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Introduction & Aims: Obesity is an important global chronic health issue affecting hundreds 
of millions of people(1). Semaglutide is a glucagon-like peptide-1 analogue that is an 
approved therapy for glycaemic control in Type 2 Diabetes Mellitus (T2DM) and for 
reduction of major adverse cardiovascular events in patients with T2DM and cardiovascular 
disease. This trial compared the efficacy and safety of Semaglutide with placebo in weight 
loss in overweight or obese persons. 
 
Design: This was a randomized, double-blinded placebo-controlled trial with 2:1 
randomization, involving 129 sites in 16 countries worldwide. 
 
Methods: 1,961 patients with a body mass index (BMI) of 30 or greater or a BMI of 27 or 
greater with at least one weight-related comorbidity were randomised in a 2:1 ratio to 
receive a 2.4mg dose of Semaglutide administered subcutaneously once a week for 68 
weeks. Additional lifestyle interventions comprising 4 weekly individual counselling 
targeting a 500kcal daily dietary deficit and 150 minutes per week of physical activity were 
provided to both groups. The two coprimary endpoints were the percentage change in 
bodyweight and a weight reduction of at least 5%.  
 
Results: The mean bodyweight change at week 68 was -14.9% in the Semaglutide arm, 
compared with -2.4% with placebo (p<0.001). Weight reduction of at least 5% bodyweight 
was achieved in 86.4% of the treatment group and 31.5% in the placebo group (Odds ratio 
11.2, p<0.001).  
 
Conclusions: The weight loss achieved by the semaglutide group was substantial and 
exceeded that of previously approved anti-obesity treatments(2). Not only is a 15% mean 
body weight reduction statistically significant, it is clinically significant. 
 
Strengths: This was a well designed randomised double-blinded multi-centre placebo 
controlled trial. Results show a large effect size in terms of both primary endpoints. 
Semaglutide was also associated with significant reductions in waist circumference, blood 
pressure, BMI, HbA1c, CRP and fasting lipid levels.  If sustained, this could have a major 
impact on cardiovascular disease. The once-weekly administration should be beneficial for 



adherence when compared to other anti-obesity treatments requiring daily if not multiple 
daily dosing.  
 
Limitations: There were more serious adverse events in the Semaglutide group(9.8 vs 6.4 
per 100 patient years), and these were mostly gastro-intestinal in nature. In terms of 
duration, obesity is a chronic disease so any therapy should be proven to provide long-term 
efficacy and safety beyond the 68 weeks covered in this trial. Reduction of weight and 
biomarkers, while desirable, are surrogate endpoints and do not provide concrete proof of 
downstream reduction in morbidity and mortality. Finally, this trial was designed by its 
industrial sponsor, with 3 authors listed as industry employees. 
 
Applicability & Future Direction: 37% of the Irish population are overweight, with a further 
23% classified as obese(3). The COVID-19 pandemic has disproportionately affected those 
with obesity(4), but it has also distracted us from the fact that cardiovascular disease is a 
major leader of morbidity and mortality. If this therapy can achieve sustainable weight loss, 
then surely it can lead to better cardiovascular outcomes. 
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