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GLP-1 Receptor Agonists in Adults w Diabetes

Marso et al. N Engl J Med. 2016 Jul 28;375(4):311-22.
Dhatariya et al. Diabetes Care. 2018 Oct;41(10):2229-2235.

LEADER Trial
9340 Patients with Type 2 Diabetes
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Proposed GLP-1 Cardiovascular Benefits

• Anti-inflammatory benefits
• Microvascular benefits
• Metabolic benefits

ØCan semaglutide improve walking ability, symptoms, and 
patient-reported outcomes in people with peripheral artery 
disease and type 2 diabetes?
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STRIDE Trial

• Semaglutide and walking capacity in people with 
symptomatic peripheral artery disease and type 2 
diabetes (NCT04560998) 

• Phase 3b, double-blind, randomised, placebo-
controlled trial 
– 112 outpatient clinical trial sites in 20 countries in North 

America, Asia, and Europe

Bonaca et al. Lancet. 2025 May 3;405(10489):1580-1593.
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Inclusion Criteria

• Age > 18 years
• Type 2 diabetes
• PAD with intermittent claudication
• Able to walk >200m
• ABI < 0.90 or TBI < 0.70

Exclusion Criteria

• Max walking distance > 600 m
• Contraindication to semaglutide
•  Non-peripheral artery disease 

condition limiting functional capacity 
• Recently completed or planned 

revascularisation procedure

Target Patient Population

Bonaca et al. Lancet. 2025 May 3;405(10489):1580-1593.
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Study Design

• 1:1 Randomization
– Semaglutide 1.0mg weekly
– Placebo

• Functional testing at baseline, 26, 52, and 57 
weeks

• Primary Outcome: ratio to baseline of the 
maximum walking distance at week 52 
– measured by the constant load treadmill with fixed 

speed (2 miles per h) and fixed inclination (12%)

Bonaca et al. Lancet. 2025 May 3;405(10489):1580-1593.
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Patient Cohort
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Patient Characteristics
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Study Outcomes

Bonaca et al. Lancet. 2025 May 3;405(10489):1580-1593.
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Study Outcomes

Bonaca et al. Lancet. 2025 May 3;405(10489):1580-1593.
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Study Outcomes

Bonaca et al. Lancet. 2025 May 3;405(10489):1580-1593.
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Semaglutide and Rescue Therapies

Bonaca et al. Lancet. 2025 May 3;405(10489):1580-1593.
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Adverse Events

Bonaca et al. Lancet. 2025 May 3;405(10489):1580-1593.
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STRIDE Results Hold Regardless of Weight 
and HbA1c

Rasouli et al. Diabetes Care. 2025 Sep 1;48(9):1529-1535. 
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Things to Consider

• Cost
• Patient adherence

– Side effects
– RX costs
– Logistical challenges

• Sustainability

Xu et al. Obesity. 2025 Jul;33(7):1243-1248.
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Conclusions

• Semaglutide improved function, symptoms, and quality of life 
in participants with type 2 diabetes and symptomatic 
peripheral artery disease in the STRIDE trial
– The magnitude of benefit met prespecified criteria for a clinically 

meaningful change
• Subgroup analysis findings support semaglutide’s efficacy 

across the spectrum of type 2 diabetes, including in patients 
without obesity and those with well-controlled glycemia

• Long-term data is needed to understand compliance issues 
and longevity of the results
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