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Introduction, Aims and Design:

Obesity  is  associated  with  several  cardiovascular  complications.  Limited  pharmacologic

treatments are available. Semaglutide is a GLP-1 agonist administered subcutaneously once

weekly and is currently approved for the treatment of type 2 diabetes. This multicentre,

randomised,  double-blind,  placebo-controlled  trial  aimed  to  determine  the  efficacy  and

safety of 2.4mg semaglutide weekly for patients who are overweight/obese vs. placebo. The

co-primary outcomes were percentage change in body weight and reduction in body weight

of ≥5% from baseline to 68 weeks. 

Methods:

Patients  aged ≥18 with BMI≥30 (or  ≥27 if  ≥1  weight-related comorbidity)  were eligible.

Patients with diabetes, chronic pancreatitis, recent acute pancreatitis, bariatric surgery, or

recent use of another anti-obesity drug were excluded.

Patients were randomised in a 2:1 ratio to semaglutide or placebo, both groups received

lifestyle intervention. Sample size calculations determined that 1950 patients were needed

to achieve power of 99%. Outcomes were analysed per the intention-to-treat principle. The

specific statistical tests used are not mentioned in the article.

Results:

1961 patients were randomised. Patients had similar baseline characteristics. There were

high trial completion rates (94.3%). Semaglutide achieved -14.9% change in body weight

compared to -2.4% for placebo (difference -12.4%, p<0.001, 95%CI -13.4,-11.5). 86.4% of

semaglutide patients had a reduction in weight of ≥5% compared to 31.5% for placebo (OR

11.2,  p<0.001,  95%CI  8.9,14.2).  Overall,  there  was  a  similar  rate  of  adverse  events  but



gastrointestinal (74.2% vs. 47.9%) and serious adverse events (9.8% vs. 6.4%) were more

common in the intervention arm.

Conclusions:

The  authors  concluded  that  semaglutide  results  in  both  a  clinically  and  statistically

significant reduction in weight in overweight/obese patients compared to placebo.

Strengths and Limitations:

The strengths of this study included its randomised, controlled design with a large number

of participants. There were high completion rates, and they met their prespecified sample

size.

The authors recognised several limitations. There was a high proportion of white women in

the trial, which limits the external validity and generalisability of its findings. Follow-up time

was short,  and  the sustainability  of  weight  loss  remains  unknown.  They  mentioned the

exclusion of patients with diabetes as a limitation, but I disagree with this. As we already

know semaglutide results in weight loss in patients with diabetes(1), their inclusion would

made it difficult to determine efficacy in non-diabetics. 

A  limitation  not  recognised  by  the  authors,  was  the  high  percentage  of  patients  with

prediabetes  included  (>40%).  Semaglutide  is  known  to  reduce  weight  in  patients  with

diabetes so it is biologically plausible that it could result in greater weight loss in prediabetic

patients compared to those with normal glucose tolerance. This may limit the applicability

of the trial’s findings to those with normoglycaemia. Furthermore, this trial was industry-

funded and Novo  Nordisk  oversaw its  design  and  conduct.  This  has  been shown to  be

associated with bias in favour of the funder’s product(2).

Applicability:

As  this  is  a  relatively  specialised  area,  I  would  not  commence  this  treatment  myself.

However, it would certainly influence me to recommend these patients consider it as an

option and I would be more encouraged to refer them to bariatric services so they may avail

of it. Moreover, it would further encourage me to consider semaglutide’s use in overweight

patients with T2DM, possibly before more traditional drugs. 

Future Direction:

This was a short trial, and trials with longer follow-up are sure to follow that will clarify the

sustainability  of  this  weight  loss  and  likely  investigate  any  potential  cardiovascular  or

mortality benefits. Given the known benefit of bariatric surgery, I believe trials comparing

this to semaglutide are needed so that the safest and most efficacious treatment can be

determined. The subcutaneous administration of this drug could possibly limit its use, and I

expect we will see trials examining the new oral formulation. This said, I anticipate that this

trial  will  ultimately  result  in  the  approval  of  semaglutide  for  this  patient  group  and  its

widespread use in an Irish healthcare context.
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