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POOR CONTROL RATE LOW TREATMENT ADHERENCE 

The problems are 



Guidelines recommend prescribing single pill combinations 



BHS-NICE 2019 guideline 
categorizes hypertensive 
patients in two groups: 
 
- below 55 years 

- 55 years or above 



Treatment options for 

hypertensive patients aged 55 

or above 

- Calcium Channel Blocker 

 (Amlodipine/others) 

- Thaiazide/Thiazide-like 

diuretic 

 (Indapamide/Chlortha

lidone) 
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Objectives 

• To assess the antihypertensive  efficacy  and tolerability of 

a fixed dose combination of amlodipine/indapamide 

• To evaluate the effect on patients' well-being using the 

visual analogue scale (VAS) 

• To assess the opinion of doctors and patients on the 

efficacy and tolerability of fixed dose combination 

therapy with amlodipine/indapamide 



Multicenter, open-label, observational trial 

3 months 

Type of trial 

Duration 



 Age 55 years or older 

 Diagnosis of primary arterial hypertension  

 Suboptimal efficacy of previous antihypertensive therapy with clinical 

SBP 140-179 mmHg; or untreated grade 1-2 HT with clinical SBP 140-

179 mmHg, in patients requiring therapy with amlodipine and 

indapamide  

 Pulse pressure 60 mmHg or higher  

 Consent of the patient to participate in the program 

 Absence of contraindications to the prescription of Amlodipine-

Indapamide combination 

Inclusion criteria 



 Clinical BP ≥180/110 mmHg on the top of treatment or ≥200/110 mmHg if 

untreated 

 Resistant hypertension 

 Known or suspected symptomatic orthostatic hypotension 

 History of MI/Cerebrovascular incident/Unstable angina within the 6 months  

 Congestive heart failure of NYHA class III-IV 

 Type 1 diabetes mellitus or decompensated type 2 diabetes mellitus  

 Contraindications or known intolerance to diuretics or CCB (indapamide and 

amlodipine) 

Exclusion criteria 



 The patient is included in the program if the doctor decides to adjust or initiate 

antihypertensive therapy by prescription of Amlodipine-Indapamide combination 

Treatment & Material/Methods 

Treatment 

Material & methods 

 The program is planned to enroll patients with grade 1-2 HT who have not achieved BP control 

on the top of previous monotherapy or who did not previously receive antihypertensive therapy 

 The office BP values will be measured by digital BP machine at regular visits 

 The BP self-monitoring by patients at home with the keeping of self-monitoring diaries  

 Self-evaluation of the patient's well-being using the visual-analogue scale (VAS) 

 Assessment of adverse events, with completion of the pharmacovigilance form (if necessary) 



Material and methods 

Patient information folder Blood pressure diary Patient consent form 



- Supine office SBP/DBP (mmHg) and Standing SBP/DBP (change from 

baseline to W12 post-baseline value achieved in W0-W12 period) 

- BP normalization corresponding to the percentage of patients with SBP 

< 140 mmHg and DBP < 90 mmHg 

- Response to treatment rates defined as SBP < 140 mmHg and DBP < 90 

mmHg and/or SBP decrease ≥ 20 mmHg from baseline and/or DBP 

decrease ≥ 10 mmHg from baseline 

Evaluation criteria 

Main efficacy criteria 



Evaluation criteria 

Secondary criteria 

- Changes in pulse BP and visual scale 

- Assessment in efficacy and tolerability in doctors and patients' opinion  

Safety criteria 

- Laboratory investigations (Potassium, Sodium, Creatinine, HbA1c, eGFR, 

Cholesterol, LDLC/HDLC, Triglycerides 

- Adverse events 



  
Visit 1 

(inclusion) 

Visit 2 

(2 weeks) 

Visit 3 

(1 month) 

Visit 4 

(3 months) 

Inclusion of patients according to inclusion / exclusion criteria Х       

Signing the patient's informed consent form Х       

Recording of epidemiological characteristics of patients Х       

Recording of current therapy Х       

Recording of therapy after its addition or changing  Х Х       Х       Х 

Recording of the prescribed dose of NATRIXAM during therapy Х Х Х Х 

BP and HR in the sitting and standing positions Х Х Х Х 

Assessment of well-being by VAS Х Х Х Х 

Assessment if the treatment efficacy and tolerability by doctor and by patient       Х 

Assessment of adverse events   Х Х Х 

Filling out the self-control diaries of BP by patients before visits to the doctor   Х Х Х 

Laboratory tests (creatinine +clearance, potassium, sodium, glucose, uric 

acid, lipid spectrum, ALT, and AST) 
Х     Х 

Study Chart/Gantt Chart 



Investigations  

Potassium 

Sodium 

HbA1c 

Creatinine 

eGFR 

Total cholesterol 

LDL-C 

HDL-C 

Triglycerides 

Laboratory investigations 



Informed consent of the patient 

(To be provided to the patient) 

Informed consent of the patient 

(To be kept by the doctor) 

Case report forms 



Final status after completion 

Target sample Enrolled patient 

4th visit  

(Except investigation) 

4th visit  

(With investigation) 

213 250 

185 116 



Baseline 
Characteristics  



29 (16%) 

156 (84%) 

Grade I

Grade II

Distribution of hypertensive patients 

By grade 

102  

(55%) 

83 (45%) 

Received anti-hypertensive drugs

Treatment naive 

By receiving medication 



 Result  



Fig: Changes of blood pressure during the study period (n=185) 

Efficacy: Rapid & powerful BP reduction 

p < 0.001 



Follow up  SBP  Number of patients Percentage 

After 2 weeks <140 mmHg 113 61% 

After 1 month <140 mmHg 142 77% 

After 3 months <140 mmHg 164 89% 

Table: Distribution of the hypertensive patients by SBP reduction <140 mmHg in follow up 

Efficacy: 9 out of 10 patients are controlled after treatment 



Fig: Changes in mean systolic blood pressure (SBP) during the treatment in different age groups 
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Efficacy: Effective systolic blood pressure reduction 
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Tolerability: Almost neutral with lesser side effects 

(n=116) 

Side effects % 

Leg edema  1.6% 

Electrolyte Imbalance   2% 

Muscle cramp/abdominal pain  1% 

Sudden Fall of BP  0.5% 



Table: Comparison of VAS from visit 1 with visit 2, visit 3 and visit 4 (n=185) 

29 

Improved well being of the patient 

Variables  VAS 

Mean±SD 

Difference  

Mean±SD 

% changes  p-value 

Visit 1 55.87 ± 17.04 - -   

Visit 2 68.19 ± 14.53 12.32 ± 14.58 22.1% <0.001 

Visit 3 72.74 ± 14.57 16.86 ± 18.57 30.2% <0.001 

Visit 4 78.89 ± 14.05 23.02 ± 20.64 41.2% <0.001 
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Disclosure 

 The COMBINE trial was supported by SERVIER  

 Patients were given Tab. NATRIXAM which was launched by 

SERVIER, comprised of original Indapamide (Servier) and original  

Amlodipine (Pfizer)  
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Take home message 

 Hypertension is a real threat and elderly populations are at higher risk 

 There is scarcity of clinical data regarding hypertension treatment in 

Bangladeshi population 

 The COMBINE trial was conducted to evaluate the efficacy and 

tolerability of fixed dose combination of amlodipine and indapamide 

over hypertensive patients > 55 years of age 

 Amlodipine-Indapamide combination is found to be effective and well 

tolerated for Bangladeshi hypertensive patients 



Thank  
you 


