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Melson E at al. International Journal of Obesity 2024

Gut hormones used in the pipeline obesity and type 2 diabetes (T2D) treatments



The Lancet Regional Health – Europe 2024;47: 101100

Schematic time-line on the approval of incretin-based drugs for treatment of T2D and obesity



Diabetologia (2023) 66:1796–1808

Structures of GLP-1, GIP and tirzepatide

Blue circles show amino acids that are identical to those in GLP-1; black circles show amino acids that are present in GIP and tirzepatide but not in GLP-1; red circles
show amino acids that are identical in tirzepatide and exenatide; Green circles show amino acids that are present in tirzepatide but not in GLP-1, GIP or exenatide.
AiB, aminoisobutyric acid

GLP1 GIP TIRZEPATIDE
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GLP-1 as the backbone of dual and triple incretin-based co-agonist therapies
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Pleiotropic effects of GLP-1 and analogs
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How may GIP enhance the therapeutic efficacy of GLP-1?
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Timeline of GLP-1 discovery and clinical development: beyond glycemia and weight loss 
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Summary of composition and metabolic outcome of the SURPASS
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Summary of composition and metabolic outcome of the SURMOUNT



JAMA Network Open. 2024;7(8):e2427258.

Clinical outcomes of tirzepatide in type 2 diabetes
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Clinical outcomes of tirzepatide in type 2 diabetes

↓42%
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Low-dose (maximum ≤7.5 mg) or high-dose (maximum ≥10 mg) tirzepatide vs all GLP-RA
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Tirzepatide for heart failure with preserved ejection fraction and obesity

↓38%
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Tirzepatide for heart failure with preserved ejection fraction and obesity
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Timeline of GLP-1 discovery and clinical development: beyond glycemia and weight loss 
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Tirzepatide for Metabolic Dysfunction–Associated Steatohepatitis with liver fibrosis
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Tirzepatide for Metabolic Dysfunction–Associated Steatohepatitis with liver fibrosis



Gastaldelli A et al. Lancet Diabetes Endocrinol 2022; 10(6):393-406

Effect of Tirzepatide on Liver Fat Content (LFC)
MRI Scans showing LFC (%) at baseline and at weeks 52a
SURPASS-3 MRI

A MRI scans from one participant randomized to tirzepatide 5 mg; 59 year old male on metfromin with SGLT2i



Dual and Triple Incretin-Based Co-agonists for in MASLD
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Timeline of GLP-1 discovery and clinical development: beyond glycemia and weight loss 



Renal effects of tirzepatide in individuals with type 2 diabetes

Caruso I et al. Endocrine (2024) 84:822–835
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Putative mechanisms underlying the renal benefits of tirzepatide
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Timeline of GLP-1 discovery and clinical development: beyond glycemia and weight loss 
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GIP/GLP1 dual agonist in Alzheimer’s Disease



Fontanella et al. Journal of Translational Medicine (2024) 22:114

Tirzepatide prevents neurodegeneration through multiple molecular pathways
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The real-world safety profile of tirzepatide





eClinicalMedicine 2024;75: 102782

GLP-1 single, dual, and triple receptor agonists for treating type 2 diabetes and obesity



Grazie
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Weight loss with the gut hormone-based therapies in people without diabetes
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HbA1c reduction with the gut hormone-based in people with type 2 diabetes
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Tirzepatide for heart failure with preserved ejection fraction and obesity
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Tirzepatide for Metabolic Dysfunction–Associated Steatohepatitis with liver fibrosis
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