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ΧΝΝ και παχυσαρκία
Επιδημιολογία



Παχυσαρκία: ένα παγκόσμιο πρόβλημα

45% 
=2.11 billion 

adults

60%

Ng et al. Lancet 2025



Μεταβολές ΒΜΙ και αλβουμινουρία

Wang et al. EClinicalMedicine 2022

N=4623 ηλικίας 6–18 ετών

F-up 30 έτη



Παχυσαρκία και έκπτωση GFR

N=246,607 συμμετέχοντες

F-up 8 έτη

Chang et al. BMJ 2019



Παχυσαρκία και δυσμενείς εκβάσεις στην ΧΝΝ

Lassalle et al. PloS One 2017

Access to transplantation All-cause mortality

Chang et al. BMJ 2019



Obesity 



ΧΝΝ και παχυσαρκία
Θεραπεία – ο ρόλος των GLP-1RA



Διαχείριση παχυσαρκίας



Φαινόμενο ινκρετίνης

GLP-1 RA

GLP-1 / GIP RA

GLP-1 / GIP / Glucagon RA

GLP-1 / Amylin RA

Abasheva et al. Clin Kidney Journal 2024



GLP-1RA και σωματικό βάρος σε ΣΔτ2

Yao et al. BMJ 2024



Approved GLP-1RA for obesity

ADA Professional Practice Committee for Obesity;. Diabetes, Obesity, and CardioMetabolic CARE 2026



Semaglutide και νεφροπροστασία σε παχυσαρκία: υποανάλυση
της μελέτης SELECT 

Colhoun  et al. Nat Med 2024; Theodorakopoulou et al. Nephrol Dial Transplant 2025

N = 17,604 ασθενείς με παχυσαρκία χωρίς ΣΔ

Median f-up 182 weeks

Semaglutide vs placebo

Pre-specified composite kidney endpoint: renal death, initiation of KRT, onset of persistent eGFR<15, ≥50% eGFR reduction or macroalbuminuria



Semaglutide και νεφροπροστασία σε ΧΝΝ με ΣΔτ2: FLOW trial

Perkovic et al. N Eng J Med 2024

N = 3533 ασθενείς με ΧΝΝ και ΣΔτ2

Semaglutide vs placebo

KIDNEY Primary outcome: composite of the onset of kidney failure, >50% eGFR reduction, death from kidney-related 

or CV causes



GLP-1RAs και καρδιο- και νεφρο-προστασία στην ΧΝΝ

Σύνθετο νεφρικό τελικό 

σημείο

Σύνθετο καρδιαγγειακό 

τελικό σημείο

N=17,996 με ΧΝΝ (με και 

χωρίς ΣΔ)

Chen et al. Am J Kidney Dis 2025



Semaglutide σε ΧΝΝ/παχυσαρκία χωρίς ΣΔ: SMART trial

Apperloo et al. Nat Med 2025

N = 101 ασθενείς με ΧΝΝ και παχυσαρκία, χωρίς ΣΔτ2

6 μήνες

Semaglutide vs placebo



Tirzepatide versus semaglutide



2026 Diabesity & EuReCa-M joint CME course "Obesity, Kidney Disease, and Cardiovascular Risk: From Knowledge to Action", Barcelona, Spain 24/04/2026 - 25/04/2026



Tirzepatide και αλβουμινουρία

Heerspink et al. J Am Soc Nephrol 2025

Post-hoc analysis

72-weeks

SURMOUNT-1: N=2539 παχύσαρκοι χωρίς ΣΔ

SURMOUNT-2: N=938 ασθενείς με ΣΔ



Tirzepatide και eGFR μεταβολές σε παχύσαρκους χωρίς ΣΔ

Heerspink et al. J Am Soc Nephrol 2025

SURMOUNT-1: N=2539 παχύσαρκοι χωρίς ΣΔ



GLP-1RA και νεφροπροσταία
Μηχανισμοί



GLP-1RAs and kidney protection: mediation analyses

Heerspink et al Diabetes Care 2023 Mann et al. Diabetes Obes Metabol 2021

Post-hoc analysis of STEP 1-3 trials (n=3,379 patients)
UACR and eGFR

68 weeks



Alicic et al. Nat Rev Nephrol 2026



GLP-1RAs και φλεγμονή

Alicic et al. Nat Rev Nephrol 2026



ΧΝΝ, παχυσαρκία και GLP-1RA
ΧΝΝ τελικού σταδίου





GLP-1RAs σε ΜΤΧ νεφρού με διαβήτη

Orandi et al. Lancet Diabetes Endocrinol 2025

Graft loss Death

USA-based retrospective cohort

study

18,016 KTRs with diabetes

Exposure: post-transplant GLP-

1RA use

Outcome: graft loss, mortality



ΧΝΝ, παχυσαρκία και GLP-1RA
Προβληματισμοί



GLP1-RA effects on body composition

Karakasis et al. Metabolism 2025



Combination of exercise and GLP-1RA improves body 
composition

• Run-in 8-week low-calorie diet, then 1 year to 

• moderate to-vigorous–intensity exercise program 

plus placebo (exercise group)

• treatment with liraglutide (3.0 mg per day) plus 

usual activity (liraglutide group)

• exercise program plus liraglutide therapy 

(combination group)

• placebo plus usual activity (placebo group). 

• End points: change in body weight (primary end point) 

and the change in body-fat percentage (secondary end 

point) Prespecified metabolic health-related end points 

and safety were also assessed

Lundgren et al. N Engl J Med. 2021

Randomized, head-to-head, placebo-

controlled trial 

N=195 παχύσαρκοι (BMI 32-43) χωρίς ΣΔ



Lundgren et al. N Engl J Med. 2021



GLP-1RAs: ασφάλεια και ΓΕΣ συμπτώματα

FLOW trial

• SAEs were reported in fewer participants in 

semaglutide vs placebo group (49.6% vs 53.8%)

• AEs leading to permanent discontinuation were 

more common in semaglutide vs placebo (13.2% 

vs 11.9%), mainly due to GI symptoms (4.5% vs 

1.1%)

SELECT trial (pts with eGFR<60 ml/min/1.73m2)

• SAEs were 21% less common in semaglutide vs 

placebo (fatal events and AKI were halved (4.9% 

versus 9.8% and 3.5% versus 6.7%, respectively)

• AE leading to permanent discontinuation were 

more common in semaglutide vs placebo (22.0% 

versus 13.8% in placebo and 15.9% on 

semaglutide with preserved kidney function). GI 

symptoms 10% vs 2%

Perkovic et al. N Eng J Med 2024; Colhoun  et al. Nat Med 2024



GLP-1RAs: ασφάλεια και ΓΕΣ συμπτώματα

Rossing et al. Cardiovasc Diabetol 2023



withdrawing tirzepatide led to 25% or greater 

weight regain in most participants within 1 year 



ΧΝΝ και παχυσαρκία
Νεότεροι GLP-1RA



Nature 2025



Orfoglipron: an oral small-molecule GLP-1RA

Wharton et al,  N Eng J Med 2025

Open-label, phase-3 RCT 

52-weeks

Orfoglipron vs oral semaglutide

N=2134 obese+DM patients

Rosenstock et al, Lancet 2026

Phase-3 RCT 

72-weeks

Orfoglipron vs placebo

N=3127 obese without DM



Cagri-sema σε παχύσαρκους χωρίς ΣΔ

Phase 3a RCT

Cagri-sema vs 

Cagrilintide vs 

Sema vs 

placebo

N=3,417

παχύσαρκοι 

χωρίς ΣΔ

Garvey et al. N Eng J Med 2026



Triple agonists (GLP-1/GIP/Glucagon): Retadrutide

Phase 2 RCT

N=338 παχύσαρκοι ασθενείς

Jastreboff et al. N Eng J Med 2023



Retadrutide: post-hoc analysis for UACR and eGFR changes 

Heerspink et al. Kidney Int Rep 2025

Post-hoc analysis 2 RCTs

N=281 με ΣΔ and N=338 παχύσαρκοι χωρίς ΣΔ

Change in UACR at week 36 (DM) Change in UACR at week 48 (obese)

-37.0% (95% CI, -57.3 to -7.0)
-31.5% (95% CI,  -49.3 to -7.4)


