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T2D and CKD have a significant global disease burden

Global prevalence of diabetes in adults Age-standardised prevalence of CKD
aged 20-79 years’ globally and in Europe, 20174

Global prevalence: 8.7%
North America: 7.9%

T2D accounts for
approximately 90%?2 of
| diabetes and at least 2 in
every 5 people with T2D
have CKD3
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Asia-Pacific: 9.1%

adults had CKD in
T2D in 2021

Latin America: 8.4%

1. International Diabetes Federation. 2021. 10t Edition. https://diabetesatlas.org/en/ [accessed 11 May 2022]; 2. International Diabetes Federation. 2019. 9™ Edition. https://diabetesatlas.org/atlas/ninth-edition/ [accessed 21 Jan 2022]; 3. Wu B, et
al. BMJ Open Diabetes Res Care 2016;4:e000154; 4. GBD Chronic Kidney Disease Collaboration. Lancet 2020;395:709-733
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What is the residual risk in DKD patients treated with RAASI?

Doubling of serum creatinine, ESKD, or death

25-30%
30-35%
35-40%
>40%
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The residual risk in RAASI treated DKD patients: RENAAL & IDNT

Doubling of serum creatinine, ESKD, or death
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RENAAL Brenner BM et al. N Engl J Med 2001 IDNT Lewis EJ et al. N Engl J Med 2001
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SGLT2i....cccceceeevvvviieeeeennnnouGG fillling the gap
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Lifestyle

First-line
drug therapy for
most patients

Targeted therapies
for complications

Healthy diet

SGLT2i
continue until dialysis
or transplant

oy N

Manage hyperglycemia
as per the KDIGO
Diabetes Guideline,
including use of
GLP-1 RA where indicated

@

Regular
risk factor
reassessment
(every 3-6
months)

-
Weight management

Stop use of

Physical activity tobacco products

Aim for SBP <120 mm Hg
RAS inhibitor* at maximum
tolerated dose (if HTN)

(o TN @

ASCVD risk, lipids

Statin-based therapy
moderate- or
high-intensity statin

BP
Use ns-MRA in Dihydropyridine CCB Antiplatelet Manage anemia,
people with diabetes and/or diuretic if agent for CKD-MBD, acidosis,
and an indication needed to achieve clinical ASCVD and potassium

for use

@9

individualized abnormalities,
BP target % where indicated

(AR

Steroidal MRA if needed
for resistant hypertension
if eGFR =45

Ezetimibe, PCSK9i
indicated based on
ASCVD risk and lipids

@

Use the same principles
to diagnose and manage
ASCVD and atrial fibrillation
as in people without CKD

&



Recommendation 3.7.1: We recommend treating patients with type 2 diabetes (T2D), CKD, and an eGFR 220 ml/min with an SGLT2i (1A)

Recommendation 3.7.2: We recommend treating adults with CKD with an SGLT2i for the following (1A):
> eGFR =20 ml/min per 1.73 m2 with urine ACR= 200 mg/g, or

» heartfailure, irrespective of level of albuminuria.

Recommendation 3.7.3: We suggest treating adults with eGFR 20 to 45 ml/min with urine ACR<200 mg/g with an SGLT2i (2B).
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What is the residual risk in DKD patients treated with SGLT2i?

Doubling of serum creatinine, ESKD, or death

25-30%
30-35%
35-40%
>40%

hoObd-=



CREDENCE - Primary Outcome:
ESKD, Doubling of Serum Creatinine, or Renal or CV Death

Hazard ratio, 0.70 (95% CI, 0.59-0.82)
P = 0.00001

340 participants

245 participants
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30%
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5 - = Placebo
—— Canagliflozin
0 I I I 1 1 1 1
o 6 12 18 24 30 36, 42
Months since randomization
No. at risk
Placebo 2199 2178 2132 2047 1725 1129 621 170
Canagliflozin 2202 2181 2145 2081 1786 1211 646 196

Perkovic V, et al. N Engl J Med 2019



Participants with Event (%)

Patients at risk,

n

Placebo

Empagliflozin
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EMPA-KIDNEY: Primary composite outcome
Kidney disease progression or CV death

7] Placebo
— Empagliflozin 10 mg
] Placebo N(%):
558 (16.9%)
Events/100 PY: 8.96
Empagliflozin N(%):
432 (13.1%)
Events/100 PY: 6.85
O il
T T T T 1
0 0.5 1 1.5 2 2.5
Years of Follow-up
3305 3250 3129 2243 1496 592
3304 3252 3163 2275 1538 624

The EMPA-KIDNEY Collaborative Group. N Engl J Med, 2023



DAPA-CKD: the effect of dapagliflozin on the risk of the primary
endpoint is consistent in patients with and without T2D

The effect of dapagliflozin on the primary composite outcome? compared with placebo, stratified by diabetes status

Cumulative incidence (%)

No. at risk

20 1

N
(&)
1

-
o
1

o
1

Dapagliflozin 1455
Placebo 1451

Patients with T2D

HR: 0.64
(95% CI: 0.52, 0.79)

36%
RRR

Placebo

ARR: 5.4%

Dapagliflozin 10 mg

4 8 12 16 20 24 28 32
Time from randomization (months)
Median follow-up of 2.4 years

1349 1307 1262 1155 910 580 215
1321 1275 1224 1130 868 545 190

1383
1360

24 1

Cumulative incidence (%)

No. at risk
Dapagliflozin
Placebo

20 1

16 1

12 1

Patients without T2D
HR: 0.50
(95% CI: 0.35, 0.72)
50% Blaceb
acebo
RRR
ARR: 5.3%
Dapagliflozin 10 mg
4 8 12 16 20 24 28 32
Time from randomization (months)
Median follow-up of 2.4 years
697 618 606 591 579 546 378 251 94
701 633 615 583 567 534 364 229 80

Wheeler DC, et al. Lancet Diabetes Endocrinol 2021;
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N at Risk

DAPA 10 mg

Placebo

DAPA-CKD: significant reductions in the composite endpoint of
CV death or hospitalization for HF and in all-cause mortality

hHF/CV death

DAPA Placebo  HR (95% CI) p-value
4.6% 6.4%  0.71(0.55-0.92) 0.00892
Placebo

’ 138 events 29%
RRR

1.8% ARR

DAPA 10 mg
100 events

- T 1
0 4 8 12 16 20 24 28 32
Months from Randomization
2152 2035 2021 2003 1975 1895 1502 1003 384
2152 2023 1989 1957 1927 1853 1451 976 360
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N at Risk

DAPA 10 mg

Placebo

- 4.7%

All-cause mortality

DAPA Placebo
6.8%

HR (95% CI) p-value
0.69 (0.53-0.88) 0.0035?

Placebo
146 events

31%
RRR

2.1% ARR

DAPA 10 mg

101 events
T T T 1
0 4 8 12 16 20 24 28 32
Months from Randomization
2152 2039 2029 2017 1998 1925 1531 1028 398
2152 2035 2018 1993 1972 1902 1502 1009 379

Heerspink HJL et al. N Engl J Med. 2020:



EFFECT OF SGLT2-1 ON CKD PROGRESSION BY PRIMARY KIDNEY DISEASE

Mean Events/participants Event rate RR

baseline eGFR, per 1000 patient-years (95% Cl)

mL/min per1-73m?*

SGLT2 inhibitor Placebo SGLT2inhibitor Placebo
Diabetic kidney disease or nephropathy*
CREDENCE 56 153/2202 230/2199 27 41 . 0-64 (0-52-0.79) . . o
—— p m—— — . - — b 1 STLIOAE108) DKD: risk reduction 40%
DAPA-CKD 43 93/1271 157/1239 36 64 —— 0-55(0-43-071)
EMPA-KIDNEY 36 85/1032 133/1025 42 67 + 0-56 (0-43-0-74)
Subtotal 46 368/9797 572/9755 > 0-60 (0-53-0-69)
Ischaemic and hypertensive kidney disease
oyl H 0,

DAPA-CKD 3 18/324 261363 28 7 S S 074 (0-40-136) HTN: risk reduction 30%
EMPA-KIDNEY 35 371706 52/739 27 37 —— 0-69 (0-45-1-05)
Subtotal 38 55/1030 78/1102 —_ 0-70 (0-50-1-00)
Glomervlar discase _ GN: risk reduction 40%
DAPA-CKD 43 21/343 46/352 33 70 + 0-43 (0-26-0-72)
EMPA-KIDNEY 42 69/853 95/816 44 64 T 0-68 (0-50-0-93)
Subtotal 42 90/1196 141/1168 —_— 0-60(0-46-0-78)
b bl e Other/UNK: risk reduction 26%
DAPA-CKD 43 10/214 14/198 25 37 L » 0-81(0-35-1-83)
EMPA-KIDNEY 36 36/713 52/725 26 36 S S— 072 (0-47-1-10)
Subtotal 38 46/927 66/923 —_ 0-74 (0-51-1-08)
Any diagnosis - . o
CREDENCE 56 153/2202 230/2199 27 i - BERDEE7E) Overall: risk reduction 38%
SCORED 44 37/5292 52/5292 5 7 +— 0-71(0-46-1-08)
DAPA-CKD 43 142/2152 243/2152 33 58 T 056 (0-45-0-68)
EMPA-KIDNEY 37 227/3304 332/3305 36 52 E B 0-64 (0-54-076)
Total 44 559/12950 857/12948 <> 0-62(0-56-0-69)
Heterogeneity across groups of primary kidney disease: p=0-67 T T T 1
Trend across trials sorted by eGFR for any diagnosis: p=0-88 0-25 050 075 100 150

Favours SGLT2 inhibitor Favours placebo

Lancet 2022; 400: 1788-801 I




Effects of SGLT2i on kidney outcomes

Kidney disease progression Acute kidney injury

Mean Events/participants Event rate RR Events/participants Event rate RR

baseline eGFR, per 1000 patient-years (95%C1) per 1000 patient-years (95%CI)

mL/min per 1.73m*

SGLT2i Placebo SGLT2i Placebo SGLT2i Placebo SGLT2i Placebo

Diabetes
DECLARE-TIMI 58 85 56/8582 102/8578 16 30 —.—é— 055 (0:39-0-76) 125/8574 175/8569 - . 0-69 (0-55-0-87)
CANVAS Program 77 80/5795 81/4347 36 58 + 0-61(0-45-0-83) 30/5790 28/4344 1 066 (0-39-1-11)
VERTIS CV 76 49/5499 32/2747 2:6 34 —E—I—— 076 (0-49-119) 42/5493 22/2745 - - 0-95 (0-57-1.59)
EMPA-REG OUTCOME 74 51/4645 47/2323 40 76 —-—:— 0-51(0-35-0-76) 45/4687 37/2333 - . 0-41(0-27-0-63)
DAPA—HF 63 18/1075 241064 12 16 _._.__ 073 (039-134) 3171073 39/1063 079 (0.50-1.25)
EMPEROR-REDUCED 61 13/927 23/929 13 24 —-—;— 0-52(0-26-1-03) 26/927 33/929 0-77 (0-46-1-28)
EMPEROR-PRESERVED 60 38/1466 44/1472 15 18 —;—I—— 0-82(0:53-127) 60/1466 8411472 0-69 (0-50-0-97)
DELIVER 60 33/1578 3711572 S5 1 —E—.-— 0-87 (0-54-1:39) 59/1578 52/1572 113(078-1-63)
CREDENCE 56 153/2202 230/2199 27 41 —I-— 0-64(052-079) 86/2200 98/2197 0-85 (0-64-113)
SOLOIST-WHF 51 NA/NA NA/NA - - i - 25/605 271611 0-94 (0-55-1.59)
SCORED 44 37/5292 52/5292 50 70 — w1 071(0-46-1-08) 116/5291 111/5286 1.04 (0-81-1-35)
DAPA-CKD 44 103/1455 1731451 35 60 —.é— 0.57(0-45-0-73) 48/1455 69/1451 0-66 (0-46-0-96)
EMPA-KIDNEY 36 108/1525 175/1515 36 59 —I—:— 055 (0-44-0-71) 73/1525 81/1515 0-88 (0-64-1-20)
Subtotal: diabetes 67 739/40041 1020/33489 - < 0-62(0-56-0-68; 766/40664 856/34087 - . 0.79(0-72-0-88)
No diabetes
DAPA-HF 68 10/1298 15/1307 5.0 8.0 —q'—— 0-67 (0-30-1-49) 18/1295 30/1305 9.9 H 0-60 (0-34-1-08)
EMPEROR-REDUCED 63 5/936 10/938 52 10 4—-—:—— 050 (0-17-1-48) 20/936 34/938 16 056 (0-32-0-98)
DELIVER* 63 17/1551 17/1557 50 49 — 1.01(0:51-1.97) 30/1551 47/1558 88 ‘ 0-64 (0-41-1-02)
EMPEROR-PRESERVED 62 12/1531 18/1519 4.5 69 —I:—— 0-68 (0-33-1-40) 37/1531 47/1519 12 0-80 (0-52-1-23)
DAPA-CKD 42 39/697 70/701 29 53 —I—;— 0-51(0-34-075) 16/697 21/701 1 0-75(0:39-1-43)
EMPA-KIDNEY 39 119/1779 157/1790 35 47 —i-— 0-74(0-59-0-95) 34/1779 54/1790 10 ] 0-63 (0-41-0-97)
Subtotal: no diabetes 56 202/7792 287/7812 <= 0-69 (0-57-0-82 155/7789  233/7811 - - 0-66 (0-54-0-81)
Total: overall 65 941/47833 1307/41301 - < 0-63 (0-58-0-69 921/48453 1089/41898 - - 077 (070-0-84)
Trend across trials sorted by eGFR: | | Trend across trials sorted by eGFR: | . |
Diabetes p=0-87; 0-25 050 075100 150 Diabetes p=0-02; - 050 075 100 1.50
No diabetes p=0-86; — —> No diabetes p=0-66; — —>
Heterogeneity by diabetes status: p=0-31 SGLT2i better  Placebo better Heterogeneity by diabetes status: p=0-12 SGLT2i better  Placebo better

The Nuffield Department of Population Health Renal Studies Group* and the SGLT2 inhibitor Meta-Analysis Cardio-Renal Trialists’ Consortium, Lancet 2023



Long-term effects of Empagliflozin in patients with CKD

Use of SGLT2 Inhibitor Primary Outcome Hazard Ratio (95% Cl)

Subgroup Empagliflozin Placebo Empagliflozin Placebo
percent no. of events/iotal no. (%)
Active trial :
Yrl 92 1 105/3304 (3.2) 144/3305 (4.4) S, 0.73 (0.57-0.94)
Yr2 88 2 194/3163 (6.1) 271/3129 (8.7) — 0.68 (0.57-0.82)
Yr=3 83 4 133/1543 (8.6) 14371501 (9.5) — | 0.80 (0.63-1.02)
All active-trial period 90 Z 432/3304 (13.1) 558/3305 (16.9) <:> 0.72 (0.64-0.82)
Post trial
gl 40 37/ 125/2184 (5.7) 148/2073 (7.1) : 0.76 (0.60-0.96)
Yr2 45 42 258/2029 (12.7) 258/1899 (13.6) 0.90 (0.75-1.07)
Yr 3 (median, 0.8 mo) 45 42 50/1032 (4.8) 37/912 (4.1) 1.08 (0.70-1.65)
All post-trial period 43 40 433/2184 (19.8) 44372073 (21.4) 0.87 (0.76—0.99)
All active- and post-trial period 71 16 865/3304 (26.2) 1001/3305 (30.3) 0.79 (0.72-0.87)

I
0.50 0.75 1.00  1.25

- -

Empagliflozin Better ~ Placebo Better

EMPA-Kidney Collaborative Group, N Engl J Med, 2025



Unaware of CKD
80% —93%

Proportion of people with CKD aware of their diagnosis

Proportion (%) of those aware of CKD

diagnosis reaching treatment targets
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Proteinuria
monitoring

Blood pressure
<130/80

HbAlc6%—8% RAS inhibitor use SGLT2 inhibitor Expert
use (after 90d) lifestyle/dietary
advice

Kidney International Reports (2024) 9, 1541-1552
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Randomised controlled trials of SGLT2is in DKD/CKD

SGLT2 inhibitor

Population

No. of patients

Key inclusion criteria®

Primary outcome

RASi

Study start date
Study stop date

CREDENCE

Canagliflozin vs placebo

DKD incl.
v T2DM
X Without DM
X Non-albuminuria

4401

eGFR 230 to <90 mL/min/1.73m?2
and UACR >300 mg/g

Composite of doubling of serum
creatinine, ESKD, or renal
or CV death
100%

Maximally tolerated RAS blockade,
unless documented intolerance
February 2014
Reported April 2019

DAPA-CKD

Dapagliflozin vs placebo

CKD
v T2DMDM
v" Without DM~30%
X Non-albuminuria

4304

eGFR 225 to £75 mL/min/1.73m?
and UACR >200 mg/g

Composite of 250% sustained decline
in eGFR or ESKD, or renal or CV death

97%

Maximally tolerated RAS blockade,
unless documented intolerance
February 2017
Reported September 2020

EMPA-KIDNEY

Empagliflozin vs placebo

CKD
v T2DM
v" Without DM~50%
v" Non-
albuminuria~20%

6609

eGFR 245 to <90 mL/min/1.73m?2
and UACR 2200 mg/g or
eGFR 220 to <45 mL/min/1.73m?2

Composite of 240% sustained decline
in eGFR or ESKD, or renal or CV death

86%
Clinically appropriate RAS blockade,
unless not indicated or not tolerated

January 2019
November 2022




Study populations in the key SGLT2 inhibitor trials have
populations that cover the eGFR and UACR spectra

Albuminuria stage, description and range (mg/g) [ )
EMPA-KIDNEY population’

A1 A2 A3 Patients with or without diabetes
- 5] and eGFR 245 to
Normal-to-mildly Moderately Severely <90 ml/min/1.73 m2 and

increased increased increased UACR 2200 mg/g
or
<30 30-300 >300 eGFR 220 to <45 mi/min/1.73 m?

. J

7~

G1 290

i CREDENCE population?
G2 60-89 Patients with T2D and CKD
and eGFR 230 to
G3a 45-59 <90 ml/min/1.73 m2 and

G3b | 30-44 | ___ UACR>300mglg

G4 15—29 DAPA-CKD population?
Patients with or without T2D
G5 <15 and eGFR 225 to

<75 ml/min/1.73 m? and UACR

. Low risk Moderately increased risk High risk . Very high risk >200 mg/g

(ml/min/1.73 m2)

()
o)
c
©
1 59
(©)
(o]
Q
-
©
o
14
LL
o
()

1. The EMPA-KIDNEY Collaborative Group. N Engl J Med 2023; Perkovic V et al. N Engl J Med 2019; 3. Wheeler DC et al. Nephrol Dial Transplant 2020



QUANDO??



SGLT2 inhibitors for primary and secondary prevention T HE 1L AN C ET

of cardiovascular and renal outcomes in type 2 diabetes:
a systematic review and meta-analysis of cardiovascular Zelniker TA, 2019
outcome trials

Meta-analysis of SGLT2i trials on the composite of worsening of renal function, ESKD, or renal death

= Patients Events Eventsperi000  Weight HR HR (95% C1)
patient-years (%)
lreatment (n)  Placcbo (n) Treatment  Placcho
2GFR <60 mL{min per m?
EMPA-REG OUTCOME 1196 605 NA NA NA 335 —_—r 0-66 (0-41-1-07)
CANVASProgram  NA NA 83 114 151 396 — 074 (0-48-1-15)
DECLARE-TIMIS8 606 659 59 89 152 270 R 0-60 (035-1.02) t‘e{
Fixed effects model for eGFR <60 (p=0-0054) ——— 0-67 (0-51-0-89) . t the b e
eGFR 60 to <90 mL/min per m’ he eat\‘e
EMPA-REG OUTCOME 2406 PE)) NA NA NA 168 — 061 (037-1.03) ‘T
CANVAS Program NA NA 118 46 74 344 —_— 058 (0-41-0-84)
DECLARE-TIMI 58 3838 3894 186 42 78 489 —— 0-54 (0-40-0-73)
Fixed effects model for eGFR 60 to <90 (p<0-0001) - 056 (0-46-0-70)
eGFR 290 mL{min per m’
EMPA-REG OUTCOME 1043 486 NA NA NA 117 % » 0-21(0-09-0-53)
CANVAS Program NA MA 48 38 81 s L 0-44 (0-25-0-78)
DECLARE-TIMI 58 4137 4025 120 25 49 60-8 R 0-50(0-34-0-73)
Fixed effects model for eGFR 290 (p<0-0001) . 0-44 (0-32-0-59)
[ | 1

T
010 0-25 0-50 100 250

Lesser reductions in progression of renal disease was observed in patients with more severe kidney disease at baseline



Absolute and relative effects on chronic slopes by expanded analysis of

eGFR subgroup
Study Empagliflozin Placebo
average _ . . Relative N
Subgroup reduction Annual rate of change in Absol(u;: legle)rence AbsoIEJ?t: 7dl(f_f.:tle)rence difference Relah(\:; ;lf(f:el;ence Heftfet;:nd
in UACR eGFR, ml/min/1.73 m?, 0 ° (95% Cl) 0
(%) mean (SE)
eGFR, | |
ml/min/1.73 m? ! !
: l ¥2=6.31
<20 ] -3.08 (0.44) -3.77 (0.43) 0.69 (-0.51, 1.88) * : -18 (-30, 13) [
| | p=0.01
| |
270 fo <30 27 -1.70 (0.14) -2.73 (0.14) 1.03 (0.63, 1.42) —0—:r -38 (-52,-23) i—l—
| |
| |
230 fo <45 -17 -1.18 (0.12) -2.50 (0.12) 1.32 (0.99, 1.69) —— -53 (-66, -40) 4
| |
| |
245 -15 -1.58 (0.17) -3.59 (0.17) 201 (1.53,2.49) L= -56 (-49, -43) -4
| |
| |
All participants 19 137(008)  -275(0.08)  1.37(1.16, 1.59) e 50 (-58, -42) <S>
-1 0 1 2 -150 5 0 50

e Y yLd Y

Ry s ~ <
Favoursplacebo  Favoursempagliflozin Favoursempagliflozin -~ Favours placebo



DAPA CKD: time to kidney replacement therapy

Extrapolation of data from the DAPA-CKD trial to estimate the delay of kidney failure

eGFR (mL/min/1.73 m?)
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Madero M et al, Kidney Med 2024



EMPA-KIDNEY: time to kidney replacement therapy

Hypothetical transformation of chronic eGFR slopes into time to kidney replacement therapy
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Difference: 1.9 years Difference: 26.6 years

O I I I I 1
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Time to kidney replacement therapy (years)

‘ Placebo . Empagliflozin

eGFR (ml/min/1.73 m?)

Ferndndez-Fernandez B et al. Clin Kidney J 2023



Secondary Renal-Specific Composite Outcome:
Sustained >50% eGFR Decline, ESKD, or Renal Death?

Primary Composite Outcome:
Sustained 250% eGFR Decline, ESKD, Renal or CV Death?

24—

DAPA Placebo HR (95% CI) p-value? Placebo
9.2%  14.5% 0.61 (0.51-0.72) 0.000000028 312 events
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Renal-Specific Composite Outcome:
2o Sustained 250% eGFR Decline, ESKD, or Renal Death?
DAPA Placebo HR (95% CI) p-valueZz Placebo
6.6% 11.3% _0.56 (0.45-0.68) 0.000000018 243 events
16|
44%
RRR
12—
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Cumulative Incidence %

DAPA 10 mg
142 events
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32

1. Heerspink HIL et al. Online ahead of print. N Engl J Med. 2020; 2. Heerspink HJL.
Presented at: ESC Congress — The Digital Experience; August 29 — September 1, 2020.
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Time needed....be patient and keep going

Ele R
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a
- 40— o
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E 204 Hazard ratio, 0.72 (95%6 Cl, 0.64—0.82)
10— .
o F<0.001 Empagliflozin
a T T 1 1 1
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Years of Follow-up
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Empagliflozin 3304 3252 I163 2275 1538 6524

Figure 1. Progression of Kidney Disease or Death from Cardiovascular Causes.

Empagliflozin in Patients with Chronic Kidney Disease N Engl J Med 2023;388:117-27



DAPA-CKD - Stage 4 CKD

eGFR Decline Over the Study by Baseline CKD Stage

eGFR, LS Mean (SE)

Between-group slope difference? Stage 4 CKD Stage 2/3 CKD

Acute (2 weeks), mL/min/1.73 m? -1.42b -2.56
Chronic (Week 2 and beyond), mL/min/1.73 m? 1.82¢ 1.95
Total, mL/min/1.73 m? 1.23° 0.89

Stage 2/3 CKD

Dapagliflozin
Placebo

Stage 4 CKD
Dapagliflozin

Placebo

I | | | |
0 2 4 8 12

| J | J 1 J
16 20 24 28 32 36

Time, months

NOTE: Stage 4 CKD = eGFR <30 mL/min/1.73m?; Stage 2/3 CKD = eGFR 230 mL/min/1.73m?2.

aDapagliflozin vs placebo; Pp=0.005vs PBO; ¢p<0.0001 vs PBO.

CKD = chronic kidney disease; DAPA = dapagliflozin; eGFR = estimated glomerular filtration rate; NA = not available; PBO = placebo.

Chertow GM et al.JAm Soc Nephrol.2021;32:2352-2361.



EMPA-KIDNEY: ACROSS THE SPECTRUM OF FRAILTY

[ [ Primary Outcome [l All-cause hospitalizations Ketoacidosis [l Fracture [ Symptomatic dehydration ]

PREDICTED RISK OF HOSPITALIZATION
(Over median 2-year follow-up)
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What is the residual risk in DKD patients treated with SGLT2i?

Doubling of serum creatinine, ESKD, or death

1. 25-30%
2. 30-35%
3. 35-40%



2015-2024: Standard-of-Care and Cardio-Renal Protection

ORIGINALRESEARCHARTICLE @O

Estimated Lifetime Cardiovascular, Kidney, and
Mortality Benefits of Combination Treatment
With SGLT2 Inhibitors, GLP-1 Receptor
Agonists, and Nonsteroidal MRA Compared
With Conventional Care in Patients With Type 2
Diabetes and Albuminuria

Brendon L. Neuen®, MBBS, MSc, PhD; Hiddo J.L. Heerspink@®, PhD; Priya Vart, PhD; Brian L. Claggett®, PhD;
Robert A. Fletcher®, MSc; Clare Arnott®, MBBS, PhD; Julianna de Oliveira Costa®, PhD; Michael O. Falster®, PhD;
Sallie-Anne Pearson@®, PhD; Kenneth W. Mahaffey®, MD; Bruce Neal®, MB ChB, PhD; Rajiv Agarwal®, MD;
George Bakris®, MD; Vlado Perkovic®, MBBS, PhD; Scott D. Solomon®, MD; Muthiah Vaduganathan®, MD, MPH

Circulation. 2024;149:450-462

Effects of combination therapy on CKD progression

and all-cause mortality
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0.54 (0.42, 0.70)
0.49 (0.38, 0.61)
0.42 (0.31, 0.56)

0.85 (0.75, 0.96)
0.88 (0.82, 0.94)
0.89 (0.79, 1.00)
0.78 (0.68, 0.90)
0.75 (0.65, 0.86)
0.76 (0.64, 0.90)
0.67 (0.55, 0.80)

Favors conventional care




BARI BEAT-DKD COHORT
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Preserving Kidney Function Instead of Replacing It

Alan S. Kliger," and Frank C. Brosius,” on behalf of the Diabetic Kidney Disease Task Force of the American Society of
Nephrology*

[tis time for nephrology to embrace a change in paradigm:

returning to our traditional focus on pathophysiology and
kidney preservation. CJASN 15: 129-131, 2020.

KIDNEI Joint ASN-National Academy of Medicine Opening Plenary:

ASN President's Address, Expert Panel "Preventing the Next Pandemic"
Annual Meeting | November 3-6
American Society of Nephrology

I am asking each of you ... to join
the movement — the revolution —
until a world without kidney diseases
is no longer seen as impossible
but becomes inevitable.

Susan E. Quaggin, MD, FASN



Thanks for your attention

Loreto Gesualdo, MD, FERA
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