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Lower eGFR Is Associated With
Cardiovascular Events and Death

Cardiovascular

Events
36.60

Events (per 100 person-yr)
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=60 45-59 30-44 15-29 <15 =60 45-59 3044 1529 <15
Estimated GFR (mIfmin/1.73 m2) Estimated GFR (ml/fmin/1.73 m2)

No. of Events 25,803 11,5697, 8024, 4081, 842 No. of Events 73,108 34,690 18,580 8,8093, 824

Age-Standardized Rate of Cardiovascular

A large integrated health system including 1,120,295 patients with serum creatinine measured between 1996-2000 and median follow-up of 2.84 years.

Go AS, et al. N Engl J Med. 2004;351:1296-1305.



Cardiovascular disease in patients with or without chronic kidney

disease
WITH WITHOUT

CKD: 2011 No CKD: 2011

CVA/TIA 26.7% CVA/TIA 20.3%

AMI 6.4%

AMI 15.1% CHF 18.5%

House AA Am J Kidney Dis 2018;72:284



Adjusted ratio of all-cause mortality by time period

Study Iy
= 30 days
Transplant vs Dialysis

Adj HR (852 1)

Oniscu 2005
Chniscu 2004
McDomald 2oo02* 1
Rabbat 200"

Tonelli M et.al. American Journal of Transplantation 2011; 11: 2093-2109
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Ojo 1994* 3.20 P <0032 : L

Port 1993 243 P =00 ] L]
=1 year !
Transplant vs Dialysis !
Chniscu 2005 0.28 {020, 0.39)} —_— :
Oniscu 2004 027 (014, 0.52) —_—— '
McDonald 2002* 019 {015, 0.24) —-— !
Babbat 2o00* 0.25 (014, 0.42) —_— H
Ojo 1994* 0.49 P = 0.03 - E
Port 1993 0.36 P = 0,001 - :
Full follow -up ]
Transplant vs Dialysis !
Bayat 201 0 -« 60w 0.23 (013, 0.42) —_— |
Bayat2o1 0 = 60w 0.22 (010, 0.45) —_—— '
Jain 2009 020 {011 0.34) I — :
Sorensen 2007 nDM 040 (0. .30, 0.55) —— :
Sorensan 2007 DM 021 (013, 0.34) — !
Snyder 2006 nD kNP 073 {068, 0.7a) =-
Snydar 2006 DnPaD* 0.57 (0.52, 0.62) - :
Snyder 2006 nDMPaD™ 047 (040, 0.56) ——-— :
Snyder 2oos DEYPAD® 0.36 (031, 0.41) —- i
Marion 2005 ECDE 040 {037 044} - :
Marion 2005* 028 {027 0.30) L :
Abboitt 2004 HCV+domor 076 (0,60, 0.96) —-—:
Abbott 2004 HCWV-donor 047 (044 0.50) - ]
Brunkhorst 2o003* 0.29 {012, 0.70) - |
Glanton 2003 nDbesa® 0.39 (035, 0.43) - H
Glamton 2003 Ohese* 0.39 (0.33, 0.47) —-—— .
1
1
| | | | 1
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Number of People Receiving Renal Replacement Therapy Is
Projected to Double

Region
- World ~30 9
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Liyanage T, et al. Lancet. 2015;385(9981):1975-1982.



KDIGO Heat Map for Stages of
Nephropathy

Persistent albuminuria categories
Description and range

A1 A2 A3
Prognosis of CKD by GFR and Normal to mildly Moderately Severely
albuminuria categories: KDIGO 2012 increased increased increased
<30 mg/g 30-300 mg/g >300 mg/g
<3 mg/mmol 3—-30 mg/mmol >30 mg/mmol

G1 Normal or high =90 _

E
o
~
- G2 Mildly decreased 60—89 -
)
e 2
: -
= S G3a Mildly to 45-59
‘=E' = moderately decreased
(4o 1
- = Moderately to
= % 30 severely decreased Sl
o ‘=
>3
'% 2 G4 Severely decreased 15-29
ra
S G5 Kidney failure <15

KDIGO Diabetes Guidelines-Kidney Int Suppl 2020



The Only Proven Treatment for Renoprotection in T2DM: RENAAL &

IDNT (2001)

Doubling of serum creatinine, ESKD, or death

Risk reduction, 16%, P = 0.02

RENAAL

50

40

30

20

10

Residual Risk

0 12 24

Months of Study

Lewis EJ, et al. N Eng J Med. 2001;345(12):851-860.

Brenner B, et al. N Engl J Med. 2001;345(12):861-869.
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48
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Risk reduction, 20%, P = 0.02
IDNT

'®®® Trbesartan
Amlodipine
Placebo

Residual Risk

O 6 12 18 24 30 36 42 48 54
Months of Study
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Renal Risk in Cohorts Studied With SGLT2 Inhibitors

Median
Mean eGFR UACR
Albuminuria categories (mg/g) (mL/min/1.73 m?) (mg/g)

Al: <30  A2:30-300 A3: >300

+ 45.59 * CREDENCE 927

-- *x [ Il DAPA-CKD 965

- A EMPA-KIDNEY 330
Sustained RRT Events

DECLARE Not reported
CANVAS Program 18

EMPA-REG OUTCOME 11
INCrease CREDENCE 176

MPA-KIDNEY 104
DAPA-CKD = dapagliflozin-chronic kidney disease; (e)GFR = (estimated) glomerular filtration rate;

geo = geometric; RRT = renal replacement therapy; UACR = urine albumin-to-creatinine ratio. X1.31 mg/ mmol-geo mean
McGuire D, et al. JAMA Cardiol. Published online October 7, 2020.
doi:10.1001/jamacardio.2020.4511. Open Access.
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Meta-analysis of SGLT2i trials on the composite of worsening of renal
function, end-stage renal disease, or renal death

Kidney outcomes by ASCVD status

Treatment Placebo
Rate/1000 Rate/1000 Hazard ratio Favors Favors
No./total No. patient-years  No./total No. patient-years (95%Cl) treatment : placebo Weight, %
Patients with ASCVD
EMPA-REG OUTCOME ~ 81/4645 6.3 71/2323 115 0.54 (0.40-0.75) —— 16.67
CANVAS program NA/3756 6.4 NA/2900 10.5 0.59(0.44-0.79) —— 19.23
DECLARE-TIMI 58 65/3474 4.7 118/3500 8.6 0.55(0.41-0.75) —o— 18.06
CREDENCE 69/1113 24.1 102/1107 36.5 0.64(0.47-0.87) H—o— 17.37
VERTIS CV 175/5499 93 108/2747 11.5 0.81(0.64-1.03) I—O—-I 28.66
Fixed-effects model (Q=6.09; df=4; P=.19; 12 =34.4%) 0.64 (0.56-0.72) <>
Patients without ASCVD
CANVAS program NA/2039 41 NA/1447 6.6 0.63(0.39-1.02) ! % I 15.72
DECLARE-TIMI 58 62/5108 3.0 120/5078 5.9 0.51(0.37-0.69) —e— 37.41
CREDENCE 84/1089 29.9 122/1092 443 0.68 (0.51-0.89) —— 46.87
Fixed-effects model (Q=1.86; df=2; P=.40; 1*=0.0%) 0.60(0.50-0.73) <@
0.2 1 2
HR (95% CI)

McGuire D et.al. JAMA Cardiol. 2021;6:148-158



A Hazard Ratio
_Study or Subgroup V. Random, 95% CI

1.1.1 eGER = 90 miimin/1.73m">

CANVAS program -0.821 0.2884 2.0% 0.44[0.25, 0.7T7)

DECLARE-TIMI 8 -0.6931 019686 41% 0.50[0.34, 0.74]

EMPA-REG oulcome -1.5606 04723 08% 0.21 [0.08, 0.53]

VERTIS-CY 01165 0.2645 2.4% 0.89[0.53, 1.49) —
Subtotal (95% CI) 9.2% 0.49[0.31,0.79]

Heterogeneily: Tau®= 014, Chi*=8.108, df= 3 (P = 0.04), F= 63%
Testfor overall effect: Z= 2.99 (P = 0.003)

1.1.2 eGFR 60 to < 90 mi/min/1.73m>

CANVAS program -0544F 0189 44% 0.58 [0.40, 0.84]

CREDENCE -0.2107 0.2261 32% 0.81 [0.52, 1.26] -
DECLARE-TIMI 58 -06162 01531 6.2%  054[0.40,0.73
i i EMPA-REG oulcome -0.4943 02673 2.3% 0.61 [0.36,1.03]
Ma’Y et'al' ACta Dlabetologlca (2023) EMPEROR-reduced -0.6539 03537 1.4% 0.52 [0.26, 1.04]
00:435-445 VERTIS-CV -D.756 02123 35%  047([0.31,0.71)
Sulitotal (95% CI) 21.0% 0.57 [0.48, 0.G8]

Heterogeneity; Tau®= 0.00; Chi#= 3.50, df=5 (P =0.62); F=0%
Test for overall effect; Z= 6.43 (P = 0.00001)

1.1.3 eGFR 30 to < 60 mlimin/1.73m"

. J|m|+m o1y h‘”

CANVAS program 03011 022080 33% 0.74[0.48,1.14)
CREDENCE (eGFR 30-45 ) -0.2485 01254 85% 0.78 [0.61, 1.00]
CREDEMNCE (eGFR 45-60 ) -0.3425 01492 6.5% 0.71 [0.53, 0.95]
DAPA-CKED -0.462 01078 10.6% 0E63[0.51, 078
DECLARE-TIMI 58 -0.5108 0275 22% 0,60 [0.35, 1.03]
EMPA-KIDMEY (eGFR 30-45) -0.2485 01171 9.4% 0.78[0.62, 0.93]
EMPA-KIDMEY (2GFR 45-60) -0.5276 01983 4.0% 0.59[0.40, 0.87]
EMPA-REG oultorme -0.4155 0.24289 28% 0,66 [0.41, 1.06]
EMPEROR-reduced { eGFR 30-45) -1.1087 0.5161 0.7% 0.33[0.12, 0.91]
EMPEROR-reduced ( oGFR 45-60 ) 01278 04421 0.9% 0.88[0.37, 2.09 —
VERTIS-CV -0.1508 0.287 20% 0.86 [0.49, 1.51]
Sultotal (95% CI) 50.9% 0.70[0.63,0.78]

Heterogenaity: Tau®= 0.00; Chi®= 6.64, df= 10 (P= 0.76), F= 0%
Te=tfor overall effect: Z= 6.76 (F < 0.00001)

1.1.4 eGFR< 3m|'l'llil'l.|"|.?3lllz

CREDENCE -0.2744 03148  1.7% 0.76 [0.41, 1.41) —T
CAPA-CKD -0.3425 01892 4.4% 0.71[0.49,1.03] =
EMPA-KIDMNEY -03285 0093 128% 0.72 [0.60, 0.86] -
Subtotal (95% CI) 18.9% 0.72 [0.62, 0.84] L

Heterogeneily. Tau®= 0.00; Chi*=0.03, df= 2 (P = 0.98), F= 0%
Testfor overall effect: Z= 4.06 (P = 0.0001)

Total (95% CI) 100.0% 0.66 [0.61,0.71] )
Hete »Tau*=0.01; ChiF= 2645, df=23 (P=0.28); F=13% I 1 i
Testfor subaroun differences: Chi*= 6.45, df= 3 (P = 0.09). F= 53.5%

e




ESKD, Doubling of Serum Creatinine, or Renal or Cardiovascular
Death (Primary Composite Outcome)

25 -
- 340
o\o participants

- Rate:

:: 20 Hazard ratio, 0.70 (95% CI, 0.59-0.82) 6;.] §4/ 1000 PY
= P = 0.00001 '
q>) 15 - 245
c participants
© Rate:
< 43.21/1000 PY
'§ 10 -
2
g - Placebo
o 5 - —— Canagliflozin
Ig
5 _// 6 12 18 24 30 36 42
[
n 0 | | |

0 26 52 78 104 130 156 182
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;380:2295-306.



End-stage Kidney Disease (ESKD)

25 -
= 20 1 Hazard ratio, 0.68 (95% CI, 0.54-0.86) — Placebo
g P = 0.0015 —— Canagliflozin
()
5 15 -
- 165 participants
:lé e Rate:

Y
a< 10 - 29.44/1000 PY
g 116 participants
a Rate:
- 5 20.37/1000 PY
t
©
o
,
0 ey 6 == 12 18 24 30 36 42

0 26 52 78 104 130 156 182
Months since randomization

No. at Risk
Placebo 2199 2182 2141 2063 1752 1152 641 178
Canagliflozin 2202 2182 2146 2091 1798 1217 654 199

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



Primary Outcome by Screening eGFR and Albuminuria

Hazard ratio Interaction
(95% CI) P value

Screening eGFR 0.11

30 to <45 mL/min/1.73 m2 —— 0.75 (0.59-0.95)

45 to <60 mL/min/1.73 m?2 —— 0.52 (0.38-0.72)

60 to <90 mL/min/1.73 m?2 —e—— 0.82 (0.60-1.12)
Baseline UACR 0.49

<1000 mg/g —— 0.76 (0.55-1.04)

>1000 mg/g —o— | 0.67 (0.55-0.81)

Perkovic V, et.al. N Engl J Med 2019;380:2295-306.
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| | |
O.%S 0.5 1.0 2.0 4>.O
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DAPA-CKD-Primary outcome: Sustained 250% eGFR decline, ESKD,
renal or CV death

*1 Hazard ratio, 0.61 (95% Cl, 0.51-0.72)
*21 p=0.000000028 19 Events
20 1 _ Y
4299 (99.9%) vital | NNT=19
status known: & Placebo
g 16-
c
4289 (99.7%) s
completed study 72, 127 197 Events
Z 10
33%had 2 8
nondiabetic kidney) 3 ¢.
disease 4 Dapagliflozin
2-
0d=—""" , , , , , , ,
0 4 8 12 16 20 24 28 32
Months since Randomization
No. at Risk
Dapagliflozin 2152 2001 1955 1898 1841 1701 1288 831 309
Placebo 2152 1993 1936 1858 1791 1664 1232 774 270

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



Secondary outcome: DAPA CKD
Sustained 250% eGFR decline, ESKD, renal death

201 Hazard ratio, 0.56 (95% Cl, 0.45-0.68)
181 p=0.000000018

16 1

243 Events

14 1 Placebo
12 -

104 142 Events

Cumulative Incidence (%)

Dapaglifiozin

0 4 8 12 16 20 24 28 32
Months since Randomization
No. at Risk

Dapagliflozin 2152 2001 1955 1898 1841 1701 1288 831 309
Placebo 2152 1993 1936 1858 1791 1664 1232 774 270

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



Primary outcome — pre-specified subgroup analysis

Dapagliflozin Placebo Hazard Ratio p-value
events events (95% ClI) interaction
All patients 197 312 —— 0.61 (0.51, 0.72)
With type 2 diabetes 152 229 —te = 0.64 (0.52, 0.79)
Without type 2 diabetes 45 83 : — 0.50 (0.35, 0.72) 0.24
UACR <1000 mg/g 44 84 = — = 0.54 (0.37, 0.77)
UACR >1000 mg/g 153 228 : — 0.62 (0.50, 0.76) 0.52
eGFR <45 mL/min/1.73m? 152 217 — e : 0.63 (0.51, 0.78)
eGFR 245 mL/min/1.73m? 45 95 : o : 0.49 (0.34, 0.69) 0.22
0.3 0.6 1.0 1.4
Hazard Ratio (95% CI)
< >

Favours dapagliflozin Favours placebo

Heerspink HJL. et.al. Presented at ESC 2020.



Secondary outcome:
CV death or heart failure hospitalization

101 Hazard ratio, 0.71 (95% CI, 0.55-0.92)
p=0.0089
8.
z Placebo 138 Events
Q
(&)
g 61 100 Events
£
2
g 4
=
£
3 e
o) Dapagliflozin
04 . ; . . . . . .
0 4 8 12 16 20 24 28 32
Months since Randomization
No. at Risk
Dapagliflozin 2152 2035 2021 2003 1975 1895 1502 1003 384
Placebo 2152 2023 1989 1957 1927 1853 1451 976 360

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



T0 AVOID
THERAPEUTIC

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) R

(3-6 MONTHS)

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

+ASCVDt +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: [ Set individualized weight masagesnent goals ]
individuals with established with two or more additional of HF with [30 mg/g]). These measurements Metformin OR Agent(s) including 9 g
CVD (e.g., M, stroke, any risk factors (including obesity, documented may vary over time; thus, a repeat .

A 2 5 8 . COMBINATION therapy that provide . . i .
revascularization procedure). hypertension, smoking, HFrEF or HFpEF measure is required to document CKD. adequate EFFICACY to achieve General lifestyle advice: Intensive evidence-
Variably included: conditions dyslipidemia, or albuminuria) G A medical nutrition based structured

such as transient ischemic S B therapy/eating patterns/ weight management
attack, unstable angina, Consider avoidance of hypoglycemia a physical activity program
amputation, symptomatic priority in high-risk individuals
o asynrltpton:’a.tic SOMNY i Consider medication Consider metabolic
artery disease. ;
o SGLT2is PREFERABLY In general, higher efficacy approaches for weight loss | surgery
- ' T . . have greater likelihood of achieving 5 5
with proven SGLT2i® with primary evidence of L . L ) X N
HE benefit reducing CKD progression glycemic goals When choosing glucose-lowering therapies:
+ASCVD/Indicators of High Risk in this Use SGLTZi in people with an eGFR Efficacy for glucose lowering Consider regimen with high-to-very-high dual
population 220 mL/min per 1.73 m? once initiated Very High: § glucose and weight efficacy |
GLP-1 RA¥ with proven SGLT2i¢ with proven should be continued until initiation Dulaglutide (high dose), I
CVD benefit CVD benefit - = of dialysis orct';!ansplantatlnn Semagluth. T"zepat.de
____________ Insulin Efficacy for weight loss
GLP-1 RA with proven CVD benefit if S o o
SGLT2i not tolerai:ed or contraindicated Lamitination Orat, tomblaation Ve_ry ngh. .
If A1C above target L = Injectable (GLP-1 RA/Insulin) Semaglutide, Tirzepatide
High: High:
If A1C above target, for patients on GLP-1 Rsl(\; I(.'Il";t lsiStl!f!d aTOVE)' ?ze;formm. Dulaglutide, Liraglutide
; : : T SGLT2i, consider incorporating a I, oulionylurea, Intermediate:
* For Patlg‘l;[t]sbon affitLP-1.RA. consider adding SGLT2i with GUP-1RA or vice verss Intermediate: GLP-1 RA (not listed above), SGLT2i
. g%\:\en enefit or vice versa DPP-4i Neutral:
l DPP-4i, Metformin
[ If additional cardiorenal risk reduction or glycemic lowering needed If A1C above target ]
* In people with HF, CKD, established CVD or multiple risk factors for CVD, the decision to use a GLP-1 RA or SGLT2i with proven benefit should be independent of background use of metformin; A strong Identify barriers to goals:

recommendation is warranted for people with CVD and a weaker recommendation for those with indicators of high CV risk. Moreover, a higher absolute risk reduction and thus lower numbers needed to treat
are seen at higher levels of baseline risk and should be factored into the shared decision-making process. See text for details; A Low-dose TZD may be better tolerated and similarly effective; § For SGLT2i, CV/
renal outcomes trials demonstrate their efficacy in reducing the risk of composite MACE, CV death, all-cause mortality, MI, HHF, and renal outcomes in individuals with T2D with established/high risk of CVD;

# For GLP-1 RA, CVOTs demonstrate their efficacy in reducing composite MACE, CV death, all-cause mortality, MI, stroke, and renal endpoints in individuals with T2D with established/high risk of CVD.

» Consider DSMES referral to support self-efficacy in achievement of goals
= Consider technology (e.g., diagnostic CGM) to identify therapeutic gaps and tailor therapy
« Identify and address SDOH that impact achievement of goals
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FIDELIO-DKD RATIONALE
High Residual Risk Of CKD Progression With Current Therapies

CREDENCE?
Cardiorenal composite endpoint*

Hemodynamic?'? — 25 -

(ele%//ated blood e\c'/ 25 HR=0.70 (95% Cl 059—082), p:OOOOO:I.

pressure and/or = 20 )

intraglomerular S Placebo + ACEI/ARB

pressure) D Canagliflozin + ACEi/ARB

e 151

Metabolict? 2

(poor glycemic Ieb) i . .
control) = S Residual risk

: O 0- | | | | | | !

Months since randomization

1. Alicic RZ, et al. Clin J Am Soc Nephrol 2017;12:2032; 2. Mora-Fernandez C, et al. J Physiol 2014;18:3997;
3. Perkovic V, et al. N Engl J Med 2019;380:2295




MR overactivation is a major driver of kidney
damage

Mineralocorticoid receptors
regulate gene expression through co-factor recruitment’

-—_

In renal disease, multiple factors overactivate the MR
including aldosterone, Rac1, cortisol and others23

-—_

Overactivation of the MR signalling pathway drives inflammation and fibrosis
via pro-inflammatory cytokines and fibrotic proteins,
e.g. TNF-a, IL-1b and IL-6"2

MR overactivation results in deleterious effects on the heart and kidney, promoting
cardiac remodelling and progression of both renal and cardiovascular disease?

MR, mineralocorticoid receptor; IL-1b, interleukin-1b; IL-6, interleukin-6; TNF-a, tumour necrosis factor alpha; Rac1, Ras-related C3 botulinum toxin substrate 1

1. Ong GS & Young MJ. J Mol Endocrinol 2017;58:33-57; 2. Bauersachs J, et al. Hypertension 2015;65:257-263; 3. Bertocchio JP, et al. Kidney Int 2011;79:1051-1060



Summary of the pathological mechanisms elicited by MR activation. MR activation by
aldosterone (A) or glucocorticoids (G) induces the expression of several genes

/

11B3-HSD2 (where available)

/ A T MR -
&

/ | Target genes |
~—

|}
L}
-
1
\
A .
. ~
- ~
- ~
- 27 ] b 2o
- > A -
—" I’ '
a—' - L}
-
-

v s
1 Fibroblast proliferation

EN
1 Adhesion molecules and T NADPH oxidase 1 Endothelium receptors
! Fibrotic mediators inflammatory cytokines subunit expression 1 Endothelin-1
TGF-B VCAM T NADPH oxidase | eNOS activation
CTGF ICAM-1 activity 1 Calcium current
PAI-1 IL-6 1 Calcification
Collagen |, II, IV IFN-y
Galectin-3 TNF-a
NGAL NK-xB
Cardiotrophin-1

T ROS

Oxidative stress Hemodynamic and
(cell injury, death) | > | contractility changes

Arrythmia
T M1 macrophage 1 Th17 DNA damage
|l Treg

@—S_OH
Barrera-Chimel et.al. Annu. Rev. Physiol. 2022. 84:14.1-14.26

Protein modification

| ECM accumulation, fibrosis I < ———— I Inflammation I

Calcification/constriction/stiffness



Macrophage

LI

signalling

UN)
Fos\

@ ®

MR activation

Aldosterone
) and/or cortisol
N

)

.
Q0
T Production of
pro-inflammatory | @
cytokines
e * Excessive inflammation
' and tissue injury
; * Impaired healing
; |
i * DAMP release
Sessmmeeee. * ROS production
* NLRP3 inflammasome activation

TT cell activation
TT,17 cell polarization
lT cell numbers

Barrera-Chimal J, Lima-Posada |, Bakris GL, Jaisser F. Nat Rev Nephrol 2021.
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.omponents of pathophysiological MR

veractivation that are counteracted by
inerenone in different organs and cell

types, including relevant biomarkers
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TWO DIFFERENT CLASSES OF AGENTS THAT INHIBIT THEMR

Steroidal MRAs
(Aldosterone Antagonists)

(o]

o oj\

Spironolactone Eplerenone

N
a Y Nonsteroidal MRAs
Q. %j e F
\ o]
L UNJ /lku o
(o]

jep .
NH ~Ssy &

o]

KBP-5074 AZD9977 Apararenone Esaxerenone Finerenone
(Phase I1) (Phase ll) MT-3995 (CS-3150 BAY 94-8862
(Phase Il) (launched in Japan) (launched in the U.S.)

Kintscher U, Bakris GL, and Kolkhof P.Br J Pharmacol 2022;179:3220-3234



Comparison of MRA inhibitors: Steroidal and Non-steriodal

Steroidal MRASs Finerenone
- N - s 2
f /
' ¢ ) n’

Spironolactone | Eplerenone | Finerenone

Structural properties Flat (steroidal) Flat (steroidal) Bulky (nonsteroidal)
Potency to MR P + ——
Selectivity to MR + ++ +44+

CNS penetration + + -

Sexual side effects ++ (+) -

Half-life > 20 hours 4-6 hours 2-3 hours
Active metabolites - - -

Effect on BP +++ - +

Kintscher U, Bakris GL, and Kolkhof P.Br J Pharmacol 2022;179:3220-3234
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The Finerenone

Program

FIDELIO-DKD
FIGARO-DKD
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FIDELITY: FIGARO-DKD and FIDELIO-DKD investigated the effects of
finerenone on kidney and CV outcomes in over 13,000 patients with CKD and T2D12

Run-in Screening
period period
4-16 weeks
L Maximum tolerated dose of ACEi/ARB

Composite endpoint: Composite endpoint:

2 "% Time to CV death, non-fatal Time to kidney failure,*
prima m MI, non-fatal stroke, or sustained 240% eGFR
endpo hospitalisation for HF decline, or renal death

e

Finerenone 10 mg od or 20 mg od*

1437
@9] FIDELIO-DKD?
5734

/®©\ FIDELITY3
@’j FIDELIO-DKD? \Q9D/| Pooled analysis
Key outcomes

CV composite:

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

Initial dosing of study drug based on eGFR at screening; during the
study, dosing was guided by serum [K*] levels and eGFR changes

Patients
randomised

57% kidney composite:
Same as primary endpoint Time to kidney failure,*
in FIGARO-DKD c\ f’ sustained 257% eGFR
decline, or renal death

Same as primary endpoint
FeEnEe \f in FIDELIO-DKD

Ruilope LM, et al. Am J Nephrol 2019;50:345-356; Bakris GL, et al. Am J Nephrol 2019;50:333-344,; Agarwal R,
Filipattos G, et.al....and Bakris GL, Eur Heart J 2022,43:474-484



Patients were randomized from 48 countries worldwide

Europe (N=2358; 41.6%)

Austria (62) Netherlands (72)
Bulgaria (225) Norway (26)
Belgium (54) Poland (112)

. Czech Republic (99) Portugal (130)
NNOIQZQT_gréCO/a Denmark (111) Romania (59)
(N=944; 16.6%) Finland (62) Russia (263)
Canada (107) France (64) Slovakia (7)
Puerto Rico (13) Germany (88) Spain (260)
United States (824) Greece (48) Sweden (34)

. Hungary (140) Switzerland (10)
_ \ ‘e Ireland (5) Turkey (72)
Asia \ ltaly (206) United Kingdom (67)
(N=1579, 27.8%) Lithuania (9) Ukraine (73)
Latin America China (372)
(N=593; 10.5%) o *(<2°5”29) (61) Oceania
Arge_ntlna(84) Japan (415) (N:]_O]_, 1_7%)
Brazil (176) : ‘ South Korea (138) Australia (63)
Chile (31) Africa Malaysia (77) } New Zealand (38)
Colombia (182) (N=99, 1.7%) Philippines (77) y
Mexico (120) South Africa (99) Taiwan (111)

Thailand (36)
Vietnam (56)

5734 patients randomized — 5674 patients in FAS — 99.7% completed the study

Bakris GL et.al. Am J Nephrol 2019 ;50:333-344



FIDELITY pooled analysis: Effect of finerenone on the 257%

eGFR kidney composite outcome

Time to kidney failure,* sustained 257% decrease in eGFR from baseline, or renal death#

2> HR=0.77; 95% CI 0.67-0.88
= _
S 20 p=0.0002
(]
o NNT after 3 years = 60
S 157 (95% ClI 38-142)
f= Placebo: 465/6507 (7.1%)*
S 104
©
= 5 -
§ Finerenone: 360/6519 (5.5%)#*
O | | | | | | | |
0 6 12 18 24 30 36 42 48
No. at risk Time to first event (months)
Finerenone 6519 6291 6107 5848 5027 3973 2815 2024 959
Placebo 6507 6292 6071 5815 4949 3932 2798 1988 962

Agarwal R, Filipattos G, et.al....and Bakris GL, Eur Heart J 2022 ;43:474-484



FIDELITY pooled analysis: Effects of finerenone on the
components of the 257% eGFR kidney composite outcome

Outcome Finerenone Placebo HR (95% CI)
(n=6519) (n=6507)

n (%) n per n (%) n per
100 PY 100 PY

257" eGFR kidney 360 (55) 196 465(7.1) 255 —— 0.77 (0.67-0.88) 0.0002
Kidney failure* 254 (3.9) 1.38 297 (4.6) 1.62 — 0.84 (0.71-0.99) 0.039
End-stage kidney disease 151 (2.3) 0.76 188 (2.9) 0.96 —Q— 0.80 (0.64-0.99) 0.040%
Sgitsi?f‘ige;ﬁ/erﬁfﬂf‘??) _, 195(30) 106 237(36) 1.29 —o— 0.81 (0.67-0.98) 0.026%
Sustained®257% decrease N o57 (39) 140 361 (55) 4.03 o 0.70 (0.60—0.83) <0.0001
Renal death 2(<0.1) 001 4(<0.1) o0.02 , ,0.53 (0.10-2.91) 0.459

o

*Kidney failure defined as either ESKD (initiation of chronic dialysis for 290 days or kidney transplant) or sustained < >
decrease in eGFR <15 ml/min/1.73 mZ; #confirmed by two eGFR measurements 24 weeks apart; fAnalyses for Favours finerenone Favours placebo
p-values not prespecified

Cl, confidence interval; eGFR, estimated glomerular filtration rate; ESKD, end-stage kidney disease;

HR, hazard ratio; PY, patient-years. Agarwal R, Filipattos G, et.al....and Bakris GL, Eur Heart J 2022 ;43:474-484




Composite kidney outcome, including a >57% eGFR decrease
component by baseline UACR and eGFR categories.

Finersfone Placebo  categorical variable HR (95% C1)  Pinteraction IR per 100 PY (95% Cl) B T satit
Gverall 360/6519 4656507 0.77 (0.67-0.88) ‘ e
3 3
Haseling 8GFR i -
(mlfmin per 1.73 m?) 0.6244 o
1.14 (0.91-1.38) by T
260 90/2603  130/2592 —{l— 0.70 (0.53-0.92) 166 1 38195, By
.m E
45-<60 621717  8TMTIT —l— 0.72 (0.52-1.00) e a5 i
i3
L45 b
25-<45 18812117 2252115 0.83 (0.68-1.01) 414 (3674 69 ki
. y 4
Baseline UACR o e
{mgg) 0.B8T3 %
30-<300  38/2076  40/2023 —ll—— 0.94 (0.60-1.47) gﬁgg Egﬁjﬁ:ﬁg% ﬂ:-:u:g
2300 3214321 42414371 Wl 0.75 (0.65-0.87) Sy g
- 2000
2500
025 050 100 200 0 01 2 3 4 5
i3

- 3
Favors finerenone  Favors placebo W Finerencne M Placebo

Bakris GL et.al. Kidney Int 2022



FIDELITY pooled analysis: Finerenone significantly reduced the

risk of the CV composite outcome by 14%

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

. 25 1
S
@ 20‘
(&)
c
[}
S 154
o
=
¢ 10-
ks
g 5-
o
@)
0 -
No. at risk#

HR=0.86; 95% CI 0.78-0.95
p=0.0018

NNT after 3 years = 46
(95% CI 29-109)

Placebo: 939/6507 (14.4%)%

Finerenone: 825/6519 (12.7)*

6 12 18 24 30 36 42 48
Time to first event (months)

Finerenone 6519 6360 6202 6009 5273 4207 3065 2187 1087
Placebo 6507 6330 6125 5938 5184 4147 2969 2135 1082

Agarwal R, Filipattos G, et.al....and Bakris GL, Eur Heart J 2022 ;43:474-484



FIDELITY pooled analysis: Finerenone had consistent
effects on CV death and hospitalisation for HF

Outcome Finerenone Placebo Hazard ratio (95% CI)
(n=6519) (n=6507)
n (%) n per n (%) n per
100 100 PY
PY
Composite CV outcome* 825 (12.7) 4.34 939(14.4) 5.01 —— 0.86 (0.76-0.95) 0.0018
CV death 322(49) 161 364(56) 184 —— 0.88 (0.76-1.02) 0.0922
Non-fatal Ml 173 (2.7) 0.88 189 (2.9) 0.97 '—0—' 0.91 (0.74-1.12) 0.3601
Non-fatal stroke 198 (3.0) 1.01 198(3.0) 1.02 '—0—' 0.99 (0.82-1.21) 0.9460
Hospitalisation for HF 256 (3.9) 131 325(5.00 1.68 —— 0.78 (0.66—-0.92) 0.0030
0.5 1 2
< »

*Composite of time to first onset of CV death, non-fatal Ml, non-fatal stroke, or hospitalisation for HF

Cl, confidence interval; CV, cardiovascular; HF, heart failure; HR, hazard ratio; MIl, myocardial infarction

Agarwal R, Filipattos G, et.al....and Bakris GL, Eur Heart J 2022 ;43:474-484

Favours finerenone

Favours placebo



Fineranocne

A 20 4 B

HR: 0.78 (95% CI: 0.66-0.92)
P = 0.003

-
42
1

Time to first hospitalization for heart failure

S

Cumulative Incidence (%)
(=]

\

0 8 12 18 24 30 36 4z 48
Time 1o First Event (Months)
Number of Patients a8 Rizsk

B213 G168 5450 4379 3203 22909
2,271

1.143
1,144

Finerenone &.51% &431

Flacebo 6507 6,594 6248 6103 5379 4,342 3,138

C D

§

1 HR: .72 {95% CI: 0.64-0.96)
F=0.021

=
o

| Time to recurrent HHF

Cumulative Incidence Based
on Mean Cumulative Function
=) =]
a =

0 & 12 18 z4 30 36 az 48
Time to Event (Months)
Number of Patients at Risk

Fimerenone 6,519 6464 62385 G280 &5673 4507 3312 2,385
Flacebo 6,307 @444 62351 6220 55042 4485 3209 2,564

1,182
1,184

Finerenone 6519 6431
Flacabo 6507 6,394

Finerenone 6519 G 464
Flacebo 6507 6 444

Placeba

8

1 HR: 0.83 {(85% Cl: 0.73-0.83)
F=0.002

{Composite time to CV death and
first HHF

=
42}

Cumulative Incidence (%)
in =

o & 12 18 24 30 35 4z 48
Time to First Event {Months)
Number of Patients al Risk

6,213 8167 5448 4378 32,202 27299
6,245 6,102 5378 4,342 3,138 2271

1,143
1,144

0207 HR: 0.82 {95% CI: 0.72-0.95)

F = 0.005

{Composite time to CV death
or recurrent HHF -

e

k=
=
an

" -"'P.J-

Cumulative Incidence Based
on Mean Cumulative Function
= [=]
8§ 3

Q 6 12 18 24 30 6 az a8
Time to Event (Months)
Number of Patients at Risk

G285 &,280
6301 6240

1.182
1,184

5573 45807 3212 2. 3856
0242 44835 3259 2564

Finerenone and Heart Failure Outcomes: FIDELITY ANALYSIS

Filippatos G et.al. J Am Coll Cardiol HF 2022:10:860-870



Risk of all-cause mortality and CV mortality (primary
intention-to-treat analysis and on-treatment analysis)

Finerenone (n=6519) Placebo (n=6507)

Endpoint Hazard ratio (95% CI) P-value
n{%) nM00PY n(%} nHAO0PY

Primary analysis ,
I
All-cause mortality 552(85 276 614(94) 310 r—O—: 0.89 (0.79-1.00) 0.051
CV mortality 322(49) 161 364(56) 1.84 —— 0.88 (0.76-1.02) 0.092

On-treatment analysis®

All-cause mortality 280(43) 162 344(53) 198 0.82 (0.70-0.96) 0.014

CV mortality 189 (2.9) 1.09  233(3.6) 1.34 ' . 0.62(0.67-0.99) 0.040

*
0.50 0.75 1.00 125

4 >
Favors finerenone Favors placebo

Filippatos G et.al. Eur Heart J 2023; 9:183-191



FIGURE 1 Time to New-Onset of AFF in Patients Without a History of AFF
Finerenone = 82/2,593 (3.2%:; incidence: 1.20 per 100 PY; 95% Cl: 0.96-1 .48)
Placebo = 117/2,620 (4.5%:; incidence: 1.72 per 100 PY; 95% CI: 1.42-2.04)
HR: 0.71 (95% Cl: 0.53-0.94); p = 0.0164
> 0.10 -
5 Placebo
5 0.08 - (n = 2,620)
a 1~
I——J
o 0.06 - g
@ T
s (- 4
2 0.04 e
@ pee Finerenone
E 0.02 . (n=2,593)
— S
E
S o- . .
0 6 12 18 24 30 36 42 48
Time to First Event (Months)
Number of patients at risk
— Finerenone 2,593 2,563 2,524 2,459 1,939 1.444 961 539 109
--- Placebo 2,620 2,580 2,532 2,463 1,914 1,446 945 552 112

Filippatos G et.al. JACC 2021,78:142-152



CONCLUSION

Results

Endpoint CV

‘4 W 086(078-095) 00018  14% Sl 77 (067088 00002
(W composite

composite

HR(95%Cl)  p-value  Risk| (”\ HR(95%Cl)  p-value  Risk,

h HHF 078(066-092) 00030  22% %‘ )P 080 (064-099) 0040  20%

Few hyperkalemia-related
discontinuations occurred

® (n=110) —ee@ 0.6 6
@® =38 —e 0.22

. ... ————

PPN - o6 -.-..’
Discontinuation rate

(IR/100 PY)

Agarwal R, Filippatos G, Pitt B, et.al.... Bakris GL Eur Heart J 2022 ;43:474-464



BLSBP 146 (7) 146 (7) 143 (7) 145 (7.0 Comparison of Spiro to

3 2 Finerenone Placebo . patiomer "+ placebo Finerenone in a Subset of TRH
E o i patients with comparable eGFRs
4 2 :
@ i
E 4 !
S i
e 0] |
m I
wn -8 A !
£ |
Q =10 1 I
[=7] 1
E ~141 LS mean between-group difference: i LS mean between-group difference:
g 16 -5.74 (95% C1 -7.99 to —3.49), P < .0001 | ~1.0 (95% Cl—4.4 to 2.4), P= 058
@ FIDELITY-TRH (~17 weeks) i AMBER (12 weeks)
eGFR- 37 (8) 36 (7) 35 (7) 36 (8)
e i Spironolactone Spironolactone
Finerenone Placebo ! + patiromer + placebo
80 - (n = 316) (n=308) (n = 147). (n = 148)
~ i 64.2%
S |
2 l
5 I
8 |
[} I
a |
Agarwal R, Pitt B, Palmer B et.al.. and BakrisGL |

Clinical Kidney Journal, 2023;16:293-302

FIDELITY-TRH (~17 weeks) AMBER (12 weeks)
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Preclinical data show that combination therapy with

finerenone and an SGLT-2i has benefits over monotherapy*

Cardiac fibrosis* Survival?*
2.5 1 100 ~
2.0 A s 07
f_>0 80
(] = -
T 15 - =
oo 7
e s 70 -
= [ =
§ 10 S
6 60 -
§. ® Finerenone 3 mg/kg
0.5 + o ® Empagliflozin 3 mg/kg
50 1 @ Empagliflozin 10 mg/kg
40 3 @ Pplacebo
0 - 0 T T T T 1
Control  Placebo 10 3 0 10 20 30 40 50
Empagliflozin Finerenone Time (days)

Kolkhof P et al. Am J Nephrol. 2021; 52(8):642-652



Analysis of kidney and CV composite outcomes in those receiving an SGLT2i at
baseline and receiving an SGLT2i at any time during the on-treatment period

Finerenone Placebo Finerenone Placebo
N (%) n per 100 PY HR (95% C1) Pinaraction
Analysis for outcomes in patients receiving/not receiving an SGLT2i at baseline
Cardiovascular composite :
SGLTZ2i at baseline 39/438 (8.9) 52/439 (11.8) 295 4.08 I—I—E-l 0.67 (0 42—1.07)" 046t
Mo SGLTZ2i at baseline TB6/6.,081 (12.9) BBT/6,068 (14.6) 4.44 5.08 I-Ii 0.87 (0.79-0.96)"
Kidney composite i
SGLTZi at baseline 9/438 (2.1) 17/439 (3.9) Q.70 1.37 t - E 0.42 (0.16—1.08)" o2gt
MNo SGLTZi at baseline 351/6.081 (5.8) 448/6.,068 (7.4) 2.06 2.64 HEH i 0.80 (0.69-0.92)"
Hospitalization for heart failure H
SGLT2 at baseline 10/438 (2.3) 22/439 (5.0) 0.74 1.68 - i 044 (019-0.99)" 0.18t
Mo SGLTZi at baseline 246/6,081 (4.0) 303/6,068 (5.0) 1.35 1.68 l—-ii 0.80 (068—0.95)"
All-cause death E
SGLTZ2i at baseline 20/438 (4.6) 30/439 (6.8) 1.46 223 I—-—i-i 0.58 (0.30—1.10)" 024t
MNo SGLTZ2i at baseline 532/6.,081 (8.7) 584/6,068 (9.6) 2.86 3.16 r-:i 0.90 (0.80—1.02)"
On-treatment period — Time-varying analyses for cutcomes in patients receiving/not receiving an SGLT2i at any time* i
n n per 100 PY :
Cardiovascular composite i
SGLTZ use 41 58 2.40 3.20 l—-—i—| 077 (0.51—1.15)5 Q77
No SGLTZ2i use 579 TOO 3.83 4.69 I--Ii 0.82 (0.73—091)s
Kidney composite i
SGLTZi use 11 13 0.63 0.70 -: 0.92 (0.41—2.08)5 0.505
No SGLTZ2i use 213 312 1.40 2.06 - ! 0.69 (0.58-0.83)5
Hospitalization for heart failure .
SGLTZ use 4 23 0.23 1.24 b = i 0.18 (0.06—0.53)% 0.0158
No SGLT2i use 175 248 1.14 1.62 i i 0.71 (0.58—0.86)%
All-cause death i
SGLTZi use 14 15 0.79 0.80 l—-:—i 0.98 (0.47—2.03)5 0648
Mo SGLTZ2i use 266 329 1.71 212 '_-_'E 0.82 (0.70096)5
ﬂ.{I]S 0.1I25 O.IS 1 .{I]{] 2.{I]{] 4.tI]G

il

Rossing P, Anker S et.al... and Agarwal R Diabetes Care 2022,45:2991-2998 Favors finerenone Favors placebo




Change in UACR over
time in patients
receiving or not

receiving an SGLT2i at

baseline

With SGLT2i at baseline:

—#—Placebo —%— Finerenone

Without SGLT2i at baseline: —-®-Placebo -—-B--Finerenone
£ +50 -
@
£
2 |
7] _
g
0 3 - — n
E o L
@
=
il - -
© [
o e
o =50 A
o
E Median (IQR) at baseline, mg/g:
L= With SGLT2i at baseline Without SGLT2i at baseline
o Finerenone: 446 (185-959) Finerenone: 520 (198—1,146)
Placebo: 448 (185-933) Placebo: 521 (200-1,180)
_1 UD 1 | | 1

0 4 8 12

16 20 24 28 32

36 40

Months since randomization

MNo. of patients
With SGLT2i at baseline
Finerenone 424 413

Placebo 417 404

Without SGLT2i at baseline
Finerenone 5,849 5,575

Placebo 5,822 5,569

Rossing P, Anker S et.al... and Agarwal R Diabetes Care 2022;45:2991-2998

336
336

4,531
4,493

191
178

2,554
2,528

44

48

61

835
811



Multivariate analysis-time to any serum [K+] >5.5 mmol/L;
FIDELIO trial

1.03 (0.67-1.59)
1.09 (0.94-1.25)
Ref
0.81 (0.65-0.99)
0.85 (0.74-0.97)
0.44 (0.35-0.55)
Ref
1.53 (1.29-1.82)
2.78 (2.25-3.44)
4.18 (3.45-5.05)
2.04 (1.35-3.07)
1.51 (1.19-1.91)

1.02 (0.80-1.32)
Ref

Log2 of UACR 1.12 (1.06-1.17)

Diuretic use 0.76 (0.66—0.87)

SGLT-2i use 0.45 (0.27-0.75)

Label-recommended 096 (0.82-1.12)
dose of ACEi or ARB 0.97 (0.83-1.15)

Ref
1.18 (1.04-1.35)
2.13 (1.86-2.45)

Agarwal R, Joseph A, et. al.,...and Bakris GL J Am Soc Nephrol. 2022;33(1):225-37.



Composite Ranking for Relative Risks by glomerular filtration rate (GFR) and
Albuminuria (Kidney Disease: Improving Global Outcomes (KDIGO) 2009

Albuminuria stages,

Composite ranking for description and range (mg/g)
relative risks by GFR A A2 | A3
and albuminuria Optimal and High Very high and
(KDIGO 2009) high-normal nephrotic
30-299
G1 High and =105
optimal 90—-104
75 —89
SUELE G2 Mild
stages, 60 —74
descrip-
tion and Mild-
range 594 moderate | 4°>°
(mI/min = ]
S G3b Moderate 30 —44
AL severe
1.73 M)
G4 Severe 1S5S-29
Kidney
R failure i

Levey AS et.al. Eur Heart J. 2020; 41: 4592-4598.



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7774468/

ADA/KDIGO: HOLISTIC APPROACH

Lifestyle
Healthy diet Physical activity Smoking cessation
SGLT2i Metformin RAS inhibitor at maximum
First-line (Initiate if eGFR =20; (if eGFR =30) tolerated dose (if HTN¥)
drug therapy continue until dialysis @ ’
or transplant) fi 2 =

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

Additional
risk-based
therapy

&d

X
\

|

GLP-1 RA if needed to Nonsteroidal MRAT if

Dihydropyridine CCB
achieve individualized ACR =30 mg/g and and/or diuretic* if
glycemic target normal potassium needed to achieve

individualized
BP target

@

Steroidal MRA if
needed for resistant
hypertension
if eGFR =45

ol “ M= Callh -

Other glucose-lowering
drugs if needed to
achieve individualized
glycemic target

Weight m;ﬁagement

Regular
risk factor
reassessment
(every 3-6
months)

Moderate- or
high-intensity statin

(@

l l

Antiplatelet Ezetimibe, PCSK9i,
agent for or icosapent ethyl if
clinical ASCVD indicated based on
% ASCVD risk and lipids
‘@
; T2D only ‘
| [ All patients
Jl (TiDand T2D)

i,

de Boer IH.... and Bakris GL. Diabetes Care 2022. https://doi.org/10.2337/dci22-0027
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Meta-analysis of GLP1-RA and SGLT2i trials on hospitalization for
heart failure (HHF) stratified by drug class

Treatment Placebo
Trials Patients Events Events Events Weights HR [95% ClI]
per 100 ptyrs per 100 ptyrs

GLP1-RA

ELIXA 6068 249 18 19 18.7 I—-—| 0.96 [0.75, 1.23]
LEADER 9340 466 12 14 364 e 0.87 [0.73, 1.08]
SUSTAIN-6 3207 13 18 186 8.8 b - i 111 [0.77, 1.81)
EXSCEL 14752 450 0.9 1.0 35.0 l—-—-—+ 0.84[0.78, 1.13]
Fixed Effects for HHF (P-value=0.20) --r- 0.93 [0.83, 1.04]
SGLT2i

EMPA-REG QUTCOME 7020 221 09 14 24.0 - 0.65 [0.50, 0.85]
CANVAS Program 10142 243 06 09 258 : - i 0.67 [0.52, 0.87]
DECLARE-TIMI 58 17160 498 06 0.8 50.4 —_ 0.73[0.61, 0.88]
Fixed Effects for HHF [P-value<0.001) e 0.69 [0.61, 0.79]

| | 1 1
0.50 1.00 1.50 2.00
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Zelniker T et.al. Circulation. 2019;139:2022-2031



Cardiorenal outcomes by baseline blood pressure (BP) category, adjusted for baseline variables related to
cardiorenal risk, in the LEADER (A) and SUSTAIN 6 trials (B).

(A N with event (%) (P-interaction
Liraglutide Placebo HR (95°% CI) P-interaction Gail-Simon)
Primary MACE! '
LEADER overall” 608 (13.0) 694 (14.9) [y 0.87 (0.78—-0.97)
BP normal 98 (14.2) 100 (14.2) —— 1.00 (0.75—1.32)
BP elevated 80 (12.1) 64 (9.9) Ho— 1.21 (0.87-1.68) 0.06 0.39
BP stage 1 hypertension 156 (11.2) 208 (14.8) o} 0.73 (0.60—0.90)
BP stage 2 hypertension 274 (14.3) 322 (16.9) o 0.84 (0.72—0.99
Nephropathy* ,
LEADER overall” 268 (5.7) 337 (7.2) l-o-li 0.78 (0.67—0.92)
BP normal 26 (3.8) 31 (4.4) —o— 0.81 (0.48—1.36)
BP elevated 33 (5.0) 28 (4.3) —o— 1.12 (0.68—1.86) 0.14 0.70
BP stage 1 hypertension 61 (4.4) 102 (7.2) — ; 0.58 (0.42—-0.79)
BP stage 2 hypertension 148 (7.7) 176 (9.2) o 0.80 (0.65—1.00)
0.1 ~ 1 . 10
Favours ﬁraglutide Favours‘;:ulacebo
(B)
N with event (%) (P-interaction
Semaglutide Placebo HR (952 CI) P-interaction Gail-Simon)

Primary MACE! ‘
SUSTAIN 6 overall® 108 (6.6) 146 (8.9) I-.-li 0.74 (0.58-0.95)
BP normal 15 (6.9) 19 (8.7) —o+ 0.79 (0.40-1.56) 3
BP elevated _ 9 (4.1) 22 (10.0) —c 0.43 (0.20-0.95) | 0.40 0.88
BP stage 1 hypertension 24 (4.8) 37 (7.2) —c— 0.62 (0.37—1.03)
BP stage 2 hypertension 60 (8.4) 68 (9.8) o 0.85 (0.60-1.21)

thy*s .
|SUSTAIN 6 overall® 62 (3.8) 100 (6.1) e E 0.64 (0.46—0.88)
BP normal 4 (1.8) 12 (5.5) I O 4 0.34 (0.11-1.05) |
BP elevated 3 (1.4) 14 (6.3) | < { ' 0.24 (0.07—-0.84) " 0.27 0.88
BP stage 1 hypertension 19 (3.8) 25 (4.8) —c—q 0.69 (0.38—1.26)
BP stage 2 hypertension 36 (5.1) 49 (7.1) e || 0.72 (0.47—1.11) .

0.01 0.1 1 10
- -
Favours semaglutide Favours placebo

Leiter L et.al. Diabetes Obes Metab. 2020;22:1690-1695.



The FLOW trial:

Effect of semaglutide versus
placebo on the progression of
renal impairment in subjects with
type 2 diabetes and chronic
kidney disease



The FLOW trial

Objectives

Primary

To demonstrate that semaglutide delays the progression of renal impairment,
and lowers the risk of renal and CV mortality in subjects with T2D and CKD

\_ J

-
Secondary

To compare the effect of semaglutide versus placebo in subjects with T2D
and CKD with regards to Cardiovascular morbidity, peripheral artery disease,
\glycaemic control, body weight, blood pressure, and safety. )




FLOW trial

L]

L]

N=3160

\

T2D, HbA,. <10%
RAAS blocker

eGFR <75 and =50* and
UACR >300 mg/g
Or

eGFR <50 and =>25%*
and UACR >100 mg/g

Upper UACR level (5000 mg/g)

(20% cap of patients having
eGFR 260%)

*(mL/min/1.73 m?2)
CV, cardiovascular; eGFR, estimated glomerular filtration rate; MACE, major adverse cardiovascular events; RAAS, renin—angiotensin aldosterone
system (maximum labelled or tolerated dose); UACR, urinary albumin-creatinine ratio
sc, subcutaneous; SGLT-2i, sodium glucose transporter-2 inhibitor, T2D, type 2 diabetes
NCT03819153. ClinicalTrials.gov. Last accessed March 2019

TRIAL DESIGN

Semaglutide 1.0 mg sc OW + standard of care

Placebo 1.0 mg sc OW + standard of care

S e e e s -} --=-=>
A Dose 3-5 years (854 events) Follow-up
escalation 5 weeks

Randomisation 1:1

Trial information
* Event driven
* Stratified by SGLT-2i use at baseline

FPFV in July 2019

4 Key endpoints

Primary:

* Persistent 50% reduction
in eGFR

¢ Initiation of chronic renal
replacement therapy

* Renal death
* CV death

Secondary confirmatory:

* MACE
* All-cause mortality

* Onset of persistent eGFR <15%*

* Change in eGFR (eGFR slope)

J




History of Successful Intervention to Slow GFR Decline

1980 1987 1994 2001 2008 2015 2022
B ~ Normal
Canagliflozin, 20192°
2 Dapaglifiozin, 2020

5 4 Irbesartan, 2001%
q>’. Losartan, 2001° e ————
= Captopril, 1993¢ a—
= Enalapril, 1994 —
P 6 Lisinopril and NDCCBs, 1996%
= Verapamil, 199719 P
< £ =0

-8

10 | =~

No Specific Therapy for CKD

12 ~—Average decline in kidney function (mU/min/year)

Naaman SC, Bakris GL. Chronic Kidney Disease and Type 2 Diabetes. Arlington (VA), 2021:28-32.
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Key point summary

Reduction of CKD progression and subsequent CVD risk, primarily
heart failure hospitalizations, now have 2 additional agents to
supplement RAS blocking use.

Maximizing newer approaches to CKD risk reduction (with
maximally tolerated background therapy) demonstrate additional
slowing of DKD progression to a little less than 2.5-3 ml/min/year-
Normal decline is 0.8 ml/min/year

Additional trial data will be forthcoming over the next two years
with GLP1-RAs to further extend these findings in advanced CKD.
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