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SUMMARY OF CHANGES FROM PREVIOUS VERSIONS

The following tables summarize the changes implemented in the current version of the Protocol
(v3.0 of 13/07/2023) compared to the previously approved version of the Protocol (v1.0 of
12/10/2022). The changes are divided according to the Protocol version in which they were

implemented.

Summary of changes implemented in the Protocol v2.0 (14 June 2023)

Note: For the sake of greater clarity, some rationales have been rephrased compared to the
Protocol v2.0, without any change to the meaning itself.

Affected Section(s)

Summary of Revisions Made

Rationale

Section 1:
Responsibilities
Section 20: Protocol
approval page

Statistician details are updated as
below:
Name: Chaitanya Trivedi

Study medical expert & Global
Clinical Operations Manager details
are updated as below:

Name: Simone Baldini

Biostatistician and Study medical expert &
Global Clinical Operations Manager details
are updated.

Section 2: Protocol
synopsis (objectives)
Section 4: Trial
objectives and end
points

Section 12.4: Analysis
variables

Section 12.5:
Statistical analysis
(primary efficacy
analysis and secondary
efficacy analysis)

Diastolic blood pressure (DBP) in the
primary objective and primary end
point has been updated to Systolic
blood pressure (SBP).

Systolic blood pressure in the
secondary objective #1 and secondary
end point #1 has been updated to
Diastolic blood pressure.

The Sponsor has decided to widen the target
population including also older patients.
Consistently with the expected increase in
median age of the study population, the
primary endpoint has been changed to SBP
which is deemed more relevant in elderly
patients from a clinical perspective.
Diastolic blood pressure has been changed to
key secondary endpoint.

Note#1: the entire Protocol has been
harmonized according to this change, where
needed.
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Section 2: Protocol
synopsis (Study
population: Patient’s
characteristics)
Section 6.2.1:
Inclusion criteria

The age limitation of up to 65 years
was updated to > 18 years.

Added the following verbiage at the
end of the inclusion criteria #2 “and, as
per Investigator’s judgement, is
deemed appropriate for a combination
treatment with beta blockers (BB) and
ACE-i."

The study population has been widened by
including elderly subjects in order to better
reflect the real use of the intended association
in the hypertensive patient population. This
will allow to provide comprehensive data in
all age groups.

Moreover, in addition to the eligibility
criteria already included in the study, a
specification in inclusion criterion # 2 is
added to reiterate the importance of patient's
selection.

Section 2: Protocol
synopsis (Clinical
sites, number of

The number of investigational clinical
sites updated to 26.

Number of clinical sites is updated after
feasibility analysis.

duration [specify
different study
phases))

centers)

Section 5: Study

design

Section 2: Protocol Updated the dates as below: First To update estimated study start and end
synopsis (Study Patient In: estimated by September dates.

2023
Last Patient Out: estimated by April
2024

Section 2: Protocol
synopsis (Statistical
assumptions)
Section 12.2:
Determination of
sample size

The following text has been modified
based on the new sample size
determination “A sample size of 215
achieves 90% power to detect a
Systolic BP difference of -2.4 mmHg
between the null hypothesis mean of
3.0 mmHg and the alternative
hypothesis mean of 5.4 mmHg with a
known standard deviation of

12.0 mmHg and with a significance
level (alpha) of 0.05 using a one-sided
one-sample t-test”.

Sample size has been calculated according to
the change in primary endpoint. To note,
despite the change in primary endpoint, the
sample size remains unchanged in respect of
the earlier protocol version.

Section 5: Study
design (Assessment
period from Visit 2
[Week 0] to Visit 5
[Week 12])

Section 8.1:
Assessment of efficacy

The following sentence has been
added: “Three BP measurements will
be performed for each arm”

For consistency with the rest of the Protocol.

The following sentence has been
updated: “using the same calibrated
automated device, provided by the
Sponsor, at each visit.

For consistency with the rest of the Protocol.

The following sentence has been
updated: “study medication should be
taken at the study center after all
assessments mentioned”

To harmonize the timeframe of
investigational medicinal product (IMP)
intake among visits and to ensure intake of
the IMP after BP assessment.
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Section 5.1:
Procedures and study
visits

The order of procedures/assessments

planned for each following visit has

been updated. The following sentence

has been added as the last step for the

following visits “Intake of the first

dose of the dispensed study medication

at the site at the end of all other

procedures/assessments”

. Screening and start of Run-in
period (Visit 1, Week —4)

. Assessment period (Visit 2,
Week 0)

. Assessment period (Visit 3,
Week 4)

. Assessment period (Visit 4,
Week 8)

Improved description to facilitate correct
understanding of the order of the listed
procedures.

Section 8.1:
Assessment of efficacy

Updated the following sentence with
values rather than grading:

“in patients with hypertension with
mean sitting SBP > 140 mmHg and
<179 mmHg and/or mean sitting
DBP > 90 mmHg and < 109 mmHg.”

For consistency with the rest of the Protocol.

Section 12.2:
Determination of
sample size

The following sentence has been
added “Such a difference in SBP is
highly clinically significant in a
population-wide perspective since, as
clearly demonstrated by Hardy et al, if
applied nationwide, a hypothetical 1
mmHg shift in SBP among African
American and white US populations
aged 45 to 64 years was estimated to
prevent =9338 incident heart failure
events, 6210 incident coronary heart
disease events, and 3761 incident
stroke events annually, while the
hypothetical intervention achieving the
larger SBP reduction of 2 mmHg was
associated with larger reductions in the
incidence of coronary heart disease,
stroke, and heart failure for both racial
groups.”

Determination of sample size has been
updated and clinical rationale has been
provided to reflect the change in the primary
objective and endpoint.

Section 12.5:
Statistical analysis

The null and alternate hypothesis has
been updated as below:

HO: There is no change in the sitting
SBP post combination therapy.

Statistical analysis has been updated
according to the update in primary objective
of the study.
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H1: There is a difference in the sitting
SBP post combination therapy.

The following text regarding
hypothesis testing has been updated as
below: “Change from baseline in
sitting SBP from prior and post
combination therapy will be tested
using paired t-test. The p-value
obtained from the paired t-test will be
presented.”

Section 19: References

The following reference has been
added: “Hardy et al. Reducing the
Blood Pressure—Related Burden of
Cardiovascular Disease: Impact of
Achievable Improvements in Blood
Pressure Prevention and Control. J] Am
Heart Assoc. 2015 Oct; 4(10):
e002276.

New reference has been added as per the
addition of new text in section determination
of sample size.

Throughout

Minor editorial and document
formatting revisions.

Administrative revisions implemented for
clarity and consistency. Minor changes,
therefore, have not been summarized.

Summary of changes implemented in the Protocol v3.0 (13 July 2023)

Affected Section(s)

Summary of Revisions Made

Rationale

Section 2: Protocol
synopsis (objectives,
endpoints, Study
duration)

Section 2.1: Study
scheme

Section 4: Trial
objectives and end
points

Section 5: Study
design

Section 7: Study
treatment

Section 12.4: Analysis
variables

Section 12.5:
Statistical analysis

For the purpose of this study,
uncontrolled BP is amended as follows:
sitting SBP/DBP: > 130/80 mmHg in
patients < 65 years old.

sitting SBP/DBP: > 140/80 mmHg in
patients > 65 years old

The optimal BP goal is modified
accordingly, as follows:

sitting BP < 130/80 mmHg in patients
< 65 years old

sitting BP < 140/80 mmHg in patients
> 65 years old

Thresholds and target BP goals have been
amended by age groups according to 2018
ESC/ESH guidelines.

Note: the entire Protocol has been
harmonized according to this change, where
needed.
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Throughout Minor editorial and document Administrative revisions implemented for
formatting revisions. clarity and consistency. Minor changes,
therefore, have not been summarized.
E.g.

1) In the following sentence “and” has
been replaced by “and/or” for further
clarification: “Hypertensive patients
with Systolic blood pressure (SBP)
ranging from > 140 to < 179 mmHg
and/or Diastolic blood pressure (DBP)
ranging from > 90 to < 109 mmHg on
treatment.”

2) The following sentence has been
updated as below for following visits by
removing the word first dose: “Intake of
the dispensed study medication at the
site at the end of all other
procedures/assessments”

. Screening and start of Run-in
period (Visit 1, Week —4)

. Assessment period (Visit 2,
Week 0)

. Assessment period (Visit 3,
Week 4)

. Assessment period (Visit 4,
Week 8)
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LIST OF ABBREVIATIONS AND DEFINITION OF TERMS

ABBREVIATION DEFINITION
ACE-i Angiotensin converting enzyme inhibitor
ADR Adverse drug reaction

AE Adverse event

RAM Ramipril

ATC Anatomical Therapeutic Chemical

BBs Beta Blockers

BP Blood Pressure

CHD Coronary Heart Disease

COVID-19 Coronavirus Disease 2019

CRO Contract Research Organization

DBP Diastolic Blood Pressure

DPO Data Protection Officer

EC Ethics Committee

ECG Electrocardiogram

eCRF Electronic Case Report Form

EoS End of Study

ESC European Society of Cardiology

ESH European Society of Hypertension

FSH Follicular Stimulating Hormone

GCP Good Clinical Practice

HA Health Authorities

HRT Hormonal replacement therapy

ICF Informed Consent Form

ICH International Council for Harmonisation
ICSR Individual Case Safety Report

IMP Investigational medicinal product

ISO International Organization for Standardization
IT Information technology

mITT Modified Intent-to-treat

MoA Mechanism of action

NEB Nebivolol

NO Nitric Oxide

PI Principal Investigator

PP Per-Protocol Population

Q1 First quartile
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Q3 Third quartile

SAE Serious Adverse Events

SAP Statistical Analysis Plan

SBP Systolic Blood Pressure

SmPC Summary of Product Characteristics

SOP Standard Operative Procedures

SUSAR Serious Unexpected Adverse Drug Reaction
TMF Trial Master File

UPT Urine pregnancy test

ULN Upper Limit of Normal
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1 RESPONSIBILITIES

Sponsor

Name: Menarini International Operations Luxembourg SA
Address: 1, Avenue de la Gare L-1611 Luxembourg

Clinical Trial Coordinator

Name: Rossella Baldini
Address: Via dei Sette Santi 1-3, 50131, Firenze

Operations Manager

Study Medical Expert (SME) & Global Clinical | Name: Simone Baldini

Address: Via dei Sette Santi 1-3, 50131, Firenze

Study Drug Safety Manager (SDSM)

Name: Jaleh Khabirinejad
Address: Avenue de la Gare 1, L-1611, Luxembourg

Coordinating Investigator

Name: Professor Giovambattista Desideri

CRO Name: IQVIA
Address: 3 Forbury Place, 23 Forbury Road, Reading, RG1
3JH, United Kingdom

Statistician Name: Chaitanya Trivedi
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2 PROTOCOL SYNOPSIS

Title Open-label, multicenter, multinAtionaL, inteRventional clinical Trial to
assess Efflcacy and safety of the exteMporaneous comblnation of
Nebivolol and Ramipril in hypertenSIve pAtients.

Acronym ARTEMISIA Study

Sponsor Study Code MEIN/22/NeRam-Hyp/001

Investigational medicinal
products, Dosage and
Regimen:

. Monotherapy Nebivolol (NEB) 5 mg (Anatomical Therapeutic
Chemical [ATC] code C09DX05) and Monotherapy Ramipril
(RAM) 5 mg (ATC code CO9AAOS).

. Extemporaneous combination of NEB 5 mg with
RAM 2.5/5/10 mg.

Note: Investigational medicinal product (IMP) or study treatment refers
to both, monotherapy (NEB 5 mg or RAM 5 mg) and extemporaneous
combination of NEB 5 mg with RAM 2.5/5/10 mg.

Study Type and Design. | This is a Phase IV, interventional, open-label, multicenter, multinational
study with 2 study periods: a Run-in period of 4 weeks and an
Assessment period of 12 weeks.
Phase Phase IV
Objectives Note: For the purpose of this study, uncontrolled BP is defined as sitting
SBP/DBP:
. >130/80 mmHg in patients < 65 years old
. > 140/80 mmHg in patients > 65 years old
Primary Objective
. To assess the antihypertensive efficacy of the
extemporaneous combination of NEB 5 mg with
RAM 2.5/5/10 mg in lowering sitting Systolic blood pressure
(SBP) between Visit 2 (Week 0) and Visit 5 (Week 12) in
patients with uncontrolled blood pressure (BP) previously
treated with NEB 5 mg or RAM 5 mg monotherapies for at
least 30 days.
Secondary Objectives
. To assess the antihypertensive efficacy of the extemporaneous
combination of NEB 5 mg with RAM 2.5/5/10 mg in lowering
sitting Diastolic BP (DBP) between Visit 2 (Week 0) and Visit 5
(Week 12) in patients with uncontrolled BP previously treated
with NEB 5 mg or RAM 5 mg monotherapies for at least 30 days.
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Exploratory Objectives

To assess the antihypertensive efficacy of the extemporaneous
combination of NEB 5 mg with RAM 2.5/5/10 mg, in lowering
sitting DBP and SBP between:

o} Visit 2 (Week 0) and Visit 3 (Week 4)

o Visit 2 (Week 0) and Visit 4 (Week 8)

To assess the antihypertensive efficacy of the extemporaneous
combination of NEB 5 mg with RAM 2.5/5/10 mg by evaluating
the patients who achieved the standard BP goal (sitting

BP < 140/90 mmHg) at Visit 5 (Week 12).

To assess the antihypertensive efficacy of the extemporaneous
combination of NEB 5 mg with RAM 2.5/5/10 mg by evaluating
the patients who achieved the optimal BP goal (sitting

BP < 130/80 mmHg in patients < 65 years old/sitting

BP < 140/80 mmHg in patients > 65 years old) at Visit 5

(Week 12).

To assess the adherence to the study treatment at Visit 2 (Week 0),
at Visit 3 (Week 4), at Visit 4 (Week 8) and at Visit 5 (Week 12).
To evaluate the safety and tolerability of the monotherapies
(NEB 5 mg and RAM 5 mg) and of the extemporaneous
combinations (NEB/RAM 5/2.5 mg, NEB/RAM 5/5 mg,
NEB/RAM 5/10 mg).

To assess the antihypertensive efficacy of the extemporaneous
combination of NEB 5 mg with RAM 2.5/5/10 mg by evaluating
the patients who achieved the standard BP goal (sitting

BP < 140/90 mmHg) at Visit 2 (Week 0), at Visit 3 (Week 4) and
at Visit 4 (Week 8).

To assess the antihypertensive efficacy of the extemporaneous
combination of NEB 5 mg with RAM 2.5/5/10 mg by evaluating
the patients who achieved the optimal BP goal (sitting

BP < 130/80 mmHg in patients < 65 years old/sitting

BP < 140/80 mmHg in patients > 65 years old) at Visit 2 (Week
0), at Visit 3 (Week 4), and at Visit 4 (Week 8).

To assess the antihypertensive efficacy in terms of sitting DBP
and SBP between Visit 1 (Week -4) and Visit 2 (Week 0), Visit 3
(Week 4), Visit 4 (Week 8), and Visit 5 (Week 12) in the overall
population.

To evaluate sitting DBP and SBP between Visit 1 (Week -4) and
Visit 2 (Week 0), Visit 3 (Week 4), Visit 4 (Week 8), and Visit 5
(Week 12) in patients who were on NEB 5 mg and RAM 5 mg at
Visit 1 and continued to be on the same therapies or who switched
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to NEB 5 mg or RAM 5 mg from any other beta blocker (BB) or
angiotensin-converting enzyme inhibitors (ACE-is) at Visit 1.
To evaluate sitting DBP and SBP at Visit 3 (Week 4), Visit 4
(Week 8), and Visit 5 (Week 12) in patients with uncontrolled
hypertension.
To assess the change in sitting DBP and SBP from Visit 2 (Week
0) to Visit 3 (Week 4), from Visit 3 (Week 4) to Visit 4 (Week 8),
and from Visit 4 (Week 8) to Visit 5 (Week 12) in patients with
uncontrolled hypertension.
To evaluate the total number and percentage of patients who
achieved the standard BP goal (sitting SBP/DBP < 140/90 mmHg)
and the optimal BP goal (sitting BP < 130/80 mmHg in patients
< 65 years old/sitting BP < 140/80 mmHg in patients > 65 years
old) at Visit 2 (Week 0), Visit 3 (Week 4), Visit 4 (Week 8) and
Visit 5 (Week 12) in the group of patients:
o who were on NEB 5 mg and RAM 5 mg at Visit 1 (Week -
4) and continued to be on the same therapies.
o who switched to mg or RAM 5 mg from any other BBs or
ACE-i at Visit 1 (Week -4).
To assess the antihypertensive effect in terms of achieving
standard BP goal (sitting SBP/DBP < 140/90 mmHg) and optimal
BP goal (sitting BP < 130/80 mmHg in patients < 65 years
old/sitting BP < 140/80 mmHg in patients > 65 years old) in
patients who were on NEB 5 mg and RAM 5 mg at Visit 1 and
continued to be on the same therapies or who switched to NEB
5mg or RAM 5 mg from any other BB or ACE-i at Visit 1
categorized by their hypertension grade at diagnosis, Coronary
Heart Disease (CHD), presence of diabetes, presence of
hypercholesterolemia, at Visit 2, Visit 3, Visit 4, Visit 5.

Endpoints Primary Endpoint
. Change in mean sitting SBP between Visit 2 (Week 0) and Visit 5
(Week 12).
Secondary Endpoints
. Change in mean sitting DBP between Visit 2 (Week 0) and Visit 5
(Week 12).
. Change in mean sitting DBP and SBP between:
o} Visit 2 (Week 0) and Visit 3 (Week 4)
o Visit 2 (Week 0) and Visit 4 (Week 8)
. Number and proportion of patients achieving the standard BP goal
(sitting BP < 140/90 mmHg) at Visit 5 (Week 12).
. Number and proportion of patients achieving the optimal BP goal
(sitting BP < 130/80 mmHg in patients < 65 years old/sitting
CONFIDENTIAL Page 15 of 90
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Exploratory Endpoints

BP < 140/80 mmHg in patients > 65 years old) at Visit 5 (Week
12).

Adherence to treatment estimated as % of doses taken/doses to be
taken at Visit 2 (Week 0), at Visit 3 (Week 4), at Visit 4 (Week 8)
and at Visit 5 (Week 12).

Safety and tolerability of the monotherapies (NEB 5 mg and RAM
5 mg) and of the extemporanecous combination (NEB/RAM 5/2.5
mg, NEB/RAM 5/5 mg, NEB/RAM 5/10 mg) measured by
incidence, intensity (severity), seriousness of adverse events
during the study period, (Screening, Run-in period and
Assessment period), relationship to the study treatments, clinically
significant abnormal change in vital signs, electrocardiogram
(ECGQG), laboratory parameters, and use of concomitant
medications at Visit 2 (Week 0), Visit 3 (Week 4), Visit 4 (Week
8), and Visit 5 (Week 12).

Number and proportion of patients achieving the standard BP goal

(sitting BP < 140/90 mmHg) at Visit 2 (Week 0), Visit 3 (Week

4), and Visit 4 (Week 8).

Number and proportion of patients achieving the optimal BP goal

(sitting BP < 130/80 mmHg in patients < 65 years old/sitting

BP < 140/80 mmHg in patients > 65 years old) at Visit 2 (Week

0), Visit 3 (Week 4), and Visit 4 (Week 8).

Change in mean sitting DBP and SBP between Visit 1 (Week -4)

and Visit 2 (Week 0), Visit 3 (Week 4), Visit4 (Week 8), and

Visit 5 (Week 12) in the overall population.

Change in mean sitting DBP and SBP between Visit 1 (Week -4)

and Visit 2 (Week 0), Visit 3 (Week 4), Visit4 (Week 8), and

Visit 5 (Week 12) in the following subgroups:

o in the group of patients who were on NEB 5 mg and RAM 5
mg at Visit 1 and continued to be on the same therapies;

o in the group of patients who switched to NEB 5 mg or
RAM 5 mg from any other BB or ACE-i at Visit 1.

Mean sitting DBP and SBP for uncontrolled patients at Visit 3

(Week 4), Visit 4 (Week 8), and Visit 5 (Week 12).

Change in mean sitting DBP and SBP for patients with

uncontrolled hypertension from Visit 2 (Week 0) to Visit 3 (Week

4Y; from Visit 3 (Week 4) to Visit 4 (Week 8); and from Visit 4

(Week 8) to Visit 5 (Week 12).

Number and percentage (proportion) of patients achieving the

standard BP goal (sitting SBP/DBP < 140/90 mmHg) and the

optimal BP goal (sitting BP < 130/80 mmHg in patients < 65 years
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old / sitting BP < 140/80 mmHg in patients > 65 years old) at Visit

2 (Week 0), Visit 3 (Week 4), Visit 4 (Week 8), and Visit 5 (Week

12):

o in the group of patients who were on NEB 5 mg and RAM 5
mg at Visit 1 (Week -4) and continued to be on the same
therapies.

o in the group of patients who switched to NEB 5 mg or
RAM 5 mg from any other BBs or ACE-i at Visit | (Week -
4).

. Number and percentage (proportion) of patients achieving the
standard BP goal (sitting SBP/DBP < 140/90 mmHg) and the
optimal BP goal (sitting BP < 130/80 mmHg in patients < 65 years
old / sitting BP < 140/80 mmHg in patients > 65 years old) who
were on NEB 5 mg and RAM 5 mg at Visit | and continued to be
on the same therapies, categorized by their hypertension grade at
diagnosis, CHD, presence of diabetes, and/or of
hypercholesterolemia, at Visit 2, Visit 3, Visit 4, and Visit 5.

. Number and percentage (proportion) of patients achieving the
standard BP goal (sitting SBP/DBP < 140/90 mmHg) and the
optimal BP goal (sitting BP < 130/80 mmHg in patients < 65 years
old/sitting BP < 140/80 mmHg in patients > 65 years old) who
switched to NEB 5 mg or RAM 5 mg from any other BB or ACE-i
at Visit 1, categorized by their hypertension grade at diagnosis,
CHD, presence of diabetes, and/or of hypercholesterolemia, at
Visit 2, Visit 3, Visit 4, and Visit 5.

Study Population:
Patients’ characteristics
Number of Patients

Two hundred and seventy (270) male or female patients aged > 18 years
with uncontrolled hypertension, who are on treatment with any BBs or
ACE-is, including NEB (only 5 mg dosage allowed) or RAM (only 5 mg
dosage allowed) for at least 30 days prior to Visit 1, will be screened for
eligibility.

A total number of 270 patients will be screened considering a screen

failure/drop-out rate of 20%, to obtain at least 215 completed patients at

the end of the study (Visit 5) (patients who complete all visits including

End of Study (EoS) Visit [ Visit 5]).

Inclusion criteria:

Patient will be considered eligible to be enrolled in the study only if

he/she meets all the following inclusion criteria:

l. Willing to comply with all study activities and procedures for the
duration of the study and provided signed, written informed
consent prior to any study procedures at Screening Visit (Visit 1).

2. Male or female patients aged > 18 years with hypertension with
mean sitting SBP > 140 mmHg and < 179 mmHg and/or mean
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Exclusion criteria:
Any patient who meets any of the following criteria will not qualify for
entry into the study:

sitting DBP > 90 mmHg and < 109 mmHg at Visit 1 (screening),

while on monotherapy treatment either with BBs (NEB 5 mg or

any dose if other BB) or ACE-i (RAM 5 mg or any dose if other

ACE-i) for at least 30 days before Visit 1 (screening) and, as per

Investigator’s judgement, is deemed appropriate for a combination

treatment with BB and ACE-i.

Ability to take oral medication and willing to adhere to the drug

regimen.

Female patient of childbearing potential is eligible to participate if

she is not pregnant, or not breastfeeding. A woman is considered

fertile following menarche and until becoming postmenopausal
unless permanently sterile. Women of childbearing potential must
agree to use highly effective contraception (e.g., method of birth
control throughout the study period and for 4 weeks after study
completion defined as a method which results in a failure rate of
less than 1% per year) and also must refrain from donating or
storing eggs during this time. Highly effective contraception
methods can be:

. Combined hormonal contraception (estrogen- and
progestogen-containing) associated with inhibition of
ovulation (oral, intravaginal, and transdermal).

. Progestogen-only hormonal contraception associated with

inhibition of ovulation (oral, injectable, and implantable).

Intrauterine device.

Intrauterine hormone-releasing system.

Bilateral tubal occlusion.

Vasectomized partner (procedure conducted at least 2

months before the screening), (provided that partner is the

sole sexual partner of the trial participant and that the
vasectomized partner has received medical assessment of
the surgical success).

A male patient with female sexual partners must agree to use

contraception during the whole study period and for at least 1

week after the last dose of study treatment and refrain from

donating sperm during this period.

Patients with documented history of hypersensitivity to NEB,
RAM, other BBs or other ACE-is, or any related products,
excipients of the formulations, as outlined in the relevant

CONFIDENTIAL

Page 18 of 90



DocuSign Envelope ID: 6CBAS0DB-57DB-4106-A8E0-16011A86188C

MENARINI

Global Medical Department

Protocol Template

Identification Number

Version Number State Effective date

FORM-000050125

3.0, CURRENT Effective 13 May, 2022

Sponsor: Menarini International Operations Luxembourg SA Protocol Version_3.0 of 13/07/2023
Study Code: MEIN/22/NeRam-Hyp/001

10.
11.
12.

13.
14.
15.

Investigator’s Brochure, summary of product characteristics or
local package inserts for Nebivolol and Ramipril.

Patients with serious disorders (in the opinion of the Investigator)
which may limit the ability to evaluate the efficacy or safety of the
tested medications, including cerebrovascular, cardiovascular,
renal, respiratory, hepatic, gastrointestinal, endocrine, or
metabolic, hematological, or oncological, neurological, and
psychiatric diseases. The same applies for immunocompromised
and/or neutropenic patients.

Patients having a history of the following conditions within the
last 6 months: myocardial infarction, unstable angina pectoris,
percutaneous coronary intervention, bypass surgery, heart failure,
hypertensive encephalopathy, valve replacement (transcatheter
aortic valve implantation, mitraclip), cerebrovascular accident
(stroke), or transient ischemic attack.

Patients with condition of hypotension with SBP <90 mmHg
and/or DBP < 60 mmHg.

Acute heart failure (12 months before enrolment), cardiogenic
shock, or episodes of heart failure decompensation requiring
intravenous inotropic therapy.

Patients with secondary hypertension of any etiology including
renal diseases, Cushing’s syndrome, hyperaldosteronism,
renovascular disease and thyroid disorders.

Patients with severe heart failure (New York Heart Association
classification III-IV) a narrowing of the aortic or bicuspid valve,
an obstruction of cardiac outflow (obstructive, hypertrophic
cardiomyopathy), obstruction of the outflow tract of the left
ventricle (e.g., high grade aortic stenosis) or symptomatic
coronary disease.

Patients with clinical evidence of renal disease (including
significant bilateral renal artery stenosis or renal artery stenosis in
a single functioning kidney), severe renal impairment or renal
transplant.

Patients with clinically relevant hepatic impairment.

Patients with a history of angioneurotic edema.

Patients with sick sinus syndrome, including sino-atrial block.
Patient with second- and third-degree heart block (without a
pacemaker).

History of bronchospasm and bronchial asthma.

Untreated phacochromocytoma.

Patients with bradycardia (heart rate < 60 bpm; <50 bpm in
patients already on BBs treatment).
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16.  Patient with history of metabolic acidosis.

17.  Patients with severe peripheral circulatory disturbances.

18.  Participation in another interventional study within the last 30
days before Screening Visit (Visit 1).

19.  Patients with diseases that, in the opinion of the Investigator,
prevent a careful adherence to the protocol.

20.  Patients using and not suitable for withdrawing the prohibited
medications prior to the administration of study treatment.

21.  Pregnant and breastfeeding women. NOTE: a pregnancy test will be
performed on all women of childbearing potential at each study visit.

22.  Patients with medical history of cirrhosis (Child Pugh class B or higher).

23.  History of unexplained syncope within the prior 2 years, or a known
syncopal disorder.

24.  Patients who received renal denervation in the last 3 years or other
device-based non-pharmacological treatment of hypertension.

25.  Any other contraindication to either NEB or RAM as per respective

SmPC.
Clinical Sites Approximately 26 clinical sites
Number of Centers
List of Countries Bulgaria, Poland, and Hungary

Study Duration (specify | This study will last up to 16 weeks.

different study phases): Screening Visit 1 (Week -4):

Hypertensive patients with SBP ranging from > 140 to < 179 mmHg
and/or DBP ranging from > 90 to < 109 mmHg on treatment, for at least
30 days prior to screening, with NEB 5 mg or any other BB, or RAM 5
mg or any other ACE-i will be screened for eligibility (Visit 1). Patients
that did not meet eligibility criteria will be considered as screening
failures and will not be re-screened.

Run-in period from Visit 1 (Week -4) to Visit 2 (Week 0):

On the same day of the Screening Visit, eligible patients will enter a

Run-in period, during which:

. Patients receiving NEB 5 mg or RAM 5 mg will continue the
same therapy for 4 weeks.

. Patients on any other BB will be assigned to monotherapy with
NEB 5 mg while patients on any other ACE-i will be assigned to
monotherapy with RAM 5 mg for 4 weeks.

The study is designed in order to ensure that 1:1 ratio between patients in

the NEB and RAM arms will be achieved. For details see Section 3.

Assessment period from Visit 2 (Week 0) to Visit 5 (Week 12):

After 4 weeks (+ 2 days) of the run-in period of monotherapy (Week 0),

BP will be further assessed at Visit 2.
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Patients with uncontrolled BP levels (sitting BP > 130/80 mmHg in
patients < 65 years old/sitting BP > 140/80 mmHg in patients > 65 years
old) at Visit 2, with adequate treatment adherence (ranging between 80%
to 120%) and who did tolerate the treatment, will enter into the
Assessment period and will be assigned to the extemporaneous
combination of NEB/RAM 5/2.5 mg. Patients with controlled BP levels
(sitting BP < 130/80 mmHg in patients < 65 years old/sitting

BP < 140/80 mmHg in patients > 65 years old) and/or who do not
tolerate the treatment or have an adherence range below 80% or above
120%, will be withdrawn from the study (drop-out patients).

After 4 weeks + 2 days in the Assessment period (Week 4), patients BP
will be further evaluated at Visit 3: patients with controlled BP levels
(sitting BP < 130/80 mmHg in patients < 65 years old/sitting

BP < 140/80 mmHg in patients > 65 years old) will continue the same
extemporaneous combination, while patients with uncontrolled BP levels
(sitting BP > 130/80 mmHg in patients < 65 years old/sitting

BP > 140/80 mmHg in patients > 65 years old) will be up-titrated from
NEB/RAM 5/2.5 mg to NEB/RAM 5/5 mg for further 4 weeks + 2 days.

After further 4 weeks + 2 days (Week 8) the BP will be assessed again
(Visit 4): controlled patients will continue the same extemporaneous
combination, while uncontrolled patients:

. if on NEB/RAM 5/2.5 mg, will be up-titrated to NEB/RAM

5/5 mg for further 4 weeks + 2 days (Visit 5, Week 12);

. if on NEB/RAM 5/5 mg, will be up-titrated to NEB/RAM

5/10 mg for further 4 weeks + 2 days (Visit 5, Week 12).

At the end of the Assessment period (12 weeks + 2 days) at Visit 5, the

antihypertensive effect of the extemporaneous combination (NEB/RAM
5/2.5 mg, NEB/RAM 5/5 mg or NEB/RAM 5/10 mg) will be evaluated.

First Patient In: estimated by September 2023
Last Patient Out: estimated by April 2024

Patient Study Phases
Duration

For patients completing the study, participation will last up to 16 weeks:
. 4 weeks of Run-in period (monotherapy)
. 12 weeks of Assessment period (extemporaneous combination)

Statistical Assumptions

The primary endpoint will be assessed before and after Assessment
period at Week 12, by a paired t-test using the Modified Intent-to-Treat
population and the Per-Protocol population. A sample size of 215
achieves 90% power to detect a Systolic BP difference of -2.4 mmHg
between the null hypothesis mean of 3.0 mmHg and the alternative
hypothesis mean of 5.4 mmHg with a known standard deviation of 12.0

mmHg and with a significance level (alpha) of 0.05 using a one-sided
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one-sample t-test. Assuming an approximate 20% screen failure/drop-
out rate, two-hundred and seventy (270) patients with uncontrolled
hypertension are planned to be screened to obtain at least 215 completed
patients at the end of the study (Visit 5) (patients who complete all visits
including EoS Visit [Visit 5]). Hypothesis about the direction of the
treatment effect: one-sided test has more statistical power to detect an
effect in one direction because it is expected that combination therapy
increases treatment efficacy in patients with uncontrolled hypertension
previously treated with NEB or RAM monotherapies for at least 30 days.
In this scenario, it is possible to exclude the hypothesis of testing the
possibility that the combination therapy is less effective than the
monotherapy, for this reason a one-sided test is more appropriate.
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