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Use of combination therapy may substantially
reduce cardiorenal morbidity and mortality

Lipid management Additional
risk factor

control
P4 e

o Additional
Glycemic Blood drugs with
control pressure control heart and

g First-line
&, “ drug
> therapy
Antiplatelet therapies
ESEVD) Lifestyle
S— and self-
Qc \E management
MO« ]
Metformin SGLT2 inhibitor RAS blockade
(T2D) (T2D) (HTN)

et @ W
g5 & p -
Diet Exercise Smoking cessation Weight

Physicians’ Academy
) for Cardiovascular
Navaneethan SD, Zoungas S, Caramori ML, et al. Ann Intern Med. 2023;176(3):381-387. Education



Evolving Standard of Care in CKM in 2024

POTENTIAL PILLAR 4: GLP- 1RAs
Decrease weight

Decrease dyslipidemia

Decrease oxidative stress
Decrease endothelial dysfunction

Metabolic
Dysregulation

PILLAR 3: Finerenone
» Decreases inflammation
» Decreases fibrosis
= Decreases endothelial
dysfunction
+ Decreases tissue remodeling
* Decreases proteinuria

Naaman SC, Bakris GL. Diabetes Care. 2023;46(9):1574-1586.

PILLAR 1: RAS blockers
= Decrease efferent arteriole tone
» Decrease hyperfiltration
» Decrease endothelial
dysfunction
s Decrease cardiac remodeling
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PILLAR 2: SGLT2 inhibitors

Increase afferent arteriole
tone

Improve tubuloglomerular
feedback

Decrease hyperfiltration
Decrease proteinuria
Decrease oxidative stress
Increase anti-inflammatory
and anti-fibrotic effects
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CKM Management

Stage 0: No CKM Syndrome Risk Factors
Stage 1: Excess and/or Dysfunctional Adiposity
Stage 2: Established CKM Risk Factors

Stage 3: Subclinical CVD in CKM

Stage 4: Patient with CKM Syndrome with Existing CVD
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RAS blockade with ACEi or ARBs is the cornerstone of
therapy to improve cardiovascular and renal outcomes

Physiological and detrimental roles of RAAS molecules in cardiac, vascular tissues and kidneys

Cardiomyocytes

- Proper heart repair
- Appropiate relaxation/contraction fitness /£~

; . RAAS
- Immune system infiltration
- Fibroblast infiltration
- Vasorelaxation excess ‘t\\
- Myocardym wall weakening g (

Vascular Smooth Muscle Cells

Mufioz-Durango N, Fuentes CA, Castillo AE, et al. Int J Mol Sci. 2016;17(7):797.

Kidney Epithelial Cell

- Normal systemic blood pressure
- Glomerular filtrate suitable
- Hydric and saline balance

- Reduction of glomerualar filtrate rate
- Tubular Na* reabsorption excess
- Reduced renal blood flow

- Appropiate relaxation/contraction fitness
- Reduced ROS production signialing

- Fibroblast differentiation
- Vasorelaxation excess

- Collagen deposition

- Vascular hipertrophy
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SGLT2 inhibitors and cardiorenal protection

Areas of overlap for clinical trials with Sodium-Glucose Cotransporter-2
inhibitors in patients with Chronic Kidney Disease

CREDENCE Trial
« Focus on type 2 diabetes (T2D)/
diabetic kidney disease (DKD)
 Only completed DKD trial
(terminated early due to efficacy)
+ eGFR 230 to <90 ml/min/1.73 m?
and >300 mg/g urine albumin to creatinine
ratio (UACR)

DKD, eGFR 30-75 ml/min/1.73 m?
and
>300 mg/g UACR

DKD, eGFR 30-75 ml/min/1.73 m?2

and
>300 mg/g UACR

*«T2D

+ eGFR 45-75 ml/min/1.73 m2
+ UACR >300 mg/g

« Primary composite includes
renal and CV endpoints

« Excludes PCKD,
immunosuppression

EMPA-KIDNEY Trial
« Patients with T1D
« DKD + non-DKD etiologies
* Lowest eGFR level
(20 ml/min/1.73 m2)

« Patients with/without albuminuria
for eGFR 20-45 ml/min/1.73 m?

« With eGFR >45 ml/min/1.73 m?2
must have >200 mg/g UACR

DKD + non-DKD etiologies
eGFR 25-75 ml/min/1.73 m?
and >200 mg/g UACR

Cherney DZ, Odutayo A, Aronson R, et al. J Am Coll Cardiol. 2019;74(20):2511-2524.

DAPA-CKD Trial

DKD + non-DKD etiologies
eGFR 25-75 ml/min/1.73 m?2
and >200 mg/g UACR
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GLP-1 Receptor Agonists in Diabetic Kidney Disease:
Cardiorenal-Metabolic Protection
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FIDELITY: Reduction in Risk of Composite CV and Kidney Outcomes
©
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Months since randomization No. at riskt onths since randomization
No. at risk* .
Finerenone 6519 6291 6107 5848 5027 3973 2815 2024 959
Finerenone 6519 6360 6202 6009 5273 4207 3065 2187 1087
Placebo 6507 6330 6125 5938 5184 4147 2969 2135 1082 Placebo 6507 6292 6071 5615 4949 3952 2798 1988 962
reduced risk of CV morbidity reduced risk of CKD aceb
and mortality versus placebo p;c;?r_egs;c;r? g\éf/rsgfgg;’e °
(HR = 0.86: 95% CI 0.78-0.95); E) o 7T 95% C10.6T
P =0.0018 88);
P =0.0002

H H F Reduced risk of HHF vs. placebo (HR, 0.78;

ES KD Reduced risk of ESKD vs. placebo (HR, 0.80;
95% CI, 0.66—0.92 [P =0.0030]

95% ClI, 0.64-0.99; P =[0.040]

* cumulative incidence calculated by Aalen-Johansen estimator using deaths due to other causes as competing risk; # number of patients
with an event over a median of 3.0 years of follow-up; ¥ at-risk subjects were calculated at start of time point; § ESKD or an eGFR <15
mL/min/1.73 m2 CKD; chronic kidney disease; CV, cardiovascular; eGFR, estimated glomerular filtration rate; HHF, heart failure
hospitalization; HR, hazard ratio; MI, myocardial infarction; NNT number needed to treat.

Agarwal R, Fillipatos G, Pitt A, et al. Eur Heart J. 2022;43:474-484.
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Estimated lifetime cardiovascular, kidney, and mortality
benefits of combination treatment in patients with type 2
diabetes and albuminuria

Outcome HR (95% Cl) Outcome HR (95% Cl)

MACE CKD progression

SGLT2i —a— 0.83 (0.75, 0.93 )

oLP-1 RA ' 0.86 }0‘80’ 0‘933 SGLT2i —a— 0.63 (0.53, 0.77)

ns-MRA —— 0.90 (0.81, 1.00) GLP-1RA —— 0.86 (0.72, 1.02)

GLP-1 RA+ ns-MRA —— 0.77 (0.68, 0.88) P

SGLT2i + GLP-1 RA —a— 0.72 (0.63, 0.82) ns-MRA —— 0.7 (0.67, 0.88)

SGLT2i + ns-MRA —— 0.75 (0.65, 0.87) GLP-1 RA + ns-MRA —a— 0.66 (0.53, 0.83)

SGLT2i + GLP-1 RA + ns-MRA —— 0.65(0.55, 0.76) SGLT2i + GLP-1 RA —a— 0.54 (0.42, 0.70)

Hospitalization for heart failure SGLT2i + ns-MRA = 0.49 (0.38, 0.61)

SGLT2i —a— 0.64 (0.53, 0.77) SGLT2i + GLP-1 RA + ns-MRA . — 0.42 (0.31, 0.56)

GLP-1 RA - 0.89 (0.82, 0.98)

ns-MRA —a— 0.78 (0.66, 0.92) !

GLP-1 RA+ ns-MRA —— 0.69 (0.57, 0.84) All-cause mortality

gggg' ' GLmA RA — ggg gggg gg SGLT2i . 0.85 (0.75, 0.96)

1 + NS-| —_—a 5 .39, U,

SGLT2i + GLP-1 RA + ns-MRA . 0.45 (0.34, 0.58) GLP-1RA - 0.88 (0.82, 0.94)
ns-MRA —— 0.89 (0.79, 1.00)

gg’t’T"z’i"a““"’ death = - GLP-1 RA + ns-MRA —-— 0.78 (0.68, 0.90)

GLP-1 RA - 0.87 (0.80, 0.94) SGLT2i + GLP-1RA —— 0.75 (0.65, 0.86)

QFTL‘SI::’ATARA+ _— —— g-?g (g-gg, (1) -3?) SGLT2i + ns-MRA —i— 0.76 (0.64, 0.90)

SR GIE T BE = STa ey 08  SOLT2i+GLP-1RA+ nsMRA —e— 0.67 (0.55, 0.80)

SGLT2i + ns-MRA —— 0.74 (0.60, 0.91)

SGLT2i + GLP-1 RA + ns-MRA —a— 0.64 (0.51, 0.80)

I T T 1 [ T T 1
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Favors combination therapy Favors conventional care Favors combination therapy Favors conventional care
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