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Abstarct: Relevance. In practice, when prescribing therapy, it is important to find a balance between
the optimal glucose-lowering activity of the drug and a favorable safety profile in relation to body
weight. In recent decades, new classes of drugs have emerged for the treatment of T2DM that do
not affect body weight or even reduce it. Also, the arsenal of therapy for the treatment of obesity has
been replenished with drugs that combine the ability to reduce body weight and compensate for
carbohydrate metabolism. The article presents data on modern therapy for obesity and T2DM and
options for optimal therapeutic combinations. The beginning of the new millennium was marked by
an epidemic of non-communicable diseases. Since the 1980s The prevalence of obesity has
doubled, and type 2 diabetes mellitus (T2DM) has increased by almost 2.5 times. The number of
people with metabolic disorders continues to progressively increase, significantly exceeding all
existing expert forecasts [1]. There are several possible explanations for this: first, increased food
availability has led to a significant increase in average daily caloric intake (in the United States, this
indicator increased by 24.5%, or ~530 calories between 1970 and 2000) [2]; secondly, a change in
diet with an increase in the consumption of refined carbohydrates, sugar, animal and vegetable fats
and a decrease in the consumption of fruits, vegetables and legumes; thirdly, due to the
mechanization of labor and the development of transport, energy costs have significantly decreased;
fourthly, thanks to the improvement of clothing and heating systems, the importance of adaptive
thermogenesis has decreased [3]. At the same time, the contribution of genetic factors to the
development of obesity should not be overestimated: it is only about 20%; the development of the
pandemic of metabolic disorders is mainly due to environmental factors [4]. About 80% of patients
with T2DM are overweight or obese. It has been proven that obesity and T2DM are closely related
pathogenetically. Data from extensive epidemiological studies confirm the role of excess body
weight in the development of carbohydrate metabolism disorders [10]. Timely weight loss not only
slows the progression of prediabetes to diabetes, but also leads to improved glycemic control and a
reduced need for glucose-lowering drugs in T2DM. Weight loss is most effective in the early stages
of T2DM, when B-cell dysfunction is still reversible [5].
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Introduction. Obesity and type 2 diabetes mellitus (T2DM) are epidemics of the 21st century.
Obesity is one of the main risk factors for developing T2DM, so it is often possible to diagnose both
diseases in the same patient. The presence of both diseases in a patient creates difficulties both in
normalizing carbohydrate metabolism and in achieving normal body weight. Many glucose-
lowering drugs lead to weight gain, which, in turn, contributes to an increase in insulin resistance
and requires further intensification of glucose-lowering therapy.
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Target— to evaluate the effect of sitagliptin in combination with metformin on glucotoxicity and
lipotoxicity in patients with type 2 diabetes mellitus (T2DM) and overweight.

Material and methods. The study involved 82 patients (55 women, 27 men, mean age 56.1+5.47
years) who did not achieve target HbAlc levels (mean HbAlc level 8.3£1.6%) on metformin
monotherapy and on diet therapy. having excess weight, lipid metabolism disorders. Group 1 of
patients (42 people) received a combination of sitagliptin and metformin; Group 2 (control) patients
(40 people) — metformin 1.5-2.0 g/day. All patients at baseline and after 6 months were assessed
over time the level of fasting glycemia, postprandial glycemia, glycated hemoglobin, weight, BMI,
WC, WC/TB, insulin, leptin, adiponectin, insulin resistance using the HOMA-IR index, functional
activity of B-cells by HOMA-f index.

Research results. After 6 months, patients in both groups showed significant positive dynamics in
the levels of fasting glucose, postprandial glycemia and glycated hemoglobin. In group 1, there was
a decrease in HbAlc levels from 8.3+1.6 to 6.6+£1.24% (p<0.01), in group 2 — from 8.35+1.75 to 7
.62+1.39% (p<0.01). FPG and PPG levels in group 1 decreased by an average of 2.67 and 3.3
mmol/l, respectively, in group 2 — by 2.1 and 1.8 mmol/l. IRI in group 1 decreased by 3.45 uU/ml,
in group 2 — by 1.63 pU/ml (p=0.05). HOMA — increased in the 1st group by 23.4 conventional
units, in the 2nd group — by 4.8 conventional units. (p<0.005). There are no significant differences
between the groups in the dynamics of HOMAIR; positive dynamics are observed in both groups.
There was a significant difference in the dynamics of adiponectin levels between the groups; in
group 1 there was an increase of 1.9 ng/ml, in group 2 — by 0.49 ng/ml (p<0.01). Leptin in group 1
decreased by 7.37 ng/ml, in group 2 — by 1.21 ng/ml (p <0.01). There are significant differences in
the dynamics between groups in anthropometric indicators (p<0.001). Weight loss in group 1 was
by 4.9+£3.2 kg, in group 2 — by 2.0+0.94 kg on average. BMI in group 1 decreased by 1.8+1.3, in
group 2 — by 0.68+0.3. WC in group 1 decreased by 6.5+4.7 cm, in group 2 — by 2.42+1.02 cm.
WC/TB in group 1 decreased from 0.95+0.06 to 0.91+£0.05 cm, in group 2 — from 0.94+0.03 to
0.93+0.03 cm. During treatment, no episodes of hypoglycemia were recorded in any of the groups.

Conclusions. Combination therapy with sitagliptin and metformin resulted in a decrease in
glucotoxicity and lipotoxicity, which overall led to improved glycemic control.
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