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e Lo scompenso cardiaco a frazione di eiezione preservata (HFpEF) & una
delle sfide cliniche piu significative e complesse nella cardiologia
moderna.

o A differenza dello scompenso cardiaco a FE ridotta (HFrEF), per il quale da
alcuni decenni sono disponibili terapie che riducono significativamente la
mortalita e la morbilita, la gestione dell'HFpEF e stata a lungo un'area di
incertezza terapeutica.

o Lasua eterogeneita e la complessa fisiopatologia richiedono un approccio
diagnostico e terapeutico che va oltre i paradigmi tradizionali.
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Courtesy, D. Del Sindaco 2008



. : Can Brain Natriuretic Peptide Be Used to Guide the
Heart Failure With Preserved Management of Patients With Heart Failure and a

Ejection Fraction Preserved Ejection Fraction?
reat Now Dy Ireating Comaorbpidities | I The Wrong Way to Identify New Treatments for a Nonexistent Disease I
__

Milton Packer, MD

Sanjiv J. Shah, MD

Mihai Gheorghiade, MD Left ventricular filling pressures in patients with HFPEF are elevated not because the left ventricle cannot fill,
JAMA, July 23/30, 2008—Vol 300, No. 4 but because it is overfilled, most likely as a result of the interplay of numerous comorbid conditions that can
affect the level and distribution of circulating blood volume and ventricular-vascular coupling.
the care of these patients should be redirected toward Circ Heart Fail. 2011;4:538-540
screening and treatment of important comorbidities such
as hypertension, CAD, atrial fibrillation, diabetes, and @ ESC Eorepenn Hor Joormat (2019 40,3277.3280 ISSUE @ A GLANCE
chronic k/dney disease E?aﬁz?;:;;iew doi:10.1093/eurheartj/ehz756

. . . Heart failure with preserved ejection
Do patients with suspected heart failure and

preserved left ventricular systolic function suffer from fraction: towards an understanding of

“diastolic heart failure” or from misdiagnosis? anleni gma ‘
A prospective descriptive study ‘
Lynn Caruana, Mark C Petrie, Andrew P Davie, John ] V McMurray

e

Thomas F. Liischer'?3

Conclusions For most patients with a diagnosis of

heart failure but preserved left ventricular systolic Developing Therapies for Heart Fail“f;e
function there is an alternative explanation for their With Preserved Eiection Fraction

symptoms—for example, obesity, lung disease, and : . : . - ‘ o PR
T A P e Ty O Considering its prevalence and outcomes, future projections,

heart failure is rarely needed. These alternative and lack of effective therapies, HFpEF represents the single

diagnoses should be rigorously sought and managed largest unmet need in cardiovascular medicine.
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Arterial Hypotension — 5-10% Arterial Hypertension - 60—-80%
Often a barrier to initiating HF therapies Associated with increased mortality

Elderly (>65 years) - 60—-70%
More likely to be white, women;
higher comorbidity burden

Ejection fraction >65% - 8-10%
Consider secondary HFpEF, including
amyloidosis and HOCM

Ejection fraction 50 to 55% - 10-20%
Characteristics and response to treatment
may be similar to HFrEF

COPD - 15-20%
Safety of long-acting beta-agonists and

Cachexia - 15-20%
Associated with a poor prognosis; increased risk
of adverse drug effects and drug interactions

Coronary Artery Disease - 40-70%
More severe hemodynamic impairment; worse prognosis

Female Sex - 40—-50%
Worse symptoms and quality of life; lower mortality

hronotropic Incompetence - 30-50%
ociated with lesser exercise tolerance

~ JObesity - 30-40%
- Worse symptoms, quality of life & prognosi

Atrial Fibrillation - 15-30%
Associated with increased HF hospitalization

Iron Deficiency - 20—50%
Pul ary H ension - 20-30% Worse quality of life & prognosis

Worse symptoms and increased mortality
Sleep Apnoea - 20-50%

Effect on progression and prognosis of HFpEF not well-established

High Heart Rate (>80 bpm) - 20-30% \
Associated with increased CV risk Type 2 Diabetes - 20-40%
Worse quality of life & prognosis
Functional Tricuspid Regurgitation- 20-40% / Chronic Kidney Disease - 20—40%
Associated with increased mortality o it Y P
Atrial FMR - 20-40%

Associated with increased mortality

Figure 1 The estimated prevalence of important phenotypes of primary heart failure with preserved ejection fraction (HFpEF). COPD,
chronic obstructive pulmonary disease; CV, cardiovascular; FMR, functional mitral regurgitation; HF, heart failure; HFrEF, heart failure with

reduced ejection fraction; HOCM, hypertrophic obstructive cardiomyopathy.

Anker S et al, European Journal of Heart Failure (2023) 25, 936—955
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Clinical Phenogroups in HFpEF Trstment St i o i Fhmegrop

Detailed Phenotypes, Prognosis, and Response to Spironolactone I
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Cluster analysis of 8 clinical variables in all 0 1 2 3 4 5
participants in TOPCAT (n3,445) Number at risk
Placebo

P « Normal LV geometry
« Low arterial stiffness
* Low natriuretic peptides
« Markers of COPD (not
genuine HFpEF?)

« Low event rate Primary Endpoint d e
+ Preferentially enrolled in
Russia/Georgia
----- Placebo
Spironolactone
P2 « Concentric remodeling ' o
« Very stiff arteries o 1 2 3 . s
+ LA enlargement and AF X " Time (Years)
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« Preferential response to Groups ° 1 2 3 4 s
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spironolactone Phenogroup 1 — Phenogroup 2 — Phenogroup 3 Number at risk Time (Yoars)
Placebo 435 338 252 173 11
Spironolactone 464 380 284 198 136
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Cohen JB et al. J Am Coll Cardiol. 2020;8(3):172-84.




Phenotype-Specific Treatment of Heart Failure
With Preserved Ejection Fraction
A Multiorgan Roadmap
Systemic and myocardial signaling in HFPEF.

Systemic Multiorgan
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Shah SJ et al (2016). Circulation134(1):73—90




Terapia HFpEF: Perche questi trial hanno “fallito” ?

50 CHARM-Preserved!? PEP-CHFIP
Proportion having .
404 an event (%) (HR 0.859; 95% Cl 0.614-1.202. P = 0.375)
Hazard ratio O-89 40
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Angiotensin-Neprilysin Inhibition in Heart
Failure with Preserved Ejection Fraction

Subgroup No. of Events/No. of Patients Rate Ratio (95% C1)
Overall 1903/4796 - | 0.87 (0.75-1.01)
<65 yr 276/825 S— 0.99 (0.64-1.53)
265 yr 1627/3971 - 0.85 (0.73-0.99)
Older (65-75 yrs) white woman Ts 9382597 ——. 0.2 0.66-1.02)
275 yr 965/2199 —_— 0.92 (0.76-1.11)
1 [o)

with EF 45-57%7? s
3 Vo urs v IR R R S wa)]
Fermale 9232479 —a— 0.73 (0.59-090)

— » 4
PARAGON-HF Left ventricular epection fraction

sMedian (57%) 1048/2495 — 0.78 (0.64-095)
>Median (57%) 855/2301 1.00 (0.81-1.23)

Total Hospitalizations for Heart Failure and Death from Cardiovascular Causes
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S.D. Solomon, J.J.V. McMurray, NEJM 2019, september




Empagliflozin in Heart Failure
with a Preserved Ejection Fraction

Primary Outcome, a Composite of Cardiovascular Death or Hospitalization for Heart Failure

1009 57 Hazard ratio, 0.7 (95% C1, 0.69-0.90)
P<0.001 Placebo
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Anker S et al. N Engl J Med 2021; 385:1451-1461

Mean No. of Events per Patient
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Dapagliflozin in Heart Failure with Mildly
Reduced or Preserved Ejection Fraction

DELIVER

A Primary Outcome

307 Hazard ratio, 0.82 (95% CI, 073-0.92)
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Days since Randomization
No. at Risk
Placebo 3132 3007 2896 2799 2710 2608 2318 2080 1923 1554 1140 772 383

Dapaglifiozin 3131 3040 2949 2885 2807 2716 2401 2147 1982 1603 1181 801 389

B Worsening Heart Failure Event
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No. at Risk
Placebo 3132 3007 289 2799 2710 2608 2318 2080 1923 1554 1140 772 383

Dapaglifiozin 3131 3040 2949 2885 2807 2716 2401 2147 1982 1603 1181 801 389

C Death from Cardiovascular Causes
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No. at Risk
Placebo 3132 3096 3054 3008 2957 2872 2570 2314 2157 1759 1306 910 451

Dapaglifiozin 3131 3091 3046 3006 2960 2892 2584 2339 2171 1775 1312 903 441
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No. at Risk
Placebo 3132 3097 3058 3012 2962 2877 2575 2319 2161 1762 1309 910 451

Dapaglifiozin 3131 3093 3048 3009 2962 2895 2587 2342 2174 1778 1314 905 443

Solomon S. D. et al. N Engl J Med. (2022); https://doi.org/10.1056/NEJM0a2206286




Retrospective analysis of SGLT2 inhibitors in heart
failure with preserved ejection fraction

Figure 3 Risk of end stage renal disease and all-cause mortality in heart failure with preserved ejection fraction patients prescribed SGLT2i after
adjusting for age, sex, race, hypertension status, and diabetes status. Kaplan—Meier curves for mortality were also adjusted for chronic kidney disease

status.

End stage renal disease Survival

100% 100%

Hazard ratio, 0.13 (95% CI, 0.04 — 0.42)
P<0.001 by Cox model
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Hazard ratio, 0.07 (95% CI, 0.01 — 0.47)
///_ P=0.007 by Cox model
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At Risk Years Years

John S. Clemmer et al, ESC Heart Failure 2023; 10: 2010-2018




MRA non steroidei vs steroidei

« Blocco selettivo dell'attivazione
patologica mediata da
aldosterone e cortisolo

e Riduzione dell'inflammazione e
della fibrosi a livello renale,
cardiaco e vascolare

Structural properties
Potency to MR
Selectivity to MR
Half-life

Active metabolites
CNS penetration
Gynecomastia

Hyperkalaemia

Tissue distribution

Steroidal Aldosterone antagonists

I { & z>
Flat (steroidal) Flat (steroidal)
High4,10 Moderatel,4.10
Low4.10 Moderate410
>20 hours* 4-6 hours*
++ -
Yes Yes
Yes4 Less than spironolactone4
Yes4 Yes4

Finerenone

Finerenone
/:/.V \ V\\x>
VT/PS Eit )

Bulky (nonsteroidal)15
High1.210
Hight.210

2-3 hourst#

No based on preclinical data3
No signal in phase Il studies?-9

Moderately increased*.7-9

Kidney > heart (at least 6-fold)6.10 Kidney > heart (~3-fold)é.10

Based on preclinical data and ARTS phase Il programme

Balanced kidney : heart (1:1)6.10




FIDELITY Pooled Analysis

@ 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
<8 mg/mmol 3-30 mg/mmol  >30 mg/mmol

G1 Normal or high =90

G2 Mildly decreased 60-89

Mildly to

€k moderately decreased =
Moderately to

G3b severely decreased 30-44

G4 Severely decreased 1529

GFR categories (ml/min per 1.73 m?)
Description and range

G5 Kidney failure

=

[®) FiIcARO-DKD

Persi inuria ies
Description and range
Al A2 A3
Normal to mildly Moderately Severely
increased increased increased
<30 mg/g 30-300 mg/g >300 mg/g
<8 mg/mmol 3-30 mg/mmol  >30 ma/mmol

/Y

NGD] FIDELITY

(FIDELIO-DKD + FIGARO-DKD pooled)

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
<38 mg/mmol 3-30 mg/mmol >30 mg/mmol

PRIMARY CV ENDPOINT

Time to CV death, non-fatal M, 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

30<UACR<300 mg/g and
25<eGFR<90 mL/min/1.73m2

or

300<UACR<5000 mg/g and
eGFR2>25 mL/min/1.73m?2

1. KDIGO. Kidney Int 2020;98:51-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




Cardiovascular and kidney outcomes with —— Placebo  —— Finerenone
finerenone in patients with type 2 diabetes and

A Composite cardiovascular outcome B eGFR 257% composite kidney outcome
chronic k'dney disease: the FIDELITY pOOIed 1007 257 Hazard ratio 0.86 (95% CI 0.78-0.95) 1009 257 Hazard ratio 0.77 (95% CI 0.67-0.88)
analysns 90{ 90l P=00018 90| 20/ P=0.0002
— Placebo _—
£ 8071 15 £ 804 15
@ 704 N @ 70 Placebo
g 10 Finerenone % 10
60 60
= 5 2 5 Finerenone
£ 50 £ 504
@ 0 T T T T T T T 1 o 0+ T T T T T T T 1
-E 404 0] 6 12 18 24 30 36 42 48 E 40 0 6 12 18 24 30 36 42 48
K. 5
= 4 3 m
g 30 g 30
O 204 S 204
104 101
0 . T T T T T T ! 0 T T T . T T T ]
0 6 12 18 24 30 36 42 48 [0] 6 12 18 24 30 36 42 48
Time to first event (months) Time to first event (months)
No. at risk No. at risk
Placebo 6507 6330 6125 5938 5184 4147 2969 2135 1082 Placebo 6507 6292 6071 5815 4949 3932 2798 1988 962
Finerenone 6519 6360 6202 6009 5273 4207 3065 2187 1087 Finerenone 6519 6291 6107 5848 5027 3973 2815 2024 959
C eGFR 240% posite kidney outcome D Death from any cause
100 257 Hazard ratio 0.85 (95% Cl 0.77-0.93) 100+ 259 Hazard ratio 0.89 (95% CI 0.79—>1.00)
904 20 P =0.0004 904 20
. Placebo .
£ 8071 15 ol £ 801 15
8 704 i inerenone 8 704 id Placebo
= o
8 604 £ 604 Finerenone
S 5 S 5
. . . . . . oy £ 5041 £ 50
Il finerenone ha ridotto il rischio di esiti ® — ® o—_———————
. . . .. . . E 401 0 6 12 18 24 30 36 42 48 ; 40 0 6 12 18 24 30 36 42 48
cardiovascolari e renali clinicamente importanti LN LN
. . £ 13
rispetto al placebo nell'intero spettro della 3 204 3 204
malattia renale cronica nei pazienti con diabete di 10 ﬁ -
i 0 T T T T T T T 1 0 T T T T T T T 1
t|p0 2' 0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Time to first event (months) Time to first event (months)
No. at risk No. at risk
Placebo 6507 6270 5994 5661 4710 3709 2603 1850 891 Placebo 6507 6448 6363 6253 5573 4588 3299 2389 1207
Finerenone 6519 6255 6020 5698 4811 3764 2603 1868 882 Finerenone 6519 6472 6396 6300 5592 4530 3358 2429 1198

Agarwal R, et al. Eur J Heart 2022;43:474—-484




Cardiovascular and kidney outcomes with

finerenone in patients with type 2 diabetes and FIDELITY (F|DE|.|O-DKD and FIGARO-
chronic kidney disease: the FIDELITY pooled .
analysis DKD pooled analysis)
QOutcome Finerenone (n = 6519) Placebo (n = 6507) Hazard ratio (95% Cl) 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 (144) 5.01 —— 0.86 (0.78-0.95) 0.0018
Death from cardiovascular causes 322 (4.9) 1.61 364 (5.6) 1.84 —— 0.88 (0.76-1.02) 0.092

Non-fatal myocardial infarction 173(27) 088 189 (2.9) 0.97 —— 0.91 (0.74-1.12) 0.36

’ 1980 101 10830\ 102 — =

I Hospitalization for heart failure 256 (3.9) 1.3 325(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) 2.55 —— 0.77 (0.67-0.88) 0.0002
Kidney failure 254 (39) 1.38 297 (4.6) 1.62 —— 0.84 (0.71-0.99)  0.039
End-stage kidney disease’ 1561 (23) 0.76 188(29) 096 ——te 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 et 0.81 (0.67-0.98) 0.026°
Sustained 257% decrease in eGFR from baseline 257 (39) 140 361(55) 4.03 —— 0.70 (0.60-0.83) < 0.0001

TRenal deam 0% B X1 B ¥ C: 1§ R X1 UWWE_I
eGFR 240% posite kidney out g 854 (13.1) 4.81 995 (15.3) 5.64 —8— 0.85(0.77-0.93) 0.0004
Sustained 240% decrease in eGFR from baseline 817 (12.5) 460 962 (14.8) 545 - 0.84 (0.76-0.92)  0.0002
Death from any cause 552 (8.5) 276 614 (94) 3.10 —0— 0.89 (0.79->1.00¢) 0.051°
Hospitalization for any cause 2836 (43.5) 19.04 2926 (45.0) 19.91 ’.r 0.96 (0.91-1.01)  0.087°
= = =

Favours finerenone Favours placebo

Agarwal R, et al. Eur J Heart 2022;43:474—-484




Finerenone in Heart Failure with Mildly Reduced

A Total Worsening Heart Failure Events and Death from Cardiovascular

or Preserved Ejection Fraction

Causes
60+
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g 50+
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w -
3.2 40 A
£% o Finerenone
z .
£E8
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Uy 4
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3
= 104
c T T T T T 1
0 6 12 13 24 30 36
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C Death from Cardiovascular Causes
100+ 10
9
= 5o 8
R 7
8 g Placebo
c 40
£ 4 ol
'g 304 g Finerenone
2 1
E 204 0 T T T T T 1
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0 6 12 13 24 30 36
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Solomon S et al. N Engl J Med 2024;391:1475-85

FINEARTS-HF

Finerenone 10-20/ 20- 40 vs placebo
(se GFR ><60 ml/min)

Nei pazienti con HF FE lievemente
ridotta o preservata, il finerenone ha
determinato una riduzione dell’end-
point primario (eventi WHF totali e
decessi per cause CV) rispetto al

. PHaGERGNe del 16% (RR 0.84, 1C95%
0.74-0.95, p=0.007)

« Eventi HF totali ridotti del 18% (RR 0.82,
p=0.006)

» Ospedalizzazioni HF ridotte del 14% (HR
0.86, p=0.02)

=4.5 mmol/liter
>4.5 mmol/liter
Systolic blood pressure at baseline
=130 mm Hg
>130 mm Hg

714
369

608
475

Urinary albumin:creatinine ratio at baseline

<30 mg/g
=30 mg/g

429
601

875
408

740
543

518
705

LRI

T T T T
050 0.751.00 150 200

Finerenone Better Placebo Better

0.81 (0.69-0.95)
0.91 (0.74-1.11)

0.85 (0.72-1.01)
0.84 (0.69-1.02)

0.81 (0.67-0.97)
0.88 (0.74-1.05)

Subgroup Finerenone  Placebo Rate Ratio (95% CI)
no. iev:ms
Age
T3y 468 623 —-— 0.76 (0.63-0.92)
I >T3yr 615 €60 - 0.92 (0.77-1.09) I
Male 632 691 —-— 0.88 (0.74-1.04)
Fermale 451 592 —-— 0.78 (0.65-0.95)
Race
Asian m 218 Com 0.96 (0.72-1.29)
Black 29 2 = 0.98 (0.37-2.62)
Other 34 57 — . 0.60 (0.26-1.42)
White 809 986 - 0.82 (0.71-0.95)
Geographic region
Asia m 218 0.95 (0.71-1.27)
Eastern Europe 322 389 0.83 (0.67-1.03)
Latin America 106 163 S om 0.65 (0.43-0.98)
North America 122 18 0.98 (0.67-1.45)
Western Europe, Oceania, 322 395 0.82 (0.64-1.06)
or other
NYHA functional dass
] 646 741 0.86 (0.73-1.02)
_
Left ventricular ejection fraction
<60% 877 1061 - 0.82 (0.71-0.94)
=605 206 222 0.94 (0.70-1.26)
<1041 pg/ml 266 342 — 0.78 (0.62-0.99)
>1041 pg/ml 782 918 —| 0.83 (0.71-0.96)
Time since heart failure event at
randomization
=7 days 270 372 —— 0.74 (0.57-0.95)
>7 daysto 3 mo 404 492 ——| 0.79 (0.64-0.97)
>3 mo or no index event 409 419 —— 0.99 (0.81-1.21)
ACEI, ARB, or ARNI use at baseline
No 288 332 . 0.85 (0.66-1.11)
Yes 795 951 o 0.83 (0.72-0.96)
SGLT2 inhibitor use at baseline
No 907 1049 ‘- 0.85 (0.74-0.98)
Yes 176 234 —- 0.83 (0.60-1.16)
Atrial fibrillation at baseline
Yes 521 621 - 0.80 (0.66-0.97)
Diabetes mellitus at baseline
Yes —i— 0.83 (0.69-1.00)
No - 0.85 (0.71-1.01)
Body-mass index
<30 = 0.88 (0.74-1.05)
=30 - 0.79 (0.66-0.95)
€GFR at baseline
<60 ml/min/1.73 m? - 0.91 (0.78-1.07)
= 73



Mineralocorticoid receptor antagonists in heart failure:

an individual patient level meta-analysis

RALES, EMPHASIS-HF, TOPCAT FINEARTS-HF

HFrEF HFmeEF or HFpEF
G deathor ¥talisation for
509 — Plceo
z — MRA
b4 0
7 4
TE 30
£
g 20
=
S 10
1 T T T T T ! T
0 & 2 18 24 30 % 0 3 12 18
Numberat risk

od)
Plcebo 2214 1638 1315 1052 758 465 26

{0} (328) (73 (u§) 77) (36) (28)

MRA 2186 1742 1480 1216 88 516 255

@) (247 (225) (93} @7 (24) (29)

4721 4317 4008 3567 3057
{0} (323)  (228) (a7 (31)
47z 4400 4104 3675 3m
© (258)  (%6)  (123)  (140)

First hospitalisation for heart failure
50
g
T o
Tg 30
z
§ 20
3
E 10
S
? T T T T T J
o 2 18 24 30 36
Numberat risk
(umber censored)

Phcebo 2214 1643 1326 1089 772 47 26

{©) (284) (113} (m 43) 23) (15)

MRA 2186 1754 1492 1233 B93 521 257

() (159) 73) 62) (59) (26) (15)

47 4317 4009 3368 3057

{0} (273)  (&8) (1)
a7z 4400 4104 3675
{©) (1) (149) (92)

e ————

3m

Grdiovasaular death
50
z
‘g 4
§ 30
:g 20
3
E 10
3
T T T T T T S
& 1 8 2 S
Numberatrisk Time since randamisatian (manths)
(number censarced)

Plcebo 2214 1850 1558 1296 956 603 290

{0} Qan (3 (86) (74) (41 (26)

MRA 2186 1854 1624 1369 1042 6355 32

() (128) 82) (63) (59) 22) (15)

T T
12 18

o4
o

Time since randemisaticn (months)

a7 4358 4387 3978 3449

{0} (76) (65) n)

4725 4583 4396 4008 3456
(69)

(o) 67) 73) “@n

Lancet 2024; 404: 1119-31

A MRA Placebo HR B MRA Placebo RR
(n/N) (n/N) (95%C1) (n/N) (n/N) (95%C1)
Cardit death or for heart failure § Cardiovascular death and total hospitalisations for heart failure §
RALES 246/822 72841 ——! 0-66(057-075)  RALES 503/822  770/341 —_— 0-68 (0-59-0.79)
EMPHASIS-HF 249/1364 356/1373 —o—. 0-66(0-56-078)  EMPHASIS-HF 408/1364 5981373 —e— 058 (0-48-0.70)
Patients with HFrEF 595/2186  828/2214  —h— 0-66(0-59-073)  Patients with HFrEF 911/2186 1368/2214 —h 0.64(0:57-0.72)
Paz097 H Puz0-62
TOPCAT nOATR 3471723 i—e—1 090(078-105)  TOPCAT SS0/1722  648/1723 —e—]| o082(070-098)
FINEARTS-HF 6243003 719/2998 e— | 085(076-094)  FINEARTS-HF 1083/3003 1283/2998 ie—| 085(076-095)
Patientswith HFmiEF or HFpEF  944/4725  1066/4721 —A— 0-87(079-0-95)  Patientswith HFmrEF or HFpEF  1633/4725 1931/4721 - 0-84(0-77-0-92)
Paz0-49 P.=082
All MRA trials 1539/6911  1894/6935 - 077(072-083)  AllMRAtrials 2544/6911 3299/6935 - 076 (071-0-82)
Pa=0-0012 P=00015
| — m— — T
MRA Placebo HR MRA Placebo RR
(n/N) (n/N) (95%C1) (n/N) (n/N) (95%C1)
First hospitalisation for heart failure Total hospitalisations for heart failure
RALES 216/822 300/841 ———+ 0-65(054-077)  RALES 323822  529/841 —_— 065 (0-54-0-78)
EMPHASIS-HF 1641364 253/1373 —e—F 0-61(050-075)  EMPHASIS-HF 31311364 48111373 —e—r 053 (0-42-0.67)
Patients with HFrEF 380/2186 5532214 —A—: 063(055-072)  Patientswith HFEF 63602186 10102214 —A— 060 (0-52-069)
P.=067 P.=0-58
TOPCAT 206/1722 24511723 0-83(069-099)  TOPCAT 3931722 476/1723 —e—| 079(066-096)
FINEARTS-HF 479/3003 57312998 —— 082(072-092)  FINEARTS-HF 842/3003 1024/2998 —.— 0-83(074-0-93)
Patientswith HFmrEF or HFpEF ~ 685/4725  B18/4721 A | 082(074091)  Patientswith HFmrEF or HFpEF  1235/4725 1500/4721 - 0.82(074-0-90)
P.=092 P.=079
All MRA trials 1065/6911  1371/6935 - 074(069-080)  AllMRAtrials 1871/6911 2510/6935 - 074 (0-68-0.80)
Paz0.022 Pu=0-0044
— —_—
MRA Placebo HR MRA Placebo HR
(n/N) (n/N) (95%Cl) (n/N) (n/N) (95%CI)
Cardiovascular death All-cause death
RALES 226/822 314/841  ——— 0-69(058-082)  RALES 284/822  386/841 071(0-61-082)
EMPHASIS-HF 147/1364 1851373 ——| 077(062-096)  EMPHASIS-HF 711364 2131373 078 (064-095)
Patients with HFrEF 7386 499/2214 — A 072(063-082)  Patientswith HFEF 455/2186  599/2214 073(0-65-0-83)
Pa=0-45 Pu=0-46
TOPCAT 16011722 1761723 090(073-112)  TOPCAT 271722 27341723 0.93(079-111)
FINEARTS-HF 24273003 260/2998 ~—@1— 093(078-110)  FINEARTS-HF 49172003 522/2998 094 (0-83-1.06)
Patientswith HFmIEF or HFpEF  402/4725  436/4721 A1 092(080-105)  Patientswith HFmrEF or HFpEF  748/4725  795/4721 094 (0-85-1-03)
P=085 P.=0-99
All MRA trials 775/6911  935/6935 L 0-81(074-089)  AllMRA trials 1203/6911 1394/6935 085 (078-092)
i P.=0082 P.=0021
o 0¥ 1m0 050




Near-universal
prevalence of
central
adiposity

in HFpEF:

the PARAGON-HF
trial

Peikert A et al. Eur Heart J 2025; 46, 2372—2390

Baseline distribution obesity and central adiposity A were obese when

Y classified by BMI 230 kg/m?

‘ pazieLr\\/tE |:w>it4h5;F 235 to 40 <25> (4%) —
an > (204?‘(164) had central adiposity
I

as assessed by WHtR 20.5

Stud d
o WHR ) org pcnsvho were
Randomi.ze.d to valsartan :0.6 obese (BMI <30 kg/m?), 37%
or sacubitril / valsartan (32'%) had marked central adiposity
s Median follow-up of 23(()25;;,;35 22?;500/;30 (2(4);;) (WHtR =0.6)
35 months ° ° >

Associations between obesity, central adiposity, and clinical outcomes

Body-mass index Waist-to-height ratio

Composite of total hospitalizations

for heart failure and death from Total primary events Total heart failure events Total primary events Total heart failure events
cardiovascular causes R & i
! {
. { Dt 3
Anthropometric measures Ji i
Height (m) i

i
[}
t
Weight (kg) i
Waist e
L ] circumference !
) {
!
4
i

BMI: weight devided by height squared |

WHtR: waist circumference divided

by height i % 1 5 U 5 U § L N e
BMI Kg/m2 BMI Kg/m2 Waist-to-Height ratio Waist-to-Height ratio

In PARAGON-HF, in contrast with BMI,
nearly every patient with HFpEF had central adiposity (as assessed by WHtR),
and the risks of adverse HF events were more robustly related to WHtR




Semaglutide and cardiovascular outcomes in patients with
obesity and prevalent heart failure: a prespecified analysis of

the SELECT trial

. Age 245 years
. BMI >27 kg/m2

. Prior Ml or Stroke or PAD with claudication and ankle-brachial
index <0.85 prior revascularization, or amputation

MACE (A), heart failure composite (B), cardiovascular death (C), and all-cause death (D)

— Placebo—heart failure —— Placebo—no heart failure
— Semaglutide 2-4 mg—heart failure ~ —— Semaglutide 2-4 mg—no heart failure
A Semaglutide24mg HR Interaction B semaglutide2-4mg HR Interaction
vs placebo (95% Cl) p value vs placebo (95% Cl) p value
Heart failure 072(0-60-087) 019 Heart failure 079 (0-64-098) 064
169 Noheart failure 0-84 (0-74-097) T  Noheart failure 0-85(068-1.06)
14+ A
g 124 e
-
;:: 10 4 B
2
3 & L ]
c e .
»g 64 ”/’ o - -
5, —~""no HF
&= . ;_/-:’/” .
N ‘ g
s - i
0 T T T T T T T ) T T T T T T J
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42

mber at risk

Proportion of patients (%)

atrisk

C Semaglutide 2.4 mg HR Interaction
vs placebo (95%C1) p value
16- Heart failure 076(059-097) 5,
No heart failure 093(072-121)
14
124
104
84
6
4
24 -
s
0 I I - ) T 1

0 6 1 18 24 30 36 42 48
Time since randomisation (months)

Semaglutide2-4mg HR Interaction
vs placebo (95% C1) p value
Heart failure 0-81(0-66-1.00) 098

No heart failure

0-81(0-67-097)

Time since randomisation (months)

In patients with atherosclerotic cardiovascular disease and overweight or obesity, treatment with semaglutide 2-4 mg reduced MACE and composite heart failure
endpoints compared with placebo in those with and without clinical heart failure, regardless of heart failure subtype

Deanfiled J et al. Lancet 2024; 404: 773—86




Semaglutide in Patients with Heart Failure with Preserved
Ejection Fraction and Obesity

STEP-HFpEF: n=529; LVEF>45%; NYHA II-IV; elevated NP; BMI>30
kg/m2, Semaglutide (up to 2.4 mg)

A Change in KCCQ-CSS

16 | m 166
H Semaglutide !
= 14 emag! ! Estimated difference, 7.8 points
] 12 : (95% CI, 4.8 to 10.9)
Q5 ! P<0.001
g 1A 87
& é & Placebo e i
& 3 !
i
§ 4 :
v 2
b d T T T - 1
0o 20 36 52 52%
Weeks since Randomization
No. of Participants
Semaglutide 263 249 225 243 263
Placebo 266 242 217 237 266
B Change in Body Weight
5 i 26
S -
&% Estimated difference, 10.7 percentage points
=2 (95% C1,-11.9 to-9.4)
Ug -n P<0.001
'R .
!n Semaglutide w133
g -Is
4
&
20- T T T T T T T T T T 1
0 4 8 12 16 20 28 36 44 52 52%
Weeks since Randomization
No. of Participants
Semaglutide 263 255 254 250 246 252 233 243 240 246 263
Placebo 266 259 249 250 243 246 243 239 233 242 266

In patients with heart failure with preserved ejection fraction and obesity, treatment with
semaglutide (2.4 mg) led to larger reductions in symptoms and physical limitations, greater
improvements in exercise function, and greater weight loss than placebo

Kosiborod et al. N Engl J Med 2023;389:1069-84.

STEP-HFpEF

A Change in 6-Minute Walk Distance

28

24 //%
2 Semagluﬁde//,//‘/////

% 215

16 _—

Estimated difference, 20.3 m
(95% C1, 8.6 to 32.1)

Change from Baseline
(m)
<}

8 ] Placebo I P<0.001
‘ 1
12
T T T 1
0 20 52 52%
Weeks since Randomization
No. of Participants
Semaglutide 263 245 240 263
Placebo 266 232 225 266

B Stratified Win Ratio for Hierarchical Composite End Point

First Heart Failure Event |5 o

=15-Point Difference in Change in KCCQ-CSS

=10-Point Difference in Change in KCCQ-CSS

W Semaglutide winner
M Placebo winner
M Tie

=5-Point Difference in Change in KCCQ-CSS

=30-m Difference in Change in 6-Minute Walk Distance

Stratified win ratio, 1.72 (95% CI, 1.37 to 2.15)
P<0.001
Ties




Semaglutide in Patients with Obesity-Related

STEP-HFpEF — DM

Heart Failure and Type 2 Diabetes

A Change in KCCQ-CSS

A Change in 6-Minute Walk Distance

184
'g 16 Semaglutide zi- E
4 i |
5 14 S % 137 T " Semaglutide E
g 124 Estimated difference, E '
:i 1o, 7.3 points £ 164 :
A (95% C1, 4.1 to 10.4) ] H 127
@ ] P<0.001 a 127 1 :
E 64 E g : Estimated difference,
& 6 ; - & : 143m
& ] © 4 : _16 | (95%Cl, 3.7-249)
g o ' =0.008
= s '
G 2 8 o [ B
v H
0- T T T T 44 :
0 20 36 52 52% 3 '
Weeks since Randomization 0 20 52 52+
No. of Participants Weeks since Randomization
Semaglutide 3lo 289 274 231 3lo .
Placebo 306 2384 270 272 306 No. of Participants
Semaglutide 310 284 281 310
B Change in Body Weight Placebo 306 277 265 306
¢ T . B Stratified Win Ratio for Hierarchical Composite End Point
i : A-34
a8 54 i Estimated difference, Overall
§ ' -6.4 percentage points
H
8 ! (95%Cl, 7.6 t0-5.2)
& o ! P<0.001 Death
5 g | Hos )
S Semaglutide 1 No. of Heart Failure Events
) i Stratified win ratio, 1.58
£ -1 1 Time to First Heart Failure Event (95% CI, 1.29-1.94)
g i P<0.001
8 i =15-Point Difference in Change
-20 — T T T T T T T T T T in KCCQ-CsS
0 4 38 12 16 20 28 36 44 52 52 =10-Point Difference in Change
Weeks since Randomization in KCCQ-CSS
No. of Participants =5-Point Difference in Change M Semaglutide winner
Semaglutide 310307 297 299 290 292 283 286 282 286 310 in KCCO-CSS )
Placebo 306300 298 287 292289 282 278 273 278 306 Q W Placebo winner

=30-m Difference in Change
in 6-Minute Walk Distance

W Tie

70 80 %0

Percentage

Kosiborod et al. N Engl J Med 2024;390:1394-407.




Tirzepatide for Heart Failure with Preserved Ejection Fraction
and Obesity

Death from Cardiovascular Causes or a Worsening Heart-Failure Event.

1009 207 Hazard ratio, 0.62 (95% Cl, 0.41-0.95)
90 P=0.026 Placebo
—_— 15_
£ 80
g 70
B 104 Tirzepatide
© 60
£ s0{ 5
o
2 40
= 30 c T T T T T T T T T T T T T T T T 1
2 309 0 8 16 24 32 40 48 S6 64 72 80 88 96 104 112 120 128 136
5 204
v e —
10 e
_J_’_J-.—'—'
c T T T T T T T T T T T T

T T T T |
0 8 16 24 32 40 48 56 64 72 80 88 9 104 112 120 128 136

Weeks since Randomization

SUMMIT Trials

731 patients with HF, EF at least 50%, BMI at least 30 to
receive tirzepatide (up to 15 mg subcutaneously once per
week) or placebo

Change in Kansas City Cardiomyopathy Questionnaire Clinical
Summary Score (KCCQ-CSS).
30+

Tirzepatide

N
2

Placebo * 127

o
L
'

Change from Baseline
3
1

Between-group median difference at 52 wk,
6.9 (95% Cl, 3.3-10.6); P<0.001

-10 T T T “ T
0 24 52 Treatment-
Regimen
Waek Estimand
No. at Risk
Tirzepatide 341 330 301
Placebo 337 326 313

Treatment with tirzepatide led to a lower risk of a composite of death from cardiovascular causes or worsening heart
failure than placebo and improved health status in patients with heart failure with preserved ejection fraction and

obesity.

Packer M eta |. N Engl J Med 2025;392:427-37. DOI: 10.1056/NEJM0a2410027




Semaglutide and Tirzepatide in Patients With Heart Failure
With Preserved Ejection Fraction

E] Semaglutide vs sitagliptin

Cumulativeincidence, %

10+

84

HR, 0.58 (95% Cl, 0.51-0.65)

Sitagliptin "
itaglipf |n//

Semaglutide

[c] Tirzepatide vs semaglutide

Cumulativeincidence, %

104

84

HR, 0.86 (95% CI, 0.70-1.06)

Semaglutide

Tirzepatide

0 3 6 9 12
Follow-up, mo

Tirzepatide vs sitagliptin

Cumulative incidence, %

104

84

HR, 0.42 (95%Cl, 0.31-0.57)

Sitagliptin

Tirzepatide

Follow-up, mo

Clinical Practice

3US claims data
sources:Medicare

Parts A, B, and D (2018 through
2020), Optum Clinformatics
Data Mart (2018 through
November 2024),
andMerativeMarketScan (2018
through2022).

STEP-HFpEF DM and SUMMIT

CRITERIA

In patients with cardiometabolic HFpEF, semaglutide and
tirzepatide showed more than 40% risk reduction for the
composite of hospitalization for heart failure or all-cause
mortality compared with a placebo proxy.

Tirzepatide showed no meaningful benefit over

semaglutide.

Kruger et al. JAMA. doi:10.1001/jama.2025.14092 Published online August 31, 2025.




SGLT2-i

(in all patients)

HFpEF treatment

C D]

r:z.l

Loop

diuretics

(in patients with fluid
overload)

C D]

r:ll

C D]

r:ll

L4 D]

I'="I

ARNI
(in patients with
LVEF 50-57%)

GLP1-RA

(in obese patients)

Finerenone
(in all patients)

Treatment of comorbidities




@ESC

European Society

Management of patients with heart failure with mildly reduced ejection fraction. Management of patients with heart failure with of Cardiology
preserved ejection fraction.

Recommendation Table 2 — Recommendation for the
treatment of patients with symptomatic heart failure
with preserved ejection fraction

Recommendation Table 1 — Recommendation for the
treatment of patients with symptomatic heart failure
with mildly reduced ejection fraction

Recommendation Class® Level® Recommendation Class® Level®
el

An SGLT2 inhibitor (dapagliflozin or empagliflozin) is § An SGLT2 inhibitor (dapagliflozin or empagliflozin) is §

recommended in patients with HFmrEF to reduce g recommended in patients with HFpEF to reduce the 5

the risk of HF hospitalization or CV death © % o risk of HF hospitalization or CV death. ** o
e B ~ N

lanagem en
b
v [ v ¥ ¥
; ) Class IIb Class IIb) Class IIb)

l (Class 1) ; l (Class 1) , t i , t e 5 t — 5 ! (Class Iy , ! (CiassTy ’ ‘ (Ciassh) ,

: @esc— @ESC—

Recommendations Class® Level®

In patients with T2DM and CKD,® SGLT2 inhibitors
are recommended to reduce the risk of HF
hospitalization or CV death.*®

In patients with T2DM and CKD,® finerenone is
recommended to reduce the risk of HF
hospitalization,®'"3440

© ESC 2023

Mc Donagh T et al European Heart Journal (2023) 00, 1-13




Conclusioni

L'HFpEF rappresenta circa il 50% dei casi di scompenso cardiaco, con elevata mortalita e morbilita.

« L'HFpEF € una sindrome clinica eterogenea, influenzata nel suo sviluppo e progressione da
numerose comorbilita.

« La disfunzione del ventricolo sinistro puo essere una manifestazione di varie combinazioni di
condizioni cardiache, vascolari, metaboliche, polmonari, renali e legate all’'invecchiamento.

e Pertanto, oltre al trattamento con Diuretici, SGLT2i, Finerenone (e GLP1-RA negli obesi), il
metodo piu efficace per migliorare la prognosi puo essere una terapia su misura per il profilo
clinico di ciascun paziente.

e Un approccio basato su algoritmi per identificare i fenotipi HFpEF piu comuni e identificare la
strategia di trattamento deve tenere conto della complessita delle molteplici comorbilita .

SISTEMA SANITARIO REGIONALE

+ AZIENDA OSPEDALIERA

SAN CAMILLO FORLANINI









HFpEF Tharapy: Unmet needs and future directions

PARAGLIDE-HF
(sacubitril/valsartan, 2024)

FAIR-HFpEF

(ferric carboxymaltose, 2024)
EMPEROR-Preserved

STEP-HFpEF
(semaglutide, 2023)

empagliflozin, 2021
I-PRESERVE (empag )

(irbesartan, 2008)
CHARM-Preserved
(candesartan, 2003)
SENIORS
(nebivolol, 2005)

TOPCAT
(spironolactone, 2014)

I
|
I
[
|

PARAGON-HF
(sacubitril/valsartan, 20 19) I

SOLOIST-WHF
(sotagliflozin, 2020)

EMPULSE

(empaglifiozin, 2022)

DELIVER

(dapagliflozin, 2022)

STEP-HFpEF DM
(semaglutide, 2023)

SUMMIT
(tirzepatide, 2025)

FINEARTS-HF
(finerenone, 2024)

{ 2003-2009
E

|
| 2014 2020-2025
arly neurohormonal blockade era | | Steroidal MRA

|
2019 1
ARNi | | Novel therapeutics landscape: SGLT2i, non-steroidal MRA, ARNi, GLP-IRA, iron supplementation

Future directions
REDEFINE-HF — finerenone in hospitalised HFpEF/HFmrEF
CONFIRMATION-HF — finerenone + dapagliflozin
BalanceD-HF —balcinrenone + dapagliflozin
SPIRIT-HF —spironolactone vs placebo in HFpEF/HFmrEF
SPIRRIT-HFpEF - registry-based RCT of spironolactone / eplerenone in HFpEF/HFmrEF




Ferric carboxymaltose and exercise capacity in
heart failure with preserved ejection fraction
and iron deficiency: the FAIR-HFpEF trial

Screening Period (2 weeks)

+ Chronic HF with LVEF 245%
+ Stable ambulatory (27 days) in NYHA I/l
« Treatment with a diuretic
« One of the following:
a. Hospitalization for HF in
previous 12 months
b.Raised natriuretic peptide level
if in sinus rhythm:
NT-proBNP >300 pg/mL or
BNP >100 pg/mL
if in AF:
NT-proBNP >600 pg/mL or
BNP >200 pg/mL
« 6-min walking test distance <450 m
+ Haemoglobin >9.0 and <14.0 g/dL
* Presence of iron deficiency:
ferritin <100 ng/mL or
ferritin <300 ng/mL & TSAT <20%

Weeks

Randomization 1:1

01

Intervention Period (52 weeks)
Ferric b
carboxymaltose

(intravenous) %

Placebo
(saline)

Follow-up for the following:
+ 6-min walking test distance
(= primary endpoint @ 24 weeks)
* Quality of life and symptoms
+ Biomarker changes and safety

16 24 2 52

Visit number 1 i 4 5 6 7 I

2a2b

Stephan von Haehling, et al. European Heart Journal (2024) 45, 3789-3800
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804

704

601

50

404

20 1

204

10

Change in BMATD (m)

-101

204

-30 4

P=0.005

Week 24:
P=012  pP=0.029

P=0.77

- + *

P=0.57

Group
-~ FCM
Placebo

KCCQ Overall Summary Score
3

25

8 16 24 32
Weeks since Randomization

Week 24:
P=0.21
I I——‘I\},{
Group
= FCM

Baseline Week 8 Week 16 Week24 Week 32 Week 52

52



Verso una terapia “di precisione” nel HFpEF?

Ferric carboxymaltose

Iron
Deficiency

Beta-blockers
Ca-channel blockers
Ranolazine
Trimetazidine

LAMA/LABA
Beta-blockers
(R1-selective)

Ischaemic
Heart
Disease

Dapagliflozin
Empagliflozin
Semaglutide
Tirzepatide + diuretics
(if congestion)

Atrial Dronedarone
Fibrillation | PVI

ACEi/ARB/ARN:i Tvpe-2 GLP1-RA
Indapamide Arterial Di:getes Metformin
Nebivolol

Hypertension

Mellitus
MRAs

Ca-channel blockers

Finerenone (if CKD is also present)

Anker S et al, European Journal of Heart Failure (2023) 25, 936—955




Semaglutide in Patients with Heart Failure
with Preserved Ejection Fraction and Obesity HFpEF and obesity: target therapy

STEP-HFpEF: n=529; LVEF=45%; A Change in KCCQ-CSS
NYHA lI-IV; elevated NP; BMI>30 kg/m2 oo LE 166
. £ 14 Semaglutide i N Estimated difference, 7.8 points
Semaglutlde (up to2.4 mg) g 12 ! (95% Cl, 4810 10.9)
ST 1o ' P<0.001
= 1
&8 ¢ Placebo bow
& 6 i
g 4 i
(5} 2 |
0 T T T - 1
0 20 36 52 52%
Weeks since Randomization
No. of Participants
Semaglutide 263 249 225 243 263
Placebo 266 242 217 237 266

A Change in 6-Minute Walk Distance

28 , B Change in Body Weight
i
2 ] i 21.5 0 Placebo
° 20 Semaglutide | ' E —& A -26
I ! .
2 . 164 i Estimated difference, 20.3 r g" 5 Estimated difference, 10.7 percentage points
SE 17 ! (95% Cl, 8.6 to 32.1) sg (95% Cl, -11.9 to -9.4)
© 3 T Placebo It P<0.001 Cg -0 P<0.001
& | %3 )
_‘E 4 I i “E a Semaglutide . 133
i
S od | 12 g s
i o
T T 1 o
0 20 52 52% 20— T T T T T ™1
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Tafamidis Treatment for Patients with Transthyretin Amyloid
Cardiomyopathy

A Change from Baseline in 6-Minute Walk Test
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ATTR-ACT: the «three first times» trial

® The first time a medical treatment has been shown to
reduce mortality and morbidity in TTR-related CA

® The first time a medical treatment has been shown to
reduce mortality and HF hospitalisation in HFpEF.

® The first time a HF drug is effective on a hard endpoint
by acting centrally (on the myocardium), rather than
peripherally or by neurohormonal modulation (ACE-
inhibitors, ARBs, Sacubitril, beta-blockers, diuretics,
Ivabradine).

Maurer MS et al, NEJM 2018



Spironolactone for Heart Failure with Preserved Ejection Fraction

Exploratory (post-hoc):Placebo vs. Spiro by region
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without Diabetes

Semaglutide and Cardiovascular Outcomes in Obesity

A Primary Cardiovascular Composite End Point
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SELECT

In patients with preexisting cardiovascular
disease and overweight or obesity but
without diabetes, weekly subcutaneous
semaglutide at a dose of 2.4 mg was
superior

to placebo in reducing the incidence of
death from cardiovascular causes, nonfatal
myocardial infarction, or nonfatal stroke at a
mean follow-up of 39.8 months.

Lincoff et al. N Engl ] Med 2023;389:2221-32



Proportion of patients (%)

Semaglutide and cardiovascular outcomes in patients with
obesity and prevalent heart failure: a prespecified analysis of

the SELECT trial

risk of MACE (A), heart failure composite (B), cardiovascular death (C), and all-cause death (D)

— Placebo—heart failure with reduced ejection fraction
— Semaglutide 2-4 mg—heart failure with reduced ejection

— Placebo—heart failure with preserved ejection fraction
—— Semaglutide 2-4 mg—heart failure with preserved ejection

fraction fraction
A Semaglutide 2-4 mg HR Interaction B Semaglutide 2.4 mg HR Interaction
vs placebo (95%Q) p value vs placebo (95% 1) p value
Heart failure with reduced 065 (0-49-0-87) Heart faillure with reduced 079 (0-58-1.08)
ejection fraction 082 ejection fraction 079
Heart failure with preserved .69 (0.51-0.91) Heart failure with preserved  0.75 (0.52-1.07)
ejection fraction ejection fraction
20 -
181 h
164 1
144 1
121 o~ E
e
10+ o~ -
!
8+ ~ -~ b o
P — I
. T - et 1 e
/f_,_‘ L e
4 ! 7 —
2 ,—-'F.,— .—/—‘“r/ N - o /—’J_J_’_/
= —
0 T T T T T T 1 T T T T T T T 1
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48

Proportionof patients (%)

trisk

204
18+
164
14+
12 4

104

Semaglutide 2-4 mg HR Interaction
vs placebo (95%Q) p value
Heart fallure with reduced 063 (0-43-091)

ejection fraction 027

Heart fallure with preserved .87 (0.56-1.34)

ejection fraction

Semaglutide 2-4 mg HR Interaction
vs placebo (95%C1) p value
Heart fallure with reduced  0-72(0:53-0-99)
ejection fraction 056
Heart fallure with preserved .83 (0-53-116)
ejection fraction
s
o 4 —
7 N
" .
=

6 1 18

T T T T
24 30 36 42 48

Time since randomisation (months)

6 1 18

2 30 36 4 48

Time since randomisation (months)

In patients with atherosclerotic cardiovascular disease and overweight or obesity, treatment with semaglutide 2-4 mg reduced MACE and composite heart failure
endpoints compared with placebo in those with and without clinical heart failure, regardless of heart failure subtype

Deanfiled J et al. Lancet 2024; 404: 773—86




Semaglutide versus placebo in patients with heart failure and mildly reduced or

preserved ejection fraction: a pooled analysis of the SELECT, FLOW, STEP-HFpEF, and

Tietpes”  cardiovascular death or STEP-HFpEF DM randomised trials
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Considering its prevalence and outcomes, future projections,
and lack of effective therapies, HFpEF represents the single
largest unmet need in cardiovascular medicine.




