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Introduction: 

Obesity is a public health epidemic with a dearth of pharmacotherapy. This RCT aimed to elucidate the 
effectiveness and safety of Semaglutide in treating obesity. 

Methods:

1961 participants from 129 centres were randomised to receive either 2.4mg Semaglutide weekly or a 
placebo for 68 weeks combined with lifestyle intervention. Its primary endpoints were the percentage 
change in body weight at week 68 and weight reduction of at least 5%. End-points were analysed 
according to the intention-to-treat principle. 

Eligibility: 

❖ Failed dietary intervention and:
● have a BMI of >30
● or a BMI >27 with at least 1 weight-related comorbidity. 

❖ Exclusion criteria included:
● Diabetics
● Chronic pancreatitis history
● Acute pancreatitis within 180 days
● Anti-obesity medication use within 90 days
● Prior surgical obesity treatment. 

Results:

STEP1 demonstrated a significant reduction in body weight percentage, {-14.9% vs -2.4%; CI -13.4 % - -
11.5%; p<0.0001} and >5% weight reduction {86.4% vs 31.5%; Odds Ratio 11.2; CI 8.9 -14.2;p<0.001} in 
the Semaglutide group.



Conclusion: 

In overweight non-diabetic patients, 2.4 mg Semaglutide weekly injections combined with lifestyle 
intervention was demonstrated to have a sustained reduction in body weight versus placebo after 68 
weeks.  

Analysis & Limitations: 

GLP-1 analogues were originally developed as antihyperglycaemics for T2DM,(1)  with recent evidence 
highlighting their effectiveness at causing weight loss.(2) (3)  The STEP1 trial is the first phase 3 RCT in 
evaluating Semaglutide’s effectiveness in treating obesity. 

STEP1’s strengths lie in its large sample size, double-blinding, randomisation and using an intention-to-
treat analysis with high adherence rates.

In terms of limitations, the study was industry-sponsored, its relatively short duration not allowing it to 
address long-term efficacy and safety, and its overrepresentation of white females. 

Applicability / Future Direction:

There’s a long history of failed obesity pharmacotherapy due to safety or ineffectiveness. (4)  Excluding 
dietary management, bariatric surgery is the only proven long-term obesity treatment. (5) This study 
identifies a drug that has efficacy approaching that of bariatric surgery and has an excellent safety profile. 

The cost and side-effect profile mean that Semaglutide will not be for everyone.  Question marks remain 
about the sustainability of the weight loss in GLP-1 agonists (6) and longer outcome benefits in this non-
diabetic population. The upcoming SELECT trial (7) examining Semaglutide’s effect on cardiovascular 
disease in obesity could back up the importance of the secondary end-points reached in the STEP1 trial, 
and lead to approval as a cardioprotective agent. 

Only 56 Bariatric surgeries took place in Ireland in 2019 (8) and access remains limited.  STEP1 identifies a 
serious treatment alternative that may prove useful in controlling the future obesity epidemic. Yet, it remains
a first step and more evidence is needed before it changes practice.
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