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INTRODUCTION: The use of glucagon-like peptide-1 receptor agonists (GLP-1 RAs) has increased significantly in the
treatment of type 2 diabetes and obesity, owing to their effectiveness in improving glycemic control and promoting weight
loss. However, emerging research suggests a potential association between GLP-1 RA use and an increased risk of
tendon injuries.

METHODS:

A retrospective cohort study was conducted using a large, multi-institutional electronic health record database. Adults
prescribed GLP-1 receptor agonists were matched 1:1 to non-users (n = 72,691 per group) using propensity scores based
on age, sex, body mass index (BMI), race, and diabetes status. To ensure consistency and minimize bias, only patients
with at least five years of continuous follow-up were included, and those with a documented history of tendon rupture prior
to the index date were excluded. After matching, baseline demographic and clinical characteristics were well-balanced
between groups. The five-year incidence of ten specific tendon rupture types was assessed, and hazard ratios (HRs) with
95% confidence intervals (Cls) were calculated to compare risk between cohorts. Pre-specified subgroup analyses were
conducted to evaluate rupture risk in patients with obesity (defined as BMI >30) and those with type 2 diabetes

RESULTS: In patients with obesity, GLP-1 receptor agonist use was associated with a significantly increased risk of
several major tendon ruptures. The incidence of rotator cuff rupture was higher in the GLP-1 group compared to controls
(2.69% vs. 1.72%; HR 1.48, 95% CI: 1.38-1.59; p < 0.0001). The risk of Achilles tendon rupture was also elevated (0.24%
vs. 0.16%; HR 1.403, 95% CI: 1.11-1.77; p = 0.004), as was the risk of pectoralis major tendon rupture (0.80% vs. 0.57%;
HR 1.34, 95% CI: 1.18-1.52; p = 0.0002). No statistically significant differences were observed between groups for other
tendon rupture types, including the quadriceps, biceps, flexor, patellar, triceps, anterior tibial, and peroneal tendons
DISCUSSION AND CONCLUSION:

This study identifies a significant association between GLP-1 receptor agonist therapy and an increased risk of specific
tendon ruptures, most notably involving the rotator cuff, Achilles tendon, and pectoralis major tendon. These findings raise
concern for a potential adverse musculoskeletal effect associated with GLP-1 RA use, particularly in patients with obesity.
Possible contributing mechanisms may include rapid weight loss, associated muscle atrophy, and nutritional
deficiencies—especially protein or micronutrient insufficiency that could compromise tendon integrity. Further research is
needed to clarify causality and underlying pathophysiology. Clinicians should maintain a high index of suspicion for
tendon-related complications in patients receiving GLP-1 receptor agonists, particularly those undergoing significant
changes in body composition.
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