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NEWSLETTER 20 

FLOW Trial: Semaglutide and 24% Fewer Kidney Events 

The first dedicated GLP-1 kidney-outcomes trial in type 2 diabetes and CKD 

 

Figure 20. FLOW Trial: Semaglutide and 24% Fewer Kidney Events — mechanism overview (illustrative; labels added for education). 

FLOW (NCT03819153) was the first large trial designed specifically to test a GLP-1 agonist for kidney outcomes. 

It randomised 3,533 patients with type 2 diabetes and CKD—1,767 to weekly semaglutide 1.0 mg and 1,766 to 

placebo—with a median follow-up of 3.4 years, and was stopped early for efficacy; results were published in the 

New England Journal of Medicine on July 11, 2024.1 

The primary result was decisive. The major-kidney-event outcome occurred in 331 versus 410 first events, a 24% 

relative reduction (HR 0.76, 95% CI 0.66–0.88; P = 0.0003).1 Semaglutide also slowed the mean annual eGFR 

slope by 1.16 mL/min/1.73 m² (P < 0.001), a clinically meaningful preservation of filtration over time.1 

Cardiovascular and mortality benefits accompanied the renal effect: semaglutide reduced MACE by 18% (HR 

0.82) and all-cause death by 20% (HR 0.80), with cardiovascular-cause death reduced (HR 0.71, 95% CI 0.56–

0.89).1 Serious adverse events were fewer with semaglutide than placebo (49.6% vs 53.8%), reinforcing a 

favourable benefit-risk profile.1 

A June 2026 JACC subgroup analysis confirmed the durability of these findings across cardiovascular phenotypes. 

The 24% kidney and 20% mortality benefits were consistent with and without ASCVD (HR 0.80 vs 0.74), heart 

failure (HR 0.67 vs 0.79), and high cardiovascular risk (HR 0.73 in both).2 

FLOW’s early termination for efficacy is itself telling: an independent monitoring board judged the kidney benefit 

so clear that continuing patients on placebo was no longer justified.1 Because it was the first trial powered 

specifically for kidney outcomes with a GLP-1 agonist, FLOW converted a promising secondary signal into a 
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primary, hard endpoint—slowing eGFR decline and cutting kidney events, cardiovascular death, and all-cause 

mortality simultaneously, all with fewer serious adverse events than placebo.1 

The efficiency of treatment is striking. Numbers needed to treat over three years to prevent one primary kidney 

outcome were 22 in patients with ASCVD, 13 in those with heart failure, and 17 in the high-risk group.2 These 

low NNTs, together with the guideline’s recommendation to add GLP-1 therapy for persistent albuminuria, make 

semaglutide a compelling option for the many CKM patients whose kidneys are already under threat.5 
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