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The effects of SGLT2i: an initial decline in eGFR, which subsequently stabilizes
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IPERFILTRAZIONE e SGLT2i

Cherney D et al. Circulation 2014,;129:587-597



STRETCHING
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The acute effect in alterations of afferent arteriole Qﬁ;\@'
the same nephrons by empaglitlozin 60\6‘1
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IPOTESI DELL'IPOSSIA
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SGLT2 INIBITORI

dPressione
Arteriosa
LGlicemia S1 proximal

tubule
JPeso Corporeo

?\
%@3@ uncma

(GQ
QO%\’\\ 0 ol ﬁE(?hatrocrlto
oe

ch

Tubulo Prossimale

IHediger MA, Rhoads DB. Physiol Rev 1994;74:993-1026;
2Magen D, et al. Kidney Int. 2005;67:34-41;
3Kanai Y, et al. J Clin Invest 1994;93:397-404

GLUTZ2

Glucose



Effect of SGLT2 Inhibition on FBG, GFR, filtered glucose and RO
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SGLT2i (Empaglifozin): Effetto su chetoni, EPG e energetica \0\0(5\6‘
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SGLT-2 Inhibitors May Protect Against Inflammatory and Fibrotic Responses .
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Effects of EMPA treatment on the Sesn2-AMPK-mTOR and PI3K-Akt-eNOS

signaling pathways

AMPK is a major cellular sensor of energy availability.

In diabetes and obesity, AMPK phosphorylation in the

heart is often downregulated due to overnutrition.

Acting as a renoprotective molecule, AMPK balances

oxidative stress and inhibits mTOR signaling.

This AMPK-mediated mTOR regulation has been shown e G

to have pleiotropic protective effects, including D\ 2
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Many of the effects of SGLT2 resemble those present

in the dormant state
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AMPK, adenosine monophosphate-activated protein kinase; FGF21, fibroblast growth factor 21; SGLT2, sodium—glucose co-transporter 2 EASD 2020
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AMPK, adenosine monophosphate-activated protein kinase; FAO, fatty acid oxidation; FGF21, fibroblast growth factor 21; FOXO, forkhead box class O transcription factor; KB, ketone bodies;
MAPK, mitogen-activated protein kinase; mTOR, mechanistic target of rapamycin; PI3K, phosphatidylinositol-3 kinase; SGLT2, sodium-glucose co-transporter 2



What Evidence Supports Enhanced Nutrient Deprivation

Signaling During SGLT?2 Inhibitors?
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DAPASALT: SGLT2i (Dapaglifozin) is not associated with increased «3°
natriuresis during carefully controlled conditions ‘abé‘o\
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Acute and chronic effects of SGLT2 inhibition

on volume status
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Possible mechanisms of renoprotection by
SGLT2 inhibition

Glomerular hemodynamics
Restored tubuloglomerular feedback
Reduced glomerular hyperfiltration
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AMPK, adenosine monophosphate-activated protein kinase; mTOR, mechanistic target of rapamycin; SGLT2, sodium-glucose co-transporter 2; SIRT1, sirtuin 1
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