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1. Contacts 

1.1 Study sponsor 

Name and address: Takeda Phannaceutical LLC (Takeda) 
2, bid. 1, Usacheva str., Moscow 119048, Russian Federation 

Phone: + 7 495 933 5511 
Fax: + 7 495 502 1625 

Project Manager: 

Medical Responsible 

1.1 CRO - Ligand Research 

Name and address: 

Project Manager: 

1.2 CRO responsible for interim and final statistical analysis 

Name and address: 

Responsible for scientific 
oversight of statistical analysis 
and statistical repmt 
preparation 

Responsible for statistical 
processing and statistical 
analysis: 
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1.3 CRO responsible for Statistical analysis of data of Republic of Kazakhstan 

Name and address: 

Responsible for scientific 
oversight of statistical analysis 
and statistical repmt 
preparation 

Responsible for statistical 
processing and statistical 
analysis: 
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2. PROTOCOL SUMMARY 
2.1 Study design and conduct 

Tbis is an international, prospective, multicentre, non-interventional, observational study. 

The observational study schematic: 

Th• physlemn ['c~!.;J J:;l!~Ll)J® therapy: treatment tactics 
lake:$ a 

decision ol I _ I 
f:di!rbW ----l>I------~ ------°"*-------~ adIDi!iSir""ati1m I - I 
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B~~~~~~:re I 
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For study details and study assessment's schedule see the Protocol of the Study. 

Term 

Inclusion/exclusion criteria 

Signed Informed consent 
form 

Date of visit 

Demographic information 

Medical history (incl. risk 
factors, prior diseases, prior 
HTN therapy etc) 

Body Mass Index (BMI) 

Physical examination and 
vital signs* 

HTN therapy (drugs, doses) 

Laboratory tests and 
instrnmental exams* 
Concurrent medical 
conditions 

Azilsmedox-5008 (MACS-2014-10066) 
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Concomitant medication 

Adverse events 

* All examinations (physical examination and vital signs, laboratory tests and instrumental exams) 

are done in accordance with clinical routine practice and physician's decision. Instrnmental exams 

are measurement of blood pressure, hard rate, ECG, 24-hour ambulatory blood pressure monitoring. 

All examinations shonld be registered in the CRF only if they are done in routine practice. 

2.2 Study objectives 

2.2.1 Primary objective 
I. To evaluate the effect of Edarbi® on clinic systolic blood pressure (SBP) among hypertensive 

(HTN) patients with overweight or obesity (Month 6). 

2.2.2 Secondary objectives 
I. To evaluate the effect ofEdarbi® on clinic diastolic blood pressure (DBP) among HTN patients 

with overweight or obesity (Month 6); 

2. To evaluate the proportion of overweight or obese patients who respond to Edarbi® therapy 

(defined as decrease of SBP;o. 20 mm Hg or decrease of DBP;o.10 mm Hg) (Month 6); 

3. To evaluate the proportion of overweight or obese patients who achieved target BP (defined as 

SBP<l 40 and DBP<90mm Hg) (Month 6); 

4. To evaluate the effect ofEdarbi® on clinic SBP among HTN patients with overweight or obesity 

in subgroups of patients: BMI (overweight, obese), impaired glucose tolerance, metabolic 

syndrome, diabetes mellitus (Month 6); 

5. To evaluate the effect ofEdarbi® on clinic DBP among HTN patients with overweight or obesity 

in subgroups of patients: BMI (overweight, obese), impaired glucose tolerance, metabolic 

syndrome, diabetes mellitus (Month 6); 

6. To evaluate the proportion of overweight or obese patients who achieve target BP (SBP<l 40 mm 

Hg, DBP<90 mm Hg) in subgroups of patients: BMI (overweight, obese), impaired glucose 

tolerance, metabolic syndrome, diabetes mellitus (Month 6). 

2.2.3 Safety objectives 
I. To describe AE characteristics. 

Azilsmedox-5008 (MACS-2014-10066) 
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2.2.4 Exploratory objectives 
1. 

2. 

3. 

4. 

5. 

6. 

7. 

8. 

Azilsmedox-5008 (MACS-2014-10066) 
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2.3 Study variables 
2.3.l Efficacy variables 

Primary outcome variables: 

Confidential 

I. Change from baseline in clinic SBP on Edarbi® therapy (Time Frame: Baseline and Month 6). 

Secondary outcome variables: 

1. Change from baseline in clinic DBP on Edarbi® therapy (Time Frame: Baseline and Month 6); 

2. Proportion (%) of patients who respond to Edarbi® therapy (defined as decrease of SBP2: 20 mm 

Hg or decrease ofDBP2:10 mm Hg; Time Frame: Baseline and Month 6); 

3. Proportion (%) of patients who achieve target BP <140 mm Hg (defined as SBP<140 and 

DBP<90mm Hg) (Time Frame: Baseline and Month 6); 

4. Changes from baseline in clinic SBP in subgroups of patients: BMI (overweight, obese), impaired 

glucose tolerance, metabolic syndrome, diabetes mellitus (Time Frame: Baseline and Month 6); 

5. Changes from baseline in clinic DBP in subgroups of patients: overweight, obese (stages I-III), 

impaired glucose tolerance (yes, no), metabolic syndrome (yes, no), diabetes mellitus (yes, no) 

(Time Frame: Baseline and Month 6); 

6. Propo1tion (%) of patients who achieve target BP (SBP<140 mm Hg, DBP<90 mm Hg) in 

subgroups of patients: overweight, obese (stages I-III), impaired glucose tolerance (yes, no), 

metabolic syndrome (yes, no), diabetes mellitus (yes, no) (Time Frame: Baseline and Month 6). 

All variables listed above will be evaluated within final study analysis and within interim study 

analysis. It's planned that interim statistical analysis of study data will be performed as soon as4 70 

first study patients have completed the study by achieving final study visit or discontinuing their 

participation 

2.3.2 Safety variables 
Safety Outcome variables: 

1. Incidence and type of adverse events. 

Safety outcomes will be evaluated within final study analysis and within interim study analysis. 

It's planned that interim statistical analysis of study data will be performed as soon as 4 70 first 

study patients have completed the study by achieving final study visit or discontinuing their 

participation 

2.3.3 Other variables of interest 
Exploratory outcome variables: 

1. 

Azi/smedox-5008 (MACS-2014-10066) 
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2.4 Sample size and power 
This particular analysis is performed for the subgroup of study participants from Republic of 

Kazakhstan. There was no formal power or sample size calculation planned in the protocol for this 

subgroup, only the total sample size (taking Russian Federation and Republic of Kazakhstan as one 

sample for analysis). Therefore, certain results may be unavailable or not applicable due to the small 

sample size of subgroup from Republic of Kazakhstan. 
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3. DATA ANALYSIS CONSIDERATIONS 
Overall analysis frame 

Confidential 

This study is observational and epidemiological methods will be employed for data analyses. 

Descriptive analysis will be perfonned of all collected data, i.e. all data listed in section 2.3 ("Study 

variables"), except for the data collected only for the pmpose of data cleaning. 

The primary and secondary outcomes of the study are presented in section 2.3.1 ("Efficacy 

variables"). 

Summary of study data 

All continuous variables will be smmnarized using the following descriptive statistics: n (non-

missing sample size), mean, standard deviation, median, 25 percentile, 75 percentile, maximum and 

minimmn. The frequency and percentages (based on the non-missing sample size) of observed levels 

will be reported for all categorical measures. For variables marked "binary" exact (Clopper-Pearson) 

95% confidence intervals will be calculated where appropriate. For categorical variables with more 

than 2 categories 95% confidence intervals will be calculated using Goodman's method or other 

appropriate (e.g. Sison and Glatz) method. 

In general, all data will be listed, sorted by site and patient, and when appropriate by visit number 

within patient. All smmnary tables will be structured with a column for each cohort in the increasing 

order and will be annotated with the total population size relevant to that table/dose cohort, including 

any missing observations. 

Baseline data 

The baseline visit is defined as the last observations collected prior to administration of the study 

drug. 

Analysis of data from republic of Kazakhstan 

All the study objectives listed in the section 2.2. of the cunent SAP will be evaluated within the 

final study analysis study analysis of data obtained in the Republic of Kazakhstan. As this analysis 

was not initially planned and accordingly was not fmmally powered, some of the endpoints and 

subgroup analysis can be not applicable given the actual amount of data collected. If the analysis is 

not possible, this will be noted in the conesponding section of the statistical analysis repmi, with 

the reasons listed. 

Azilsmedox-5008 (MACS-2014-10066) 
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Definitions of study-specific derived variables 

In accordance with the Protocol of the Study, derived variables will be calculated using following 

conventions: 

Target Blood Pressure (BP) -target BP for all categories of patients is <140/90 mm Hg, 
except of patients with diabetes in whom target BP is <140/85 mm Hg. 

Target Diastolic Blood Pressure (DBP) -, target DBP for all categories of patients is 
<90 mm Hg, expect of patients with diabetes in whom target BP is <85 mm Hg 

Target Systolic Blood Pressure (SBP) -, target SBP for all categories of patients is 
<140mmHg 

BP response-decrease of SBP2': 20 mm Hg or decrease ofDBP2':10 mm Hg 

Overweight- elevation of body mass index (BMI) is from 25 to 30 (25 <= BMI < 30) 

Obesity- elevation ofBMI >= 30. Obesity is divided for 3 classes according to severity. 

Class of obesity BMI 

Obesity class 1 3 0 2': BMI 2': 

34.9 

0 besi ty class 2 35 2': BMI 

2':39.9 

Obesity class 3 BMI 2': 40 

Metabolic syndrome - according to the definition of the Russian Minist1y of Health for the 
management of hypertension (H1N), metabolic syndrome is diagnosed in the presence of main 
criterion and 2 any additional criteria listed below: 

Main Criterion Men 

waist circumference 2':94 cm 

Additional Criteria Men 

low-density Jipoprotein >3.0mmol/J 
cholesterol 

high-density lipoprotein <1.0mmol/L 
cholesterol 

Triglycerides >1.7mmol/L 

impaired glucose tolerance post-load plasma glucose 7.8 
(post-load plasma glucose) - 11.0 mmol/L 

fasting glucose 6.1 - 7.0 mmol/l 

Body Mass Index (BMI) Calculation 

Azilsmedox-5008 (MACS-2014-10066) 
SAPversion2.120.02.2019 
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2':80 cm 

Women 

>3.0 mmol/l 

<1.2 mmol/L 

>1.7mmol/L 

post-load plasma glucose 7.8 
- 11.0 mmol/L 

6.1 - 7 .0 mmol/l 
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BMI will be calculated using the formula provided below, rounded to 2 decimals: 

BMI = weight [kg]/height [ m ]2 

4. CLINICAL DATABASE 
Database for final analysis 
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A snapshot of the clinical database will be generated after all subjects have completed through the 

final visit of the study or discontinued participation in the study. Snapshot for final analysis will be 

performed after database lock according to relevant CRO's Standard Operating Procedure (SOP) 

for database lock and data extraction. All tables, figures, and listings (TFLs) described in this SAP 

will be generated on this snapshot of the database. 

Database for interim analysis 

As soon as first 470 study patients have completed through final visit of the study or discontinue 

their participation a snapshot of the clinical database will be generated. The snapshot of the database 

will be performed in accordance with Standard operating procedures of CRO responsible for Data 

collection and data management. All tables, figures and listings described in this SAP will be 

generated on this interim snapshot of the database 

Database for final analysis in the Republic of Kazakhstan 

Analysis, according to this particular Statistical Analysis Plan, will be performed only for the data 

obtained in the Republic of Kazakhstan. 

A snapshot of the clinical database will be generated after all patients have completed through the 

final visit of the study or discontinued participation in the study. Snapshot for final analysis will be 

performed after database lock according to relevant CRO's Standard Operating Procedure (SOP) 

for database lock and data extraction. Statandocs will receive the data related to study participants 

from Republic of Kazakhstan only, via the agreed communication channels. 

All tables, figures, and listings (TFLs) described in this SAP will be generated on this snapshot of 

the database (with data from Republic ofKazal<listan only). 

Azilsmedox-5008 (MACS-2014-10066) 
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5. STATISTICAL/ ANALYTICAL ISSUES 

Visit windows 

In accordance with the protocol, due to the non-interventional study design it's not possible to 

appoint exact times for the study visits, although it is expected that the period of observation will 

be approximately 6 months. The frequency of the visits will be assigned by each physician according 

to their routine practice. It is anticipated that the patients will visit their physician every 3 months 

and more often at the beginning until the patient achieves target blood pressure. 

So, for the analysis and summary of clinical laboratory, efficacy, and safety data in case of this 

analysis/summary performed on "by visit" base. In the event of multiple values for an assessment 

within an analysis window, the value closest to the scheduled visit date will be used for analyses. If 

two values tie as closest to the time point (for example, one value is before and the other value is 

after the time point), then the later value will be selected as the analysis value. 

Analysis .. ,. Start Ena- Target -- -Assessment to bKllsed if 
Window duplicates 

~a~~lin~_~i~i!___ _<L _____ . ---C·---·- NA ,.--------. --_::,·:·c=-:--::----------~~7'"'.'"'"·---------,.-------~--,----,·-
MOrlth 1 2 45 -
Molitli3 46 135 
Month 6 136 NA 

30 
90 
180 

Closest to targeic:lay, if 
equidistant use later result. 

The definition for the study days included in each study window is defined as below: 

Treatment Day prior to first dose= Visit Date - Date of First Dose 

Treatment Day on or after first dose= Visit Date- Date of First Dose+ 1 

Adjustments for Covariates 

No specific adjustments for covariates will be made in all statistical analyses, unless specified 

otherwise per-analysis level. 

Handling of Dropouts or Missing Data 

Missing efficacy outcomes will be assumed to be missing at random (MAR) and thus will not be 

imputed in the primary analysis. However, if greater than 1 % of all primary/secondary outcomes 

that should be available for analysis are missing, a sensitivity analysis will be undertaken in addition 

to the primary MAR analysis. 

Azilsmedox-5008 (MACS-2014-10066) 
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This sensitivity analysis will include an evaluation of the results of models developed under the 

assumptions of: 

1) last observation carried fotward; 

2) worst extreme case imputation and; 

3) regression model imputation using all available information. 

Outlier identification 

During data Quality Control outlier identification will be performed using adjusted Z-score method 

(Iglewicz and Hoaglin, 1993). 
M ~ 0.6745(T; - i) 

1 !"fAD 

where MAD - median absolute deviation, x - median. 

Values with Z-score > 3.5 will be considered outliers for study variables considered normally 

distributed. Preliminmy normality test (Shapiro-Wilk criterion) will be performed for these 

variables. In case if normality distribution hypothesis will be rejected based on Shapiro-Wilk test 

results, median and IQR (interquartile range) will be used for outlier identification. Values> 1.5 

IQR far from median value will be considered outliers. No data will be excluded I modified based 

on outlier identification, however, additional medical context assessment for these data will be 

performed and data quality control / source verification check will be considered. 

Data Monitoring 

Data quality monitoring, including safety data review and reconciliation, will be implemented 

periodically by the Data Manager from a Contract Research Organization (CRO). Details will be 

described in the Data Management Plan. 

Multiple Comparisons/Multiplicity 

When needed, corrections for multiplicity will be justified and perfo1med according to Bonferroni. 

Overall alpha-level will be controlled and will not exceed 0.05 

The interim analysis will not be taken into account within multiplicity adjustment procedure. 

Examination of Subgroups 

Primary and some secondary and exploratory endpoints will be analyzed in subgroups of patients: 

overweight, obese (stages I-III), impaired glucose tolerance (yes, no), metabolic syndrome (yes, no), 

diabetes mellitus (yes, no) etc (see "EFFICACY ANALYSES" chapter). 

Azilsmedox-5008 (MACS-2014-10066) 
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This analysis may be limited for the Republic of Kazakhstan sample as this sample has limited 

sample size. This will be noted in the statistical analysis report accordingly. 

6. STUDY POPULATION CHARACTERISTICS 
Patient Disposition 

Data regarding how many patients reached the various stages of the trial, how many dropped 

out, discontinued the treatment and for what reasons (death, AD Rs, treatment failure, withdrew 

consent, lost to follow-up) will be presented for each subgroup and for study in bulk. Standard 

diagram describing study patient flow will be provided. 

7. DEMOGRAPHICS AND OTHER BASELINE CHARACTERISTICS 
Demographics 

All demographic and other Baseline characteristics will be summarized for overall analysis 

population as well as for subgroups of patients listed in the section 9 .3 of the document 

Medical History, Concurrent Medical Conditions and comorbidities 

Medical history is history of diseases indicated before signing of the Infonned Consent Form. 

Concurrent medical conditions are those significant ongoing conditions or diseases that are 

present at signing of informed consent. 

Comorbidities (concomitant disease) are diseases which occur after start of Edarbi® treatment 

and are not related to the Edarbi® treatment. Comorbidities may include not limited to 

cardiovascular disorders (coronary artery disease, peripheral artery disease, cerebrovascular 

disease), diabetes, chronic pulmonary artery disease, chronic kidney disease. The condition (ie, 

diagnosis) should be described. 

Risk factors are conditions which increase probability of cardiovascular disease in patients 

with HTN at the moment of signing ICF. Risk factors are described in accordance with Russian 

guidelines "Diagnostics and treatment of hypertension" (2010). 

Time of medical event/disease 

Birth to day before ICF signed 

At the moment ofICF signing 

At the moment of ICF signing 

After ICF signing and start ofEdarbi® treatment 

Azilsmedox-5008 (MACS-2014-10066) 
SAP version 2.1 20.02.2019 

How it should be documented 

Medical history 

Risk factors 

Concunent medical conditions 

Adverse Events 
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After coding, medical history, risk factors, concmTent medical conditions and adverse events will 

be smnmarized and reported in accordance with denoted conventions (see. "Summary of study 

data"). 

Treatments to be documented in the study 

All medications recorded in accordance with study protocol, including: 

• Prior H1N treatment 

• H1N treatment received during follow-up 

• Concomitant medication 

- will be summarized using denoted descriptive statistics (see "Smnmary of study data"). Number 

of subjects with these treatments will be smnmarized. 

Edarbi® treatments will be registered in the CRF The following information about Edarbi® 

treatment will be collected: 

start date ofEdarbi®, 

end date ofEdarbi® treatment or prolongation ofEdarbi® treatment, 

single and total dose, dose regimen, 

reason(s) for discontinuation of Edarbi ® treatment (if applicable). 

Edarbi® should be administered according to the official prescribing information (The Russian 

SmPC). The starting dosage will be 40 mg per day. In case of insufficient efficacy, the dosage could 

be increased up to 80 mg per day. 

HTN treatment 

In case of combination H1N-treatment all co-medications for H1N treatment should be registered 

in Case Report Fotm. For every type of co-medication following data should be documented: 

INN, trade name, 

dosage regimen (dose taken), 

duration of treatment. 

Prior HTN treatment 

Medication taken before start of the study is called prior medication. In case the patient already 

underwent H1N treatment during 12 weeks prior to start ofEdarbi® treatment, details of the therapy 

should be recorded in the CRF. 

Concomitant medication 

Concomitant medication is any drug given in addition to the H1N treatment. These drugs may be 

prescribed by a physician or obtained by the patient over the counter. Concomitant medication is 

not provided by the sponsor. 

Azilsmedox-5008 (MACS-2014-10066) 
SAP version 2.1 20.02.2019 

Page 19 I 31 



Confidential 

The information about concomitant medication can be received both on base of medical records and 

on questions to patients (according to routine practice). During the visits the information about 

changes in the concomitant therapy is recorded. At each study visit, patients will be asked whether 

they have taken any medication other than the study medication (used from signing of informed 

consent through the end of the study). 

All drngs and drug combination for concomitant medication will be registered in CRF. For every 

type of drug there will be documented trade name, INN, dosage regimen (dose taken), duration of 

treatment, indications. 

The area of interest is on antidyslipidemic and antidiabetic drugs. 

Follow-up HTN treatment 

If a patient withdraws from study due to change of Edarbi® treatment, the follow-up prescribed 

HTN treatment should be documented in the CRF. 

8. MEASUREMENT OF EXPOSURE TO STUDY DRUG 
The total duration of exposure is defined as the time interval between the first dose and the last dose, 

inclusive, of study drug based on the patient study drug dosing information. In case if significant 

(e.g. >5%) number of subjects will switch doses during the study, additional tabulation by dose will 

be performed. Total duration (weeks) of exposure to study drug in the FAS population will be 

summarized by descriptive statistics (ie, total number, mean, standard deviation, median, minimum, 

and maximum) - see "Summary of study data". 

Data for study patients' compliance will be summarized and tabulated by visit. 

Area under curve as product of compliance for distinct period (e.g. time between visits) and duration 

of this period) will be calculated and summarized. 

9. EFFICACY ANALYSES 
The primary, secondary, and exploratory efficacy analysis will be performed in two sets of data: 

1) Full Analysis Set (defined as emolled subjects who tookat least one dose of study drug) 

2) Per protocol analysis set (defined as subjects who took at least one dose of study drng and 

having all inclusion and no exclusion criteria) 

For performing interim analysis data of first 470 enrolled patients will be used for the efficacy 

analyses listed in this section. For the interim efficacy analyses applicable methodology listed in 

this section is planned to be used. The interim analysis will be performed on the base of full analysis 

set. 
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9.1. Statistical Analysis of the Primary Efficacy Variable(s) 

Primaiy study outcome - change from baseline in clinic SBP value to Visit 4 will be estimated with 

95% confidence interval construction and analyzed with paired t-test in pairwise comparison with 

baseline SBP 

Changes in systolic BP (SBP) during the treatment with Edarbi® will be evaluated from baseline 

to Month 1,3 and 6. Additionally the changes of SBP from baseline to mentioned visits will be 

analyzed with paired T-test in pairwise comparisons with baseline level of the variable. 

In addition, clinic SBP (DBP) change from baseline will be assessed and evaluated using Mixed 

model repeated measures (MMRM) methodology. The multiple visits for each patient will be 

incorporated as repeated measures within each patient. Visit will be treated as a categorical predictor 

and baseline SBP (DBP) will be included as a covariate. An appropriate covariance structure will 

be selected to provide estimates (Least Square Means) of change from Baseline and to perform 

statistical analysis at Visit 4 (Month 6). In addition, Least Squares Means, the associated standard 

errors and 95% confidence intervals will be displayed by each individual dose group (in case if 

exposition assessment will reveal distinct dose groups, then group factor and group * visit 

interaction will be added to the model). 

Patients who reached target level of SBP (DBP) at visits 2, 3 and 4 will be presented using 

frequencies and percentages for the study population. 

9.2 Statistical Analysis of the Secondary Efficacy Variables 

Secondary and exploratmy outcomes will be analyzed using descriptive statistics and 

frequencies and percentages as follows: 

1. Changes in diastolic BP (DBP) during the treatment with Edarbi® (from baseline to Month 

1, Month 3, Month 6) will be calculated and presented in sumrnaiy tables using descriptive 

statistics for continuous variables for overall population of analysis and in subgroups of 

patients listed in the section 9.3. Additionally the changes of this variable in the population 

and mentioned subgroups will be analyzed with paired T-test in pairwise comparisons with 

baseline level of the vaifable. 

2. Percentage of patients who achieve target SBP<140 mm Hg (at Month 1, Month 3, Month 

6) will be described and presented in summaiy tables using absolute frequencies and 

percentages as well as 95% confidence intervals, 
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3. Percentage of patients who achieve target DBP<90 mm Hg (at Month 1, Month 3, Month 

6) will be described and presented in summary tables using absolute frequencies and 

percentages as well as 95% confidence intervals; 

4. Percentage of patients who respond to Edarbi® therapy (defined as decrease of SBP2: 20 

mm Hg or decrease of DBP2:10 mm Hg; Month 1, Month 3, Month 6) will be described 

and presented in summary tables using absolute frequencies and percentages as well as 95% 

confidence intervals; 

5. Percentage of patients who achieve target BP (defined as SBP<140 mm Hg, DBP<90 mm 

Hg; at Month 1, Month 3, Month 6) will be described and presented in summary tables 

using absolute frequencies and percentages as well as 95% confidence intervals; 

6. Descriptive characteristics of patients before the start ofEdarbi® therapy: age, gender, HTN 

stage and grade, Baseline SBP and DBP; BMI, previous therapy ofHTN, risk factors, % of 

patients with diabetes mellitus, % of patients with metabolic syndrome; target organ 

damage by HTN, eGFR, comorbidities; type of antihype1iensive therapy initiated at 

baseline (monotherapy; double therapy; triple therapy; other (>3)); distribution of classes 

of antihypertensive drugs used in combination therapy with a distribution of INNs used. 

The information will be presented in summary tables 

7. Changes in serum creatinine, eGFR (CKD-EPI), urea, total cholesterol, triglycerides, low 

density lipoproteins, high density lipoproteins (from baseline to Month 1- Month 3- Month 

6) will be assessed and presented in summary tables using descriptive statistics for 

continuous variables. Additionally the changes of this variable will be analyzed with paired 

T-test in pairwise comparisons with baseline level of the variable. 

8. Changes of blood glucose level, glycated hemoglobin (HbAlc) from baseline to the visits 

2, 3, and 4. For the analysis 95% Cis will be constructed. Additionally the changes of this 

variable will be analyzed with paired T-test in pairwise comparisons with baseline level of 

the variable. 

9.0 Analysis ofBMI and waist circumference change from baseline to visit 4. 95% Cls 

will be constructed. Additionally the changes of this variable will be analyzed with paired 

T-test in pairwise comparisons with baseline level of the variable. 

10. Reasons for discontinuation of Edarbi® therapy will be described and presented in summary 

tables using absolute frequencies and percentages as well as 95% confidence intervals. 
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9.3 Additional methods of analysis 

9.3.1 Subgroup analyses. Primary efficacy vmiable as well as the variables listed at the items 1-

10 in the section 9.2 will be analyzed both in general population and in the following subgroups (if 

applicable): 

patient sex (male/female); 

patient age (60 or more, <60 yems old); 

BMI (normal ( <25); overweight (25-30), obese (>30 _)and according to grade of obesity 

(grade I - 30-34,9; Grade II - 35-39,9; Grade III 2:40) 

metabolic syndrome (yes, no), 

diabetes mellitus (yes, no), 

diabetes mellitus, impaired glucose tolerance or normal glucose metabolism 

subgroups with different eGFR according to CKD-EPI (eGFR <30; 30-59 and >=60); 

subgroups according to previous antihypertensive treatment (treated/not treated and 

treated patients according to class of antihypertensive treatment used before initiation 

ofEdmbi); the group of patients who was treated with RAAS blocker monotherapy and 

the group of patients who was treated with combination ofRAAS blocker and diuretic 

and the group of patients who was treated with RAAS blocker and Calcium channel 

blocker to be described sepmately. 

patients with newly diagnosed hypertension 

The subgroup of patients with isolated systolic hypertension (patients not treated with 

antihypertensive treatment before the study who has SBP 2:140 mm Hg and DBP <90 

mmHg at visit 1 ). 

diabetes mellitus or metabolic syndrome or nothing; 

Subgroup of Patients with Chronic heart failure and patients without chronic heart 

failure in diagnosis 

Subgroups according to risk factors: smokers/non-smokers; family history of 

cardiovascular disease (yes/no) 

Subgroups according to target organ damage by HTN (yes/no; if yes - according to 

organs involved (he mt, kidney, brain, eyes, vessels). 
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Subgroups according to antihypertensive treatment initiated at baseline level: 

monotherapy with azilsartan and patients receiving combination therapy with azilsartan 

(both in general and according to type of used combination (double therapy; triple 

therapy, other) and per classes of used in combination)) 

Subgroups of patients who was initiated with different doses of azilsartan at baseline. In 

addition to the variables listed above the following is to be evaluated in every baseline 

dose group: % of patients receiving different doses of Edarbi at visits 1, 2,3,4; % of 

patients receiving monotherapy; double, triple and more therapy at visits 1,2,3,4; 

distribution of classes used in combination therapy at visits 1,2,3,4: distribution of 

dosages used per region of site location 

Subgroup of patients who were maintaining initially prescribed dose of Edarbi 

throughout all the study duration namely: the group irrespective of the dose of Edarbi 

and type of therapy (combined or monotherapy); the groups according to Edarbi dose 

in-espective of the type of therapy (combined or monotherapy); the groups according to 

both Edarbi dose and the type of therapy (combined (double; triple or more or 

monotherapy); 

The group of patients who was prescribed the dose 20 mg at baseline; In addition to 

variables listed above the following information is required regarding this group: 

change of the dose at every visit; % of patients who were maintaining at the dose 20 mg 

until the end of the study; antihypertensive treatment before baseline: monotherapy or 

combination therapy (with description of the combinations according to the drugs used 

and types of combinations (double, triple etc); Additionally the following subgroups 

are to be analyzed: patients prescribed 20 mg who received no antihypertensive 

medication before; patients prescribed 20 mg who received any antihypertensive 

medication before baseline. 

The group of patients who achieved BP target of <140/90 nnnHg at any of the 

timepoints of the month 1, 3, 6 vs patients who didn't achieve it 

The group of patients who achieved the target SBP of <130/80 at the month 1, 3, 6 vs 

patients who didn't achieve it. 

The group of patients who achieved SBP<140 or change>=20 at any of following 

timepoints: Month 1, Month 3, month 6). 
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The group of patients who achieved DBP<90 or change>=lO (at any of the following 

timepoints: Month 1, Month 3, month 6 

The group of patients who achieved SBP<l 40 or change>=20 and DBP<90 or 

change>=lO at any of the following timepoints: Month 1, Month 3, month 6 

The group of patients with fasting hyperglycemia during the study 

The group of patients who reduced the weight during the study vs those who didn't 

reduce the weight 

The subgroups of patients: patients who wasn't receiving statins throughout the course 

of the study; patients who received statins throughout the study course without changes 

of drngs of doses; patients who received statins throughout the study and has had 

escalation of the dose or change in drug 

The subgroups according to level of urbanization: > 1 000 000 citizens; 250 000-1 

000 000; 100 000-250 000; 50 000-100 000; <50 000 

9 .3.2. Additional exploratory analyses. The following exploratory analyses are additionally 

planned: 

• 

• 

• 
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• 

10. SAFETY ANALYSES 
Unless specifically stated otherwise, the Safety Set (patients who have talcen at least one dose of 

Edarbi®) will be used for all safety summaries and analyses. 

All safety data will be included in data listings. 

For relevant safety variables, early Withdrawal Visits will be assigned to the closest 

scheduled visit for the particular assessment that is being summarized. 

Adverse Events 

Prior to analysis, adverse drug reactions will be coded using MedDRA. 

Incidence and characteristic of adverse drug reactions will be described and presented in summmy 

tables using absolute frequencies and percentages; 

Evaluation of AEs will consist of the determination of total number of AEs, total number of patients 

with at least one AE and the number of AEs, the number of patients with AE leading to 

discontinuation of the study treatment. The incidence and severity of all AEs will be summarized 

by System Organ Class and PrefetTed Term within SOC. Treatment discontinuation due to AEs will 

be tabulated 

AEs reported in the study as well as AEs reported directly to authorities and to Takeda International 

Drug Safety according to section 11.3 and not captured in the study database will be extracted from 

the overall safety database and the study database and listed or tabulated in the final report in the 

standard way of presenting such data in a Periodic Safety Update Repmi (PSUR). In addition AEs 

will be tabulated for Edm·bi treatment doses (if any dosage groups, e.g. 40 mg and >40-80 mg will 

be determined). 

Interim safety analysis will be based on the data of first 470 patients who either achieved final study 

visit or discontinued the study. 
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11. TABLES, FIGURES, LISTINGS (MOCK-VERSIONS) 
Following tables and figures and listings (mock-versions) will be used for Statistical Analysis 

Report: 

Table 1 Mock table for reporting descriptive statistics 

Sex 
7 emale 

Male 

Age 

Mean 

Std.deviation 

Minimum 

Maximum 

Median 

25 percentile 

7 5 percentile 

Subgroup A 

(N=Xxx) 

x (xx.x%) [xx.x-xx.x] 

x (xx.x%) [xx.x-xx.x] 

x 

xx 

xx.x 

xx 

xx.xx 

xx 

xx 

Sllligroup B (if appU~able) 

(NC'xxx) 

x (xx.x%) [xx.x-xx.x] 

x (xx.x%) [xx.x-xx.x] 

x 

xx 

xx.x 

xx 

x.xx 

xx 

xx 

Total 
(N~xxx) 

x (xx.x%) [xx.x-xx.x] 

x (xx.x%) [xx.x-xx.x] 

x 

xx 

xx.x 

xx 

x.xx 

xx 

xx 

For repeated measures (e.g. subsequent SBP I DBP values for pre-treatment visit and visits after 

baseline) following tables will be used: 

1'able 2 Mock table for reporting descriptive statistics for repeated measures (e.g. SBP I DBP) 

Systolic blood pressure (mgllg) Subgroup A 

Visit 
Statistic Value 

Svstolic blood nressure (m!!:H!!:) 
Baseline 
II xxx 
Mean xxx.x 
SD xxx.xx 
Minimum xxx 
Median xxx.x 
Maximun1 xxx 
9So/(l CI for mean xx.x-xx.x 

Month 1 
n xxx 
Mean xx.x.xx 
SD xx.x.xx 
Minimum xxx.xx 
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Change 

xxx 
xxx.xx 
xxx.xx 
xxx.xx 

Subgroup ll 

IN=xx) 

Value Change 

xxx 
xxx.x 
xxx.xx 
xxx 
xxx.x 
xxx 
xx.x-xx.x 

xxx xxx 
xxx.xx xxx.xx 
XX.'<.XX xxx.xx 
xxx.xx xxx.xx 

Total 

(N=xxl 

Value Change 

xxx 
xxx.x 
xxx.xx 
xxx 
xxx.x 
xxx 
xx.x-xx.x 

xxx xxx 
xxx.xx xxxxx 
xxx.xx XXX.X..X 

xxx.xx xxx.xx 
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Median xxx.xx xxx.xx xxx.xx xxx.xx 
Maximum xxx.xx xxx.xx xxx.xx xxx.xx 
95% Cl for mean xx.x-xx.x xx.x-xx.x 

Month3 
n xxx xxx xxx xxx 
Mean xxx.xx xxx.xx xxx.xx xxx.xx 
SD xxx.xx xxx.xx xxx.xx xxx.xx 
Minimum xxx.xx xxx.xx xxx.xx xxx.xx 
Median xxx.xx xxx.xx xxx.xx xxx.xx 
Maximun1 xxx.xx xxx.xx xxx.xx xxx.xx 
95% CI for mean xx.x-xx.x xx.x-xx.x 

Month 6 
II xxx xxx Xxx xxx 
Mean xxx.xx xxx.xx xxx.xx xxx.xx 
SD xxx.xx xxx.xx xxx.xx xxx.xx 
Mininu1m xxx.xx xxx.xx xxx.xx xxx.xx 
Median xxx.xx xxx.xx xxx.xx xxx.xx 
Maxin1um xxx.xx xxx.xx xxx.xx xxx.xx 
95% CI for mean xx.x-xx.x xx.x-xx.x 

Following figures will be used for repeated measures representation: 

I 
110 I 

0 

~ynaFnic Of systolic blood. press~ire clLiring Edafbi tr~atn1ent 

2 J 
l::dutbi ttaa.1ment ••Wr'iUt 

Study ~t1b9toup: A;;- mono1herE}J)Y, B ':;; camblnc.2ll thBrapy 

Error 1n·n'!:i'. standard error 

Figure 1 Mock version of graph for repeated measure (e.g. SBP) representation 

xxx.xx 
xxx.xx 
xx.x-xx.x 

xxx 
xxx.xx 
xxx.xx 
xxx.xx 
xxx.xx 
xxx.xx 
xx.x-xx.x 

xxx 
xxx.xx 
xxx.xx 
xxx.xx 
xxx.xx 
xxx.xx 
xx.x-xx.x 

Example of table for reporting Adverse Events in treatment subgroups (if applicable): 
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xxx.xx 
xxx.xx 

xxx 
xxx.xx 
xxx.xx 
xxx.xx 
xxx.xx 
xxx.xx 

xxx 
xxx.xx 
xxx.xx 
xxx.xx 
xxx.xx 
xxx.xx 
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Table 3 Mock version of Adverse Event reporting table 

No of_subjects (%),No of events 

Su!Jgr0~pA Subgroup B(if applicable) 

~~xxx) (NC'XXX) 

Psychiatric disorders 

Any SAE x (x.xxo/o) x x (x.xxo/o)x 

Alcohol withdrawal x (x.xxo/o) x x (x.xxo/o)x 

syndrome 

Alcoholism x (x.xxo/o) x x (x.xxo/o) x 

ardiac disorders 

Any SAE x (x.xxo/o) x x (x.xxo/o) x 

Atrial fibrillation x(x.xxo/o) x x (x.xxo/o) x 

Cardiovascular insufficiency x (x.xxo/o) x x(x.xxo/o)x 

Coronary artery disease x (x.xxo/o)x x (x.xxo/o) x 

Example of table for reporting Adverse Events and additional information (e.g. severity, causality) 

in treatment subgroups (if applicable): 
Table 4 Mock version of Adverse Event 'vith additional data reporting table 

nvestigations 

lood creatine phosphokinase increased 

Mild 

Moderate 

Severe 

Gamma-glutamyltransferase increased 

Mild 

Moderate 

Severe 

Subgroup A 

(NC'XXX) 

xx (x.xxo/o) xx 

xx (x.xxo/o) xx 

x (x.xxo/o) x 

x (x.xx%)x 

x (x.xxo/o) x 

x (x.xxo/o)x 

Subgroup ]l (if applicable) 

(N~xxx) 

xx (x.xxo/o) xx 

xx (x.xxo/o) xx 

x (x.xxo/o) x 

x (x.xx%)x 

x (x.xxo/o) x 

x (x.xxo/o) x 

During statistical analysis repmi preparation all statistical procedures output (e.g. proc mixed, proc 

freq) will be included unmodified (original statistical package output) as they have necessary 
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diagnostics to assess validity of results. These diagnostic tables will not be included in Clinical 

Study Report. 

When analyzing changes of variables from baseline: descriptive statistics (as appropriate according 

to the type of variable) and p-level for change from baseline is to be reported; for analyzing the 

changes from baseline in subgroups p-level for comparison between subgroups is to be reported 

additionally. For evaluation of baseline clinical characteristics in subgroups: p-level for 

comparisons of clinical characteristics between subgroups will be reported. 

For MMRM: all regression coefficients, LSMs with Standard error, 95%CI and p-level for be 

reported. 

Individual values listing will have subject id included, other data will be presented in listings 

unmodified. 
Table S Mock version of individual value listings 

102-001 Monotherapy 

102-001 Monotherapy 

102-001 Monotherapy 

102-001 Monotherapy 

102-001 Monotherapy 

102-001 Monotherapy 

102-002 Combined therapy 

102-002 Combined therapy 

102-002 Combined therapy 

102-002 Combined therapy 

102-002 Co1nbined therapy 

102-002 Combined therapy 

102-002 Combined therapy 
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xxx.xx 

2 xxx.xx 

3 xxx.xx 

xxx.xx 

5 xxx.xx 

xxx.xx 

xxx.xx 

xxx.xx 

xxx.xx 

3 xxx.xx 

xxx.xx 

5 xxx.xx 

xxx.xx 
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