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Relevance. Obesity is a metabolic disorder that is becoming an epidemic. The
World Health Organization (WHO) has declared obesity one of the most common
chronic diseases among the adult population, which is no longer just a problem
associated with poor nutrition. In 2014, 1.9 billion people over 18 years of age
worldwide were overweight, of which 600 million were obese. According to WHO, in
Europe in 2015, obesity was detected in 21.5% of men and 24.5% of women. It is
expected that the number of obese people by 2030 will be 1.1 billion [1]. According to
the ESSE-RF epidemiological study, an increase in the prevalence of obesity,
diagnosed both by body mass index (BMI) and waist circumference (WC), is noted in
Uzbekistan. It has been established that 26.6% of men and 24.5% of women aged 35—
44 years are obese, 31.7% of men and 40.9% of women aged 45-54 years, and 35.7%
of men and 52.1% of women aged 55-64 years [2]. Obesity, especially its visceral
form, increases the risk of developing arterial hypertension (AH), type 2 diabetes
mellitus, dyslipidemia, coronary heart disease (CHD), stroke, cholelithiasis,
osteoarthritis, obstructive sleep apnea syndrome, and some oncological diseases.
Visceral obesity is also associated with an increased risk of cardiovascular and overall
mortality [3]. The results of recent studies show that visceral obesity and its
consequences are based on an imbalance of the body’s neurohumoral systems, a
deficiency of functional forms of natriuretic peptides, and the development of selective
insulin, leptin, and adiponectin resistance. Given the heterogeneity of patients with
obesity, it is considered appropriate to distinguish phenotypes of the disease, such as
metabolically healthy and metabolically active obesity.
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Introduction.The majority of obese patients (60-90%) belong to the
metabolically active phenotype. They are characterized by visceral (abdominal)
distribution of adipose tissue, the presence of metabolic disorders and associated
diseases [4, 5]. The pathogenesis of obesity-associated diseases is based on chronic
inflammation, which causes insulin resistance, endothelial dysfunction with increased
vascular tone, diastolic dysfunction of the left ventricle (LV) and myocardial fibrosis
[6]. The epicardial visceral fat depot has been the most studied in terms of the
relationship with cardiovascular diseases. A number of studies have demonstrated an
association of epicardial fat (EF) with myocardial hypertrophy and fibrosis, preclinical
decrease in diastolic and systolic function of the LV [7]. In this regard, the main goal
of obesity treatment is not only weight loss, but also a reduction in the risk of
developing concomitant diseases and an increase in life expectancy. Currently, the
safest and at the same time most effective method is considered to be gradual (0.5-1.0
kg per week) weight loss for 6 months or more, with 5-10% of the initial body weight
lost, mainly due to fat tissue, and not due to the loss of muscle mass or fluid. Drug and
non-drug therapy is used for weight loss, including diet, regular exercise and changes
in eating behavior. One of the drugs for the treatment of obesity, approved in the
Russian Federation, is a serotonin and norepinephrine reuptake inhibitor - sibutramine.
Due to this double effect, a feeling of satiety is achieved and the amount of food
consumed is reduced, energy expenditure increases as a result of increased
thermogenesis [8]. A number of studies, in particular in the PrimaVera program, have
shown good efficacy and safety of the drug with long-term use in patients with obesity
[9]. According to the instructions for use, sibutramine is prescribed to patients with
hypertension with special caution due to a possible increase in blood pressure (BP).
Considering that hypertension often develops in patients with visceral obesity, the aim
of our study was to evaluate the efficacy and safety of sibutramine in patients with
combined pathology during antihypertensive therapy, as well as to study the effect of
the drug on epicardial fat depot during long-term use. etdy individuals and study design
The study included 57 patients with hypertension and obesity (BMI>30 kg/m?) aged
35-60 years. All patients initially and after 7 months of observation underwent a
comprehensive clinical, instrumental and laboratory examination, including a general
examination with anthropometric measurements, electrocardiography (ECG), office
blood pressure measurement, 24-hour blood pressure monitoring with aortic stiffness
analysis, and echocardiography (EchoCG). The study included patients with controlled
hypertension undergoing antihypertensive therapy with office blood pressure <140/90
mm Hg.During the 1st month of observation, all patients were recommended a diet
with limited caloric content of food to 1500 kcal/day for women and 1800 kcal/day for
men, regular physical activity up to 30 minutes per day, changes in eating behavior
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(reducing portion sizes, limiting food consumption in the evening and at night,
regularly eating small amounts of food frequently). At the end of the 1st month,
sibutramine (Reduxin, manufactured by Promomed, Russia) at a dose of 10 mg per day
was added to non-drug therapy. Control visits to assess the efficacy and safety were
carried out after 1 and 6 months of taking the drug. Anthropometric measurements
Height, weight were measured, body mass index (BMI) was calculated, waist
circumference (WC), hip circumference (HC) were determined, the WC/HC and
W(Cl/height ratios were calculated. All measurements are necessary for the diagnosis of
obesity, identification of the type of distribution of adipose tissue and assessment of
the dynamics of weight loss. Measurement methods All patients underwent office
blood pressure measurement at each visit. The procedure was performed three times in
a sitting position, after a 15-minute rest, the first measurement was excluded from the
analysis. The average value of 2 consecutive measurements taken with a 5-minute
interval was calculated. Between visits, patients performed self-monitoring of blood
pressure in the morning and evening hours using an automatic brachial tonometer. All
patients underwent 24-hour blood pressure monitoring using the BPLab system
(Russia) before treatment and after 7 months of observation. Average daily, daytime
and nighttime values of systolic blood pressure (SBP) and diastolic blood pressure
(DBP) were analyzed, the degree of nighttime decrease, variability and morning
dynamics of blood pressure were assessed. Echocardiography EchoCG was performed
with an S4 transducer in the second harmonic mode with a frequency range of 1.8-3.6
MHz on a VIVID 7 device by General Electric (USA) in accordance with the
recommendations of the Nomenclature and Standardization Committee of the
American Association of Echocardiography (ASE). All studies were performed in M-
and B-modes using standard positions. The LV examination included measurement of
end-diastolic (EDS, cm) and end-systolic (ESR, cm) sizes, interventricular septum
thickness in systole and diastole (IVST, cm) and posterior wall thickness in systole and
diastole (PWS, cm) from the parasternal position along the long axis. The LV
myocardial mass was calculated using the formula: LVM = 1.08 x (1.04 x [(EDR +
PVD + ISPd)3 - EDR3]) + 0.6 g; where LVM is the LV myocardial mass, ISPd is the
interventricular septum thickness in diastole, PVD is the posterior wall thickness in
diastole, and LVM is the end-diastolic dimension in diastole. LV hypertrophy was
diagnosed if the LVM index (iLVMI) exceeded 95 g/m2 in women and 115 g/m2 in
men. Evaluation of epicardial fat depot The thickness of the epicardial fat depot was
measured initially and after 7 months of observation during echocardiography.The
echo-negative space between the myocardium and the visceral leaflet of the
pericardium behind the free wall of the right ventricle in the parasternal position along
the long axis was estimated. The measurement was performed at the end of systole,
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with the ultrasound beam directed perpendicular to the aortic ring used as an
anatomical landmark. The mean value of 3 consecutive measurements was calculated.
Ethical review The study was approved by the Local Ethics Committee at A.l.
Evdokimov Moscow State Medical University. Upon inclusion in the study, all patients
signed an informed consent form in 2 copies. One of the copies was given to the patient.
Statistical analysis Statistical processing of the material was performed using the
licensed software package Stastica 10.0 Statsoft (USA). When choosing the method
for comparing data, the normality of the distribution of the feature in subgroups was
taken into account, taking into account the Shapiro-Wilk criterion. With a normal
distribution, the mean value and standard deviation were calculated. The null
hypothesis when comparing groups was rejected at a significance level of less than
0.05. Delta (A) was calculated as the difference between repeated and initial
measurements. For multiple comparisons, one-way ANOVA was used. The
relationship between two features was assessed using the Pearson correlation
coefficient.

Results.The general characteristics of the patients included in the study are
presented in Table 1. Women predominated among the study participants. All patients
had visceral obesity confirmed by anthropometric data: BMI >30 kg/m?, WC >102 cm
in men and >88 cm in women, WC/HR >0.9 in men and >0.85 in women, WC/height
>0.5. At inclusion in the study, the patients were on effective antihypertensive therapy,
which was confirmed by the results of office BP measurement. According to
echocardiography, most patients had impaired LV geometry by the type of concentric
remodeling or concentric hypertrophy, which is typical of obesity and hypertension.
An increase in one of the main parameters of aortic stiffness, pulse wave velocity
(PWV), determined as part of daily BP monitoring, was also revealed. Approximately
one third of patients had carbohydrate metabolism disorders, in particular, impaired
glucose tolerance or type 2 diabetes mellitus. Almost all patients had dyslipidemia,
manifested by an increase in total cholesterol (6.5+1.0 mmol/l), low-density lipoprotein
(LDL) (3.7£1.1 mmol/l) and triglyceride (2.4+0.9 mmol/l) concentrations, and a
decrease in high-density lipoprotein (HDL) concentrations (1.0+£0.09 mmol/l in men,
1.2+0.07 mmol/l in women). During the first month of observation, patients were
recommended to follow a diet and general weight loss recommendations. At the end of
this period, insignificant dynamics of weight and other anthropometric indicators were
revealed (Table 2). On average, patients lost 2 kg, which was less than 2% of the initial
weight. With sibutramine intake at a daily dose of 10 mg for 1 month, a more
significant weight loss was observed, by an average of 3.7 kg, which was more than
2% of the initial body weight. Subsequently, the rate of weight loss slowed down and
by the end of the observation period (6 months of sibutramine intake) it averaged 8.6
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kg (6.2% of the initial). With sibutramine intake, a reliable decrease in WC and
WC/height was noted, more pronounced in women. No significant dynamics of
WC/HC were found, since the hip volume (HV) decreased proportionally to the change
in WC. When analyzing the dynamics of echocardiography indicators (Table 3), a
tendency towards a decrease in iLVM was revealed, more pronounced in women.
According to the latest data, indexing LVM to body surface area (BSA) in obese
patients may be inaccurate, especially during weight loss. In this regard, it is
recommended to index LVM to height2.7. When analyzing the dynamics of this
indicator, a more significant decrease was found, which became reliable in women.
The number of patients with impaired LV geometry decreased slightly (from 74 to
63%). Against the background of long-term therapy with sibutramine, a slight decrease
in the EF thickness was noted (from 0.79 to 0.71 cm). A more detailed analysis revealed
that in women, the dynamics of this indicator was significantly more pronounced than
in men.Taking into account more significant dynamics of weight and other
anthropometric parameters, it can be said that in our study women lost weight better
than men. During the observation period, side effects of sibutramine were detected in
26.3% of the study participants (Table 4). The most common complaints of patients
were constipation (12.3%) and dry mouth (10.6%). The severity of symptoms persisted
during the first month of sibutramine therapy and then decreased. No drug
discontinuation or additional prescriptions were required. Complaints of palpitations
occurred in 2 patients (3.5%), while no tachycardia was detected during the general
examination or according to ECG data. The average HR according to ECG data was
71.5+8.2 bpm before treatment and 70.5+12.8 bpm after treatment. The study included
patients with controlled hypertension. At all scheduled visits, office BP measurements
were performed, between visits, patients measured BP at home and filled in a
corresponding diary, and 24-hour BP monitoring (ABPM) was performed before and
after sibutramine therapy. No episodes of clinically significant BP increase were
detected during 6 months of sibutramine therapy. The average daily SBP and DBP in
the study group before treatment was 126.328.9 mmHg and 81.249.1 mmHg,
respectively, and after treatment — 127.649.3 mmHg and 80.7+7.3 mmHg,
respectively. Discussion The rate of obesity spread in all countries is comparable to an
epidemic, and the choice of drugs for treating the disease is limited. One of the few
drugs approved in Russia for the treatment of obesity is sibutramine. A number of
studies have proven the efficacy and safety of the drug during long-term use. Thus,
about 70 thousand patients with obesity participated in the All-Russian observational
program "PrimaVera". Most of them were prescribed sibutramine in a daily dose of 10-
15 mg for a period of 3 months to 1 year. According to the study results, about 65% of
patients achieved clinically significant weight loss of 10% or more after 6-12 months
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of taking the drug. At the same time, adverse events were registered in only 4.1% of
program participants [9]. In our study, the dynamics of weight loss was less
pronounced (about 6%), and the frequency of adverse events reached 26.3%, which is
possibly due to the more common visceral form of obesity and the presence of
metabolic disorders in those included in our study. The PrimaVera program involved
6.5% of patients with controlled hypertension. During the observation period, episodes
of clinically significant increases in blood pressure (more than 10 mm Hg over 2
consecutive visits) were recorded in 26% of patients, but this did not lead to
discontinuation of sibutramine [10]. In our study, no episodes of clinically significant
increases in blood pressure were detected, which was confirmed by self-monitoring
data, office and daily blood pressure measurements. Similar results were obtained in
the observational program "Vesna", also conducted in Russia. About 35 thousand
people participated in it.patients with alimentary obesity aged 18 to 60 years [11]. All
patients were prescribed sibutramine (Reduxin) at a daily dose of 10-15 mg. The
observation period was 6 months. During sibutramine therapy, there was an average
weight loss of 14.3%, WC decreased by an average of 11 cm. In our study, WC
decreased more significantly in women — by an average of 7 cm, which was
accompanied by a reliable decrease in the thickness of the uterine cavity and could
indicate regression of visceral obesity in these patients. Adverse events were recorded
in 2.8% of patients. The most common complaints of patients in our study were dry
mouth and constipation. Study Limitations The main limitation of this study is the
small number of included patients. Also, given the presence of concomitant pathology
and metabolic disorders, patients were prescribed sibutramine at a daily dose of 10 mg.
Further dose titration was not performed. Conclusion The prevalence of obesity and
associated diseases is steadily increasing. Drug therapy for obesity promotes more
effective weight loss, affects the nature of the distribution of adipose tissue, and slows
down the development of concomitant pathology. The drug sibutramine (reduksin),
approved in Russia, in a daily dose of 10 mg is an effective and safe drug that can be
used in patients with visceral obesity in combination with controlled hypertension.
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