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AGENDA

a "vecchie” molecole, vecchie e nuove evidenze — SGLT2-i



KDIGO 2022

CLINICAL PRACTICE GUIDELINE FOR
DIABETES MANAGEMENT IN CHRONIC KIDNEY DISEASE

Lifestyle

First-line
drug therapy

Regular reassessment
of glycemia, albuminuria,
BP. CVD risk, and lipids

Additional
risk-based
therapy

B 12D only
| All patients
(TID and T2D)

Diabetes with CKD

KDIGO Diabetes Work Group. Kidney Int. 2022 Nov;102(5S):S1-S127.



CKD TRIALS WITH SGLT2-i

CREDENCE (canagliflozin)
DAPA-CKD (dapagliflozin)
EMPA-KIDNEY (empagliflozin)

Inclusion Criteria:
- With or w/o T2DM
- L eGFR and P UACR or | eGFR

Primary outcome: renal composite




CKD TRIALS WITH SGLT2-i

°
. EMPA-
Trial CREDENCE DAPA-CKD KIDNEY
Drug Canagliflozin  Dapagliflozin  Empagliflozin
Participants, n 4,401 4,304 6,609
(active drug/placebo) (2,202/2,199) (2,152/2,152) (3,304/3,305)
Median follow-up, years 2.6 2.4 2.0

T20M 100% 46.0%
eGFR (ml/min/1.73m?2)
(active drug/placebo) 56.3/56.0 43.2/43.0

Renal function at baseline

Normal (eGFR >90) 4.8% - -

Mild impairment (eGFR 60-89) 35.4% 10.5% 21.2% (>45)

Moderate impairment (eGFR 30-59) 55.9% 75.0% 44.3% (30-45)

Severe impairment (eGFR<30) 3.9% 14.5%
Albuminuria at baseline

Normoalbuminuria 0.7% -

Microalbuminuria 11.3% 10.3% 28.

Macroalbuminuria 88.0% 89.7 % 51.7%

Perkovic V et al. N Engl J Med 2019;380:2295-306.; Heerspink HIL etal. N EnglJ Med. 2020 Oct 8;383(15):1436-1446.;
Herrington WG et al. N Engl J Med. 2023 Jan 12;388(2):117-127.



CKD TRIALS WITH SGLT2-i

Albuminuria stage, description and range (mg/g)
EMPA-KIDNEY population
Al A2 A3 Patients with or without T2D
Normal to mildl .
, Y Moderately increased Severely increased eGFR 245 to <90 mL/min/1.73m?
increased and UACR 2200 mg/g
<30 30-300 >300 or
eGFR 220 to <45 mL/min/1.73m?
G1 290
w —
:‘;: T G2 60-89 CREDENCE population
- m Patients with T2D
all G3a 45-59
oon Sl eGFR 230 to <90 mL/min/1.73m?2
[T d UACR >300
® E G3b 30-44 an mg/g
S~
c
© E G4 15-29 DAPA-CKD population
Patients with or without T2D
G5 <15 eGFR >25 to <75 mL/min/1.73m?2
and UACR >200 mg/g
Low risk Moderately increased risk High risk . Very high risk

Perkovic V et al. N Engl J Med 2019;380:2295-306.; Heerspink HIL etal. N EnglJ Med. 2020 Oct 8;383(15):1436-1446.;
Herrington WG et al. N Engl J Med. 2023 Jan 12;388(2):117-127.



CKD TRIALS WITH SGLT2-i

Canagliflozin and Renal Outcomes in Type 2 Diabetes and Nephropathy

CREDENCE

A Primary Composite Outcome

1009 309 117 ard ratio, 0.70 (95% CI, 0.59-0.82)
& 07 259 p-0.00001 T
5 70 30% >
2 139 <TRRR
e 09 104
& 504 4 Canagliflozin
i
- 40+ (i
| | | | | | |
2 30- 0 6 12 18 24 30 36 42
2 20-
¢ o 4/
0 | I I I I I ]
0 6 12 18 24 30 6 42
Months since Randomization
No. at Risk
Placebo 2199 2178 2132 2047 1725 1129 621 170
Canagliflozin 2202 2181 2145 2081 178 1211 646 196

B Renal-Specific Composite Outcome

1*:" 209 Hazard ratio, 0.66 (95% CI, 0.53-0.81)

s 90 P<0.001

&% i 15- Placeb __»-/

o,

£ 5l = 34%

2 o RRR

E 5

£ il B

< 50 Canagliflozin

T 40

i 0 | | | | | | |

£ 304 0 6 12 18 24 30 36 42

2 204

£ 1ol - —
0 | _I_E-I;—-I-_ I I |

Months since Randomization

No. at Risk
Placebo 2199 2178 2131 2046 1724 1129 621 170
Canagliflozin 2202 2181 2144 2080 1786 1211 646 196

Doubling of serum creatinine level, ESRD, or death from renal or
cardiovascular causes

Doubling of serum creatinine level, ESRD, or renal death

Perkovic V et al. N Engl J Med 2019;380:2295-306.



CKD TRIALS WITH SGLT2-i

Dapagliflozin in Patients with Chronic Kidney Disease

(_P DAPACKD

A Primary Composite Outcome

249 Hazard ratio, 0.61 (95% Cl, 0.51-0.72)
100 50J P<0.001
90+ gz 399% Placebo
o _
& BT RRR
§ 70—
S 60 37
E o | o Dapagliflozin
Q
'% 404 0+ T T T T | T | |
S 3] 0 4 8 12 16 20 24 28 32
g 20
S a
10+
0 1 | ] | | | 1
0 8 12 16 20 24 28 32
Months since Randomization
No. at Risk
Placebo 2152 1993 1936 1858 1791 1664 1232 774 270

Dapagliflozin 2152 2001 1955 1898 1841 1701 1288 831 309

B Renal-Specific Composite Outcome

209 Hazard ratio, 0.56 (95% CI, 0.45-0.68)
100+ P<0.001
16+
. o o 44% Placebo
o 2l -
s RRR
g 704 g
S 60-
E sod 47 Dapagliflozin
<))
'-E 401 o T T 1 T |
= 304 0 4 8 12 16 20 24 28 32
£
S 204
104
0 | I I | | I 1
0 4 b3 12 16 20 24 28 32
Months since Randomization
No. at Risk
Placebo 2152 1993 1936 1858 1791 1ee4 1232 774 270

Dapagliflozin 2152 2001 1955 1898 1841 1701 1288 831 309

Sustained decline in eGFR >50%, ESRD, or death from renal or
cardiovascular causes

Sustained decline in eGFR >50%, ESRD, or death from renal
causes

Heerspink HJL et al. N EnglJ Med. 2020 Oct 8;383(15):1436-1446.



CKD TRIALS WITH SGLT2-i

Dapagliflozin in Patients with Chronic Kidney Disease () DAPACKD
Number of Events
DAPA 10 mg p-value
HR (95% ) (N=2152) Placebo (N=2152) HR 95% ClI Interaction
Composite of 250% eGFR Decline, ESKD, or Renal or CV Death
All Patients —n— 197 312 0.61 (0.51,0.72)
T2D at Baseline 0.24
Yes . 152 229 0.64 (0.52,0.79)
No - & 45 83 0.50 (0.35,0.72)
UACR (mg/g) at Baseline 0.52
<1000 S E— 44 84 0.54 (0.37,0.77)
>1000 —— 153 228 0.62 (0.50, 0.76)
eGFR (mL/min/1.73m?) at Baseline 0.22
<45 — - 152 217 0.63 (0.51, 0.78)
>45 —_— 45 95 0.49 (0.34, 0.69)
0.I13 0‘!30 1.00 1.I25
DAPA 10 mg Better  Placebo Better
< >

Heerspink HJL et al. N EnglJ Med. 2020 Oct 8;383(15):1436-1446.



CKD TRIALS WITH SGLT2-i

Empagliflozin in Patients with Chronic Kidney Disease C' EMPA-KIDNEY
30+
Placebo 40 - i
Hazard ratio (95% Cl): 0.71 (0.62-0.81)
100~ —
204 9
E 90 28% = 30 29%
2 80- RRR § —— Empagliflozin RRR
< / o —— Placebo
3 70_ 10_ /y g
E 50 /E_r;pagliﬂozin @ 20 1
g 50 §
%S 404 0 s
a I I ] ] | E 10 -
%ﬂ 30— 0 0.5 1.0 1.5 2.0 2.5 Placebo g
8 209 Hazard ratio, 0.72 (95% C1, 0.64-0.82)
& 104 P<0.001 /,_—"’// 0 =3 T T : :
5 Empaghﬂozm 0 0.5 1 1.5 2 2.5
0 02 1{9 1!5 210 2‘,5 No. at Risk Years of Follow-up
f Empaglifiozin 3304 3252 3163 2275 1538 624
Years of Follow-up Placebo 3305 3250 3129 2243 1496 592
No. at Risk
PlECEbO 3305 3250 3129 2243 1496 592 Figure Sza- Kldney Disease Progression
Empagliflozin 3304 3252 3163 2275 1538 624

Sustained decline in eGFR >40%, ESRD, or death from renal or
cardiovascular causes

Sustained decline in eGFR 240%, ESRD, or death from renal
causes

Herrington WG et al. N Engl J Med. 2023 Jan 12;388(2):117-127.



CKD TRIALS WITH SGLT2-i

Empagliflozin in Patients with Chronic Kidney Disease ’§ N DY

Mean annual rate of change in estimated GFR
(ml per minute per 1.73m? per year)

Absolute difference
Subgroup Empagliflozin Placebo (95% CI)

LONG-TERM SLOPE

Diabetes .
Present -1.05 (0.12) -2.73 (0.12) —H— 1.68(1.36,2.00)

Absent -1.66 (0.11) -2.75 (0.11) —— 1.09 (0.79, 1.39)

Estimated GFR (ml per minute per 1.73m?) |
<30 -1.84 (0.14) -2.85 (0.14) — 1.01 (0.63, 1.39)

230 <45 -1.18 (0.12) -2.50 (0.12) —I— 1.32 (0.99, 1.65)

245 -1.58 (0.17) -3.60 (0.17) | ——> 2.01(1.53, 2.49)

Urinary albumin-to-creatinine ratio (mg/g) :
<30 -0.11 (0.17) -0.89 (0.16) —— 0.78 (0.32, 1.23)

230 <300 -0.49 (0.14) -1.69 (0.14) < 1.20 (0.81, 1.59)
>300 -2.35 (0.11) -4.11 (0.11) —> 176 (1.46, 2.05)
All participants -1.37 (0.08) -2.75 (0.08) S 1.37 (1.16, 1.59)

L] I ¥ L]

-1 05 0 05 1 1.5 2
Placebo better Empagliflozin better

Herrington WG et al. N Engl J Med. 2023 Jan 12;388(2):117-127.



CKD TRIALS WITH SGLT2-i

Key outcomes of SGLT2-I trials

“ (.'P DAPACKD ’ ' EMPA-KIDNEY
CREDENCE
(n=4401) (n=4304) (n=6609)

Primary Composite Outcome
(Progression of kidney disease or CV death)

HR 0.70 (95% Cl, 0.59-0.82)

HR 0.61 (95% Cl, 0.51-0.72)

HR 0.72 (95% Cl, 0.64-0.82)

Progression of kidney disease

HR 0.66 (95% Cl, 0.53-0.81)

HR 0.56 (95% Cl, 0.45-0.68)

HR 0.71 (95% Cl, 0.62-0.81)

Composite of CV death or HHF

HR 0.69 (95% Cl, 0.57-0.83)

HR 0.71 (95% Cl, 0.55-0.92)

HR 0.84 (95% Cl, 0.67-1.07)

Hospitalization for any cause

HR 0.86 (95% Cl, 0.78-0.95)

Death for any cause

HR 0.83 (95% Cl, 0.68-1.02)

HR 0.69 (95% Cl, 0.53-0.88)

HR 0.87 (95% Cl, 0.70-1.08)

ESKD or CV death

HR 0.73 (95% Cl, 0.61-0.87)

HR 0.73 (95% Cl, 0.59-0.89)

ESKD

HR 0.68 (95% Cl, 0.54-0.86)

HR 0.64 (95% Cl, 0.50-0.82)

CV death

HR 0.78 (95% Cl, 0.61-1.00)

HR 0.81 (95% Cl, 0.58-1.12)

HR 0.84 (95% Cl, 0.60-1.19)

Perkovic V et al. N Engl J Med 2019;380:2295-306.; Heerspink HIL etal. N EnglJ Med. 2020 Oct 8;383(15):1436-1446.;
Herrington WG et al. N Engl J Med. 2023 Jan 12;388(2):117-127.




CKD TRIALS WITH SGLT2-i

Articles B

Long-term benefits of dapagliflozin on renal outcomes of type m
2 diabetes under routine care: a comparative effectiveness
study on propensity score matched cohorts at low renal risk

Gian Paolo Fadini,**"* Enrico Longato, Mario Luca Morieri® Stefano Del Prato,” Angelo Avogaro,” and Anna Solini,”
DARWIN-Renal Study Investigators m
"Division of Metabolic Diseases, Department of Medicine, University of Padova, 35128 Padova, Italy

®Laboratory of Experimental Diabetology, Veneto Institute of Molecular Medlicine, 35128 Padova, Italy

“Department of Information Engineering, University of Padova, 35100 Padua, Italy

“Department of Clinical & Experimental Medicine, University of Pisa and Sant’Anna School of Advanced Studies, 56126 Pisa, Italy

“Department of Surgical, Medical, Molecular and Critical Area Pathology, University of Pisa, Italy

Fadini GP et al. Lancet Reg Health Eur. 2024 Feb 1:38:100847.



CKD TRIALS WITH SGLT2-i

Long-term benefits of Dapagliflozin on renal outcomes of type 2 diabetes under routine care: DARWIN-
a comparative effectiveness study on propensity score matched cohorts at low renal risk Renal

Dimostrare I'efficacia a lungo termine di dapagliflozin su esiti renali multipli

OLLHERINTE e sull'albuminuria nei pazienti con diabete di tipo 2 e basso rischio renale

» Pazienti avviati a dapagliflozin

Studio multicentrico

retrospettivo comparativo » Pazienti avviati a qualsiasi altro farmaco
di efficacia, condotto dalla Dal gennaio 2015 al ipoglicemizzante
Societa Italiana di settembre 2022, i dati clinici
Diabetologia in 50 centri sono stati estratti dalle | farmaci di confronto comprendevano:
specializzati nella cura del cartelle cliniche elettroniche DPP-4i (40%), GLP-1RA (22.3%),
diabete in Italia sulfoniluree/glinidi (16.1%),

pioglitazone (8%), metformina (5.8%),
acarbosio (4%)

Fadini GP et al. Lancet Reg Health Eur. 2024 Feb 1:38:100847.



CKD TRIALS WITH SGLT2-i

EMPA- DARWIN-
Trial CREDENCE DAPA-CKD
e KIDNEY Renal
Drug Canagliflozin  Dapagliflozin  Empagliflozin  Dapagliflozin
Participants, n 4,401 4,304 6,609 12,400

(active drug/placebo)

Median follow-up, years

T2DM

eGFR (ml/min/1.73m?2)
(active drug/placebo)

Renal function at baseline
Normal (eGFR >90)
Mild impairment (eGFR 60-89)
Moderate impairment (eGFR 30-59)
Severe impairment (eGFR<30)

Albuminuria at baseline
Normoalbuminuria
Microalbuminuria
Macroalbuminuria

(2,202/2,199)

2.6

100%

56.3/56.0

4.8%
35.4%
55.9%

3.9%

0.7%
11.3%
88.0%

(2,152/2,152)

2.4

67.5%

43.2/43.0

10.5%
75.0%
14.5%

10.3%
89.7 %

(3,304/3,305)

2.0

46.0%

37.4/37.3

(6,200/6,200)

2.5

100%

87.7/87.4

21.2%>45) (93.6% (>60

44.3%(30-45)
34.5%

20.1%
28.2%
51.7%

6.4% (<60)

85% (<30)

15% 0)

Fadini GP et al. Lancet Reg Health Eur. 2024 Feb 1:38:100847.
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Long-term benefits of Dapagliflozin on renal outcomes of type 2 diabetes under routine care:
a comparative effectiveness study on propensity score matched cohorts at low renal risk

90+

a NE Difference
© 1.81 ml/min/1.73 m?2
- 85 (95% C.I. 1.13-2.48)
% p<0.0001
€ 80-
o
(UB — Dapagliflozin
o 75°7 — Comparators

0 12 24 36 48 60

_ Months after index date
No. of patients

Dapaglifiozin 4547 1988 1418 919 1058 699*
Comparators 4241 1997 1530 1197 1486 1139*

“54 months

Da un valore basale di 87,5 ml/min/1,73 m2,
eGFR e diminuito significativamente meno trai nuovi
utilizzatori di dapagliflozin
che tra i nuovi utilizzatori di farmaci di confronto.
La differenza era di 1,81 ml/min/ 1,73 m2
(95% C.I. 1,13-2,48) a favore di dapagliflozin

(p<0,0001)

eGFR slopes
0.0 Total Chronic
§ -0.51 ¢ Dapagliflozin
= ¢ Comparators
E 1.0
S ¢
T 1.5
E §
= -2.0 %
-2.5-
p<0.001 p<0.001

Il declino medio totale per anno dell'eGFR ¢ stato
-1,17 ml/min/1,73 m2/anno (95% C.I. -1,03 to -1,31)
nel gruppo dapagliflozin e
-1,84 ml/min/ 1,73 m2/anno (95% C.I. -1,70 to -1,99)
nel gruppo di controllo.

La differenza era di 0,67 ml/min/1,73 m2/anno
(95% C.1. 0,47-0,88) (p < 0,0001)

Fadini GP et al. Lancet Reg Health Eur. 2024 Feb 1:38:100847.

DARWIN-
Renal



Outcome
renale
composito

Composite renal outcome

0207 wro7o (0.56 - 0.87))
p=0.002

30%
RRR

Proportion
o o o
[e] — —
- s <

—— Comparators

= Dapaglifiozin
0.004 r 3 : .
0 12 24 36 48
No. at risk Months after index date
Dapaglifiozin 4547 2883 1641 736 119

Comparators 4237 3020 1988 1097 335

Endpoint renale composito (perdita del
40% della funzionalita renale, malattia
renale allo stadio terminale o dialisi)
e risultato significativamente piu basso
nel gruppo dapagliflozin
(HR 0,70; 95% C.I. 0,56 - 0,87; p=0,002)

CKD TRIALS WITH SGLT2-i

Nuova
insorgenza di
CKD
d New-onset CKD
0851 wm o7 mss-0m9)
T el
c
24%
£ 0.154 o
g RRR
2 0.10
o
0.05+ —  (Compéarabors
— Dapagificzin
Dm . ! L T
i 12 24 35 48
No. at risk Months afler index date
Dapaglificzin 5808 SH0E =00 1010 168

Comparators 5804 4235 800 1563 482

DARWIN-
Renal
Perdita di
funzionalita
renale
b Loss of kidney function
0.25-
HR 0.69 (0.56 - 0.87))
0.20- p=0.002
S 0.15 31%
e RRR
s
n"'_' L Ly [P Comparators
005 —— Dapaglifiozin
000' T T T T
0 12 24 36 48
—— Months after index date
Dapaglifiozin 4547 2884 1641 736 119

Comparators 4241 3023 1989 1097 335

| nuovi utilizzatori di dapagliflozin avevano
un tasso piu basso di nuova insorgenza di
CKD

(HR 0,76; 95% C.I. 0,66 - 0,89; p<0,001)

| nuovi utilizzatori di dapagliflozin avevano
minore perdita della funzionalita renale,
definita come >40% di riduzione dell'eGFR

(HR 0,69; 95% C.I. 0,56 - 0,87; p=0,002)

Fadini GP et al. Lancet Reg Health Eur. 2024 Feb 1:38:100847.




TAKE HOME MESSAGES - 1

a "vecchie” molecole, vecchie e nuove evidenze — SGLT2-i

* Le evidenze degli RCT dimostrano una significativa protezione renale da parte degli
SGLT2-i nei pazienti con diabete tipo 2 e malattia renale cronica

* La protezione renale indotta dagli SGLT2-i e stata confermata in un’ampia gamma di
pazienti, da quelli macroalbuminurici, a quelli con fenotipo non-albuminurico, fino a
pazienti a basso rischio renale, in prevenzione primaria



AGENDA

e “vecchie” molecole, nuove evidenze — GLP1-RA




Exploratory kidney outcomes analyses from GLP-1 RA CVOTs

Trials with human GLP-1-based agents
|

Trials with exendin-4 based agents
|

LEADER'? REWIND# SUSTAIN 6°
(liraglutide (dulaglutide {OW semaglutide
vs, placebo) vs. placebo)

vs. placebo)

Exploratory renal

composite endpaint 31 0.78 [0.67:0.92]" O} 0.85[0.77:0.93 I | 0.64 [0.46:0.88]"

Macroalbuminuria HE10.74[0.60:0917 @ [0.77[0.68,087) B |0.54[0.37:0.77)°

 1.28 [0.64;2.58]
— il =

Worsening eGFR! *—D'—' 0.B9 [0.67;1.19] rEH 0.89 [0.78;1.01)

' 0.91 [0.40:2.07)
- {

| 0.87 [0.61;1.24] | 0.75 [0.39;1.44]

Renal replacement
therapy

HR [95% Cl]

HR [95% CI] HR [95% CI|

Favours Favours
GLP-1RA placebo

Favours Favours
GLP-1RA placebo

Favours Favours
GLP-1RA placebo

EXSCEL"™ ELIXA® AMPLITUDE-O"2
(exenatide ER (lixisenatide (efpeglenatide

vs. placebo)

vs. placebo)

vs. placebo)

4 0.88 [0.76:1.01) ‘NR o 0,68 [0.57;,0.79)"

HE087(070:107)  +EH0.81[0.66:0.99] = {068(0580.80)

£1.16 (0.74:1.83) 10,35 [0.10;1.27)

FNR

| NR INR 'NR

0.0 0.5 1.0 1.5 2.0 00 05 1.0 1.5 20 0.0 05 1.0 1.5 20 0.0 05 1.0 1.5 2.0 0.0 0.5 1.0 1.5 20 0.0 05 1.0 1.5 2.0

HR [95% Cl]

HR [95% CI] HR [95% CI]

!;avuurs Famur;s.
GLP-1RA placebo

Favours Favours
GLP-1RA placebo

lEavours Favours
GLP-1RA placebo

Rossing P et al. Nephrol Dial Transplant. 2023 Aug 31;38(9):2041-2051.



Exploratory kidney outcomes analyses from GLP-1 RA CVOTs

Cardiovascular, mortality, and kidney outcomes with GLP-1 receptor agonists in patients with type 2 diabetes:

a systematic review and meta-analysis of randomised trials

GLP-1 receptor Placebo, Hazard ratio NNT pvalue

agonist, n/N (%) n/N (%) {95% C1) {95% C1)
Composite kidney outcome including macroalbuminuria
ELIXA 172/2647 (6%) 2032639 (8% - 0-84 (068 10 1:02) 0-083
LEADER 26B/466E (f4) AATMBT2 (7% R 078 (0-67 t0 0-92) 0.003
SUSTAIN-6 62/1648 (4%) 100/1649 (6%) —_— 0-64 (046 1o 0-88) 0-005
EWeCEL 366/6256(6%)  407/6222(7%) = 0-88 (076 ta 1.01) 0065
REWIND B48/4949017%)  970/4952 (20%) - 0-85 {0-77 to0-93) Q04104
AMPLITUDE-O 353/2717 (13%) 2501359 (18%) —_ 0-68 (0-57 te 0-79) (0001
Subtotal (I=47-5%, p=0-090) < 0-79 (073 to 0-87) 47 (37 ta 77) <0-0001
Worsening of kidney function
ELIXA 4143031 (1%) 35/3032 (1%) ——— 1-16{0-74 to 1-83) 0-513
LEADER G7/4668 (2%) 97/4672 (2%) ———— 0-89 (067 to 1-19) 043
SUETAIN6 18/1648 {1%) 1471649 {1%) — s 128{064t0258) 0-48
EYSCEL 246/6456 (4%)  273/6458 (4%) e 0-88 (074 t01.05) 016
REWIND 169/4949 (3%)  237/4552 (5%) = 070 (0-57 to 0-85) 00004
AMPLITUDE-O 12717 (<1%) 7/1359 (1%) 0:35(0-10 10 127) 0-11
Subtotal (I"=43-0%, p=0-12) <3 0-86 (0-72t01-02)  241({120t0-1694)t  0-089

D!S 1 115
+— —¢

Favours GLP-1 receptor agonists Favours placebo

Sattar N et al. Lancet Diabetes Endocrinol. 2021 Oct;9(10):653-662.



THE FLOW TRIAL

Methods =
Participants: Rﬂnd{)mmuhnn 1341
* Adults with T2D
. : 1.0 mg semaglutide s.c. OW +
R e |
UACR >300 to <5000 mg/g OR _|:
o eGFR 225 to <50 ml /min/1.73 m* and N=3534 e 1.0 mg placebo s.c. OW +
UACR >100 to <5000 mg/g £ mg V.o mg T2D and CKD standard-of-care
Composite primary endpoint: W-3 WO w4 W8 EOT
% Time to first occurrence of: > ) B >
* Kidney failure (persistent e GFR <15 ml/ ' — A —— . T '
min/ 1.73 m2 of inficlion of CKRT): Screening Treatment period Follow-up

*» Persistent 250% reduction in eGFR: or
* Death from kidney or CV causes

(up to 3 weeks) (5 weeks)

Eveni-driven trial with expecied duration of approximately 5 years

UACR categories (mg/g)

<30 230—<300 2300

=90 1(<0.1) 7(0.2)
>60—<90 24 (0.7) | 173 (4.9) 491 (13.9)

245-<60 37 (1.0) 324 (9.2)

23045 FLOW population

>15-<30 7 (0.2)

eGFR categories
(mL/min/1.73 m?)

<15 NA

. Low risk n=25 (0.7%) Moderate risk n=217 (6.1%) . High risk n=878 (24.8%) . Very high risk n=2,413 (68.2%)

Rossing P et al. Nephrol Dial Transplant. 2023 Aug 31;38(9):2041-2051.



THE FLOW TRIAL

A First Major Kidney Disease Event B First Kidney-Specific Component Event
1004 ;g‘ Hazard ratio, 0.76 (95% Cl, 0.66-0.88) 100+ 257 Hazard ratio, 0.79 (95% CI, 0.66-0.94)
90- 25‘ P=0.0003 E 90- 20-
a & b
E 801 20— 24% 7 e 804 15+ 21%
S 70+ 15+ g 70- 10- RRR 7 Placebo__J
£ 60- 10+ £ 60- — semaglutide
g 5 & 5+ = ¢
% 50 % 50-
) 0 1 } | 1 ] | ] } e 0 | 1 } | ] } | ]
En 404 0 6 12 18 24 30 36 42 48 ?&n 404 0 6 12 18 24 30 36 42 48
£ 30 £ 30
5 204 5 204
& &
10 10
0 ] 0 ] |
0 6 0 6 12 18 24 30 36 42 48
Months since Randomization Months since Randomization
No. at Risk No. at Risk
Placebo 1766 1736 1682 1605 1516 1408 1048 660 354 Placebo 1766 1736 1682 1605 1516 1408 1048 660 354
Semaglutide 1767 1738 1693 1640 1572 1489 1131 742 392 Semaglutide 1767 1738 1693 1640 1572 1489 1131 742 392

persistent 250% reduction in eGFR, ESRD, or death from renal or
cardiovascular causes

persistent 250% reduction in eGFR, ESRD, or death from renal

causes

Perkovic V et al. N Engl J Med. 2024 Jul 11;391(2):109-121.



THE FLOW TRIAL

D Total eGFR Slope
48

— 46 )\‘

a -

&

L al Semaglutide

- -

—

L 42

=

—_—

E 404

- Placebo

G 384

% Difference in annual slope, 1.16 ml/min/1.73 m?

36 (95%C1,0.86-1.47)
’F P<0.001
0 I I I I I T
0 12 52 104 156 208
Months since Randomization

No. at Risk
Placebo 17661663 1573 1609 1490 1441 1284 876 609 199
Semaglutide 17661665 1590 1606 1521 1468 1345 952 651 218

— Sema 1.0mg

Urine albumin/creatinine ratio, ratio to baseline

UACR ratio to baseline

13 1

ETR 0.68 (95% CI: 0.62; 0.75)

1.2 -“
1.1 -1l /
T

1.0 %_..-—'T---.._ %/

ps | E—F— ‘4--»-\},---/‘

0.8 "‘

0.7 4

u +

0.5 + 1 T T T T T i T T
04 12 26 52 78 04 130 156 182 208

1766 1656 1578 1582 1493 1454 1322 9315 646

1766 1655 1548 1581 1471 1423 1459 852 AN

Time since randomisation (weeks)

Semaglutide slower loss of kidney function

by a mean eGFR of 1.16 mL/min/1.73m2/year

At 104 weeks, the UACR was reduced by 12% in the

placebo group vs. 40% in the semaglutide group, fora
between-group difference of 32% (95% Cl 25 — 38%)

Perkovic V et al. N Engl J Med. 2024 Jul 11;391(2):109-121.



USE OF GLUCOSE-LOWERING MEDICATIONS IN THE MANAGEMENT OF TYPE 2 DIABETES

HEALTHY LIFESTYLE BEHAVIORS; DIABETES SELF-MANAGEMENT EDUCATION AND SUPPORT (DSMES); SOCIAL DETERMINANTS OF HEALTH (SDOH)

Goal: Cardiorenal Risk Reduction in High-Risk individuals with Type 2 Diabetes (in addition to comprehensive CV risk management)* Goal: Achievement and Maintenance of Glycemic and Weight Management Goals

+ASCVD? +Indicators of high risk +HF +CKD Glycemic Management: Choose Achievement and Maintenance of
Defined differently across While definitions vary, most Current or prior eGFR <60 mL/min per 1.73 m* OR approaches that provide the Weight Management Goals:
CVOTs but all included comprise 255 years of age symptoms albuminuria (ACR 23.0 mg/mmol efficacy to achieve goals: T
individuals with established with two or more additional of HF with (30 mglgl). These measurements Metformi % Agnata)Inclinieg [ Set individualized weight management goals ]
DA iEg. W, soks, iy FNCTAChES (it clesiy cimmiad may vary over time; thus, a repeat COMBINATION therapy that provide
revascularization procedure). hypertension, smoking, HFrEF or HFpEF measure is required to document CKD. adequate EFFICACY to achieve eral_lihstyle_af&viu: Intensive evidence-
Variably included: conditions dyslipidemia, or albuminuria) and maintain treatment goals medll:d‘nutnllnn Il_md structured
such as transient ischemic e S therapyleating patterns/ | | weight management
attack, unstable angina, Prioritize avoidance of hypoglycemia in physical activity program
amputation, symptomatic +CKD (on mnlma!ly tolerated dose high-riskindividuals .
o mmptﬂmifﬁt il of ACEI/ARE) | Consider medication Consider metabolic
i ' S PREFERABLY In general, higher efficacy approaches for weight loss Sy

have greater likelihood of achieving

with proven SGLT2i® with primary evidence of

lycemic goals i 4 i ies:
) s HF benefit reducing CKD progression . g g . When choosing glucose-lowering therapies:
+ASCVD/Indicators of High Risk in this s I sete i i Efficacy for glucose lowering Consider regimen with high-to-very-high dual
se i in people with an e T ; §
population | 220 mL/min per 1.73 m; ance initiated Very High: glucase and weight efficacy
GLP-1 RA" with proven SGLT2it with proven I should be continued until initiation Dulaglutide (high dose),
CVD benefit CVD benefit of dialysis or transplantation Semaglutide, Tirzepatide I
_____ R e [nsulin Efficacy for weight loss
SEII..TP; R:.tw:th ';::m IZHI: h?":,m tI:. p Combination Oral, Combination Very High:
if A1C above target %00 ISR O COIRT NN S Injectable (GLP-1 RA/Insulin) Semaglutide, Tirzepatide
High: High:
If A1C above target, for patients on GLP-1 RS‘tLiI[J'ﬂ;t lsi‘:;: ‘tl'“‘]r _'I"_;‘f“"“i"'- Dislagiitide; Licapiutite
. ] ; ; o= SBLT2i, consider incorporating a 4 AT, Intermediate: :
For patientsona I.ELP-'I‘ RA, consider adding SGLT2i with GLP-1 RA or vice versa Thterm bdiate: GLP-1 RA {not listed above), S6LT2i
proven CVD benefit or vice versa ;
et DPP-4i Neutral:

| If additional cardiorenal risk reduction or glycemic lowering needed

!

DPP-4i, Metformin

3

If A1C above target

)

Diabetes Care 2024;47(Supplement_1):5S158-5178



Use of Glucose-Lowering Medications in the Management of Type 2 Diabetes

To avoid
therapeutic
HEALTHY LIFESTYLE BEHAVIORS; DIABETES SELF-MANAGEMENT e e
EDUCATION AND SUPPORT; SOCIAL DETERMINANTS OF HEALTH troatment

regularly
(3-6 months)

Goal: Cardiovascular and Kidney Risk Reduction in Goal: Achievement and Maintenance
High-Risk Individuals with Type 2 Diabetes* of Weight and Glycemic Goals

+Indi
+ASCVD' e +HF +CKD +weight | | +Achi and mai
Ig Current or prior eGFR <60 mlL/min/173 m* OR management of #ycemlc oals
symptoms of HF albuminuria (ACR =3.0 mg/mmol g
with documented [30 majg]). Repaat measuremant
- W HFrEF or HFpEF is required to canfirm CKD
+ASCVD/indicators of high CVDrisk* v k. 4
). ( ~ - Efficacy Metformin or other agent (including
GLP-1RA® SGLT2# with s for weight py) that provid
with proven proven CVD SGLT2it +CKD (on maximally tolerated loss adequate EFFICACY to achieve and
D t i dose CEi j g
CVD benefil ) L benefit with proven HF benefit dose of ACEi or ARB) maintain glycemic treatment goals
in this ion ey bight Prioritize avoidance of hypoglycemia
SGLT2F with primary evidence Semaglutide, in high-risk individuals
of reducing CKD progression tirzepatice .
+ SGLT2I can he started with |l
aGFR =20 mLmin/1.73 m* ~
If A1ICis above goal = Continue until initiation of

dialysis or transplantation
= Ghicose-lowerning efficacy is reduced

Efficacy for glucose lowering

with eGFR <45 mL/min/1.73 m? Very high:
, GLP-1RA (not Dulagiutide [high dose), semaglutide;
« Forindividuals on a GLP-1 RA, consider adding — listed above), tirzapatide, insulin
SGLT2i with proven CVD benefit or vice versa SGLT2I Combination oral, combination
« Pioglitazone* £ 1 i
| GLP=1 RA* with proven CKD benefit | Neutral: Rielatla (GES.1 RA"M !
Metformin,
DPP-4|

If A1C is above goal, for individuals
on SGLT2|, consider incorporating
a GLP=1 RA or vice versa

If additional cardiovascular and kidney risk reduction, management of other
metabolic comorbidities, and/or glycemic lowering is needed

If A1C is above goal or significant hypoglycemia or
hyperglycemia or barriers to care are identified

1
1
1
1
1
[ +Mitigating risk of MASLD or MASH ] : « Refer to DSMES to support self-efficacy in achievement of
T ' treatment goals
1 1 « Consider technology (e.g,, diagnostic or personal CGM) to
+ 1 identify therapeutic gaps and tailor therapy
: « Identify and address SDOH that impact achievement of
Agents with potential benefit in MASLD or MASH ' treatment goals
GLP-1RA, dual GIP and GLP-1 RA, pioglitazone, or combination of GLP-1 RA with pioglitazone .
Use insulin in the setting of decompensated cirrhosis

Diabetes Care 2025;48(Supplement_1):5181-5206



AGENDA

e "vecchie” molecole, nuove evidenze — GLP1-RA

* Lo studio FLOW ha dimostrato che semaglutide riduce il rischio di outcomes renali in
pazienti con diabete tipo 2 e malattia renale cronica



AGENDA

"vecchie” molecole, vecchie e evidenze — SGLT2-i

"vecchie” molecole, evidenze — GLP1-RA

nuove molecole - Finerenone




KDIGO 2022

CLINICAL PRACTICE GUIDELINE FOR
DIABETES MANAGEMENT IN CHRONIC KIDNEY DISEASE

Lifestyle

First-line
drug therapy

Regular reassessment
of glycemia, albuminuria,
BP. CVD risk, and lipids

Additional
risk-based
therapy

B 12D only
| All patients
(TID and T2D)

Diabetes with CKD

KDIGO Diabetes Work Group. Kidney Int. 2022 Nov;102(5S):S1-S127.



Non-steroidal mineralocorticoid receptor antagonist in cardiorenal disease

Aldosterone Chronic Kidney Disease

Heart Disease

&

< Vascular Disease

Kolkhof P et al. Pharmacol Res. 2021 Oct;172:105859.



Pharmacokinetic and pharmacodynamic characteristics of MR antagonists

Finerenone

Spironolactone \ Eplerenone Finerenone

Structural properties Flat (steroidal) Flat (steroidal) Bulky (non-steroidal)
Potency to MR +++ + 4+
Selectivity to MR + ++ 4+

CNS penetration + + =

Sexual side effects ++ (+) ~

Half-life >20 h™* 4-6 h** 2-3h’

Active metabolites ++ = s

Effect on BP et ++ "

Kintscher U et al. Br J Pharmacol. 2022 Jul;179(13):3220-3234.



Non-steroidal mineralocorticoid receptor antagonist in cardiorenal disease

:
=¥ Hyperglycaemia’
1r
o High salt load"

.
* g @

. °.Qf Oxidative stress!
34

Finerenone

In patients with CKD and T2D, treatment with
finerenone resulted in lower risks of CKD progression
and cardiovascular events than placebo?®

MR

Cofactor

Ligand @

Elevated ligand
(aldosterone, cortisol)

d for levels'2 Finerenone acts by blocking
and receptor levels™

MR overactivation?®

MR overactivation is thought to contribute
to inflammation and fibrosis, and sodium
retention in cardiorenal disease34

1. Buonafine M, et al. Am J Hypertens 2018;31:1165-1174; 2. Buglioni A, et al. Hypertension 2015;65:45-53; 3. Agarwal R, et al. Nephrol Dial Transplant 2020; doi:
10.1093/ndt/gfaa294; 4. Khan NUA & Movahed A. Rev Cardiovasc Med 2004;5:71-81; 5. Bakris GL, et al. N Engl J Med 2020;383:2219-2229



CKD TRIALS WITH FINERENONE

Two phase lll trials with complementary kidney and CV endpoints

f ) [ [] o |
g l [@9] FIDELIO-DKD J |(®)] FIGARO-DKD | N
Clinical :
efficacy Composite endpoint: time (o onset : ||? Composite endpoint: time to CV
. ‘ ’ of kidney failure, sustained decrease 'O deathp o fatal E/II n(;n-fatal N
prlmar_y \ of eGFR 240% from baseline, or : ﬂ or hoé italisation fc;r HE
endpoint death due to kidney disease P
\. y,
4 K N\
ey . e : .
Same as primary endpoint in : Same as primary endpoint in
secondary [ % FIGARO-DKD ] [ €3 Fipevio.oko
endpoints
Composite: time of first occurrence of
Other All-cause All-cause Change in kidney failure, a sustained decrease in
dooi mortality | hospitalisation UACR eGFR =57% from baseline over 24 weeks
endpoints or death due to kidney disease
\_ J

Bakris GL et al. N Engl J Med. 2020 Dec 3;383(23):2219-2229.; Pitt Bet al. N Engl J Med. 2021 Dec 9;385(24):2252-2263.



CKD TRIALS WITH FINERENONE

Risk of adverse outcome: Low Moderately increased High = Very high

30—<300

Albuminuria categories --E-“ _““
(mg albumin/g creatinine) _ 30—<300 >300

H
w
o

2

-
HE

ha

w

GFR categories
(mL/min/1.73 m?

BEEARE |
i

<15
FIDELIO-DKD FIGARO-DKD FIDELITY
Primary composite outcome: L p : cV 1
: : il ~ - ry composite outcome:
o ey e oV dea. non-tl ). non-tal
o ThraT e stroke, or hospitalization for HF
Key secondary outcome: same as 4% Key secondary outcome: same as
primary endpoint in FIGARO-DKD primary endpoint in FIDELIO-DKD

>13,000 patients across the disease continuum
of CKD and T2D (CKD stage 1-4) with
moderate-to-severely elevated albuminuria
(UACR 230 mg/g)

Agarwal R et al. Eur HeartJ. 2022 Feb 10;43(6):474-484.



CKD TRIALS WITH FINERENONE

Cardiovascular and kidney outcomes with Finerenone

@ FIDELITY

in patients with type 2 diabetes and chronic kidney disease: the FIDELITY pooled analysis

A Composite cardiovascular outcome

Cumulative incidence (%)

No. at risk

Placebo

1007 259 Hazard ratio 0.86 (95% CI 0.78-0.95)
90{ 9p] P=0.0018

Placebo __
80 - 15
70 + 104 Finerenone
60 - -
50 - "
40 - 0 6 12 18 24 30 36 42 48
301
201 =
10_‘//
D T T L] T

0 6 12 18 24 30 36 42 48
Time to first event (months)
B507 6330 6125 5938 5184 4147 2069 2135 1082

Finerenone 6519 €360 6202 6009 5273 4207 23065 2187 1087

14%
RRR

D Hospitalization for heart failure

1007 199 Hazard ratio 0.78 (95% CI 0.66-0.92)

g 4
90 A 8
$ 804 71
8 70- g: Placebo .~
c - _r—
@ it
8 601  4- o
£ 50 3 o
= .
2 40+ 1-
2 0 /I T T T 1 Ll L 1
g 301 0 6 12 18 24 30 36 42 48
>
O 201
10 1 e
o Al Ll T l——__"_.l—_ T T 1
0 6 12 18 24 30 36 42 48
Time to first event (months)
No. at risk
Placebo 6507 6394 6246 6103 5379 4342 3138 2271 1144

Finerenone 6519 6431 6313 6168 5450 4379 3203 2299 1143

22%
RRR

]
Finerenone =\

PRIMARY CV ENDPOINT

Time to CV death,
non-fatal M, non-fatal stroke or
hospitalisation for HF

Agarwal R et al. Eur HeartJ. 2022 Feb 10;43(6):474-484.



CKD TRIALS WITH FINERENONE

Cardiovascular and kidney outcomes with Finerenone LD g?) ﬂJ FIDELITY
in patients with type 2 diabetes and chronic kidney disease: the FIDELITY pooled analysis

B eGFR 257% composite kidney outcome A Urine albumin-to-creatinine ratio
1009 257 Hazard ratio 0.77 (95% Cl 0.67-0.88) [ g ——
90 4 20 P =0.0002 El
_ 3 1.2+
£ 1 B 2 101 g s
8 70 Placebo 2"
ol e
] 1
S 50 5+ Menone E 0.64
.; U = T T T T T T T 1 g
Z 40 0 6 12 18 24 30 36 42 48 s 047
© - Geometric mean albumin-to-creatinine ratio at baseline:
3 30- & 0.29 Finerenone: 445.4 (geometric SD 3.5)
E o Placebo: 454.3 (geometric SD 3.5)
O 20+ 3 0 T T T T T T T T T T T 1
0 4 8 12 16 20 24 28 32 36 40 44 48
10+ —— Months since randomization
0 ____=.-=F’_r—'r—’:rr—r_,_—' Number of patients
0 é 1'2 1|8 2'4 3'0 3|6 4'2 4IB Finerenone 6517 6273 5988 4867 2745 899
. Placebo 6504 6239 5973 4829 2706 872
No. at risk vimetofirst avont (months) Mean change in UACR from baseline (%)
Finerenone 6519 6291 6107 5848 5027 3973 2815 2024 959 oy s g ey o " i
acebo -0 =-1%
KEY SECONDARY KIDNEY ENDPOINT UACR
i i : 23% : ; 32%
Time to kidney failure, SRR ratio of LS mean change from baseline SR
sustained 257% decrease in 0.68 (95% Cl 0.66—-0.70)

from baseline or renal death
Agarwal R et al. Eur HeartJ. 2022 Feb 10;43(6):474-484.



CKD TRIALS WITH FINERENONE

Cardiovascular and kidney outcomes with Finerenone

@ FIDELITY

in patients with type 2 diabetes and chronic kidney disease: the FIDELITY pooled analysis

B Mean serum potassium

Mean serum potassium (mEg/L)

6.0 4

5.5

Mean serum potassium at baseline:
1 Finerenone: 4.35+0.44
Placebo: 4.35+0.44

3.0+
01 4

Number of patients
Finerenone 6510 6234

Placebo

Mean change in serum potassium from baseline (mEq/L)

B487 6229

Finerenone Ref 0.21

Placebo

Ref 0.02

8

1|2

16 20 24 28 32 36 40 44

Months since randomization

5990 4816
5965 4878
0.20 0.18
0.02 0.02

2781
2758

0.17
0.03

g12
BET

013
0.03

Agarwal R et al. Eur HeartJ. 2022 Feb 10;43(6):474-484.



Prescrizione — aspetti pratici

Indicazione ammessa alla rimborsabilita: KEEEEEM ¢ indicato per il trattamento dei pazienti adulti con malattia
renale (stadi 3 e 4 con albuminuria) associata a diabete mellito di tipo 2, in trattamento con ACEi/ARB alla
e massima dose tollerata e che presentino una delle seguenti condizioni:
AGENZIA ITALIANA DEL FARMACO 1) controindicazione o intolleranza agli inibitori SGLT2;
2) comprovata evidenza di persistente albuminuria e/o rapido declino funzionale renale (perdita di eGFR 23
mL/min/anno), nonostante il trattamento con inibitori SGLT2
1. REGISTRARE | DATI DEL PAZIENTE 2. REGISTRARE | DATI CLINICI 3. PIANO TERAPEUTICO
a. Centro prescrittore PER L'ELEGGIBILITA DEL PAZIENTE a. Durata (6 mesi per la prima prescrizione)
b. Nome e cognome medico prescrittore a. eGFR 225 <60 ml/min/1,73 m* b. Posologia (10 mg)
. e : b. UACR =30 mg/g
c. Dati anagrafici del paziente T
. . c. Potassio sierico <5 mmol/L
d. ASL diresidenza
: d T2D
e. Nome e cognome del'MMG Tratt " bile ACE/ARBs da al P
£ Codice ASL MMG e. rattamento stabile CEi s da almeno 4 settimane
f. SGLT2i si vs no — specificare perche
g. Trattamento concomitante con potenti inibitori CYP3A4

o MRA o diuretici risparmiatori di potassio

Paziente affetto da Morbo di Addison
I. Compromissione Funzionalita epatica

=




Prescrizione — aspetti pratici

Inizio del trattamento ||| EGTTEEGE

E necessario misurare preventivamente il potassio sierico Nei pazienti con eGFR <25 mL/min/1,73 m? il
e la velocita di filtrazione glomerulare stimata (eGFR) per trattamento con finerenone non deve essere iniziato a
poter stabilire se il trattamento con finerenone possa essere causa di dati clinici limitati (vedere paragrafi 4,4 e 5,2).

iniziato e determinarne la dose iniziale.

K* sierico(mmol/ L) eGFR (ml/min/1,73 m?)

225 fino a <60

finoa
=50
45 46 47 48 49 50 51 52 53 5§54 58 56 57 58 10 15 20 25 30 35 40 45 50 6l
Finerenone Si puo Finerenone Finerenone Dose iniziale;
puod essere considerare® non e non & 10 mg al giorno
iniziato di iniziare raccomandato raccomandato
il trattamento
con finerenone




Prescrizione — aspetti pratici

Proseguimento del trattamento || NG

Potassio sierico ed eGFR devono essere nuovamente misurati L'eGFR deve essere misurato 4 settimane dopo l'inizio del

4 settimane dopo Uinizio o il riavvio del trattamento con trattamento per stabilire se la dose iniziale possa essere
finerenone o dopo un incremento della dose. aumentata alla dose giornaliera raccomandata di 20 mg.
Successivamente, il potassio sierico deve essere nuovamente

misurato regolarmente e al bisogno in base alle A causa di dati clinici limitati, il trattamento con finerenone
caratteristiche del paziente e ai livelli di potassio sierico. deve essere interrotto nei pazienti con malattia renale giunta

allo stadio terminale (eGFR <15 mL/min/1,73 m? (vedere

: N : ar 5
Nei pazienti con eGFR 215 mL/min/1,73 m?, il trattamento con paragrafo 4,4).

finerenone pud essere proseguito con aggiustamenti della
dose in base ai livelli di potassio sierico.

<GFR (mimin/373 m)

<48 >4.8 fino a 5,5 >5,5 <15 =15
45 46 47 48 49 50 51 52 53 54 55 56 57 58 10 15 20 25 30 35 40 45 50 60 65 70 V5 80
La dose Mantenere Sospendere** Sospendere Continuare
di finerenone pud il dosaggio il trattamento il trattamento la terapia con
essere aumentata®, corrente con finerenone con finerenone finerenone***
se 10 mg, © mantenuta, di finerenone
se 20 mg




AGENDA

e nuove molecole - Finerenone

* Finerenone riduce il rischio di progressione della malattia renale cronica e nei pazienti
con diabete tipo 2 e albuminuria residua



TAKE HOME MESSAGE

Non steroidal MRA

RAS blockers RAS blockers
SGLT2-i SGLT2-i
GLP-1RA Tubulointerstitial
s B dimbieris drles — Non steroidal MRA = il:,j?::year:d' =
: S ; ' i inflammation
- At10 4
s ’} S e Glomerulosclerosis E
i'-g CKD
> PROGRESSION
Mesangial g
expansion o
X
E = L

Glomerular
hypertrophy

Glucose-lowering agents
SGLT2-i

GLP-1 RA
Alicic RZ et al. Clin J Am Soc Nephrol. 2017;12:2032-2045

Mora-Fernandez C et al. J Physiol. 2014;18:3997



TAKE HOME MESSAGE

The four pillars of cardiorenal protection
in people with CKD and T2D

REDUCTION IN CKD COMPLICATIONS IN PEOPLE WITH T2D

GLP-1 RAs*

RENAAL CREDENCE FIDELIO-DKD FLOW

IDNT FIGARO -DKD

DAPA-CKD
EMPA-KIDNEY

GO O GO O

LIFESTYLE MODIFICATION AND DIABETES EDUCATION

Figure design adapted from: 2023 ADA, Standards of Medical Care in Diabetes - 2023: Diabetes Care, December 2022, \0l.46, Supplement 1
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