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1. INTRODUCTION

This statistic ! analysis pian (SAP) describes thè rules and conventions to be used in thè

presentation and analysis of efficacy and safety data for Protocol MEIN/21/AmNe-Hyp/OOI. It
describes thè data to be summarized  nd analyzed, including specifics of thè statistica! analyses to
be performed.

This SAP is based on protocol version I.O, dated 27 September 2021.

2. Study Objectives and Estimands

2.1.Primary Objective

The primaiy objective is to assess thè antihypertensive efficacy of thè extemporaneous
combination of nebivolol (NEB) 5 mg with amlodipine (AML) 5 mg or AML 10 mg in lowering
thè sitting DBP faetween Visit 2 (Wee  0) and Visit 4 (Week 8) in patients with uncontrolled BP,
previously treated with NEB 5 mg or AML 5 mg monotherapies for at le st 4 weeks.

2.2.Secondary Objectives

The secondary objectives are
• To assess thè antihypertensive efficacy of thè extemporaneous combination of NEB 5 mg with

AML 5 mg or AML 10 mg in lowering sitting SBP between Visit 2 (Week 0) and Visit 4
(Week 8) in patients with uncontrolled BP previously treated with NEB 5 mg or AML 5 mg
monotherapies for at least 4 weeks.

• To assess thè antihypertensive efficacy ofthe extemporaneous combination ofNEB/AML 5/10
mg versus extemporaneous combination NEB/AML 5/5 mg, in lowering sitting DBP and SBP
between Visit 3 (Week 4) and Visit 4 (Week 8) in patients with uncontrolled BP previously

treated with NEB 5 mg or AML 5 mg monotherapies for at least 4 weeks.
• To assess thè antihypertensive efficacy of thè extemporaneous combination of NEB 5 mg with

AML 5 mg or AML 10 mg by evaluating thè patients who achieve BP goal (sitting BP < 130/80
mmHg) at Visit 2 (Week 0), at Visit 3 (Week 4), and at Visit 4 (Week 8).

• To assess thè compliance to thè treatment (percentage of actual doses taken ve sus doses to be
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taken) at Visit 2 (Week 0), at Visit 3 (Week 4), and at Visit 4 (Week 8).
• To evaluate thè safety and tolerability of thè monotherapies (NEB 5 mg and AML 5 mg) and

of thè extemporaneous combinations (NEB 5 mg  nd AML 5mg or AML 10 mg) after 8 weeks

of treatment.

2.3.Exploratory Objectives

The exploratory objectives are
• To assess change in mean sittìng DBF and SBP between Visit 1 (Week -4) and Visit 2 (Week

0), Visit 3 (Week 4) and Visit 4 (Week 8):
1. In thè g oup of patients who were on NEB 5 mg and AML 5 mg at Visit I and continued

to be on thè same therapies.

2. In thè group of patients who switched to NEB 5 mg or AML 5 mg from  ny other BBs
or CCBs at Visit I.

• To assess thè change in mean sitting DBF and SBP between Visit 2 (Week 0) and Visit 3
(Week 4) for imcontrolied patients at Visit 3 (Week 4).

• To assess thè antihypertensive efficacy of thè extemporaneous combination of NEB 5 mg with
AML 5 mg or AML 10 mg by evaluating thè number of patients achieving thè BP goal (sitting

BP <130/80 mmHg) at Visit 2 (Week 0), Visit 3 (Week 4) and Visit 4 (Week 8):
1. In thè group of patients who were on NEB 5 mg and AML 5 mg at Visit 1 (Week -4)

and continued to be on thè same therapies.

2. In thè group of patients who switched to NEB 5 mg or AML 5 mg from any other BBs
or CCBs at Visit 1 (Week -4).

• To assess thè antihypertensive efficacy of thè extemporaneous combination of NEB 5 mg with
AML 5 mg or AML 10 mg by evaluating thè number of patients divided into subgroups

ccording to thei  hypeitension g ade, thè presence of diabetes and/or of hypercholesterolemia
achieving thè BP goal (sitting BP <130/80 mmHg) at Visit 2 (Week 0), Visit 3 (Wee  4), and
Visit 4 (Week 8);

1. In thè group of patients who were on NEB 5 mg and AML 5 mg at Visit 1 and continued

to be on thè same therapies.

2. In thè group of patients, who switched to NEB 5 mg or AML 5 mg from any other BBs
or CCBs at Visit 1.
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3. Study Design

3.1.Gener l Descrìptìoii

This is a Phase IV, interventional, open-Iabel, multicenter, multinational study wìth 2 study periods
(a run-in period of 4 weeks and an assessment period of 8 weeks). Patients with hypertension with
systolic blood pressure (SBP) ranging from >140 to <179 inmHg and diastolic blood p essure
(DBP)  anging from >90 to <109 mmHg on treatment with any beta-biockers (BBs) or c lciu 
channel blockers (CCBs)c inciuding NEB 5 mg or AML 5 mg for at least one  onth prior to Visit
1 will be screened for eligibiiity. Onthe sameday ofthe Screening visit, eligible patients will enter
into a run-in period after screening, during  hich:
• Patients receiving NEB 5 mg or AML 5 mg will continue thè same therapy for 4 weeks.
• Patients on any other BBs or CCBsc will be switched to NEB 5 mg or AML 5 mg.
Patients ente ing this phase in therapy with NEB 5 mg or AML 5 mg shouid be in a 1:1 ratio. After
4 weeks (±2 days) of  un-in period of monotherapy, BP will be further assessed at Visit 2. Patients
with uncont olled BP levels (sitting SBP/DBP >130/80 mmHg) at Visit 2, with thè t eatment

adherence (ranging between 80% to 120%) who did tolerate thè treatment will enter into thè
assessment period and will be assigned to thè extemporaneous combination of  EB 5 mg and
AML 5 mg. Patients with controlled BP levels (sitting SBP/DBP <130/80 mmHg) and/or who do
not tolerate thè treatment or bave an adherence range below 80% or above 120%, will be
withdrawn from thè study. After 4 weeks ±2 days in thè assessment period, patients BP will be
urther evalu ted at Visit 3: patients with controlled BP levels (sitting SBP/DBP <130/80 mmHg)

will continue thè same extemporaneous combination, while patients with uncontrolled BP levels
will be uptit ated from exte poraneous combination NEB/AML 5/5 mg to extemporaneous
combination of NEB/AML 5/10 mg for further 4 weeks. At thè end of thè assessment period (8
weeks ±4 days), Visit 4 will take place. To correctly evaluate thè additional effect of thè

combination therapy, thè number of patients with uncontrolled BP on NEB or AML monotherapy
needs to be balanced at Visit 2. In order to maintain a 1:1  atio during thè assessment period, a cap
of 110 patients for each treatment arm (ie. NEB an  AML) will be included at Visit 2 in order to

maintain a balanced number of uncontrolled patients entering thè assessment period for each drug.
The evaluation will be done every 50 patients. If thè rate of entrance in thè assessment period for
one of thè 2 tested drugs will deviate more than 5%, a corrective measure will be initiated:
according to thè en olment site statistics, one or mo e sites will be informed to en oll a greater
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number of patients being treated with thè least represented drug in thè assessment period. A total
number of290 patients will be screened considering 25% of drop-out rate, to obtain approximately
216 completed patients at thè end of thè study (Visit 4).

3.2.Schediile of Events

Schedule of events can be found in Section 2.2 of thè protocol.

3.3.Ch nges to Analysis from Protocol

• The secondary and ex loratory analysis use McNema  s test to analyze proportion of patients

achieving BP go l (SBP/DBP <130/80 mmHg) between visit 2, visit 3, and visit 4. As per thè
entry criteria to thè combination therapy, oniy those patients with uncontrolled BP (SBP/DBP
> =130/80 mmHg) at visit 2 are eligible. So, thè proportion of patients achieving thè BP goal
at visit 2  ill be always zero. Thus, SAP has been updated with exact McNemar s test instead
of McNe ar’s test when comparing thè counts with respect to visit 2.

• As per protocol, thè definition of Per Protocol Population is  All patients included in thè Safety
population who do not have any major protocol deviations that could affect thè analyses. . In

SAP, this has been updated to,
“The Pe -Protocol (PP) population will contain all patients included in thè Safety population
who do not have any major protocol deviations that could affect thè primary efficacy analyses
and have at least baseline (Week 0) and Week 8 assessments with primary efficacy data .

• As per p otocol, thè definition of ENR Population is “Patients who are enrolied into thè study
(ie. signed IGF and met thè eligibility criteria) and may or may not receive thè study treatment
(extempo aneous combination).  In SAP, this has been updated to,
“The Enrolied (ENR) population will contain all patients who are enrolied into thè study (i.e.
signed IGF and met thè eligibility criteria) and may or may not receive thè study medication
(i.e., monotherapy and/or combination therapy). An enrolied patient who does not meet thè

inclusion/exclusion criteria might be included in thè ENR population as per thè investigato! 
discretion. .

• As per protocol, Gompliance to study medication will be summarized for Enrolied and Safety
populatìons. In SAP, this has been updated to consider thè summary based on SAP and mITT
because Safety population will include monotherapy patients and thus analysis on ENR is not
required.
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• As per protocol, expioratory efficacy analyses will be summarized for Enrolled population. In
SAP, this has been updated to include summary based on mITT population as well.

4. Planned Analyses

The following analyses will be performed for this study:
• Final Anaiysis

4.1. Fin l Anaiysis

All final, planned analyses identified in this SAP will be peiformed by IQVIA Biostatistics
following Sponsor Authorization of this Statistica  Anaiysis Pian, Database Lock, Sponsor
Aiithorization of Anaiysis Popiilations.

5. Analysis Population

Agreement and authorization of patients included/excluded frora each analysis pop lation will be
conducted prior to thè database lock of thè study.

5.1. Enrolled [ENR| Population

The Enrolled (ENR) population will contain all patients who are enrolled into thè study (i.e. signed
ICF and met thè eligibility criteria) and may or may not receive thè study medication (i.e.,
monotherapy and/or combination therapy). An en olled patient who does not meet thè
inclusion/exclusion criteria might be included in thè ENR population  s per thè investigator
discretion.

5.2. Modified Intent-to-Treat (mlTT) Popul tion

The Modified Intent-to-Treat (mITT) population will contain all patients who are in thè Enrolled
population, receive at least one dose of combination therapy, and have at least baseline and Week
8 assessments with primary efficacy data.
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5.3.Safet  (SAF) Popiilation

The Safety population  ill contain all patients who are in thè Enrolled population a d receive at
least one dose of study medication (i.e., monotherapy and/or combination therapy).

5.4.Per-ProtocoI (PP) Population

The Per-Protocol (PP) population will contain all patients included in thè Safety population who
do not bave any major protocol deviations that couid affect thè primary efficacy analyses and bave
at least baseline (Week 0) and Week 8 assessments with primary effìcacy data.

6. General Considerations

ó.l.Reference Start Date and Study Day

Study Day will be calculated from thè  eference start date and will be used to show start/stop day
of assessments and events. It will appea  in every listing where an assessment date or event date

appears.

Reference start date is defined as thè day of thè first dose of study (combination therapy) (Visit 2),
(Day 1 is thè day of thè fi st dose of study d ug).
• If thè date of thè event is on o  after thè reference date, then:
• Study Day = (date of event - reference date) + 1.

• If thè date of thè event is prior to thè reference date, then:
• Study Day = (date of event - reference date).

In thè situation where thè event date is partial or missing, Study Day, and any corresponding
durations will appear partial o  missing in thè listings.

6.2.Baseline

Unless otherwise specifie , baseline is defined as thè last non-missing measurement taken same

day o  prior to reference start date (including unscheduied assessments) before first dose of study
medication (i.e., combination therapy). Adverse Events (AEs) and medications commencing on
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thè reference start d te/time will be considered post-base!ine, unless thè start time of thè AE is
known to be prior to thè first dosing of thè study drug. SInce there is no Lab assessment in Visit 2,
Lab valiies collected at Visit 1 will be considered baseline for Lab data.
Por combination therapy related analysis, thè baseline will be thè measurements that are t  en at
Visit 2 (Week 0). For safety analysis, if thè measurement at visit 2 is missing or not collected, then
visit 1 data will be considered.

6.3. Retests, Unscheduled Visits and Early Termination D ta

In generai, fo  by-visit summaries, data recorded at thè nominai visit will be presented.
Unscheduled measurements will not be included in by-visit summaries. Listings will include
scheduled, unscheduled, retest and early discontinuation data.

6.4. Win owing Conventions

No visit window conventions are applicable for this study.

6.5.Statistical Tests

The default significant levei will be (5%); confidence inte vals will be 95% and all tests will be
two-sided, unless othewise specified in thè description of thè analyses.

6.6.Common Calculatìons

For quantitative measurements, change from baseline will be calciilated as;
• Test Value at Visit X - Baseline Vai e
And for change between Visit 3 and Visit 4 will be calculated as:
• Test Value at Visit 4 - Visit 3 Value

6.7.Software Version

All analyses will be conducted using SAS Enterprise Guide version 8.2.
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7. Statistical Considerations

Summaries will include descriptive statistics for continuous variables (sample size [n], mean,
standard deviation [SD], median, minim m and maximum) and for categorica! va iables
(fi-cquency [n] and percentage), uniess otherwise stated in thè relevant section. Pe centages will be
based on thè number of patients within thè relevant an lysis population and treatment arm, or thè
number of patients with data available  here relevant.
If thè o iginai data has N decimai places, then thè summary statistics will have thè following
decimai places;
Minimu  and maximum: N

Mean, median, QI, Q3, confidence intervals, ratios: N + 1

Percentages will be reported to one decimai place. P-values should be reported to three decimai
places, except values <1.000 but >0.999 will be   esented as  >0.999  (e.g., 0.9998 is presented as
>0.999); and values <0.001 will be p esented as  <0.001   (e.g., 0.0009 is presented  s <0.001 )

T.l.Adjustments for Covariates and Factors to be Included in Analyses

The following cova iates/factors are used in thè analyses.
• 3'rcatment

• Age
• Gender

• Body Mass Index
• Baseline DBP

7.2. Multicenter Studìes

This study will be conducted by multiple investigators at multiple centers internationally. Center
pooling will not be carried out fo  use in analyses for this study.

7.3. Missin  Dat 

All analyses will be perfor ed on obse ved dat . Missing data will not be imputed for this study.
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7.4. MuItipIe Comparisons/ Multìplìcìty

Not Applicable

7.5. E amination of Siibgroups

Subgroup anaiyses will be conducted as stated in thè exploratory analysis sections. It should be
noted that thè study was not designed to detect treatment differences with high statistica! power

within subgroups.
The following subgroups will be assessed and described within thè exploratory analysis sections

on ENR and mITT populations respectively.
• Hypertension grade at screening
• Presence of diabetes (patients with or without diabetes) at screening
• Presence of hypercholesterolemia (patients with or without hypercholesterolemia) at screening

Hypertension grade at screening is derived as follows;
- 140<=SBP< 160or90<=DBP<I00
- 160<=SBP< 180or 100< DBP<I10

Patients with presence of diabetes and hypercholesterolemia at screening will be identified from

thè medicai history data using thè preferred terms. Presence of diabetes can be identified using thè
preferred terms  Diabetes mellitus" Or “Type 2 diabetes mellitus" and hype cholesterolemia using
Dyslipidaemia  o   Hypercholesterolaemia  or “Hype Upid emi   or “Type Ila

hyperlipidaemia  or “Type V hyperlipidaemia .
Patients with hypercholesterolemia at screening can be identified based on thè clinica! significance
of thè total cholesterol vai e collected in thè blood chemistry laboratory data. If thè total
choiesterol at screening has clinical significance as per thè investigator s input, then thè patient
will be considered for hypercholesterolemia and thè details will be entered in thè medicai history

Appendix 1 shows conventions for presentation of data in outputs.
The templates provided with this SAP describe thè presentations for this study and therefore thè

format and content of thè summary tables, figures, and listings to be provided by IQVIA
Biostatistics.
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9. DISPOSITION AND WiTHDRAWA S

All patients who provide informed consent will be accoiinted for in this study.

9.1. Disposition

Patient disposition and withdrawals will be presented for All Patients.

Number of patients in each popiilation, including reasons for e cliision, will be presented fo  ENR
popiilation.

A listing of inclusion and exclusion criteria will be presented for thè Screen Failures.

9.2. ProtocoI Deviations

All protocol deviations (PD) will be discussed and reviewed on a case-by-case basis before thè
DBL at thè data review meeting. All PDs reviewed by Sponsor will be documented.
Individuai PDs will be p esented in a data listing. The number and percentage of patients with
Critical/Majo  PDs will be summarized by devi tion on ENR population. PD summary will be
ciassified into  Monothe apy  and  Combination The apy  based on thè incidence date of PD.
Addition l Criticai, Major and Minor PDs may be identified during data review and will be agreed
upon with thè Sponsor and reflected in thè Table and Listing as appropriate.
All PDs will be recorded and ciassified in Clinìcal Trial Management System (CTMS) before thè
Data review Meeting.

The impact of COVID-19 on study related procedures are collected on  COVID-19 Impact Log 
in eCRF. Impact Information which includes Assessment/Procedure Imp cted, Type of Impact,
and Reason for Impact will be  resented in a summary table and a data listing for ENR population.

10. Demographic and other Baseline Characteristics

Demogl'aphic data and other baseline characteristics will be presented for thè ENR population.
No statistica  testing will be car ied out for demographic or other baseline characteristics.
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The following demographic and other baseline characteristics will be reported for this study:

• Age (years)
• Age Category (<40 Years, >40 Years)
• Sex

• Childbearing potential
• Race

• Hypertensive Medication status at Screening (Visit 1)
- NEB 5mg or AML 5 mg

Other BBs or CCBs

• Weight (kg)
• Height (cm)
• BMI (kg m )
• Presence of Type 2 diabetes mellitus at Screening (Yes/No)
• Hypertension grade at Screening
• Presence of Hypercholesterolemia at Screening (with Hyperchoiesterolemia/ without

Hypercholesterolemia)
• Mean sitting DBF at Screening (mmHg)
• Mean sitting SBP at Screening (m Hg)

10.1. Derivations

• BM) (kg/ m ) =  eight (kg)/ height (m) 

Medicai History information will be presented by Monotherapy for thè ENR Popiilation.
• Medicai History data captured on eCRF form  Medicai Histoiy/Concurrent Diseases  will be

coded using Medicai Dictionary for Regulatory Activities ( edDRA, Version 24.1 or latest)

dictionaiy
o Medic i History conditions are defmed as those conditions whìch stopped prior to or

at Screening.

o Presented by SOC and PT.
A sepa ate listing for Medicai Procedu es information collected on eCRF form “Medicai
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rocedures  will be presented by Monotherapy forthe ENR Population.

12. CONCURRENT DiSEASE

Concurrent Disease will be presented for thè SAP population.
• Concurrent Diseases  ill be coded using Medicai Diction ry for Regulatory Activities

(MedDRA, Ve sion 24.1 ) dictionary
o Concurrent Diseases a e conditions started prior to or at Screening and are ongoing at

thè date of Screening,
o Presented by SOC and PT.

o Concurrent Diseases conditions are defined as those conditions recorded in thè eCRF
forni  Medicai History/Concurrent Diseases .

13. PRIOR AND CONCOMITANT MEDICATIONS

Medications, recorded in thè eCRF forni  Prior and Concomitant Medications , will be presented
for thè SAP population a d coded using WHO Drug dictionary Version 01SEP2020 or latest.
Frequency tabulations will be presented for prior and concomitant medications by primary
therapeutic subgroup (3rd level ATC code) and p eferred name for Monotherapy and Combination
Therapy.

See Appendix 2 for handling of partial dates for medications, in thè case where it is not possible

to define a medication as prior, concomitant, or post treatment, thè medication will be classified
by thè worst case, i.e., concomit nt.

•  Prior  medications are medications which started and stopped p io  to thè first dose of
monotherapy.

•  Concomitant  medications are medications which:
o started prior to, on or after thè first dose of study medication,
o AND ended on or after thè date of first dose of study medication or were ongoing at

thè end of thè study.
o Concomitant medications that a e started prior to thè first dose of Combination Therapy

will be summarized unde  “Monothe apy”.

o Concomitant medications that are started after thè first dose of Combination The apy
will be summarized under “Combination Therapy”.
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14. Study Medication Exposure

Exposiire to study medication for both Monotlierapy and Combination therapy in days wili be
presented for thè SAP populatio .
The date of first study medication adniinistration will be taken from thè eCRF  Exposure  forni.
The date of l st study medication will be taken from thè eCRF  End of Study Treatment  form.
Interruptions, compliance, and dose changes are not taken into account for duration of exposure.

14.1. Derivations

Duration of exposure (days) = date of last study medication adniinistration   date of fìrst study
medication administration + 1.

15. Study Medication Compliance

Compliance to study medication (i.e., monotherapy and/or combination therapy) will be presented
for thè mITT and SAF populations.
A table consisting of summary statistics for percent compliance along with thè number an  percent
of patìents with complia ce in each of thè following groups:

Low: percentage of compliance <80%
- Normal: percentage of compliance =>80% - <=120%

High: percentage of compliance > 120%
on SAF population for Monotherapy, and mITT as well as SAF populations for Combination
Therapy. By visit (Visit2 and Visit 3) and overall compliance will be produced for Combination

Therapy.

A listing of drug accountability  ill be presented on  lTT and SAF populations by phase to
account for all drug distributed to each patient, including thè box number, total number tablets

dispensed, retu ned, consumed, lost (if any), percentage compliance and compliant (yes/no).

15.1. Derivations

Monotherapy and Combin tion Therapy compliance with study drug based on thè drug
accountability data will be calculated as thè number of tablets taken x 100 / expected number of
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tablets which shouid bave been taken expressed as a percentage.

Por Monotherapy, thè expected number of tablets to be taken = (Treatment End Date - Treatment
Start Date) + 1.
Por Combination Therapy, thè expected number of tablets to be taken = 2 * ((Treatment End Date
- Treatment Start Date) + 1).
Por patients who permanently stop thè study medication (i.e., monotherapy and/or combination
therapy), thè e pected numbe  of tablets will be calculated up-to thè date of study withdrawal.

16. Efficacy Outcomes

16.1. Primary Efficac 

16.1.1. Primaiy Efficacy V riable & Derivation

The p ima y efficacy variable is Change in mean sitting DBP between Visit 2 (Week 0) and Visit
4 (Week 8).

16.1.2. Iiifercurrent Evenf Handiin  and Data Imputatìon for Primaiy Efficacy Variable

Not Applicable.

16.1.3. Primaiy Analysis of Primaiy Efficacy Vari ble

The primary objective of this study is to test thè hypothesis that
HO: The e is no change in thè sitting DBP prior or post combination therapy.
HI : There is a difference in thè sitting DBP prior o  post combination therapy.

The primary efficacy analysis will be performed for thè mITT population. The above hypothesis
will be tested as following:

• Change f o  baseline in sitting DBP from prior and post combination therapy will be tested
using paired t-test. The p-value obtained from thè paired t-test will be presented.

• Assumption of Normality will be investigated using Wilk-Shapiro test. If thè data is found
to be non-Normal, thè paired t-test will be replaced by Wilcoxon signed rank test.
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• The primary endpoint will be summarized descriptively using n, mean, median, SD, Ql,
Q3, minimum, and maximum.

• Only those patients for whom we bave DBP assessment resiiits available at both Week 4
and Week 8 wiii be considered.

16.1.4. Su plementaiy A alysis of Primaiy Effìcacy Variable

A repeated measure generai linear model (GLM) will be performed on thè priinary effìcacy
endpoint to test thè covariate effects and thè effects of interactions between thè covariates for thè

mITT popul tion. The GLM model will include change i  mean sitti g DBP as thè dependent
variable. repeated through visits Visit 3 (Week 4) and Visit 4 (Week 8). Age (Years), gender, body
mass index (BMI), and baseline DBP are considered as thè cova iates.
The GLM model is
Change from Baseline = Visit + Age + Gender + BMI + baseline DBP + Age*Gender + Age*BMl
+ Age*baseline DBP + Gender*BMl + Gende *baseline DBP + BMI*baseline DBP +
Age*Gender*BMI + Age*Gender*baseline DBP + Age*BMI*baseline DBP +
Gender*BMI*baseline DBP + Age*Gender*BMI*baseline DBP

A PROC MIXED proced re, with an unstructured covariance matri , is used for thè analysis and
thè corresponding p-values for each of thè covariates will be presented in a table.

16.1.5. Sensit vit  Analysis of Primaiy Effìcacy Va iable(s)

The sensitivity analyses will be conducted similar to thè primary effìcacy analysis including thè
repeated measure GLM using thè PP population.

16.2. Secondary Effìcacy

Secondary effìcacy variables will be analyzed using both thè inTTT as well as thè PP population.

16.2.1. Secondaiy Effìcacy Variables & Derivation 

• Change in mean sitting SBP
Change in mean sitting SBP between Visit 2 (Week 0) and Visit 4 (Week 8).

• Change in mean sitting DBP and SBP
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Change in mean sitting DBP and SBP between Visit 3 (Week 4) and Visit 4 (Week 8) in patients
under e teinpo aneous combination of NEB/AML 5/5 mg versus patients uptitrated to thè
extemporaneous combination of NEB/AM  5 10 mg.

• Niimber and proportion of patients achieving thè BP goal

Niimber and proportion of patients achieving thè BP goal (sitting SBP/DBP < 130/80 mmHg) at
Visit 2 (Week 0), Visit 3 (Week 4) and Visit 4 (Week 8).

16.2.2. A  lysis of Secondaiy Efficacy Variabics

16.2.2. i. Change in mean sitting SBP between Visit 2 (Week 0) and Visit 4 (Week 8)

Change from baseline in sitting SBP from prior and post combination therapy will be compared
using paired t-test. The p-vahie will be p esented using a pai ed t-test comparing mean at baseline

and mean at Week 8. The secondaiy endpoint will be presented in a descriptive manner using n,
mean, median, SD, Ql, Q3, and minimum and maximum. Assumption of normality will be

investigated using Wilk-Shapiro test. If violation is observed, then paired t-test will be replaced by
Wilcoxon signed rank test.

Additionally, thè secondary end point of change in SBP between Visit 2 and Visit 4 will be
analyzed using a repeated measures GLM as described in Section 16.1.4 with Age (Years), Gender,
body mass index, and baseline SBP a  covariates to identify thè effect of covariates and interaction
between thè covariates.

16.2.2.2. Change in mean sitting DBP and SBP between Visit 3 (Week 4) and Visit 4
(Week 8)
Change in sitting SBP and DBP between patients under extemporaneous combination of
NEB/AML 5/5 m  versus patients uptitrated to thè extemporaneous combination of NEB/AML
5/10 mg will be compare  using independent samples t-test. The secondary endpoint will be

presented in a descriptive manner using n, mean, median, SD, Ql, Q3, and minimum and

maximum. Assumption of normality will be investigated using Wilk-Shapiro test. If thè data is
found to be non-Normal, thè independent samples t-test will be replaced by Wilcoxon r nk-sum
test.
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16.2.2.3. Number and proportion of patients achieving thè BP goal
The number of patients achieving thè BP goal (sitting BP < 130/80 mmHg) will be summarized
for Visit 2 (Week 0), Visit 3 (Week 4) and Visit 4 (Week 8) along wìth percentage and 95% CI
(Clopper Pearson). A p-value usi g exact McNemar s test will be  resented to compare tiie
proportion of patients achieving thè BP goal (sitting BP < 130/80 mmHg) between Visit 2 and
Visit 3 as well as Visit 2 and Visit 4. A p-valiie using McNemar s test will be presented to
comp re thè proportion of patients achieving thè BP goal (sitting BP < 130/80 mmHg) between
Visit 3 and Visit 4.

16.3. Exploratory Efficacy

16.3.1. Exploratoiy Efficacy Variables & Derivations

• Change in mean sitting DBP and SBP between Visit 1 (Week -4) and Visit 2 (Week 0),
Visit 3 (Week 4) and Visit 4 (Week 8):

o In thè group of patients who were on NEB 5 mg and AML 5  g at Visit 1 (Week -
4) and continued to be on thè same therapies.

o In thè group of patients who switched to NEB 5 mg or AML 5 mg from any other
BBs o  CCBs at Visit 1 (Week -4).

• To assess change in mean sitting DBP and SBP, for uncontrolled patients at Visit 3 (Week
4), between Visit 2 (Week 0) and Visit 3 (Week 4).

• Numbe  and proportio  of patients achieving thè BP goal (sitting BP < 130/80 mmHg) at
Visit 2 (Week 0), Visit 3 (Week 4) and Visit 4 (Week 8):

o In thè group of patients who were on NEB 5 mg and AML 5 mg at Visit I (Week -
4) and continued to be on thè same therapies.

o In thè g oup of patients who switched to NEB 5 mg or AML 5 mg from any othe 
BBs o  CCBs at Visit I (Week -4).

• Number and proportion of patients divided into subgroups according to thè hypertension
giade, thè presence of diabetes and/or of hypercholesterolemia achieving thè BP goal
(sitting BP < 130/80 mmHg) at Visit 2 (Week 0), Visit 3 (Week 4), and Visit 4 (Week 8).

o In thè group of patients  ho were on NEB 5 mg and AML 5 mg at Visit 1 (Week -
4) and continued to be on thè same therapies.

o In thè group of patients, who switched to NEB 5 mg or AML 5 mg from any othe 
BBs or CCBs at Visit 1.
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16.3.2. Analysis of Explor toiy Efficacy Variables

Exploratory efficacy variables will be siimmarized in a descriptive manner using ENR and mITT
populations for Visits 1, 2, 3 and 4.

• Change in sitting DBP and SBP from Visit I (Week -4) wili be using paired t-test. The p-
value obtained from thè paired t-test will be presented for thè visits - Visit 2 (Week 0),

Visit 3 (Week 4) and Visit 4 (Week 8). Assumption ofNormality will be investigated using
Wilk-Shapiro test. If thè data is found to be non-Normal, then paired t-test will be replaced
by Wilcoxon signed rank test. A descriptive summa y using n, mean, median, SD, Ql, Q3,

minimum, and maximum is also presented.

• Change in mean sitting DBP and SBP for uncontrolled patients between Visit 2 (Week 0)
and Visit 3 (Week 4) will be using paired t-test. The p-value obtained from thè paired t-test

along with n, mean, median, SD, Ql, Q3, minimum, and ma imum will be presented.

Assumption of No mality will be investigated using Wilk-Shapiro test. If thè data is found
to be non- ormal, then paired t-test will be replaced by Wilcoxon signed rank test.

• The number of patients achieving BP goal (sitting BP < 130/80 mmHg) will be summa ized

for Visits 2,3, and 4, along with percentage and 95% CI for thè proportion. A p-value using
exact McNem   s test will be p esented to compare thè proportion of patients achieving
thè BP goal (sitting BP < 130/80 mmHg) between Visit 2 and Visit 3 as well as Visit 2 and
Visit 4. A p-value using McNemar s test will be presented to compare thè proportion of
patients achieving thè BP goal (sitting BP < 130/80 mmHg) between Visit 3 an  Visit 4.

• The number of patients achieving B  goal (sitting BP < 130/80  mHg) will be summa ized
for Visits 2,3 and 4, along with percentage for each of thè subgrou  specified under section
7.5 ofthe SAP.

17. Quality of Life An lysis

Not Applicable.

18. SAFETY OUTCOMES

All outputs for safety outcomes will be based on thè SAP population.

There will be no statistica  comparisons between thè treatment groups fo  safety data, unless
otherwise specified with thè relevant section. 
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18.1. Adverse Events

Adverse Events (AEs) will be coded iising Medicai Dictionary for Regulatoiy Activities
(MedDRA) centrai coding dictionary, Version 25.0 or latest.
Treatment eme gent adverse events (TEAEs) are defined as new AEs that occur on or after thè
date/time of thè first admi istration of study medication (i.e., monotherapy and/or combination
the apy) o  worsen if an AE started p ior to thè start of first administration of study medication.
TEAEs that occii red or worsened on or after thè date/time of thè first administration of
Monother py biit before thè date/time of thè first administration of Combination Therapy wil! be
summarized under  Monothe apy .

TEAEs that occurred or worsened on or after thè date/time of thè first administration of
Combination Therapy will be s mma ized under  Combination Therapy .

See Appendix 2 for handiing of partial dates for AEs. In thè case  here it is not possible to define
an AE as treatment emergent or not, thè AE  ill be classified by thè worst case, i.e., treatment

emergent.

An overall summary of number of subjects within each of thè categories described in thè sub-
section below, will be provided as specified in thè templates.
Listings will include TEAEs and Non-TEAEs.

18.1.1. All TEAEs

Incidence of TEAEs will be presented by Syste  Organ Class (SOC) and Preferred Term (PT) and
broken down further by ma imum severity and relationship to study medication (i.e., monotherapy
and/or combination therapy).

18.1.1.1. Severity

Severity is classed as mild/ moderate/ severe (increasing severity). TEAEs starting after thè first
dose of study medication (i.e., monotherapy and/or combination therapy) with a missing severity
will be classified as severe. If a subject  eports a TEAE more than once within that SOC/ PT, thè
AE with thè worst-c se severity will be used in thè corresponding severity summaries.
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18.1.1.2. Relationship to Stiidy Medication

Relationship, as indicated by thè Investigator, is classed as  Not Related ,  Related  (increasing
severity of relationship). A  related  TEAE is defìned as a TEAE witli a relationship  o study
medication (i.e., monotherapy and/or combination therapy) as  Ce tain Related ,  P obable
Related ,  Possible Related” or  Unassessable” to study medication. TEAEs with a missing

relationship to study medication will be regarded as  P obable Related” to study medication. If a
patient reports thè same AE more than once within that SOC/ PT, thè AE with thè worst-case
relationship to study medication will be used in thè corresponding relationship su maries.

18.1.2. TEAE  Le  iii  to  iscoiitiiiuation of St  y Medica ion

TEAEs leading to permanent discontinuation of study medication (i.e., monotherapy and/or
combination therapy) are those events for which “Action Taken with Study Treat ent” is recorded
as  D ug withdrawal  on thè Adverse Event page of thè eCRF.
For TEAEs leading to discontinuation of study medication, summaries of incidence rates

(frequencies and percentages) by SOC and PT will be prepared.

18.1.3. Serious Adverse Events

Serìous adverse events (SAEs) a e those events recorded as  Serious” on thè Adverse Events page

of thè (e)CRF. A summa y of serious TEAEs by SOC and PT will be prepa ed.

18.1.4. Advei' SC Events Leading to Death

TEAEs leading to Death are those events which a e recorded as “Fatai” for thè Outeome field on
thè Adverse Events page of thè (e)CRF. A summary of TEAEs leading to death by SOC and PT

will be prepared.

18.2. De ths

If any patients die during thè study, thè information will be presented in a summary table and a
data listing using SAF population. If a patient died during Monotherapy, then thè data will be
siimmarized  nder Monotherapy, else thè summary will be p ovided under Combination Therapy.
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18.3. Laboratory Evaluatìons

Res lts from thè centrai laboratory  ill be included in thè reporting of this study for Hematology,

Se um Chemistry, Urine Pregnancy Test, and Coagul tion. A list of labo atory assessments to be
included in thè outpiits is included in protocol Section 8.2.3.
Presentations will use SI Units.
The following summaries will be provided for laboratory data:
• Actual and change from baseline by visit (for quantitative measurements) for Combination

Therapy using SAP population.
• A by-patient listing of all laboratory data and pregnancy test data will be presented for both

Monotherapy and Combination therapy using thè SAP population.

18.4. ECG Evaluatìons

The following ECG pa ameters will be reported for this study:

• PR Interval (msec)
• QRS Interval (msec)
• RR Interval (msec)

• QT Inte val (msec)
• QTcF Inte val (msec) [derived]
. HR (bpm)
• Ove all assessment ofECG (Investigator s judgment):

o Norm l
o Abnormal, Not Clinically Significant (ANCS)
o Abnormal, Clinically Significant (ACS)

The following summ ries will be provided for ECG data:
• Actual and change from baseline by visit (for quantitative measurements).
• Shift from b seline ofECG Inte pretation Results.
• ECG parameters recorded in eCRF fonti  12 Lead ECG , will be summarized using thè SAP

population for thè Combination therapy. All ECG data will be listed for both Monotherapy and
Combination Thera y using thè SAP population.

Document: \\ieedc-vnasc01\Biosdata\Menarini\NebAml\ZZA67778\Biostatistics\Documentation\SAP\SAP_Menarini_MEIN21AmNe-
Hyp001_Final_V1.0

Author; Aswin Nair Version Number: Final V1.0

Version Date; 11NOV2022
Template No.: CS_TP_BS016 Revision 7

Effecti e Date: 01Nov2021

Reference: CS Wl BS005

Copyright © 2009, 2010,2012. 2016,2018, 2019,2021IQVIA. All rights reserve . The contents of this document are confidential
and pro r etary to IQVIA Holdings Ine. and its subsìdìaries. Unauthorized use, disefosure or reproduction is strictiy prohibited.



lOVIA" PROTOCOL MElN 21/AmNe-Hyp/001
Menarini

Statistica! Analysis Pian Page 30 of 39

18.5. Vital Si ns

The following Vital Signs measurements will be reported for this study:
• Sitting Systolic Blood Pressure (mmHg)
• Sitting Diastolic Blood Pressure (mmHg)
• Pulse Rate (bpm)
• Res iratoiy Rate (breaths/min)
• Body Temperature (®C)

The following summaries will be p ovided for vital signs data;
• Actual and change from baseline by visit for Monotherapy and Combination therapy using thè

SAP population.
• A by-p tient listing of all vital signs data will be presented for both Monotherapy and

Combination therapy using thè SAP population.

18.6. Physical Examination

The following summaries will be provided for physical examination data for combination therapy
by visit on SAP population:
• Shift from baseline according to thè physical examination fìndings.
• Physical Exa ination pa ameters will be summarized using thè SAP population fo  thè

Combination therapy. All Physical E amination data  ill be listed for both Monotherapy and
Combination Therapy using thè SAP population.

18.7. Other Safety Assessments

No other safety assessment will be collected for this study.

The other variables and/or domains not summarized o  presented are:

• Comments

• Contacts
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These domains and/or variables will not be summarized orpresented, but will be available in thè
clinical study database, SDTM and/or ADaM datasets.
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APPENDIX 1. Programming Conventions for Outputs

IQVIA Outp t Conventions

Outputs will be presented accordin  to thè following:
Global Bios > Processes > GBIOS Processes - Implementation Giiidelines and Templates >

General Guidelines and Templates > Output Conventions.

Dates & Times

lOVIA"
Statistica! Analysis Pian

Depending on data available, dates and times will take thè form yyyy-nim-ddThh:mm:ss.

Spellin  Format

English US

Presentation of Treatment Groups

For outputs, treatment groups will be re resented as follows and in thè given order:

Therapy Treatment

Group

For Tables, L stin s
and Figures

Monotherapy NEB 5mg NEB 5mg
Monotherapy AML 5mg AML 5mg
Combination

Therapy

NEB+AML (5mg) NEB+AML (5mg)

Combination

Therapy

NEB+AML
(lOm )

NEB+AML (lOmg)

Presentation of Visits

Visit 1 (Week -4)
Vìsit 2 (Week 0)
Visit 3 (Week 4)
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Visit4 (Week 8)
Early Temiination

Por outpiìts, visits will be represented as follows and in that order:

ong Namc (default) Short Name

Screening (Visit 1) Scr (VI)
Baseline (Week 0) or Visit 2 (Week 0) BL(WO) or V2 (WO)
Visit 3 (Week 4) V3 (W4)
Visit 4 (Week 8) V4 (W8)
Early Termination ET

Listìn s

All listings will be ordered by thè following (unless otherwise indicated in thè template):

• Treatment groiip (Monotherapy and Combination Therapy),
• Center-subject ID,

• Date (where applicable).
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Reference Code

• Paired t-test
ods trace on;
proc ttest data=input_data h0=0;

paired VISITX VISITY;
ods outp t TTests=test;

run;
ods trace off;

• Normality assumption check
ods trace on;
proc univ rì te data=indata norma) plot;

var change from baseline;
histogram  normal kerneI(color=red);
ods output TestsForNormalÌty=nonn(where=(test="Shapiro-Wilk"));
un;

ods trace off;

• Wilcoxon Signed Rank Test
ods trace on;
proc univ  iate data indata imi0=0 loccount;

var change from baseline;
ODS Output TestsForLocation=test LocationCounts=LOCC_one;

run;

• Exact McNemars Test
ods trace on;
ods output McNema sTest=McNemarsTest;
proc freq data=indata orde =data;

tables VISITX*VISÌTY/agree alpha 0.05 ;
exact mcnem;
weight ZZZ/zeros;

Document: \\ieedc-vnasc01\Biosdata\Menarini\NebAml\ZZA67778\Biostatistics\Documentation\SAP\SAP Menarini MEiN21AmNe-

un;

Hyp001_Final_V1.0

Author: Aswin Nair Version Number: Final V1.0

Version Date: 11NOV2022

Tempia e No.: CS_TP_BS016 Re ision 7

Effective Date: 01Nov2021

Reference: CS Wl BS005

Copyright ©2009, 2010,2012, 2016,2018, 2019, 2021 IQVIA. All rights reser ed. T e contents of this document are confìdenlial
and proprietary to IQVIA Holdings Ine. and its substdiaries. Unauthorized use, disclosure or reproduclion is strictly prohibited.



Menar i
PROTOCOL MEIN/21/AmNe-Hyp/001

Statistica! Analysis Pian Page 36 of 39

• Independent sample t-test
ods trace on;
proc ttest d ta=ìndata h0=0;
class xxx;
var change froi  baseline;
ruii;
ods t ace off;

• Wicoxon Rank Sum Test
ods trace on;
proc npar vay d ta=indata wilcoxon;

by by_variables;
class xxx;
var change from baseline;
ods output WilcoxonTest=wt;

run;

• Repeated measures GLM
p oc mixed data=indata;
class visit sex;
model change f o  baseline = Visit Age Gender BMl baseline DBP Age*Gender
Age*BMl_Age*baselÌne_DBP Gende *BMI Gender*baseline_DBP BM]*basel ne_DBP
Age*Gender*BMl_Age*Gender*baseline_DBP Age*BMI*baseline_DBP Gender*BMl*baseline_DBP
Age*Gender*BMI*baseline_DBP;
repeated visit;
u ;
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APPENDIX 2. Partial Date Conventions

Impiìted dates will NOT be presented in thè listings.

Algorithm for Treatment Emer ence of Adverse Events:

START DATE STOP DATE ACTION
Known Known/Partial/

Missing
If start date < study  ed start date, then not TEAE

If start date >= study med start date, then TEAE

Partial, but known
components show that it
cannot be on or after

study med start date

Known/Partial/
Missing

Not TEAE

Partial, coiild be on or

after st dy med start date
OR Missing

Known If stop date < study med start date, then not TEAE
If stop date >= study med sta t date, then TEAE

Partial Impute stop date as latest possìble date (i.e. last
day of month if day unknown or 3 Ist Decomber if
day and month are unknown), then:
If stop date < study med start date, then not TEAE
If stop date >= study med start date, then TEAE

Missing Ass med TEAE
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Al orithm for Prior / Concomitant Medications:

START
DATE

STOP
DATE

ACTION

Known Known If stop date < study med start date, assign as prior
If stop date >= study med start date and start date <= study med
end date, assign as concomitant

If stop date >= study med start date and start date > study med
end date, assign as post study

Partial Impute stop date as latest possible date (i.e. last day of  onth if
day unknown or 31 st Decomber if day and month are unknown),
then:
If stop date < study med start date, assign as prior
If stop date >= study med start date and start d te <= study med
end date, assign as concomitant

If stop date >= study med start date and start date > study med
end date, assign as post treatment

Missing If stop date is missing could never be assumed a prior medication
If start date <= study med end date, assign as concomitant

If start date > study med end date, assign as post treatment

Partial Known Impute start date as earliest possible date (i.e. fi st day of month
if day unknown or Ist J nuary if day and month are unknown),

then:
If stop date < study med start date, assign as prior
If stop date >= study med start date and start date <= study med
end date, assign as concomitant

If stop date >= study med start date and start date > study med
end date, assign as post t eatment
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START
DATE

STOP
DATE

ACTION

Partial Impute start date as earliest possible date (i.e. first day of inonth

if day Linknown or 1 st January if day  nd month are unknown)
and impute stop date as latest possible date (i.e. last day of month
if day unknown or 31st Decomber if day and month are

unknown), then:

If stop date < study med start date, assign as prior
If stop date >= st dy med start date and start date <= study med
end date, assign as concomitant

If stop date >= study med start date and start date > study med

end date, assign as post treatment

Missing Impute start date as ea liest possible date (i.e. first day of month
if day unknown or Ist January if day and month are unknown),
then:

If stop date is missing could never be assumed a prior medication
If start date <= study med end date, assign as concomitant
If start date > study med end date, assign as post treatment

Missing Known If stop date < study  ed start date, assign as prior
If stop date >= study med start date, assign as concomitant
Cannot be assigned as  post treatment 

Partial Imputo stop date as latest possible date (i.e. last day of month if
day unknown or 31 st Decomber if day and month are unknown),
then:

If stop date < study med start date, assign as prior
If stop date >= study med start date, assign as concomitant
Cannot be assigned as ‘post treatment’

Missing Assign as concomitant
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