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Changes in physical function by degree of improvement in inflammatory biomarkers: a post-hoc analysis of SURMOUNT-2

Aim: This analysis investigated the relationship between improvements in inflammatory markers (hs-CRP and IL-6) and self-reported physical function (PF) in the SURMOUNT (SM)-2 trial. Also examined if these associations were independent of weight loss.

Methods: This post-hoc exploratory analysis of SM-2 trial included adults with BMI ≥27 kg/m2 and type 2 diabetes randomised to TZP or placebo (PBO). A subset of 292 participants had fasting plasma hs-CRP and 270 had IL-6 measured at baseline. Participants were categorised into biomarker improvement quartiles from least (Q1) to greatest (Q4). Self-reported PF was assessed with 3-domains from the Short Form Survey-36 version 2 (SF-36v2) acute form: Physical Functioning, Role-Physical, and Bodily Pain. Baseline demographics and clinical characteristics and changes from Week 0-72 in PF score were assessed. Covariance analysis assessed changes in physical function, while multivariate regression analysis (MRA) evaluated the impact of weight reduction and improved inflammatory markers.

Results: 20% and 18% of participants in TZP were in the highest quartile for hs-CRP and IL-6 improvements, compared to 4% and 6% in PBO. In TZP group, the quartile of greatest vs least improvement in hs-CRP and IL-6 included more females (67% vs 64% and 55% vs 42%), higher baseline BMI (37.2 vs 36.1 and 37.6 vs 34.8 kg/m2), and shorter diabetes duration (7.5 vs 9.8 and 8.3 vs 9.2 years). With TZP, greater improvements in inflammatory markers were associated with greater improvements in PF scores in unadjusted analyses. Pearson correlation (r) between PF improvement and biomarker reduction ranged from 0.047 to 0.242 (significant between Bodily Pain and IL-6, r=0.142, and between Role-Physical and IL-6, r=0.242), while r between PF improvement and % weight reduction ranged from 0.148-0.230. 

Conclusion: Findings from this post-hoc exploratory analysis of SM-2 suggested that improvement in systemic inflammation may partially explain weight loss impacts on PF outcomes. 










