coded using the MedDRA. Treatment-emergent AEs, defined as those
AEs and SAEs that newly occur or worsen in severity during the double-blind treatment
period, will be summarized by system organ class and preferred term. A list of patients with
SAEs, AE of special interest, and those who discontinue from the study due to an AE will be
provided.

Summary statistics by treatment strategy group at baseline, at each visit, and of changes from
baseline to each visit for laboratory parameters, vital signs, and other safety measurements
will be provided. The occurrence of significant abnormalities in change from baseline of
laboratory values will be summarized by treatment group. Physical examination data will be
listed.

04t
-

Al Vi be summarized descriptively. No adjustment for multiple comparisons
will be made. Nominal p-values will be used to examine any trends in these endpoints.
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tndivide) S

An attempt will be made to correlate plasmAgu

9.5 Interim Analysis

No formal interim analysis is planned. An independent DSMB will be formed in order to
conduct data reviews to assess safety and tolerability. Details related to the DSMB
responsibilities, authorities, and procedures will be documented in the DSMB Charter.

9.5.1 Missing Data

All efficacy analyses, as well as all safety analyses, will be conducted using available data
with no imputation for missing values.

9.6 Data Monitoring Committees
9.6.1 Data Safety Monitoring Board

A DSMB will be formed to conduct data reviews to assess safety and tolerability of CIN-107
and to make recommendations to AstraZeneca regarding the study. The composition of the
committee is dependent upon the scientific skills and knowledge required for monitoring the
particular study. Details related to the DSMB responsibilities, authorities, and procedures will
be documented in the DSMB Charter.

9.6.2 Unblinded Review Committee

The Sponsor may initiate an URC, whose members are not involved in the execution of the
study and would be described in a separate URC Charter. The URC would assess the safety
and efficacy of baxdrostat in a CKD population in preparation for the initiation of Phase II1
studies. Review by the URC is not intended to inform any decision making by the sponsor
regarding the conduct of this ongoing Phase II trial d6972c¢00001. The sponsor will take every
necessary step to maintain the scientific and data integrity of this study.

9.7 INVESTIGATOR REQUIREMENTS AND QUALITY
CONTROL
9.7.1 Ethical Conduct of the Study

Good Clinical Practice is an international ethical and scientific quality standard for designing,
conducting, recording, and reporting studies that involve human patients. Compliance with
this standard provides public assurance that the rights, safety, and well-being of study patients
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will review with the investigator and site staff the following documents: protocol, IB, eCRFs
and procedures for their completion, informed consent process, and the procedure for
reporting SAEs.

The investigator will permit the sponsor or their designee to monitor the study as frequently as
deemed necessary to determine that data recording and protocol adherence are satisfactory.
During the monitoring visits, information recorded on the eCRFs will be verified against
source documents and requests for clarification or correction may be made. After the eCRF
data is entered by the clinical site, the CRA will review the data for safety information,
completeness, accuracy, and logical consistency. Computer programs that identify data
inconsistencies may be used to help monitor the clinical study. If necessary, requests for
clarification or correction will be sent to investigators. The investigator and his/her staff will
be expected to cooperate with the monitor and provide any missing information, whenever
possible.

All monitoring activities will be reported and archived. In addition, menitoring visits will be
documented at the investigational site by signature and date on the study-specific monitoring
log.

9.7.5 Committees Structure

A DSMB will be formed to conduct data reviews to assess safety and tolerability of CIN-107.
In addition, the sponsor may initiate an URC, whose members are not involved in the
execution of the study and would be described in a separate URC Charter. Refer to Section 9.6
for additional information about these committees.

9.7.6 Dissemination of Clinical Study Data

Any results both technical and lay summaries for this trial, will be submitted to EU CTIS
within a year from global end-of-trial date in all participating countries, due to scientific
reasons, as otherwise statistical analysis is not relevant.

A description of this clinical study will be available on
http://astrazenecagrouptrials.pharmacm.com and http://www.clinicaltrials.gov as will the
summary of the study results when they are available. The clinical study and/or summary of
study results may also be available on other websites according to the regulations of the

countries in which the study is conducted. Disclosure of Data

Data generated by this clinical study must be available for inspection by the FDA, the sponsor
or their designee, applicable foreign health authorities, and the IRB as appropriate, Patients or
their legal representatives may request their medical information be given to their personal
physician or other appropriate medical staff responsible for their welfare.
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