Baseline PromarkerD predicts acute eGFR decline during fenofibrate run-in: a FAME-1 Eye trial sub-study

Aim: PromarkerD is a validated plasma biomarker-based prognostic test for diabetic kidney disease. Fenofibrate treatment can cause an early reversible reduction in estimated glomerular filtration rate (eGFR) but there is evidence that patients with the largest initial eGFR decline exhibit the greatest long-term renoprotection. We examined whether baseline PromarkerD predicted the magnitude of the acute eGFR response during fenofibrate run-in in participants with type 1 diabetes in the FAME-1 Eye trial.
Methods: Participants with baseline and pre-randomisation measurements were included. Acute eGFR response was defined as percent eGFR change (∆eGFR%) during the 6-week run-in based on CKD-EPI 2009 and CKD-EPI 2021 equations. Associations between baseline log-transformed PromarkerD and ∆eGFR% were assessed using unadjusted linear regression. Baseline eGFR was examined in parallel as a comparator predictor. Sensitivity analyses included robust regression, quartile analyses, spline models, trimming of extreme biomarker values, and adjusted models including age, sex and baseline eGFR.
Results: Of 253 participants (mean±SD age 48.8±13.7 years; 87 females), 252 had valid data. The mean±SD ∆eGFR% was -6.1±6.7% using CKD-EPI 2009 (from 101.0±13.6 to 95.1±15.1 mL/min/1.73m²) and -5.6±6.6% using CKD-EPI 2021 (from 105.0±12.7 to 99.3±14.5 mL/min/1.73m²). A higher baseline Promarker D score was associated with a greater ∆eGFR%: β=-0.40 (95% CI -0.76 to -0.04; p=0.029) and β=-0.44 (-0.79 to -0.09; p=0.015) using CKD-EPI 2009 and CKD-EPI 2021, respectively. Baseline eGFR alone showed weak associations with ∆eGFR%. Promarker D was not associated with absolute ∆eGFR. Results were directionally consistent in robust and trimmed analyses. Spline models suggested modest non-linearity, with steeper declines at higher Promarker D values. In adjusted sensitivity analyses, associations were stronger.
Conclusions A higher baseline PromarkerD score was associated with a larger ∆eGFR% during fenofibrate run-in. Whether this relationship parallels a significant association between PromarkerD score and long-term renal benefit awaits analysis of full trial follow-up data.
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