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Deaths due to CV disease are high in patients with T2D and the
rate of decline is slowing

Using records from the Swedish National Diabetes Register, the study examined data from 457,473 patients with
T2D and matched controls (mean follow-up: 6.5 years)
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Renal phenotypes in n=378.914 patients with type 2 diabetes in Italy

m Alb-/eGFR-

B Alb-/eGFR+
Alb+/eGFR-
Alb+/eGFR+

De Cosmo S. et al. on behalf of AMD-Annals, CKJ 2026



The Journal of Clinical Endocrinology & Metabolism, 2024, Vol. 00, No. 0

A B eGFR decline tertiles - 1m2m3
(0 2 10| —
' S 0.9
£ £ s \
9 7.5 g NN
> 7. = 07
§ 2 0.6 \
® S 0. -~
g 50 @ 05
8 I S 04 .
- Q
-3 I 203 "\
2 25 g 02
= ) g
a 2 0.1
<
0.0 0.0
1 2 3 012345678 9101112131415161718192021

Tertile
Years

Figure 1. Mortality by tertiles of eGFR decline. (A) Incidence rate of mortality per tertile. The incidence rate is given x100 person-years after adjustment
for age and sex. (B) Kaplan—Meier survival curve: tertile 3 in black, tertile 2 in dark grey, and tertile 1 in light grey.



Among 105,163 (57.7% M) subjects

with newly diagnosed T2D, 13,587
(12.9 %) subjects showed a rapid
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Table 2
List of variables related to fast eGFR decline.

Effect OR 95 94 CI

eGFR 30-59 vz, 60-89 mL/min/1.73 m” 0.41 0.39-0.44
eGFR 90-119 vs. 60-89 mL/min/1.73 m*® 1.37 1.31-1.43
eGFR =120 vs, 60-89 mlL/min/1.73 m® 3.26 2.86-3.71
Male vs. Female 0.89 0.86-0.93
Age 35-64 vs. <35 years 1.30 1.23-1.38
Age 653-74 vs. <55 years 1.59 1.50-1.69
Age =75 vs. <35 years 2.34 219251
BMI 27-29 vs, <27 0.99 0.93-1.05
BMI 30-34 vs., <27 1.07 1.01-1.13
BMI =35 vs. <27 1.18 1.11-1.26
HbAle 7.0-8.0 vz <7.0 % 1.04 0.99-1,09
HbAle 8.1-9.0 vs. <7.0 % 1.09 1.02-1.17
HbAle =9.0 vs. <7.0 U 1.12 1.05-1.19
Smoking status Yes vs. No 1.05 0.98-1.12
Albuminuria Yes vs. No 1.40 1.33-1.48
Refinopathy Yes ve. No 1.53 1.42-1.66
Previous CVE Yes vz, No 1.32 1.17-1.49
Lipid-lowering drugs/statins Yes vs. No 0.98 0.94-1.02
Antihypertensive medication Yes vz. No 1.22 1.17-1.28
Insulin Yes vs=. No 1.50 1.43-1.57
Metformin Yes vs. No 1.02 0.97-1.07
Sulphonylureas Yes v, No 1.18 1.11-1.26
DPP4i Yes ve. No 1.29 1.20-1.39
Glinides Yes vs. No 1.24 1.10-1.40
Glitazones Yes vs. No 0.95 0.81-1.10
GLP1-BAs Yes vs. No 1.18 1.06-1.32
SGLT-2i Yes vs. No 1.04 0.95-1.14
Acarbose Yes ws. No 1.25 1.05-1.47
RAAS inhibitors Yes vs. No 0.97 0.91-1.04




Esiste una siretta e specifica inferconnessionefra fisiopatologia cardiaca
e renale
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1. Damman K, et al. J Am Coll Cardiol 2014;63:853-871;
2. Metra M, et al. Eur Heart J 2012;33:2135-2143; 3. Sarnak MJ, et al. J Am Coll Cardiol 2019;73:1823-1838



La malattia cardiorenale é la piu frequente comorbidita nel DMT2

Analisi retrospettiva di dati da Prima comorbidita identificata in pazienti CVRD-free con DMT2
>1.1 milioni di pazienti con
DMT2

Inizialmente, la maggioranza
(66%) dei pazienti erano Malattia cardiorenale

CVRD-free (HF o CKD)
60%

Follow-up medio: CKD
4.5 anni - 36%

137,081 pazienti (18% della

popolazione totale di pazients Comparata con pazienti senza comorbidita con DMT2, la malattia
CVRD-free) hanno manifestato cardiorenale & associate ad un aumentato rischio di mortalita rispetto a
una CVRD Stroke, PAD e MI

DMT2 e malattia cardiorenale sono interconnessi

CKD = chronic kidney disease; CV = cardiovascolare; CVRD = cardiovascular or renal disease; HF = heart failure; Ml = myocardial infarction; PAD = peripheral artery disease; DMT2 = diabete mellito di tipo 2.
Birkeland Kl et al. Diabetes Obes Metab. 2020;22:1607-1618.



Diagnosis of CKD in T2D involves eGFR and UACR screening

CKD is defined as abnormalities in kidney structure or function, present for >3 months, which have
implications on health?

The clinical diagnosis of CKD in a
patient with diabetes is based on:1-4

: The presence of
Early detection albuminuria*

of kidney failure (UACR 230 mg/g)
facilitates the
appropriate and/or

diagnosis and _
treatment of Reduced kidney
CKD? function
(eGFR <60 ml/min/1.73 m?)

in the absence of signs or symptoms of other
primary causes of kidney damage

1. Kidney Disease Improving Global Outcomes. Kidney Int Suppl 2013;3:1-163; 2. Levey AS, et al. JAMA 2015;313:837-846 3. National Kidney Foundation. Am J Kidney Dis 2007;49(Suppl 2):S1-S180; 4. American
Diabetes Association. Diabetes Care 2022;45(Suppl 1):S175-S184



Diabetic Kidney Disease (DKD) Shortens Life Span by 16 Years
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Stages of Cardiovascular-Kidney-Metabolic Syndrome

Nonmetabolic

etiologies of

hypertension
/

Stage 0: Stage 1: Stage 2:
Excess/Dysfunctional Metabolic Risk
Adipose Tissue Factors and CKD

Overweight/obesity
Abdominal obesity
Impaired glucose
tolerance

Abbreviations: Afib indicates atrial fibrillation; ASCVD, atherosclerotic cardiovascular disease; CHD, coronary heart disease; CKD, chronic kidney disease: CKM,
cardiovascular-kidney-metabolic; CVD, cardiovascular disease; HF, heart failure; KDIGO, Kidney Disease Improving Global Outcomes; and PAD, peripheral
artery disease.

Ndumele, CE et al, Circulation 2023



CKM Syndrome: Multisystem Consequence

Excess/dysfunctional
adipose tissue
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Ndumele CE, Neeland |J, Tuttle KR, et al. Circulation. 2023;148(20):1636-1664.




Biological and mechanistic pathways of cardiometabolic multiple long-term conditions

Lifestyle

Social
determinants
of health
Dysglycaemia Dyslipidaemia

Insulin resistance
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Gut vessels
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@ Adiposity

Genetic and epigenetic
factors

8¢

In utero and early childhood

Mechanisms
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Inflammation

Oxidative stress Mitochondrial dysfunction

Adolescence and young adulthood Midlife Old age

Lancet 2026; 407: 265567



HOLISTIC PERSON-CENTERED APPROACH TO T2DM MANAGEMENT

+LKD (on maximally tolerated dose of ACEi/ARB)

PREFERABLY
SGLTZi with primary evidence of reducing CKD progression

. . ) —— Glycemic Management: Choose
bt v i cat spraches thatproide thefcacy

R \ to achieve goals:
Metformin OR Agent(s) including
COMBINATION therapy that provide

If additional cardiorenal risk reduction or glycemic contral adequate EFFICACY lo achieve and
mainkain treatment goals

needed, consider combination SGLTZ/GLP-1 RA
i s’ Consider avoidance of hypoglycemia a

health care surveillance o TR T P
setting and priority in high-risk individuals
+ASCYDVIndicators of High Risk deciai . o i
ecision-making

GLP-1RA with SGLTZi with proven
praven CVD benefit CVD benefit

SBLTZi with proven HF
benefit in this population

If additional cardiorenal risk reduction or glycemic
cantrol needed, consider combination SGLT2/GLP-1 RA
PRINCIPLES OF CARE

Diabetes structured

education and support Bﬂll.Sl.’fﬂllE
+ Prevent complications
+ Dplimize quality of life

Ensure sirategies are in place to detect and
. Achievement and Maintenance of
optimize management of CV risk factors’ including Papchosocal . Weight Management Goals:
CV risk factor screening and surveillance s [ Set individualized weight management goals ]
Social
determinants ) . N
BP m of health General Ml ‘M Intensive evidence-
medical nutrition based structured
therapyleating patterns! | | weight management
Lipid lowering physical activity program
Antithrombotic agents Consider medication Consider metabalic
for weight loss surgery
Smaking cessation When choosing glucose-lowering therapies:
Cansider regimen with high-to-very-high dual
glucose and weight efficacy

Management of Hyperglycemia in Type 2 Diabetes, 2022. A Consensus Report by the American Diabetes Association (ADA)and the European
Association for the Study of Diabetes (EASD) Diabetes Care 2022;45(11):2753-2786 | https://doi.org/10.2337/dci22-0034



HEALTHY LIFESTYLE
BEHAVIOURS

DIABETES SELF-
MANAGEMENT EDUCATION

ADDRESS SOCIAL DETERMINANTS
OF HEALTH (SDOH)

l

GOAL: PREVENT LONGITUDINAI; COMPLICATIONS ASSOCIATED WITH T2D

ate SGLT2i or/and GLP-1-based therapy? early to modify disease and complica

Ta avai
therapeutic inertia,
reassess and

modify treatment
regularly (e.g.
3-6 months)

American

Diabetes

Association.

QEASD

PERSONALISE APPROACH
chieve and maintain glycaemic goals ‘eight managemen + + - + or

Achi d maintain gl ic goal. Weight g t ASCVD ckpt HF MASLD or MASH
Treatment plan that provides adequate EFFICACY Achieve and maintain weigh 9 t goals: +ASCVDfindicators CKD +HFrEFor  +HFpEF Agents with proven

to achieve and maintain glycaemic treatment [ et individualis e T he ety l of high CVD risk SGLT2i G HFpEF and obesity or potential benefit

goals, including combination therapy et individualised weight management goals SLT2i with primary - in MASLD or MASH

GLP-1-based evidence of redlf:lng SGLT2i SGLT2i
i General TSty Intensive evidence- therapies® with CKD progression e and/or + GLP-1-based therapy®
. . e e@ i ye based structured weight proven CVD benefit and/or GLF.’-1-based S GLP-1- and/or pioglitazone
Efficacy for glucose lowering behaviour advice management programine and/or SGLT2i with therapy® with proven i based « SGLT2i
proven CVD benefit CKD benefit! therapy?'

Very high: tirzepatide, semaglutide (sq), dulaglutide
(high dose), insulin, combination therapy

High: GLP-1RA (not listed above), metformin,
pioglitazone, SGLT2j, sulfonylurea

{ Intermediate: DPP-4i, alpha glucosidase inhibitors

Consider metabolic
surgery

Consider medication for
weight loss

When choosing glucose-lowering therapies: Consider
treatment plan with dual glucose and weight efficacy

!

1

If glycaemia is above goal or significant
hypoglycaemia, consider technology (e.g., CGM) to
identify therapeutic gaps and tailor therapy

Efficacy for weight loss in T2D

Very high: Semagutide
High: Dulaglutide, liraglutide
Intermediate: GLP-1 RA (not listed above), SGLT2i
Neutral: Metformin, DPP-4i

1

« Forindividuals on
GLP-1-based therapy?®,
consider adding SGLT2i
with proven CVD
benefit or vice versa
based on indication

+ Pioglitazone

For individuals on SGLT2i,

consider incorporating
an GLP-1-based
therapy?® or vice versa
based on indication

Iterative review of glycaemic, weight, and cardio-kidney care goals, addressing identified barriers

Use insulin in the setting
of decompensated
cirrhosis

Reconsider DSMES to support self-efficacy and continue to address SDOH and other factors that impact on achievement of goals

European Association
for the Study of Diabetes




Holistic approach for improving outcomes in people with diabetes and CKD

Lifestyle

sty

Foundational
pharmacotherapy

Additional risk-based
pharmacotherapy

Treatment
targets

M 12D only

I All patients
(T1D and T2D)



SGLT2i: The largest updated meta-analysis
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Lancet, November 6, 2022
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High atherosclerotic
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Chronic kidney disease trials 45 B643/10474
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DELIVER
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Primary composite

endpoint (%)

| Dapagliflozin
| Risk reduction: 39%

RENAAL and DAPA-CKD
Risk of 2xsCr, ESKD, or death
in patients with T2D and overt nephropathy

. Losartan
i = H - o - -

1 Rl_sk reduction: 16% Dapagliflozin
) p=0.02 Losartan

 —

Placebo

38.2%

p=0.001 residual risk

12 24 36 48

Brenner BM, et al. N Engl J Med 2001; Heerspink HJL et al. N Engl J Med. 2020



Holistic approach for improving outcomes in people with diabetes and CKD

Lifestyle

sty

Foundational
pharmacotherapy

Additional risk-based
pharmacotherapy

Treatment
targets

M 12D only

I All patients
(T1D and T2D)



Primary kidney
endpoint

Time to first occurrence of a

composite endpoint consisting of:

Onset of persistent 250% reduction
in eGFR compared with baseline

Onset of persistent
eGFR <15 mL/min/1.73 m?2

Initiation of chronic renal
replacement therapy
(dialysis or kidney transplantation)

Renal death
CV death

Full analysis set. Data from the in-trial period. * Superiority if p value <0.0:
Numbers shown in the lower panels repi ti

40

35

30

25

20

Proportion of participants (%)

Semaglutide
Placebo

FLOW

semaglutide | renal

Semaglutide demonstrated a 24% risk reduction of a composite outcome, incl. kidney
disease progression, CV and kidney death in people with CKD and T2D

First composite kidney event: Primary outcome

4 HRO0.76 (95% CI 0.66, 0.88)

p=0.0003* Placebo

-24%

23.2%

Semaglutide
18.7%

outcomes trial

0 6 12 18 24 30 36 42 48
Time since randomisation (months)

1,767 1,738 1,693 1,640 1,572 1,489 1,131 742 392

1,766 1,736 1,682 1,605 1,516 1,408 1,048 660 354

. * Sup: .0322
resent the number of participants at risk. Cl, confidence interval; CV, cardiovascular; eGFR, estimated glomerular filtration rate; HR, hazard ratio. Perkovic V, et al. N Engl J Med. 2024: DOI: 10.1056/NEJMoa2403347
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(A) MACE

Study

EXCEL
SUSTAING
PIONEERG6
HARMONY
REWIND
AMPLITUDE-O
SURPASS4
STEP1
STEP2
STEP3
LEADER
ELIXA
GRADE
FLOW
SELECT

Random effects model

GLP1-RA
Events Total

839 7356
108 1648
61 1591
338 4731
594 4949
189 2717
47 995
107 1306
12 807
40 407
608 4668
406 3034
48 1262
212 1767
569 8803

46041

Control
Events Total

905 7396
146 1649
76 1592
428 4732
663 4952
125 1359
62 1000
75 655
7 403
22 204
694 4672
399 3034
193 3785
254 1766
701 8801

46000

Heterogeneity: 1° = 27%, 2 = 0.0039, p = 0.16

Risk Ratio

0.5 1
Favors GLP1-RA Favors Control

I
2

RR

0.93
0.74
0.80
0.79
0.90
0.76
0.76
0.72
0.86
0.91
0.88
1.02
0.75
0.83
0.81

0.85

[95% CI] Weight

[0.85; 1.02]
[0.58; 0.94]
[0.58; 1.12]
[0.69; 0.91]
[0.81; 0.99]
[0.61; 0.94]
[0.53; 1.10]
[0.54; 0.95]
[0.34; 2.16]
[0.56; 1.49]
[0.79; 0.97]
[0.89; 1.16]
[0.55; 1.02]
[0.70; 0.99]
[0.73; 0.90]

13.9%
4.4%
2.6%
9.4%

12.4%
5.2%
2.1%
3.4%
0.4%
1.2%

12.6%

10.1%
2.9%
7.3%

12.1%

[0.81; 0.90] 100.0%



Kidney Composite Outcome

GLP1-RA Control
Study Events Total Events Total
AWARD7 26 382 21 194
EXCEL 246 6459 266 6466
SUSTAING 62 1648 100 1649
REWIND 848 4949 970 4952
AMPLITUDE-O 353 2717 250 1359
SURPASS4 63 995 104 1000
LEADER 268 4668 337 4672
GRADE 152 1262 440 3785
FLOW 218 1767 260 1766
SELECT 155 8800 198 8795
Random effects model 33647 34638

Heterogeneity: 1% = 61%, 12 = 0.0141, p < 0.01

Favors GLP1-RA Favors Control

Risk Ratio

0.5

1

I
2

RR

0.63
0.93
0.62
0.87
0.71
0.61
0.80
1.04
0.84
0.78

0.81

[95% CI] Weight

[0.36; 1.09]
[0.78: 1.10]
[0.46; 0.85]
[0.80; 0.95]
[0.61; 0.82]
[0.45; 0.82]
[0.68; 0.93]
[0.87; 1.23]
[0.71; 0.99]
[0.64: 0.96]

2.7%
11.5%
6.3%
15.6%
12.5%
6.6%
12.2%
11.3%
11.6%
9.8%

[0.73; 0.89] 100.0%

Figure 2: The effect of GLP1-RAs on kidney composite outcomes. Kidney composite outcomes are defined as combined renal outcomes including

kidney dysfunction as defined in each individual study.



A comparison of the effects of tirzepatide and dulaglutide on b ®
major kidney events in people with type 2 diabetes:
pre-specified exploratory analyses of the SURPASS-CVOT trial

Sophia Zoungas, David D’Alessio, Imre Pavo, Deepak L Bhatt, John B Buse, Stefano Del Prato, Steven E Kahn, A Michael Lincoff, Darren K McGuire,
Michael A Nauck, Steven E Nissen, Naveed Sattar, Bernard Zinman, Antonio Ceriello, Lars Stechemesser, Ann Verhaegen, Jonathan C Broder,

Rory Wolfe, Debra Miller, Hiroshi Nishiyama, Xiaomei Wang, Govinda Weerakkody, Russell | Wiese, Stephen | Nicholls

Overall population

A
1004 284 HRO0-77(95% Cl 0-68 to 0-88); p=0-0002
> 904 247 __Tirzepatide MTD
g __ 8o+ 20 —— Dulaglutide 1.5 mg
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. Time since randomisation (weeks)
Number at risk

Tirzepatide MTD 6586 6514 6423 6298 6190 6101 5868 5498 3417 844
Dulaglutide 1.5 mg 6579 6498 6368 6242 6082 5973 5747 5370 3315 799

Low-to-moderate-risk chronic kidney disease population
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4 O T f T T T T T T 1
0 26 52 78 104 130 156 182 208 234

i e
T T T T T T T T 1

0 26 52 78 104 130 156 182 208 234

Time since randomisation (weeks)

4899 4857 4804 4742 4686 4634 4499 4240 2675 681
5048 5000 4933 4866 4776 4714 4577 4298 2691 658

CrossMark

High-risk chronic kidney disease population

< 359 HRO079 (95% Cl0-64to 0-96); p=0-018
4 304
254
20
154
— 10_
4 54
0

T I T T T T T 1
0 26 52 78 104 130 156 182 208 234

T T T T T T T T 1
0 26 52 78 104 130 156 182 208 234

Time since randomisation (weeks)

1520 1495 1462 1401 1350 1313 1222 1124 663 150
1403 1373 1315 1261 1192 1148 1063 970 562 130

Lancet Diabetes Endocrinol 2026



ARTIST: Investigator Initiated Randomized Placebo Controlled Trial

in Participants with CKD (NCT07206290)
SURVODUTIDE

(a dual glucagon-like peptide-1/glucagon receptor agonist)

Screening Enrolled
(N=120)

Multicenter”, double-blind, placebo-controlled parallel clinical trial
(NCT04889183)

Survodutide 3.6 mg, once weekly

PBO once weekly

March 2022 to
October 2023 Treatment period
@ L L @ % o—
Week: 0 4 12 16 36
Population
Inclusion criteri Exclusi riteria
* Age (18-75 years) = TIDM
* BMI > 23 kg/m? * ADPKD, lupus nephritis, or + Percentage - Changes in: « Changes in: « Number of:
« CKD ANCA-associated vasculitis change from — mGFR — hsCRP — AEs
+  UACR >30 and <3500 mg/g « Elevated lipase (>3* ULN) Bsgg"e Ll - MRI — NTproBNP — AESIs
»  eGFR 220 and <90 mL/min/1.73m?2 < History of Pancreatitis — Body weight - RBF — SAEs
+ Stable dose of ACEi or ARB for 24 « Calcitonin levels >100 pg/mL - SBP - Emmtgg
weeks prior to randomization « Systolic BP > 180mmHg
« If using SGLT2i or MRA, stable » Hbalc >10.5%
dose for 28 weeks

*Conducted in hospitals in the Netherlands, Germany, Spain and Australia. TA follow-up visit was scheduled 4 weeks after the last treatment period to assess off-treatment effects.
ACEI, angiotensin-converting enzyme inhibitor; AE, adverse event; AESI, adverse event of special interest; ANCA, antineutrophil cytoplasmic antibody; ARB, angiotensin Il receptor blocker; CKD, chronic kidney disease; DAFPA,

dapagliflozin, eGFR, estimated glomerular filtration rate; HbA1c, glycated hemoglobin; mGFR, measured glomerular filtration rate; PBO, placebo; R, randomized; SAE, serious adverse event; SBP, systolic blood pressure, T1DM, type
1 diahetee mellitiie” T2DM tune 2 diahatee mellitiic



Metabolic, Hemodynamic and Inflammatory pathways implicated in
the pathogenesis of Cardiovascular and Renal Diseases

Pathogenic Pathways of Cardio-Renal Damage’-3

Current therapies for patients
with CKD primarily target
haemodynamic and metabolic

factors
11,2
ACEis and ARBs#5 S0 gl Al
(elevated BP and/or
(non-steroidal) MRA intraglomerular pressure)

Thiazide-like diuretics and
dihydropyridine Ca?*
channel blockers#®
SGLT-2is%*

b Inhibitors

r ~ SGLT-2is
» _' v Inflammation GLP-1RAS
- ‘ {3%) and fibrosis'- e

SGLT-2is%10
GLP-1RAs1
Metformin1?

Nletabolu:‘-2
Other anti-hyperglycaemic |_____ _' Q

1. Alicic RZ, et al. Clin J Am Soc Nephrol 2017;12:2032-2045; 2. Mora-Feméndez C, et al. J Physiol 2014,18:3997; 3. Bauersachs J, et al. Hypertension 2015,65:257-263; 4. American Diabetes Association. Diabetes Care
2022;45(Suppl 1):5175-5184; 5. American Diabetes Association. Diabetes Care 2022;45(Suppl 1):5144-5174; 6. Kidokoro K, et al. Circulation 2019:140;303-315; 7. Zelniker TA & Braunwald E. J Am Coll Cardiol 2018;72:1845—
1855, 8. Heerspink HJ, et al. Circulation 2016,134:752-772; 9. Zelniker TA & Braunwald E. J Am Coll Cardiol 2020,75:422-434, 10. Amencan Diabetes Association. Diabetes Care 2022,45(Suppl 1):5125-5143, 11. Agarwal R, et
al. Eur Heart J 2021:42:152-162; 12. Agarwal R, et al. Nephrol Dial Transplant 2022;37:1014-1023



FIDELIO-DKD and FIGARO-DKD are investigating effects of finerenone on kidney
and CV outcomes in patients with CKD and T2D

r

Finerenone 10 mg od or 20 mg od*

. . Study completed:
Run-in Screening FIDELIO-DKD: 2020
period period FIGARO-DKD: 2021

Placebo

[@9) FIDELIO-DKD [®) FIGARO-DKD’

Clinical Composite endpoint: time to onset of
efficacy ‘ 3 kidney failure* or decrease of eGFR
primary \f 240% from baseline or death due to
endpoint kidney disease X

.|% Composite endpoint: time to CV
death, non-fatal MI, non-fatal stroke or
‘“ hospitalisation for HF

Key J¥% Same as primary ‘ Same as primary endpoint
secondary m endpoint in FIGARO-DKD \(& in FIDELIO-DKD
endpoints
Enrolled 5734 patients with: 7437 patients with:

atients » ACR 30-300 mg/g and eGFR 25-60 mL/min/1.73 mZ. » ACR 30-300 mg/g and eGFR 25-90 mL/min/1.73 mZ.
P « ACR 300-5000 and eGFR 25-75 mL/min/1.73 mZ2. « ACR 300-5000 and eGFR >60 mL/min/1.73 mZ.

1. Bakris GL, et al. Am J Nephrol 2019;50:333-344; 2. Ruilope LM, et al. Am J Nephrol 2019;50:345-356



MA-M_FIN-IT-0100-1

|FIDELITY Pooled

Analysis

? G1 Normal or high
R

= G2 Mildly decreased
[}

(s3]

e C© i

£ S Ga3a Mildly to

=72 moderately decreased
Eac

e Moderately to

2 % G3b severely decreased
O =

22

‘5 S G4 Severely decreased
£

[0 G5 Kidney failure

)gs] FIDELIO-DKD

Persistent albuminuria categories
Description and range

Al A2 A3
Normal to mildly Moderately Severely
increased increased increased
<30 mg/g 30-300 mg/g >300 mg/g
<3 mg/mmol 3-30 mg/mmol >30 mg/mmol
=90
60-89 10%
45-59 4%
75%
30-44 6%
15-29
<15

>

FIDELITY

(FIDELIO-DKD + FIGARO-DKD pooled)

Persistent albuminuria categories
Description and range

A1l A2 A3
Normal to mildly Moderately Severely
increased increased increased
<30 mg/g 30-300 mg/g >300 mg/g
<3 mg/mmol 3-30 mg/mmol  >30 ma/mmol

Persistent albuminuria categories
Description and range

A1l A2 A3
Normal to mildly Moderately Severely
increased increased increased
<30 mg/g 30-300 mg/g >300 mg/g
<3 mg/mmol 3-30 mg/mmol >30 mg/mmol

PRIMARY CV ENDPOINT

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

KEY SECONDARY KIDNEY ENDPOINT

Time to kidney failure (initiation of chronic dialysis
for 290 days, kidney transplantation or sustained
eGFR <15 ml/min/1.73 m2), sustained 257%
decrease in eGFR from baseline, or renal death

30sUACR<300 mg/g and
255eGFR<90
mL/min/1.73m?2

300<UACR<8000 mg/g and
eGFR225 mL/min/1.73m?

1. KDIGO. Kidney Int 2020;98:S1-S115; 2. Ruilope LM, et al. Am J Nephrol 2019;50:345-356; 3. Bakris GL, et al. Am J Nephrol 2019;50:333-344 4. Agarwal R et al. Eur Heart J 2021. DOI:
10.1093/eurheartj/ehab777/6433104



Finerenone significantly reduced the risk of the CV composite outcome by
14% and had consistent effects on CV death, Ml and hospitalisation for HF

Outcome Finerenone Placebo Hazard ratio (95% CI)
AAR: 2.2% (n=6519) (n=6507)
NNT after 3 years =46 n (%) n (%)
(95% CI 29-109) C ite CV 825 939 i 0.86
omposite ! 8
outcome$ (12.7) (14.4) "‘: (0.78-0.95) D
1
322 364 ! 0.88
CV death 4.9) (5.6) l—’-il (0.76-1.02) 0.0922
1
1
173 189 i 0.91
Non-fatal M| @7 2.8) — o (074112 03601
1
T
198 198 ' 0.99
Non-fatal stroke 3.0) 3.0) —— (082121 09460
1
Hospitalisation 256 E25] [ 0.78
for HF (3.9) (5.0) ¢ i (0.66-0.92) DRI
0,5 1 2

— —

*Cumulative incidence calculated by Aalen-Johansen estimator using deaths due to other causes as competing risk; *at-risk subjects were calculated at start of time point; fnumber of patients with an event over a median of 3.0
years of follow-up; § composite of time to first onset of CV death, non-fatal MI, non-fatal stroke or hospitalisation for HF

=)
S)
3
=
z
LI_l
=
<
=

Agarwal R et al. Eur Heart J 2021. DOI: 10.1093/eurheartj/ehab777/6433104



Finerenone reduced the risk of the renal composite outcome by 23% and
had consistent effects on kidney failure and 257% decrease in GFR respect
baseline

Finerenone Placebo
Outcome (n=6519) (n=6507) HR (95% ClI) p-value
ARR: — %) n %)
NNT after 3 years =60 '
95% Cl| 38—142 257% eGFR kidney 360 465 ! 0.77
( ) composite outcome (5.5) 1) ¢ i (067-08g) 00002
1
— 254 297 ! 0.84
Kidney failure (3.9) (4.6) s (071-0.99)  0.039
1
1
151 188 i 0.80
Ll
=he (2.3) g O (064-099) 0040
1
Sustained* decrease i
195 237 ' 0.81
in eGFR to <15 —— 0.0261
mlimin/1.73 m? 3.0 (3.6) : (0.67-0.98)
1
. 1
Sustained® 257% |
257 361 . 0.70
pecrease I SOFR (3.9) 55 & | (060-083) 0001
. 2 4 0.53
Renal death? (<0.1) (<0.1) ! (0.10-291) 04%9
0,50 1,00 2,00

—

*ESKD or sustained decrease in eGFR <15 ml/min/1.73 m?; #*confirmed by two eGFR measurements 24 weeks apart; fevents were classified as renal death if: (1) the patient died; (2) KRT had not been initiated despite being
clinically indicated; and (3) there was no other likely cause of death; §number of patients with an event over a median of 3.0 years of follow-up; Tanalyses for p-values not prespecified

MA-M_FIN-IT-0100-1

Agarwal R et al. Eur Heart J 2021. DOI: 10.1093/eurheartj/ehab777/6433104



Simultaneous initiation of finerenone and empagliflozin led to early
and additive reduction of UACR

146 (g
Primary efficacy endpoints met for combination:
. 6‘ 0 7 » 32% greater reduction vs empaglifiozin
@ BR =10 « 29% greater reduction vs finerenone
E o
0~ — "
E o 20
® 8 —30 -
=
5 8 =40
¢ 5o - % - Combination (N = 265)
1 -® Finerenone (N = 258)
—60 -& Empagliflozin (N = 261)
BL 14 30 90 180 210
Time (days)

Percentage change calculation = (least squares mean ratio to baseline — 1)x10i

BL, bas allne (‘I (onhdanre interval, SGLT2i, sodium-glucose cotransporter 2 InhllJIIOI UACR, urinary albumin-to-creatinine ralio
Annnun e Encl | Adad ')ﬂ"}l:



The renin-angiotensin-aldosterone system (RAAS) pathway and mechanisms of inhibition

Nephrol Dial Transplant, Volume 40, Issue 6, June 2025, Pages 1175-1186, https://doi.org/10.1093/ndt/gfae263.

RAAS

stimulators RAAS pathway

I\

Hypovolaemia

Hypotension
H t i
yponatraemia Renin
N

Sodium loss
y

Activated sympathetic {
nervous system v

increased sodium & water

Vasoconstriction with
‘ retention

CYP11p2

l | Effects of Angiotensin-II
.
g
ACTH and cortisol
Hyperkalaemia
Hyperglycaemia
Oxidative stress

-
=

Effects of aldosterone

increased potassium excretion
Kidneys, heart, vessels: Pro-inflammatory &
pro-fibrotic effects

Kidneys: Increased sodium 8 water reabsorption;

RAAS
inhibitors

ACE inhibitors
RAS

. . inhibitors
Angiotensin-II receptor blockers

Mineralocorticoid receptor antagonists



https://doi.org/10.1093/ndt/gfae263
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—@- Placebo+Bl 690517 3 mg
—m- Placebo+BI 690517 10 mg

—&— Placebo+Bl 690517 20 mg
—&- Placebo+Bl 690517 placebo
20 4
= h -
£ os
g N | o I
s B
c %
E \
E =20
- ><‘ \
£
g =
£ -40-
N d
= L
& 1
o
-60 T T 1
Baseline 6 10 14
Week
Placebo+BI 6905173 mg 65 62 61 59
Placebo+BI169051710mg 61 58 51 53
Placebo+BI 69051720 mg 59 54 48 43
Placebo+Bl 690517 placebo 69 67 63 62

Change from baseline in UACRgy (%)

lEmpainﬂozimBI 690517 placebo

—@- Empagliflozin+BI 690517 3 mg
—m- Empagliflozin+Bl 690517 10 mg
—&— Empagliflozin+Bl 690517 20 mg
—— Empagliflozin+BI 690517 placebo

64

-60 T T 1
Baseline 6 10 14
Week
Empagliflozin+Bl 6905173 mg 63 60 56 56
Empagliflozin+BI 69051710 mg 60 57 49 45
Empagliflozin+Bl 690517 20 mg 62 57 56 52
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