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Sodium/glucose cotransporter 2 (SGLT-2) inhibition and glomerular
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SGLT2 inhibition and RAAS inhibition both reduce glomerular pressure
and hyperfiltration by complementary mechanisms?tis

Afferent arteriole

CLINICAL IMPLICATIONS

RAAS inhibitors
—

o
Efferent vasodilation A Decreased glomerular pressure!3

A Reduction in albuminurial2

SGLT2 inhibitors A Decreased glomerular pressurel3

I

Afferent constriction'3
Due to increased Na* delivery to
the macula densal3

Efferent arteriole

A Reduction in albuminuria®

Glomerular capillaries

RAAS, renini angiotensini aldosterone system; SGLT2, sodiumi glucose co-transporter 2
1. Van Bommel EJ, et al. Clin J Am Soc Nephrol 2017;12:700i1 710; 2. Seidu S, et al. Prim Care Diabetes 2018;12:265i 283; 3. Cherney DZ, et al. Circulation 2014;129:5871

597;
4. Heerspink HJL, et al. Diabetes Care 2011;34(Suppl. 2):S325i S329



SGLT2 inhibition has been shown to promote afferent arteriole constriction in
Akita T1DM mice, reducing intraglomerular pressure and inhibiting hyperfiltration

In vivo imaging showed that empagliflozin therapy increased
afferent arteriole tone

2hrs after medication
Efferent A.

Before medication
Efferent A.

\Vasoconstriction
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Afferent A.

Afferent A.

SGLT2, sodiumi glucose co-transporter 2
Kidokoro K, et al. Circulation 2019;140:3031 315



Potential Effects By Which SGLT-2 Inhibition Improves Renal Outcomes

SGLT-2 INHIBITION
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eGFR=estimated glomerular filtration rate; Hb=hemoglobin; RAAS=renin angiotensin aldosterone system; SNS=sympathetic nervous system.

CLINICAL EFFECTS

Protection Against

Preserved
Renal Function?

1. Heerspink HJL, et al. Kidney Int. 2018;94(1):26-39. 2. Tamargo J. Eur Cardiol. 2019;14(1):23-32. 3. Shin SJ, et al. PLoS One. 2016;11:e0165703. 4. Sano M. J Cardiol.

2018;71(5):471-476.




The kidney-heart connection for organ protection.
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Empagliflozin and Progression of Kidney Disease in Type 2 Diabge

Incidence or worsening of renal dysfunction and CV death

401 HR 0.61 (95% CI 0-85%9) Basellng:haracterlstlcs Empaglifozin Placebo
Type2 diabetes (%) 100 100
= P<0001 Placebo ; 1
X Cardiovasculadisease(%) 99 99
Zé) o Heartfailure (%) 10 10
“g Empagilifiozin RAAS| 81 82
3 x| Estimated GFR
8 Xcn YEKYAYKNW 76 75
Q
0 30 to <60 ml/min/1.73 m2 24 25
é 104 Urinary albuminrto-creatinine ratio
3 <30 57 59
30-300 28 27
% . : : . . : . : >300 15 14
0 6 12 18 24 30 36 42 48
Months
No. of pafients
Empaglifiozin 4170 4036 3894 3702 3208 2305 1902 1224 21

Placebo 2102 1981 1865 1728 1449 1025 843 526 106

Incident or worsening nephropathy: progression to macroalbumin

R2dzof Ay3 2F (GKS aSNHzY ONBI GAY
initiation of renatreplacement therapy or death from renal disease. Wanner C NEJM 2016




Empagliflozin and Progression of Kidney Disease in Type 2 Diabge

Empagliflozin Placebo
no. with event/  rate/1000 no. with event/  rate/1000 . <
Renal Outcome Measure no. analyzed (%) patient-yr no. analyzed (%) patient-yr Hazard Ratio (95% Cl) P Value
Incident or worsening nephropathy or cardiovascular death 675/4170 (16.2)  60.7 497/2102 (23.6) 959 red 0.61 (0.55-0.69) <0.001
Incident or worsening nephropathy 525/4124 (12.7)  47.8 388/2061 (18.8)  76.0 He- 0.61 (0.53-0.70) <0.001
Progression to macroalbuminuria 4594091 (11.2)  41.8 330/2033 (16.2)  64.9 o 0.62 (0.54-0.72) <0.001
Doubling of serum creatinine level accompanied by eGFR 70/4645 (1.5) 5.5 60/2323 (2.6) 9.7 —eo—i 0.56 (0.39-0.79) <0.001
of <45 ml/min/1.73 m?
Initiation of renal-replacement therapy 13/4687 (0.3) 1.0 14/2333 (0.6) 21 —a—d 0.45 (0.21-0.97) 0.04
Doubling of serum creatinine level accompanied by eGFR 81/4645 (1.7) 6.3 71/2323 (3.1) 115 H—e—i 0.54 (0.40-0.75) <0.001
of <45 ml/min/1.73 m?, initiation of renal-replacement
therapy, or death from renal disease
Incident albuminuria in patients with a normal albumin level ~ 1430/2779 (51.5) 252.5 703/1374 (51.2)  266.0 ! 0.95 (0.87-1.04) 0.25
at baseline
| T T T 1
0125 025 05 1.0 20 4.0
Empagliflozin better Placebo better

Wanner C NEJM 2016



Canagliflozin and Renal Outcomes in Type 2 Diabetes and Nephro

Primary Composite Outcome

Patients with an Event (%)

No. at Risk
Placebo

1007 309 1iazard ratio, 0.70 (95% CI, 0.59-0.82)
90+ 254 pP=0.00001
80— 204 Placebo
70+ 15
60— 10+
50— 5| Canagliflozin
40
O"‘ 1 1 I I I 1 1
30 0 6 12 18 24 30 36 42
20— :
O | | | I | | |
0 6 12 18 24 30 36 42
Months since Randomization
2199 2178 2132 2047 1725 1129 621 170
2181 2145 2081 1786 211 646 196

Canagliflozin 2202

Baselinecharacteristic Dapagliflozin Placebo
Type 2 diabetes (%) 100 100
Cardiovascular disease (% 51 50
Heart failure (%) 15 15
RASI 100 100
Estimated GFR

Meant ml/min/1.73 m2 43+12 43+12
cn YUKYAYKM 41 41
45 to <60 ml/min/1.73 m2 29 29

30 to <45 ml/min/1.73 m2 30 30

Urinary albuminrto-creatinine ratio

Median (interquartile range

931 (4721868)

927 (4621833)

>1000 mg/g (%)

50

50

Primary outcome: composite of ESRD (dialysis, kidney transplant;

or an estimated GFR <15); doubling of the serum creatinine or de

from renal or CV disease

Perkovic V et al NEJM 201¢€




Canagliflozin and Renal Outcomes in Type 2 Diabetes and Nephropathy

Subgroup

doubling of serum creatinine,
or renal or CV death

Screening estimated GFR
30 to <45 ml/min/1.73 m?
45 to <60 ml/min/1.73 m2
60 to <90 ml/min/1.73 m?

Baseline UACR
<1000

>1000
Renal-specific composite outcome
of ESKD, doubling of serum
creatinine, or renal death

Screening estimated GFR
30 to <45 ml/min/1.73 m?
45 to <60 ml/min/1.73 m?
60 to <90 ml/min/1.73 m?

Baseline UACR
<1000
>1000

Primary composite outcome of ESKD,

119/657
56/640
70/905

69/1185
176/1017

85/657
33/640
35/905

29/1185
124/1017

no. of patients/total no.

153/656
102/639
85/904

88/1163
252/1036

115/656
66/639
43/904

31/1163
193/1036

Canagliflozin Placebo Canagliflozin Placebo

events/1000 patient-yr

722
334
2919

220
69.6

51.6
19.7
14.9

92
49.1

Hazard Ratio (95% Cl)

0.75 (0.59-0.95)
0.52 (0.38-0.72)
0.82 (0.60-1.12)

0.76 (0.55-1.04)
0.67 (0.55-0.81)

0.71 (0.53-0.94)
0.47 (0.31-0.72)
0.81 (0.52-1.26)

0.90 (0.54—1.50)
0.61 (0.49-0.76)

4.00

95.4 —a—
63.1 —eo— |
36.5 — —
28.8 —eo—
100.8 o |
il — —
408 |—e—— |
18.5 — —
10.2 | -
772 e
[ T T I 1
0.25 0.50 1.00 2.00
Canagliflozin Placebo
Better Better

P Value for
Interaction

0.11

0.49

0.18

0.16

Perkovic V et al NEJM 201¢€



Dapaglifozin in DECLARE TIMI 58

1007 64 Hazard ratio, 0.76 (95% Cl, 0.67—0.87)

. 90+ B Placebo

X 80+

8 704 *

S

% o g Dapagliflozin

£ 504 5

Q

2 40-

© 1

= 304

=

= 20 0 | | | | T | | 1
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0 1 | | I _I | | |
0 180 360 540 720 900 1080 1260 1440
Days

No. at Risk
Placebo 8578 8508 8422 3326 8200 8056 7932 7409 5389
Dapagliflozin 8582 8533 8436 8347 8248 8136 8009 7534 5472

O2YLJ2airas

wS Yy I f

or death from renal or CV causes

2 dzi O2YSY
to <60 ml/min/ per 1.73 mof bodysurface area, new ESRD

Characteristic Dapagliflozin 1( Placebo
Type 2 diabetes (%) 100 100
Cardiovascular disease (%) 41 41
Heart failure (%) 10 10
ACEI or ARBs (%) 81 81
Estimated GFR

Meant ml/min/1.73 m2 YE MC YE MP
KPNn YT KYAYKMOT 48 48

60 to 90 mi/min/1.73 m2 45 45

<60 ml/min/1.73m2 7 7

a dz

Wiviott SD et al NEjM 2019




Dapagliflozin an@ardiovascula®utcomesn Type2 Diabetes

Dapagliflozin Placebo
Outcome (N=8582) (N=8578) Hazard Ratio (95% Cl) P Value
rate/1000 rate/1000
no. (%) patient-yr  no. (%) patient-yr

Cardiovascular death or hospitalization 417 (4.9) 12.2 496 (5.8) 14.7 —e— 0.83 (0.73-0.95) 0.005

for heart failure
MACE 756 (8.8) 22.6 803 (9.4) 242 e 0.93 (0.84-1.03) 0.17
=40% decrease in eGFR 370 (4.3) 10.8 480 (5.6) 14.1 —e— 0.76 (0.67-0.87)

to <60 ml/min/1.73 m2,

ESRD, or death from renal

or cardiovascular cause
Death from any cause 529 (6.2) 15.1 570(6.6) 164 —eo—H 0.93 (0.82-1.04)
Hospitalization for heart failure 212(2:5) 6.2 286 (3.3) 8.5 —— 0.73 (0.61-0.88)
Myocardial infarction 393 (46) 11.7 441 (5.1) 132 —e—i 0.89 (0.77-1.01)
Ischemic stroke 235(2.9) 6.9 231 (2.7) 6.8 m 1.01 (0.84-1.21)
Death from cardiovascular cause 245 (2.9) 7.0 249 (2.9) 7.1 0.98 (0.82-1.17)
Death from noncardiovascular cause 211 (2.5) 60 238(28) 638 —— 0.88 (0.73-1.06)
=40% decrease in eGFR 127 (1.5) 3.7 238 (2.8) 7.0 —— 0.53 (0.43-0.66)

to <60 ml/min/1.73 m?,

ESRD, or death from

renal cause

| T |
0.40 0.50 1.0 1.5
Dapagliflozin Placebo
Better Better

Wiviott et al NEJM 2019



Dapagliflozin in Patients with Chronic Kidney Disease

247 Hazard ratio, 0.61 (95% Cl, 0.51—0.72)
1004 50 P<0.001
90 16 Placebo
£ so0-
3 704 127
S ]
S 60 = et
§ 50 P apagliflozin
L e
’-g 40+ 0) T T T T T T T 1
= 304 0 4 g8 12 16 20 24 28 32
ol J———/—_/_/_/A,——J_‘——’_’—/__d’_/
O | 1 1 1 1 1 1 1
0] 4 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

Primary composite outcome: reduction 50% eGFR; ESRD; renal o

death

Baselinecharacteristics Dapagliflozin Placebo
Type2 diabetes(%) 68 67
Cardiovasculadiseasg%) 38 37
Heartfailure (%) 11 11
ACEHDnNhibitor (%) 31 32
ARB (%) 67 66
Estimated GFR

Meant ml/min/1.73 m2 43+12 43+12
XCcn YT KYAYKMG( 11 10
45 to <60 ml/min/1.73 m2 30 32
30 to <45 ml/min/1.73 m2 46 43
<30 ml/min/1.73 m2 14 15
Urinary albumirto-creatinine ratio

Median (interquartile range) 965 (472,1903)| 934 (482,1868)
>1000 (%) 49 48

Heerspink HIL et al NEJM 2020



Dapagliflozin in Patients with Chronic Kidney Disease

Subgroup

All participants

Type 2 diabetes
Yes
No
Estimated GFR
<45 ml/min/1.73 m?
245 ml/min/1.73 m?
Urinary albumin-to-creatinine ratio
<1000
>1000
Systolic blood pressure
<130 mm Hg
>130 mm Hg

Dapagliflozin Placebo
no. of participants/total no.

197/2152 312/2152
152/1455 229/1451
45/697 83/701
152/1272 217/1250
45/830 95/902
44/1104 84/1121
153/1048 228/1031
46/793 96/749
151/1359 216/1403

Hazard Ratio (95% ClI)

—_— 0.61 (0.51-0.72)
—— 0.64 (0.52-0.79)
— 0.50 (0.35-0.72)
—— 0.63 (0.51-0.78)
— 0.49 (0.34-0.69)
— 0.54 (0.37-0.77)
—— 0.62 (0.50-0.76)
— 0.4 (0.31-0.63)

——t :

|

0.1

l

Dapagliflozin Better Placebo Better

0.68 (0.56-0.84)

Heerspink HIL et al NEJM 2020



Adjusted Mean eGFR (ml/min/1.73 m?)

Least-Squares Mean Change in
Estimated GFR (ml/min/1.73m?)

eGFR variations during SGLUT&atment

78+
0
()
76 -
2 -2-
©
= —4 -
74- Y =
Empagliflozin, 10 mg < =67 . .
g ~ =g Canagliflozin
724 =
Empagliflozin, 25 mg 7 .E" =10+
O =
S E -124
70 i x
oE 147 A
Placebo 4(?' — _16- Placebo -
68‘ s 18 .
3 _18-
o -20 T | | T | | | 1
Baseline 4 12 28 2 66 80 94 108 122 136 150 164 178 192 0 3 6 12 18 24 30 36 42
. Week Months since Randomization
.l
=19 Placebo = o
2 ﬁ 80 - ~~Ertugliflozin
=4 879 4 Placebo
4 )
5 Dapagliflozin E 78 -
-6 X { i i
i r 77
M E 764 ~— k] ‘
-9+ - 75 - 1 T \
-124 § 73 A
-13 72 -
144 71 4
_15 [ [ 1 I | [ [ [ | | 70
0 2 4 8 12 16 20 24 28 32 36 U ) J J ' !
n Baseline Week 6 Week 18 Week 52 Month 24 Month 36 Month 48 Month

Months since Randomization

IWanner C et al NEJM 20Bercovik V et al NEJM 2013eerspink HIL et al NEJM 20%0annon CP et al NEJM 2020



Kidney outcomes associated with use of SGLT2 inhibitors-imawdliclinical
practice (CVIREAL 3): a multinational observational cohort study

Characteristics at baseline,  SGLT2 Others
~ Type 2 diabetes (%) 100 100
:g Cardiovasculadisease(%) 23 22
Y Heart failure (%) 4 4
g ACEi (%) 38 38
€ ARBS (%) 32 31
Z Estimated GFR
x Meant ml/min/1.73 m2 M HH b H
% : XPn YIEKYAYKM 51 54
o - ! , 60 to <90 ml/min/1.73 m2_ 39 37
5 i pomopo YU KYAY OMOQE Hfin P VT 8 9
8 . :
§ 9~ SGLT2 inhibitors i p<0.0001 Tipe of SGLUTR (%)
s 6 & Other glucose-lowering drugs Dapagliflozin 58
1 § 03 101 3 6 1 1 24 Empaglifiozin 34
N Canagliflozin 6
, Time since index date (months) ) .
NumbeLabtrlsk , N ; Ipragliflozin 1.6
SGLT2 inhibitors 1573 12225 8825 13650(5268 8370 8902 7294 3495 17 P
Other glucose-lowering 14718 11669 8906 12342(4693 6998 7518 5928 2550 1572 Luseogl!floz!n 0.5
dugs 19455 Luseogliflozin 0.4

18567

Heerspink HJL The Lancet diabetes & endocrinology 2



eGFR variation associated with use of SGLT2 inhibitors-wworalclinical
practice (CVIREAL 3): a multinational observational cohort study

[ ] SGLT=2
170 (1-19 1o 2-20) 121 (0-B8 to 1-55) 1-84 (1-48 to 2.20)
p<0-0001 p<0-0001 p<0-0001
1.0 = 0-57 {0-35 to 0-79)
N 0-22 (-0-15 to 0-59) il
E 054 T 1
(.'2 o - -0-18 (—li-.i_l'tﬂ 0-06)
- 3 = T B D | S— o
~~
£ -0-54 -
=
E -1.0 -
m_ _[:I'?g
L 154 (-1-05 to—0-54)
O]
o -2.0- 54
5 (-1.89 to =120} 204 (-2-32 w0 -1-77)
- T T
eGFR <60 eGFR €0-90 eGFE =90
n=973 n=4007 n=4682
n=976 n=3330 n=3866

[ ] Others

2-65(2:09t0 3-21) 1-37 (11510 1.59) 1-57 (1-33to0 1-81) 1.55 (1-15t0 1:94)

p<0-0001 p<0-0001 p<0-0001 p<0-0001
1-5 059 o
5 - : 56 0-68 101-22)
N (022(0096) T 908 0-59 (
£ 1.0 (0-55 to 0-83) {0-43t0 0-74)
< o ---- -1l
£
= s1:0-
E 0 77 -0-75
O -2.04 (-1-22 to -0-86)
O
2.5
-2-20(-2-63to-1- 78)
-3-0 T T 1
Diuretics No diuretics ACE inhibitors No ACEinhibitors
or ARBs or ARBs
n=913 n=5578 n=4624 n=1867
n=835 n=4575 n=3809 n=1601

Heerspink HJL The Lancet diabetes & endocrinology 2



Summary of CV benefits from SGLWIR2CV and renal outcomes trials

Hazard ratiodro CV outcomes in renal trials

Molecule follow up MACEs Ml Stroke HHF HHF and Cileath CVdeath

Empagliflozin 10 or 25 rhg EBRRYE 0.86 (0.740.99) |0.87 (0.761.09) 1'1185%89 0.65 (0.500.85) 0.62 (0.490-67)
_— 0.80 (0.56
Canagliflozii00 mg 2.6yrs 0.80 (0.770.95) |0.81 (0.591.10) 1.15) 0.61 (0.470-80)| 0.69 (0.570.83) |0.78 (0.61-1.00)

Dapagliflozin 10 nigf 2.6 yrs 0.73 (0.610.88) | 0.69 (0.580.88)

Ertuglifiozin5 or 15 mg' 3.5yrs 0.96 (0.831.11) 0.96 (0.831.11)

1Zinman B et al NEJM 20PMahaffey KW et al Circulation 2019
SHeerspink HIL NEGM 2020/iviott SD et al NEjM 2019;
3Cannon CP NEJM 2020



Summary of AEs from SGLUT2 CV and renal outcomes trials

Adverseevents (%)
SAEs
AEsdurg suspension

Volumedepletion

AKI

UTI

Externalgenital infections
Diabetcketoacidosis
Amputations

Fractures

1Zinman B et al NEJM 20PMahaffey KW et al Circulation 2019
SHeerspink HIL NEGM 2020/iviott SD et al NEjM 2019;
3Cannon CP NEJM 2020



RACCOMANDAZIONI AMD/SID 2021

Pazienti senza precedenti eventi CV

1) Metformina
2) GLP3A o SGLT2i

Pazienti con precedenti eventi CV

1) Metformina o GLP-A o SGLT2i

Pazienti con scompenso cardiaco

1) SGLT=2
2) Metformina o SGLT2i



NORME PRESCRITIVE NOTA 100

Metformina (se GFR >30Imin), se tollerata ed efficace
Se HbAlc > délagetindividuale (<7% o 5&imol/mol)

A Paziente con MRC

eGFR30-60

A Prevenzione secondaria
=i | e/o A/C >30mg/gr

A Rischio CV elevato

A Scompenso cardiaco

SGLT20 GLPAA SGLT2




‘(";S:;ﬂ - wy | 90 | 8 | 70 | 60 | S0 | 40 | 30 | 20 | 15 | dialsi

Acarbosio’ I N

DPP4i

Alogliptin

Linagliptin

Saxagliptin -

Sitagliptin

Vildagliptin

GLP1-RA

Dulaglutide

Exenatide

Exenatide LAR

Liraglutide

Lixisenatide

Semaglutide s.c.

Semaglutide orale

Insulina
umana/analoghi
dell’insulina

Metformina
Pioglitazone
Repaglinide CANA
SoLT2 eGFR 604 100 mg
Canagliflozin® R
Dapagliflozin® < 30 non Iniziare
Empagliflozin® DAPA

i i d . . .
frie o eGFR 25 non iniziare
ulfaniluree
Glibenclamide
G:ic'aZided EMAPA ed ERTU
Gl —
Gl:g:f,‘;';' : eGFR45 sospendere
Gligquidone




Summary of finrenone clinical efficacy outcomes in FIDELITY

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

30—<300

Albuminuria categories

(mg albumin/g creatinine) _ >300

30—<300 2300

GFR categories
(mL/min/1.73 m?)

HEEffE

FIDELIO-DKD FIGARO-DKD 7352 pts FIDELITY 13171 pts

Primary composite outcome: A - - . . CV composite outcome:

time to onset of kidney failure,” sustained ’ ﬁ E;:‘;%\cfn;g:;m;x ufatfa?mr.non-fatal ﬁ time to CV dea!h, _norg-fatal MI, non-fatal

240% decrease n eGFR from baselne. stroke, or hospitalization for HF SiToke lonhospakzatomforitil
Kidney composite outcome:

. L . time to onset of kidney failure,? sustained

Key secondary outcome: same as _ Key secondary outcome: same as

primary endpoint in FIGARO-DKD @ ’ primary endpoint in FIDELIO-DKD ’ 257% decrease in eGFR from baseline,
or renal death

5674 pts, FU 2.6 yrs 7437 pts, FU 3.4 yrs
Bakris GL et al NEJM 2020 Pitt b et al NEJM 2021

Agarwal R et al Eur Heart Journal 20



Baseline patients characheristics

Albuminuria categories,
description, and range
(mg albumin/g creatinine)

A1 A2 A3
Normal to Moderately Severely
mildly increased increased

increased
G1 High and optimal 13(<04)  198(15)  1108(8.5) KDIGO risk
B 0 s
GFR stages, ' _, '* —
description, [ G3a Mild-moderate | 45-59 82 (0.6) Moderate risk 11%
and range — _
i3 (6 Mot see | -4 L] -- ok ex

Agarwal R et al Eur Heart Journal 20




Cardiovascular and kidney outcomes in the FIDELITY pooled an:

Composite CV outcome

25 - i 0 "
Eazzgrgor?go 0.86 (5% C10.78-0.95) Characteristic Finrenone Placebo
20 Placebo Type 2 diabetes (%) 100 100
15= Cardiovascular disease (%) 46 45
104 Finerenone Heart failure (0/0) 4 8
ACE:i (%) 39 61
°h ARBS (%) 61 61
0 T T T T T T T 1 Estimated GFR
0 ~ 6 12 18 24ﬁ 30 V36 42 48v o Meant ml/min/1.73m2 ~ PV HH PpY“ HH
SDCw xpT1iz 0O2YLIZaAiusS N\Igg)é%fode@k?%‘MéT 40 40
297 Hazard ratio 0.77 (95% Cl 0.67-0.88) 45 to <60 ml/min/1.73 m2 26 26
o0 P =0.0002 25 to <45 ml/min/1.73 m2 33 33
15 Urinary albuminrto-creatinine ratio
S Median ACR 514 (1981129)| 515 (1981163
10+ 30-300 32 31
0 .

12 18 24 30 36 42 48
Months

0 6
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Cardiovascular and kidney outcomes in the FIDELITY pooled an:

Outcome Finerenone (n = 6519) Placebo (n = 6507) Hazard ratio (95% CI) P-value®
Number of Number of Number of Number of
patients patients with  patients patients with
with event  event per 100 with event event per 100
(%) patient-years (%) patient-years
Composite cardiovascular outcome® 825 (12.7) 4.34 939 (14.4) 5.01 —@— 0.86 (0.78-0.95) 0.0018
Death from cardiovascular causes 322 (49) 1.61 364 (5.6) 1.84 —— 0.88 (0.76-1.02)  0.092
Non-fatal myocardial infarction 173 (2.7) 0.88 189 (2.9) 0.97 ——T 0.91 (0.74-1.12) 0.36
Non-fatal stroke 198 (3.0)  1.01 198 (3.0) 1.02 —— 0.99 (0.82-1.21) 0.95
Hospitalization for heart failure 256 (3.9) 1.31 325(5.0) 1.68 —— 0.78 (0.66-0.92)  0.0030
eGFR 257% composite kidney outcome® 360 (5.5) 1.96 465 (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 —— 0.80 (0.64-0.99)  0.040°
Sustained decrease in eGFR to <15 mL/min/1.73 m? 195 (3.0) 1.06 237 (3.6) 1.29 —— 0.81 (0.67-0.98) 0.026°
Sustained 257% decrease in eGFR from baseline 257 (3.9) 1.40 361(5.5) 4.03 —— 0.70 (0.60-0.83) < 0.0001
Renal death 2 (<0.1) 0.01 4 (<0.1) 0.02 0.53(0.10-2.91)  0.46°
eGFR 240% composite kidney outcome’ 854 (13.1) 4.81 995 (15.3) 5.64 —@— 0.85(0.77-0.93)  0.0004
Sustained 240% decrease in eGFR from baseline 817 (12.5) 4.60 962 (14.8) 5.45 —@— 0.84 (0.76-0.92)  0.0002
Death from any cause 552 (8.5) 2.76 614 (9.4) 3.10 —@— 0.89 (0.79->1.00¢) 0.051¢
Hospitalization for any cause 2836 (43.5) 19.04 2926 (45.0) 19.91 @ 0.96 (0.91-1.01)  0.087¢
0.]5 1.0 2.|0
€ >

Favours finerenone

Favours placebo
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Frequent adverse events registered in FIDELITY

Patients with event (%)

TreatmentemergentAEa e Placebo
ANyAE 86 86
AE leading to treatment discontinuation 6 5
SeriousAEbleading to treatment discontinuation 2 2
Hyperkalaemia 12 6
Hyperkalaemia related to study drug 9 4
Serious hyperkalaemia 1 0.2
Permanent discontinuation due to hyperkalaemia 1.7 0.6
Acutekidneyinjury 3 4
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A Controlled Trial of Renal Denervation
for Resistant Hypertension

Office Systolic Blood Pressure (mm Hg)

[ Baseline [l 6 Months

Difference in change, -2.39 mm Hg (95% Cl, -6.89 to 2.12)
P=0.26

Change from baseline, Change from baseline,

-14.13+23.93 mm Hg -11.74+25.94 mm Hg
P<0.001 P<0.001

200

180-
160-
140-
120-
100-

(N=364) (N=353) (N=171) (N=171)

Denervation Sham
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