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Studiekonkurrens Hjartsvikt
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TUBULOGLOMERULAR FEEDBACK
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Common suggested causes:

- Diabetes
- Obesity

- CKD with reduced nephron mass

-HF
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Combined SGLT2 and RAAS inhibition reduces
stages of diabetic nephropathy

hyperfiltration greater than either agent alone

SGLT-2 inhibition

RAS and SGLT-2 inhibition may reduce intraglomerular pressure through their f ‘
respective effects on efferent and afferent arteriolar tone. Combining these two

therapeutic approaches may further reduce intraglomerular pressure. @

Mechanistic concept of the effects of RAS and SGLT-2 inhibition on intraglomerular pressure.
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Diabetes Activates Proximal Tubular NHE3,
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Fig. 5: Scheme representing the proposed effects of SGLT2 inhibitor on NLRP3
inflammasome activation.
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Reduced SNS activity

Renal afferent
nerve activity

Renal hemodynamic effect
Reduced renal stress
Improved renal function

SGLT2 Inhibitors
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Mechanistic Data for SGLT2 Inhibitors in Animal Models of MI
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Epikardielt fett HFpEF

CENTRAL ILLUSTRATION: Potential Role of Epicardial Adipose Tissue in
Heart Failure With Preserved Ejection Fraction

Potential Role of Epicardial Adipose Tissue in Heart Failure With a Preserved Ejection Fraction

Obesity and other chronic systemic inflammatory disorders
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Packer, M. J Am Coll Cardiol. 2018;71(20):2360-72.
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FIGURE 3 Multiple Sites for the Beneficial Effects of SGLT2 Inhibition
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Fig. 1 Effect of enhanced nutrient and cxygen deprivation signaling
on autophagic flux, mitochondrial hemeostasis and inflammasome
activation. ATF: adencsine triphosphate
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Figure 3. Influence of SGLT2 inhibitors on unrestrained activation of mTOR Fas Il Human
(mechanistic/mammalian target of rapamycin). AMPK-AMP-activated protein kinase,

SIRT-Sirtuin.
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* VASCULAR ASPECTS

* INSULIN SIGNALING

* MITOCHONDRIAL FUNCTION
* mTOR PATHWAY

COGNITIVE IMPAIRMENT REDUCTION
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+ Metformin

+ GLP-1

+ DPP-4

+ ACEl / ARB

+ MRI spironolakton / eplerone / finerenon

Forxiga = Jardiance* EF 20-60 %
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Valdokumenterat effektiva vid HF*

Snabbt insattande effekt

Oberoende av p-glucos / diabetes

”On top” pa RAAS- DPP4-GLP1 + neprilysin inhibition

Njurprotektion
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Organprotektion och forsiktighet i kliniken %

* Implementeras tidigt tillsammans med RAAS blockad

» Diabetes Il = Icke diabetes d.v.s generellt vid proteinuriska nefropatier

* Undvik undernutrierade multisjuka éldre diabetiker ..... Ketoacidos!!!

* Undvik KAD

» Behandlingsuppehall pa samma sétt som RAAS blockad vid exempelvis gastroenterit
» Vagt diabetes- blodtrycks lakemedel i sig

* Kontraindicerat vid Diabetes |

Forxiga = Jardiance* EF 20-60 %
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Valdokumenterat effektiva vid HF*
Snabbt insattande effekt
Oberoende av p-glucos / diabetes
”On top” pa RAAS- DPP4-GLP1 + neprilysin inhibition
Njurprotektion
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FIGURE 3 FIDELIO-DKD and FIGARO-DKD endpoints. 2Kidney
failure defined as occurrence of ESKD (initiation of ...
a FIGARO-DKD
Composite endpoint: time to 2 o
‘\ {’ onset of kidney failure*, sustained g::hp:zlr:at:lﬁr r?ot.nfhaT; ::rgl:g
decrease of eGFR 2 40% from o
baseline, or renal death or hospitalization for HF
Same as primary endpoint in & ’ Same as primary endpoint in
FIGARO-DKD ¥ FiDELIO-DKD
‘ Composite:
All-cause All-cause Change Onset of kidney failure
mortality hospitalization in UACR 57% leGFR
\ 3 ) Renal death
Nephrol Dial Transplant, Volume 37, Issue 6, June 2022, Pages 1014-1023, https://doi.org/10.1093/ndt/gfaa294 OXFORD
The content of this slide may be subject to copyright: please see the slide notes for details. prERsT EREES
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Fri fran steroid endokrina effekter
MR specifik

Cardiellt antiinflammatoriska effekter
Mindre hyperkalemi
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32

Hjértsvikt studier

FIDELIO FIGARO

2023-02-03

»

16



