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SELECTing the Clinical Outcome of Semaglutide 2.4mg from its
Physiological Benefits

Filip K. Knop (Novo Nordisk/ University of Copenhagen, Denmark)

Glucagon-like peptide 1 (GLP-1) receptor (GLP-1R) agonists (GLP-1RA) are used in the management of type 2 diabetes and
overweight or obesity affecting a broad range of metabolic pathways associated with glucose metabolism, appetite, energy
homeostasis, and inflammation. The GLP-1RA semaglutide, 94% homologous to human GLP-1 has a half-life of ~1 week
after subcutaneous delivery enabling weekly dosing. Similar to native GLP-1, semaglutide exerts a wide variety of effects
through activation of GLP-1Rs expressed in the gastrointestinal tract, heart, kidneys and brain. Semaglutide, administered
subcutaneously once a week at a dose of 2.4 mg induces weight loss in people living with obesity and reduces cardiovascular
risk in individuals with overweight/obesity and established cardiovascular disease. Several lines of evidence suggest that
semaglutide-induced weight loss is mediated through direct interaction with GLP-1Rs in the brainstem, septal nuclei,
hypothalamus and circumventricular organs. This directly and indirectly affects the activity of neural pathways involved
in food preference, reward, appetite and satiety thereby reducing food intake and body weight. In terms of semaglutide’s
cardioprotective mode of action, semaglutide has pleiotropic direct and indirect effects on several physiological functions
and cardiovascular risk factors, including circulating lipids, blood pressure and systemic low-grade inflammation, ultimately
reducing the risk of cardiovascular events in individuals with overweight/obesity and established cardiovascular disease. This
presentation will focus on the translation of GLP-1 physiology to therapeutic benefits of semaglutide in individuals living with
overweight/obesity and high risk of cardiovascular disease.
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STEPping Forward: Managing Weight for East Asian
Population with Obesity

Sang Yeoup Lee (Pusan National University, Korea)

Obesity is a global health concern, with the prevalence of obesity increasing worldwide. Various health complications are
associated with overweight and obesity, including type 2 diabetes, prediabetes, hypertension, and cardiovascular disease, with
the prevalence of these comorbidities increasing with higher BMI.

The WHO defines obesity as a BMI of 30 kg/m” or higher. However, due to differences in body composition and characteristics
between Asian and non-Asian populations, the Korean Society for the Study of Obesity (KSSO) and the Japanese Society for the
Study of Obesity define obesity in Japanese and Korean people as a BMI of 25 kg/m? or higher. Consistent with WHO guidelines
for the Asia-Pacific region, the KSSO also categorizes obesity into class 1 (BMI 25-29.9 kg/m?), class 2 (BMI 30-34.9 kg/m?), and
class 3 (BMI =35 kg/m?). Moreover, the Working Group on Obesity in China defines overweight as a BMI of 24.0 kg/m” or higher
and obesity as 28.0 kg/m? or higher.

In STEP 6, adults from East Asia with obesity from South Korea and Japan, with or without type 2 diabetes, given semaglutide
2.4 mg once a week, had superior and clinically meaningful reductions in body weight and greater reductions in abdominal
visceral fat area compared with placebo, representing a promising treatment option for weight management in this population.
In STEP 7, for adults from East Asia in China, Hong Kong, Brazil, and South Korea who were overweight or obese, with or without
type 2 diabetes, once-weekly subcutaneous semaglutide 2.4 mg as an adjunct to lifestyle intervention was superior to placebo
in reducing body weight.

These findings align with the results of previous clinical trials, mostly conducted in global populations, with semaglutide 2.4 mg
in participants with overweight or obesity, with or without type 2 diabetes.
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SELECTing the Future: Cardiovascular Outcome in Patients with
Obesity/Overweight without Type 2 Diabetes

Darae Kim (Sungkyunkwan University, Korea)

This presentation focuses on the substantial cardiovascular risks posed by obesity, explored through the lens of the SELECT
trial. This includes an in-depth analysis of clinical endpoints, illustrated with practical examples of atherosclerotic cardiovascular
disease (ASCVD) and heart failure (HF).

The lecture highlights the SELECT trial, a significant study investigating the effects of semaglutide, a GLP-1 receptor agonist, on
cardiovascular outcomes in this high-risk population. Semaglutide has previously shown efficacy in weight management and
improving cardiovascular risk factors in patients with type 2 diabetes. The SELECT trial expands this research to patients with
obesity but without diabetes, focusing on its potential to reduce major adverse cardiovascular events (MACE) such as non-fatal
myocardial infarction, non-fatal stroke, and cardiovascular death.

Preliminary results from the SELECT trial are promising, indicating that semaglutide significantly lowers the incidence of MACE
in the target population. The lecture emphasizes the trial’s design, methodology, and key findings, providing insights into how
semaglutide can be integrated into clinical practice to enhance cardiovascular outcomes. This session underscores the critical
need for effective therapeutic interventions in managing cardiovascular risks associated with obesity.
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