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Background: EXSCEL was a multinational, randomized, blinded, placebo-controlled, pragmatic CV outcome trial of once-weekly exenatide on the
background of usual care. We report exenatide’s impact on estimated glomerular filtration rate (€GFR), new macroalbuminuria and 2 renal composites from a
prespecified analysis plan.

Methods: Opportunistic local laboratory data were collected. Overall least squares mean difference (LSMD) eGFR (95% confidence interval [95% Cl]) was
calculated for 13844 patients with baseline and >1 follow-up value. Effect on new macroalbuminuria was estimated with a Cox regression model. Effects on
renal composites were estimated with interval censored time to event models, with and without covariate adjustment (demographics and disease
characteristics).

Results: Intention-to-treat analyses showed no significant difference in eGFR levels with exenatide (LSMD +0.21 [-0.27, 0.70] mL/min.1.73m?, p=0.39). New
macroalbuminuria occurred in 2.2% and 2.5% of the exenatide and placebo groups (p=0.19). There was a 15% lower renal composite 2 adjusted risk with
exenatide (p=0.027) (Table).

Conclusions: A composite of 40% eGFR decline, renal replacement, renal death or new macroalbuminuria was significantly reduced in an adjusted analysis
by the addition of exenatide in a broad range of people with type 2 diabetes. Other renal outcomes were numerically but not statistically improved with
exenatide.
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Table.
Exenatide Placebo
# with # with
event, Incidence/ event, Incidence/ HR
n/N (%) 100 pyr n/N (%) 100 pyr (95% Cl) p
Renal composite 1 246/6456 1.2 273/6458 1.4 0.88 0.164
(3.8%) (4.2%) (0.74, 1.05)
Adjusted HR* 0.87 0.128
(0.73, 1.04)
40% eGFR decline 239 266
Renal replacement 7 7
Renal death 0 0
Renal composite 2 366/6256 1.9 407/6222 2.2 0.88 0.065
(5.8%) (6.5%) (0.76, 1.01)
Adjusted HR* 0.85 0.027
(0.73,0.98)
40% eGFR decline 216 228
Renal replacement 7 6
Renal death 0 0
New macroalbuminuria 143 173
*Adjusted for age, sex, ethnicity, race, region, duration of diabetes, prior history of CV event, insulin use,
baseline HbAlc, eGFR, and BMI.
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