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Aim of the trial

To evaluate the efficacy and tolerability of a fi
dose combination of amlodipine and indapa
(NATRIXAM) in patients older than 55 vyears
arterial hypertension 1-2 grades not achieving
control on the previous therapy or not receivin
antihypertensive therapy.



Objectives

- To assess the antihypertensive efficacy and tolerabilit
dose combination of amlodipine/indapamide (NATRIX

- To evaluate the effect of NATRIXAM therapy on patien
being using the visual analogue scale (VAS)

- To assess the opinion of doctors and patients on the e
and tolerability of fixed dose combination ther .

amlodipine/indapamide (NATRIXAM)



Type of trial

Multicenter, observational, open-label trial

Sample Size
250 (Study completed 186)

Duration
12 weeks (3 months) from June 5, 2022, to October 5, 2




Inclusion criteria

Age 55 years or older

Diagnosis of primary arterial hypertension

Suboptimal efficacy of previous antihypertensive therap
clinical SBP 140-179 mmHg; or untreated grade 1-2 HT with ¢
SBP 140-179 mmHg, in patients requiring therapy with a

and indapamide



Pulse pressure 60 mmHg or higher

Doctor's decision to prescribe NATRIXAM in line
indications

Consent of the patient to participate in the program
Absence of contraindications to the prescriptio
NATRIXAM, stated in the instruction for medical use of t

medicinal product.



Exclusion Criteria

Clinical BP 2180/110 mmHg on the top of treatment (
>200/110 mmHg if untreated

» Resistant HT (intake of 3 or more antihypertensive

different classis (one of which is diuretic) at maximal doses)

» Known or suspected symptomatic orthostatic hypotension

» History of myocardial infarction or cerebrovascular acci

the past 6 months



Unstable angina within the past 6 months

CHF of class I1I-IV NYHA

Type 1 diabetes mellitus or decompensated type 2 diabete
Any serious decompensated concomitant diseases requiring
medical therapy

Inability to understand the nature of the program and follo
recommendations
Contraindications or known intolerance to diuretics o

channel blockers (indapamide and amlodipine)



Material & Methods

The office BP values was measured by Korotkov method at the regu
with recording of exact time of drug intake and the BP measurement
Self-evaluation of the patient's well-being using the visual-analogue s

(VAS)



) For 7 days preceding the visit to the doctor, the patient me
recorded in the diary the BP and HR values twice with an inte
minutes in the morning and in the evening after a 5-minute restin t

position



» Assessment of the treatment efficacy and tolerabilit

done by opinion of doctor and

Patient Assessment of adverse events was measured w

completion of the pharmacovigilance form.



Evaluation Criteria

Main Efficacy Criteria

Supine office SBP/DBP (mmHg) and Standing SBP and DBP (change f
baseline to W12 post-baseline value achieved in W0-W12 period).

Mean Supine Blood Pressure (MBP), defined as MBP = 2/3 DBP + 1/3 SBP.

BP normalisation corresponding to the percentage of patients with
< 140 mm Hg and DBP < 90 mm Hg.

Response to treatment rates defined as SBP < 140mmHg and DBP <
and/or SBP decrease > 20mmHg from baseline and/or DBP
10mmHg from baseline



Evaluation Criteria

Secondary criteria
» Changes in pulse BP

» Changes in visual scale
» Assessment in efficacy and tolerability in doctors and patients' opinion

HBPM criteria

~ Mean home systolic and diastolic blood pressure (HSBP) over the 7 days pre
the study visit

~ HBPM normalization defined as mean HSBP lower than 135 mmHg an
lower than 85mmHg



Safety criteria

~ Adverse events
~ Vital signs and Physical examination

~ Laboratory tests if available




Study Chart/Gantt Chart

Visit 1 Visit 2 Visit 3 Visit 4
(inclusion) (2 weeks) (1 month) (3 months)
Inclusion of patients according to inclusion / exclusion X
criteria
Signing the patient's informed consent form X
Recording of epidemiological characteristics of patients X
Recording of current therapy X
Recording of therapy after its addition or changing X X
Recording of the prescribed dose of NATRIXAM during X X
therapy
BP, and HR in the sitting and standing positions X X
Assessment of well-being by VAS X X
Assessment if the treatment efficacy and tolerability by
doctor and by patient
Assessment of adverse events X
Filling out the self-control diaries of BP by patients X
before visits to the doctor
Laboratory tests (creatinine +clearance, potassium,
sodium, glucose, uric acid, lipid spectrum, ALT, and X
AST) *
—* In the frame of the program, Taboratory tests are not performed, and Mformation 1s entered only 1T Tt 15 available in the medical docu



LABORATORY INVESTIGATIONS

Investigations
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Case Report Forms

Informed consent of the patient
(To be kept by the doctor)

INFORMED CONSENT OF THE PATIENT

Hereby, | (surname, first name and patronymic name)

confirm my consent to participate in the
OPEN MULTICENTER OBSERVATIONAL PROGRAM "NATRIXAM".
| got an explanation about the purpose of program and action of the drug used.

I am informed that within 3 months | will need to visit the clinic at least 4
times, to see the doctor and to
perform the necessary examinations.

I understand that at any time | can stop participation in the program, and this will not affect my further
treatment.

I am infermed of a need to comply with the prescribed diet and exercise regimen, as well as the regimen
of taking the drug.

The doctor _. who discussed with me the
question of my participation in this observational study, gave me an exhaustive explanation of the nature,
purposes and duration of the study. | had the oppertunity to ask him/her questions about all aspects of
this observational study, and | was told the name of the person to whom | can apply for any questions

arising during the study.

After due consideration, | agree to cooperate with the doctor responsible for the observational program
and, if necessary, with all persons authorized by him/her. | will immediately inform them of any changes
in my state of health.

Signature of the patient Date [—

Doctor (surname, first name and patronymic name)

Signature of the doctor Date [p—

Informed consent of the patient

(To be provided to the patient)

INFORMED CONSENT OF THE PATIENT

Hereby, | (surname, first name, and patronymic name)

confirm my consent to participate in the
OPEN MULTICENTER OBSERVATIONAL PROGRAM "NATRIXAM".

I got an explanation about the purpose of program and action of the drug used.

I am informed that within 3 months | will need to visit the clinic at least 4
times, to see the doctor and to
perform the necessary examinations.

I understand that at any time | can stop participation in the program, and this will not affect my further
treatment.

I am informed of a need to comply with the prescribed diet and exercise regimen, as well as the regimen
of taking the drug.

The doctor _,. who discussed with me the
question of my participation in this observational study, gave me an exhaustive explanation of the nature,
purposes and duration of the study. | had the opportunity to ask him/her questions about all aspects of
this observational study, and | was told the name of the person to whom | can apply for any questions
arising during the study,|

After due consideration, | agree to cooperate with the doctor responsible for the observational program
and, if necessary, with all persons authorized by him/her. | will immediately inform them of any changes
in my state of health.

Signature of a patient Date | __ |

Doctor (surname, first name, and patronymic name)

Signature of a doctor Date




Interim Result




Demographic profile J



Age distribution

45%

55-59 years 60-69 years



Distribution of risk factors

38%

33%

29%
: I

Smoker Dyslipidaemia  Fasting blood Abdominal
glucose obesity




Distribution of concomitant disease

= concomitant LVH = protienuria = CAD
m stable angina = H/0 MI = H/0 Revascularization
= H/O stroke m Peripheral Arterial disease = class 1 or 2’ HF

= Diabetes mellitus = asthma or copd .
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Yet to reveal

- Composite result of BP reduction
- Changes in pulse pressure level

- Tolerability




THANK YOU



Frequency

Sex
Men 76
Women 109
Age (years)
55-59 years 84
60-69 years 63
70-79 years 30
> 80 years 8

62.4+7.4

B a S e I | n e Mean + SD (55-85) years

Range (min-max)
Risk factors

Characteristics z

Dyslipidemia

54
Fasting plasma glucose = 5.6 mmol/L

71
Abdominal obesity

21
Family history of CVD

Concomitant diseases and conditions

Confirmed LVH 6
Proteinuria 8
CAD 7
Stable angina 8

5
History of myocardial infarction

2
History of coronary revascularization

6
History of stroke or TIA

1
Peripheral artery disease

0
Class | or Il CHF

74

Type 2 diabetes mellitus

AAPNAnthan~ N7z




Treatment
The patient is included in the programe

U If the Physician decides to adjust or initiate antihype
therapy by prescribing NATRIXAM.

) NATRIXAM is prescribed in accordance with the indication
use and in doses specified in the Instruction For Us

medicinal product.



