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2TPOITYAO TPATIEZI
XPONIA NEDPIKH NOzOz I

Ta Sloupntika otn Xpovia Nedpikry Noco

Noayxvoapkio kat XNN. O poAog twv GLP1

O pOAo¢ TwV avVTaywVLoTWV aAS00TEPOVNC OTN
XNN

KaAievtlibov Mapia
NeppoAoyoc
NN KaBaAoc



Kapbdlo-Neppo-MetaoAko cuvdpouo

Cardiovascular-Kidney-Metabolic (CKM) Syndrome

PN

Metabolic Disease

Stage 0
No risk factors.

Stage 1
Stage 2
Metabolic Risk Factors and CKD

Stage 3
Subchnical CVD in CKM

Stage 4
Cinical CVD in CKM




Cardio, Renal and Metabolic Conditions Pose a High
Disease Burden globally

The incidence of HF, CKD and diabetes is on the increase™ '\.'\7




PREVENT- REGRESS-RETARD
STRATEGY

MPOAHWH YNOZTPOOH

e Tautomoinon mapayoviwv e EpyaoTtnpLOKr TOUTOMolNGoN
KwvdUuvou OCUUMTWHATIKAG TIPOCBOANG
e MpoAnyn T[poo'BoAr']q OdeVOU CTéXOU (GFR,
opyd&vou otdxou aABoupwvoupia,uneptpodia
0pLOTEPAC KOLALACG).
* Ynootpodn BAABNG opydvou

EMIBPAAYN2H

® JUUMTWHOTLKA TtpooBoAn
0pYAVvoU oTOX0U
e KaBuotépnon

oTtoX0U




Yriapxel to KNM? KukALKOG AOYLOMOG-
Aoylkn mAavn?

Metabolic Diseases
v Obesity
v Dyslipidemia

v Insulin resistance
v T2DM

OALOTIKN OVTLHLETWTILON.
Etcaywyn pag e§wteptkic aAndeiag

GLP-1RAs

Cardiovascular
Renal and Hepatic Diseases
Diseases v Arterial hypertension
v SGLT2is Vi
v MASLD v CAD
v Stroke
v Carotid artery disease
v PAD

v Aortic aneurysm

Feedback loop (Aoykog Bpoyxog)
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MeAgtec opoonua twv MRAs
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Agarwal R, et al. Eur Heart J 2021;42:152-161



MeA€tec opoonpa twv MRASs

Chung EY et al. (2020)
ZuoTnuarikn AvackoTmnon

BARACK-D (2024)
ZrupovorakTovn & XNN

ALCHEMIST (2025)
ZrupovoAakTovn & Aipoxa®apon

XoNAnNg 66on¢ Belaltdika
SloupnTika anotelolv
QMOTEAECUATIKY Bepameia
TPWTNG YPOUUAG YLOL TNV
npwtonabn unéptaon,
MELWVOVTAG ONLAVTLKA TOV
Kivbuvo kapdlayyelakwy
CUMBOUATWY KOl eYKEDAALKWV
eneloodiwv.

H ompovoAaktovn mapouclalel meploplopéva opEAn ae
aoBeveig pe XNA (BARACK-D) kat og aoBeveig unod
atpokaBapon (ALCHEMIST), mapd to yeyovog otL
napouaotalel Suvatdtnteg os acBeveic pe HFpEF
(ACHIEVE).

AMPER (2025)
MeTaBoAika amoTeAécpara
ACHIEVE (2024)  METAPOAKN oubeTepOTNTA KO TNV
Irupovohaktovn & HFpEFgodaAeLa TWV cUYXPOVWY
SloupnTIKWV o€ XaAUNAEG SOOELG
yla aoBevelg pe UTEpTOON Kol
peTaBoAkd cuvépopo.
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MeAEteg opoonpa tTwv nsMRAs

FIND-CKD
CREDENCE ) (2024) )
(2019) Finerenone: Meiwan puduol
Canagliflozin: Meiwon kivduvou ékmtTwong eGFR oe XNN
VEMPIKNC aVETIApKEIaC kaTd 30% xwpic diarTn.
0t aoBeveiG pe AN. FAGARO-DKD
(2021)
Finerencne: Kupiwg kapdiayyeiaxko
OPEADC OE MYOTEPO
mpoxwpnuéva aradia XNN.

FIDELIO-DKD
(2020)
Finerenone: ETuppaduvan
eEENENG XNN kal Peiwon
kapdiayyelakwy cupBapaTwy.

FIDELITY
(2022)
Combined: EmBepaiwaorn ogpeioug
finerencne ge oho To
paopa Tne XNN.

2018 2019 2020 2021

2022 2023 2024 2025



Finerenone in HFpEF + CKD Without Diabetes

Treatment Effects of Finerenone on CV Death or HF Hospitalization, Benefits were consistent regardless of:
by Baseline eGFR, UACR, and HbA;.

HbA1c range (P-interaction = .93)

~
-~
A

-~

B | Peamscsen = 047 8 | P =082 8 | P s0m * Benefits observed in patients with HbA1c 6.5%
H 2 2 (no diabetes) and 2 6.5%
g go‘ § : * No heterogeneity in treatment effect based on
i il 8 i diabetes status
z 2
: U N P S " eGFR: (P-interaction = .47)
A Sy P e PSS " e = Benefits maintained across eGFR 25 to > 90
Bl R g mbL/min/1.73 m?
* Even patients with normal kidney
Finerenone works across the entire spectrum of function (eGFR > 60) benefited

kidney function, albuminuria, and glycemic control..
UACR: (P-interaction = .62)
...even in patients without diabetes. = Benefits consistent regardless of albuminuria
severity
= Patients with minimal albuminuria still showed
cardiovascular benefit




Moayvoopkia
e 2035>1,5 81c Ba eivat tayvoopkott)
* >800 ek avBpwrol maoyouv amno XNN )

. Metabolic Domino Effect

Changes in lifestyle Diseases progress in a
habits, overeating, Obesity chan reaction that s difficult
insufficient exercise . to control downstream
(excess energy) R

1.World Obesity FederationWorld Obesity Atlas https://www.worldobesity.org/resources/resource-library/world-obesity-atlas-2024

2.Kovesdy, C.P. Epidemiology of chronic kidney disease: an update 2022Kidney Int Suppl. 2022; 12:7-11



UACR 100-5000 mg/g

: MAKE, CVD death

'8 N o
T2DM and CVD Overweight/obesity and T2 “Overweight/obesity and CVB, no DM
Liraglutide Semaglutide Tirzepatide Semaglutide
LEADER SUSTAIN 6 URPASS-CVOT (vs. dulagluti SELECT
n=9341 n=3297 n= n=17609
eGFR > 30" eGFR: not on KRT eGFR 215 eGFR 2 15
w or w/o w or w/o albuminuria UACR ND UACR ND
albuminuria Primary MACE3 BMI 2 27.0, T2DM
Primary MACE3 Secondary: MAKE Primary: MACE3 -
Secondary: MAKE PIONEER 6 Secondary: UACR, MAKE Secondary: UACR, MAKE
n=3183 . ——
eGFR > 30 Tirzepatide
= ﬁ‘::’ 8 32%"2;“"3 SURMOUNT-MMO (NCT05556512)
& 'Z' S n=15374 (2027)
AT eGFR ND
SOuUL UACR ND
n=9642 (2024) BMI 2 27.0, CVD or high CVD risk, no DM
eGFR 215 Primary: MACE+
w or w/o albuminuria Secondary: MAKE
T2DM and >
(CVD or(CKD G3-G4) :
Primary: M2 Overweight/ REDEFINE 3
Secondary: MAKE obese (CagriSema, NCT05669755)
o n=7000 (2027)
g UACR ND
/(2DM and CKD BMI 2 25.0, CVD, wiwo T2DM
Semaglutide Primary: MA$§3
FLOW Secondary: KE
n=3508
eGFR 25-75

Key phase 3 RCT with major kidney
or cardiovascular primary outcomes

Ongoing trials
Completed trials

Abasheva D, Ortiz A, Fernandez-Fernandez B. GLP-1 receptor agonists in patients with chronickidney disease and either overweight or obesity. Clin Kidney
J. 2024 Nov 22;17(Suppl 2):19-35. doi: 10.1093/ckj/sfae296. PMID: 39583142; PMCID: PMC11581768.



SGLT2i GLP1ra

—_— B o

Metabolic control in T2DM 02 — HbA1C (% reduction)

oo [ SSTEI oo

CVD risk
MACE* _ % RRR events (CVD death, stroke, MI)
Heart failure — % RRR HF hospitalization

{CKD progression risk
e T [T ———
Non-T2DM*** s W % RRR (decrease eGFR, kidney failure, KRT)

* Cardiovascular death or non-lethal stroke or myocardial infarction
** FLOW
*** No primary outcome data on GLP1ra and a CKD-only non-diabetic population

Abasheva D, Ortiz A, Fernandez-Fernandez B. GLP-1 receptor agonists in patients with chronickidney disease and either overweight or ohesity. Clin Kidney
J. 2024 Nov 22;17(Suppl 2):19-35. doi: 10.1093/ckj/sfae296. PMID: 39583142; PMCID: PMC11581768.



KotevuBuvoelc

Organization/
Guideline Mame

Guideline Statement (Specific to Kidney Disease/
Diabetes)

Strength of Evidence

KDIGO (2022) -
Diabetes Management

in CKD®

American Heart
Association Clinical

Practice Guidelines™

ADA Standards of
Medical Care in
Diabetes—2024*

“We recommend a long-acting GLP-1 RA for patients with type
2 diaberes and CKD who have not achieved individualized
ghycemic targets despite use of metformin and comprehensive
lifestyle intervention, or who are unable to use metformin, to
improve glycemic control and reduce risk of CKD progression
and CYD"

“GLP-1 receptor agonists with proven cardiovascular benefit
are recommended for individuals with T2D and established
atherosclerotic cardiovascular disease (ASCVD), indicators of
high ASCVD risk, or CKD to reduce major adverse
cardiovascular events and slow CKD progression.”

“For patients with type 2 diabetes and chronic kidney disease,
consider use of a sodium—glucose cotransporter 2 inhibitor or
glucagon-like peptide-| receptor agonist shown to reduce risk
of chronic kidney disease progression, cardiovascular events, or
both.”

A - Strong recommendation, high-quality evidence
from FLOW, REWIND, SUSTAIM trials

A - High-gquality RCTs and meta-analyses support
efficacy

A -based on data from large controlled trials
demonstrating reductions in CKD progression and

cardiovascular outcomes

Kavya Rajan, Arjun Krishen Jutley, Michael W Holliday, Sankar D Navaneethan. Current Insights and Future Directions on the Role of GLP-1

Receptor Agonists in Chronic Kidney Disease._International Journal of Nephrology and Renovascular Disease 2026



https://read.qxmd.com/journal/43375

|ATPLKOC VLXIALOULOC

EOvikoi, duletikoi/mpooBaon
YPnAo kO6oTOC

Aladikaoiec SLabeopotntog
O&uato cuppopdwonc/achaielog

EAAeWpn dnuloupyiag
OUYXPOVLIOUEVWV LOVOTIOTLWV
oTpatnywKwv Bepareilag

Melwpevn emaypUTVNON
Meploplopevn e€oLKELWON LATPWV
LLE TNV OAOEVOL YPriyopn KOLVOTOWMO
Hoptupla akopo ko o €6adog
LOXUPWV CUCTACEWV Ttou 0dnyel oe
Bepamevtikn adpavela

e e peAétn of 209,460
acBevwyv pe XNN kalt
2All kot KAN povo oto
9,4%
ocuvtayoypadpndnke
GLP-1 RA.(1)

1. Gregg LP, Worsley ML, Ramsey DJ, et al. Racial and ethnic disparities and facility-level variation in GLP-1 RA prescription among US veterans

with CKD. Clin J Am Soc Nephrol. 2023;18(11):1479-1482.



2uvOvoopevn Beparneia?

G > Kavévou; o Toug BepATEVTIKOUC TIUAWVEC ou«')ua KoL
e~ el ouvéuaouou ne RAS avaotoAeic Oev umopel va
e OTOUOTAOCEL TNV Ttpoo6o ™G XNN aAAd kaBwg 6pouv LE
; : SLapopETIKO pUNXOVIOUO Tpotadnke OtL Ba T[pET[EL va
OUVOUAOOUPE TOUC TIUAWVEC autoUC. AV UTIAPYOUV
Opwe emoapkn 6ebopéva mou va otnpilouv  OTL O
oUVOUAOHOG UTIEPEXEL TNG LovoBepareiag.

| » Ol avaoToAeic Tou ouppeTadopéa vatplou-yAukolng 2

e - - - (SGLT2) €xouv em1deifel MPOOTATEUTIKEC ETULOPATELC
[ S DD pgmren s b Y 1000 ot veppd OG0 KAl oTNV KOPSLd o€ ATopa He

XNN, kot dAAOL TTAPAYOVTEG, OTIWCE OL N OTEPOELOELC

QVTOYWVLIOTEC UTIOSOXEWV AAATOKOPTIKOELWOWV (Ns-
MRA), mapgxouv kapdLo-vedpplki mpootacia o
aoBeveic pe dtaPfntn kat vedpikn vooo. Qotoco,
e€aKOAOUOEL vaL UTTAPXEL EVOLC UTTOAELLUOTIKOC KivOuvOoC
TIOU UTTOYPAULUL{EL TNV avaAyKn yla Beparteiec ou
oToXeVOULV o€ TipocBetec maboduaololoyikeg odouc. OL
aywvLwoTeC urtodoxewv GLP-1 (RAs) eival pwa Beparmeia
Tov Bonea oTNV OAOKANPWON ULOG OALOTLKNC
otpatnvLKr]q npoAnync kapdlovedppikov Kvduvou
OTOXEUOVTOC OTO UETAPOALKO OTPEC, T ouoTN LLOLTLKA
Kal vepplkn dAeypovn, TNV ayyelakn SuoAettoupyia Kol
TO 0&ELOWTIKO OTPEC.

)
1

hibitors

MR antagonism
GLP-1 agonism

RAS blockade
SGLT2 in

L



NUT SHELL

* H dlaxeiplon tng Xpoviac Nedbpikic NOoou €xeL tEpAOEL
TAEOV O€ Lo VEQL ETIOXN, OTIOU T PAPHAKA SEV OTOXEVOUV
LLOVO OTO OUMTTTWHOTA, OAAA KOl OTNV QLLLECH TIPOOTACLOL TOU
opyavou.

 Ta SloupNnTLKA TTAPAMEVOUV aKpoywvLalog AiBoc otnv
avtipetwriton tng XNN kot KAN pE Tn VEWTEPN YEVLA TWV
nsMRAs (plvepevovn) va aAAaleL To rtaxviol, Kabwg
npoodepel pa "aonida" katd tng PAeyHovnC Kal TG lvwongc,
kKaBuotepwvtac TNV e€EALEN TNS vedPLKAC PAAPNC e
HeyaAvtepn aodpaiela

* H ouyypovn Bepamneia dev npoomnabel anmAwc va "ByaAel
ovupa", aAAd va eTtfpaduveL TOV XpOVO KoL VO TIPOOTATEVOEL
TNV KapdLa Kot Toug vedpouc, mpoodEPOVTAC KAAUTEPN
rniototnta {WNC.



NUT SHELL

Elval cadéc otL ol Bepareiec mou Baoilovtal oto GLP-1 Ba
QTTOTEAECOUV OVATIOOTIOOTO MEPOC TNC Beparmeiac KNM
ouvOpPOUOU AOYW TWV HETAPBOALKWY, KOPOLOYYELOKWYV KOl VEDPLKWV
eTLOPACEWV TOUC, EPXOVTOL CUVOPTIOOTLKEC OTLYMEC, LE TN
ouveXL(OMEVN avaAnTUéN EVWoEwWV Tou Ba €xouv SuvnNTKA
LEYAAUTEPEC ETMUTTWOELG OE AUTA TA ATTOTEAECHATO, AOYW TWV TILO
EVTOVWV ETILOPACEWV OTO CWHATIKO PAPOC KoL TN YAUKALULOL.

ErtumA€ov, N EMEKTAON AUTWYV TWV PaApUAKWY o€ TANBUCoHOUC TToU
niaoxouv amo XNN xwpic dStanitn kot iowc xwpic maxvoapkio XL
N duvatotnta va BEATLWOEL TNV MTPOYVWon TNE VEDPLKNC VOOOU
TIOYKOOMLWC, KABw¢ oL LnXavIopol e Toug omoiloug auTa Ta
dappaka BeAtiwvouyv tn Asttoupyia pmopet va kaBodnyouvtal
LLOVO €V LEPEL ATTO TNV OHOAoTIolNoN TNEG YAUKOLULOG KOl TOU
ocwaTIKOU Bapouc.



NUT SHELL

 Hnpoodoc otnv avamtuén vewv BepameuTikwy
OPAYOVIWV UTINPEE BeaaTIKN TIC TEAEUTALEC
dekaeTiec.

* Tautoxpova, N ToAvpopdia, N MOLKIALA KoL N
aéloonuelwTn LoYUC TWV EPEVVNTIKWY HESOUEVWV
£xouVv emLBapuUveL TOV LATPO He SUOKOAO £pyo Kall
LEYAAN euBUVN yLa TNV EPapLoyn EVOC LATPLKA
opBoU Kol TPOOEKTLKA EENTOMULKEV LLEVOU
Beparmevtikol MPOYPAUUATOC.



The Giant by N. C. Wyeth, painted 1923 7 comic book brain.com



