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Introduction

The prevalence of hypertension reaches a percentage of 40.41% in the Romanian population, according to the conducted investigations. This increased prevalence and the severity of cardiovascular complications that are based on physiological changes induced by the presence of hypertension, justifies the increased global interest for active detection and proper management of hypertensive patients in long term. In the continuum of cardiovascular disease target organ damage is a key factor for global cardiovascular risk assessment. In the recent years the use of ambulatory blood pressure monitoring (ABPM) allowed the identification of different hypertension subtypes and precisely evaluation of the prevalence by age and hypertension subtypes. BP variability is a parameter whose impact on the progression and severity of cardiac damage, vascular and target organ damage was demonstrated by studies. 

The objectives are found in the 3 studies presented in this thesis. The First study proposed to estimate the impact of hypertension in primary care, the current state of hypertension in a population by evaluating a database of a family medicine practice and also proposed the assessment of adherence / persistence of patients to antihypertensive treatment in family medicine practice. In the second study, I proposed following the effectiveness of non-invasive methods for monitoring blood pressure in primary care practice. The third study aimed to demonstrate the effect of biological and pathological features of patients on the pharmacokinetics of amlodipine and telmisartan and to demonstrate a correlation between plasma concentration of fixed-dose combination of telmisartan and amlodipine, using an High Pressure Liquid Chromatography (HPLC) method with MS detection type and short-term variability in blood pressure. 
Material and methods

The concept of the study aimed the management of hypertensive patients starting with the diagnosis evaluation methods and determination of CV risk factors in family medicine, successively applying measurement of blood pressure methods not usually used in primary health care and continuing with the assessment of the effectiveness of blood pressure control indicators in the management of hypertension.

For completing of the objectives I conducted bidirectional retrospective and prospective studies. For each of the 3 studies a special study design was proposed, particular for its goals. A total of 525 patients were included in the first study, fulfilling the main criteria to be diagnosed with essential hypertension previously planned visit to the practice (chronic patients) or during the planned visit (newly diagnosed patients). The study did not include patients with secondary hypertension. The patients were assessed for the identification of the cardiovascular risk factors: smoking, obesity, dyslipidemia; target organ damage: left ventricular hypertrophy, renal damage, presence of hypertensive angiopathy; presence of comorbidities. 

Based on the patients data from the first study and introducing a method of blood pressure evaluation not commonly used in family practice in Romania, ABPM method; in the second study a total of 135 hypertensive patients previously identified in the first study were included and have conducted ambulatory blood pressure monitoring. The study involved a comparative assessment of three methods of diagnosis of hypertension: office blood pressure monitoring, home blood pressure monitoring and ambulatory blood pressure monitoring.  Patients were asked to complete a questionnaire developed for use in this study that includes questions about the reliability of the blood pressure monitoring techniques proposed, the confort offered by these different techniques used in the diagnosis and management of hypertension, in primary care.

To achieve the objectives of the third study, in the design of the study, I included a chapter of therapeutic approach, which have guided the data for the third study. Of the total number of patients diagnosed with hypertension,  a total of 173 patients were identified as following an antihypertensive treatment in a fixed combination antihypertensive therapy. Overal, 24 patients who were on treatment regimen administered as a fixed combination antihypertensive therapy of telmisartan and amlodipine were included in the study third and blood samples were obtained according to the clinical protocol. In parallel I followed the effect plasma concentration of the administered medication at a fixed dose on blood pressure variability assessed by ABPM. Thru the bio-analyzed blood samples, plasma concentrations of amlodipine and telmisartan were assessed, and  accounted as the basis of subsequent pharmacokinetic analysis. Blood pressure variablity was assesed by average real variability (ARV), standard deviation  (SD) and weighted standard deviation (SDw).
Results 


The results of the first study indicated a 30,6% prevalence of all adult patients who were registered in family medicine practice. The percentage of new cases reported during the 4 years of monitoring with a progressive increase in the number of cases in the period 2011 - 2014 was 12,5%. A progressive increase of diastolic blood pressure value in contrast to the static profile of the values of systolic blood pressure was noted. Adequate blood pressure control in the group of patients evaluated is suitable for 49,58% of all patients with an increased control rate along with better patient education. Achieving target blood pressure in this study is no different between female vs male patients or area of origin. In relation to age systolic control has no statistically significant differences, but for diastolic blood pressure has an increase in the under 40 years age group. To achieve the percentage of BP controlled, 65.4% of patients were using 2 or 3 classes of antihypertensives drugs. In this study, 60% of patients are at high or very high cardiovascular risk (group of active patients), with no statistical difference between urban and rural areas. Renal organ damage at stage 2 was identified in 51,5% of total patients and the presence of hypertensive angiopathy was associated 4 years after the with the heart attack and stroke. Atrial fibrillation was the most frequent complication reported. High adherence to treatment was present in 69,79% of all patients. Still only, 54.7% (197) of these high adherence patients achieved target blood pressure values. The results emphasize the importance of identifying and controlling risk factors associated with hypertension. Blood pressure value itself is not exclusively responsible for the cardiovascular events. 


In the second study, the technique of home blood pressure monitoring was well tolerated in hypertensive patients included in the study. Ambulatory blood pressure monitoring is an important method of noninvasive investigation of blood pressure to specify conclusive data about ascending, the nighttime and early morning blood pressure surge, compared to the office blood pressure. Home blood pressure monitoring could be an alternative to ABPM in family medicine, for optimizing the management of hypertensive patients, when home monitoring technique is used properly.

In the third study, the results showed that for doses of amlodipine and telmisartan studied, the pharmacokinetics are linear, peak plasma concentration and area under the curve are proportional to the dose. Regarding the biological parameters studied, the results show that neither the pharmacokinetics of amlodipine and telmisartan were significantly influenced by gender or age of the patients. Renal glomerular filtration rate did not significantly affect the pharmacokinetics of amlodipine and telmisartan, instead body mass index significantly influence the pharmacokinetics of the two substances studied. In the second part of the study, althought linearity of the two substances have been pharmacokinetically demonstrated, BP variability demonstrated a negative correlation with the standard deviation and with the weighted standard deviation of blood pressure variability in small decreases of plasma concentrations for amlodipine and telmisartan. 24-hour blood pressure variability assessed by ARV interrelated with concentrations of the two administered substances has not been negatively correlated statistically.
Conclusion 
Based on the data from the studied population, we can constitute the foundations of excellence centers of hypertension for improving the long-term management with the direct involvement of family doctors. 
The use of ambulatory blood pressure monitoring is required and must encouraged the use of this method in family medicine for proper and accurate diagnosis and management of hypertensive patients.

This is the only research that studied the correlation between the index of therapeutic efficacy determined by pharmacokinetic parameters and index of quantifying the effectiveness of therapeutic indications, determined by noninvasive methods like ABPM with the evaluation of blood pressure variability.
Future studies are needed for identifying the clinical significance and prognostic implications of a given method of assessing the blood pressure variability in order to reduce the “residual blood pressure variability.“
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