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NEWSLETTER 22 

GLP-1s and Multi-Organ Benefits: The Lancet 2026 Review 

Synthesising weight-loss-independent effects across ten organ systems  

 

Figure 22. GLP-1s and Multi-Organ Benefits: The Lancet 2026 Review — mechanism overview (illustrative; labels added for education). 

The May 2026 review “Beyond weight loss: multisystem benefits of obesity medications” by Savas and 

colleagues, published in The Lancet Diabetes & Endocrinology (doi:10.1016/S2213-8587(26)00100-2), 

consolidates the case that obesity medications do far more than reduce weight.1 It arrives just as the CKM 

guideline formalises GLP-1 therapy’s role. 

The scope is comprehensive. The review synthesises randomised-trial and meta-analytic evidence on 

phentermine-topiramate, naltrexone-bupropion, and a broad range of GLP-1-based agents—liraglutide, 

semaglutide, tirzepatide, survodutide, mazdutide, retatrutide, cagrilintide-semaglutide, and amycretin.1 

Its organ-system reach is wide, evaluating benefits across type 2 diabetes, MASLD, CKD, heart failure, 

cardiovascular disease, obstructive sleep apnoea, PCOS, osteoarthritis, muscle mass, depression, and 

neurodegenerative disease.1 The core conclusion is that GLP-1-based and multiagonist therapies show beneficial 

effects across comorbid conditions, with accumulating evidence of important weight-loss-independent effects—

meaning benefit that persists even after adjusting for pounds lost.1 

Quantitative support comes from a complementary Lancet Diabetes & Endocrinology meta-analysis of 11 trials 

and 85,373 participants, which found GLP-1 receptor agonists reduced the composite kidney outcome by 18% 

(HR 0.82), MACE by 13% (HR 0.87), and all-cause death by 12% (HR 0.88).2 These pooled effect sizes span exactly 

the three CKM axes. 
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The phrase “weight-loss-independent effects” is the review’s most consequential claim, because it implies GLP-

1 benefits are not simply a downstream consequence of shed pounds but reflect direct actions on inflammation, 

the kidney, and the myocardium.1 That distinction reshapes how the drugs should be positioned—less as 

slimming agents and more as systemic disease modifiers—and helps explain why cardiorenal protection appears 

even in patients without diabetes, as the SELECT results in non-diabetic obesity illustrate.3 

Even in the absence of diabetes, the benefits hold. In obesity without type 2 diabetes, higher-dose semaglutide 

reduces body weight by up to 15% and lowers MACE risk by 20% (SELECT), illustrating pleiotropic organ 

protection independent of glycaemic indication.3 For clinicians, the review provides the mechanistic and 

evidentiary scaffolding behind the CKM guideline’s embrace of GLP-1 therapies—framing them as multi-organ 

disease-modifying agents rather than single-purpose weight drugs.6 
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