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INTRODUCTION: Glucagon-like peptide-1 receptor agonists (GLP-1 RAs) are increasingly used for weight management,
a key concern in total knee arthroplasty (TKA). While GLP-1 RAs show promise, their consistent usage has unclear
impact on perioperative and long-term outcomes. This study investigates the association between consistent preoperative
GLP-1 RA use and postoperative primary TKA outcomes assessed at 90 days,1, 2, and 5 years.

METHODS: This retrospective study utilized TriNetX (multicenter database) to identify adult patients undergoing primary
TKA from 2005-2023 with consistent preoperative GLP-1 RA exposure (=3 prescriptions within 1 year of surgery) versus
controls with no exposure, with minimum 2-year follow-up. 1:1 propensity score matching balanced for demographics,
comorbidities, and baseline labs. Outcomes included 90-days medical complications (perioperative pulmonary aspiration,
sepsis, venous thromboembolism, myocardial infarction, mortality, renal failure) and surgical complications (periprosthetic
joint infection (PJI), periprosthetic fracture, aseptic loosening, all-cause revisions) evaluated 1, 2, and 5 years. Statistical
analyses were performed to calculate risk ratios (RR) and Kaplan-Meier survivorship curves.

RESULTS: 2,895 matched patients were included in each cohort. At 90 days, the GLP-1 RA cohort had significantly
decreased risks of readmission (RR 0.765, p=0.002) and PJI (RR 0.618, p=0.008). Reduced PJI risk was also observed at
1-year (RR 0.67, p=0.008). No statistically significant differences were observed in other evaluated 90-day medical
complications including aspiration pneumonia; no significant differences were found for risk of aseptic loosening,
periprosthetic fracture, and all-cause revision at 1, 2, and 5 years.

DISCUSSION AND CONCLUSION: Consistent preoperative GLP-1 RA use in patients undergoing TKA is associated with
a significantly reduced risk of 90-day hospital readmission and PJI, with the PJI benefit extending to 1-year. This use did
not show an increased risk of other short-term complications or adverse mechanical outcomes up to 5 years
postoperatively. These findings suggest that GLP-1 RAs may not confer additional risks, and may offer protective benefits,
particularly against PJI within 1 year of surgery.
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