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What is the issue?

Type of HF HF-rEF HF- mrEF / HF-pEF \
1 Symptoms Symptoms Symptoms
+ Signs + Signs + Signs
e 2 LVEF<40%  LVEF 41-49% LVEF > 50%
Q
3 There is a need to profile HFpEF patients
O o .. )
for more specific/efficient therapeutic strategy
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(relatively) homogeneous Herogeneous pathophysiology
pathophysiology ‘
t Lack of evidence-based
Strong evidence-based medicine

medicine for all




To look for secondary HFpEF

Primary HFpEF
Age

Sex

Type 2 diabetes mellitus

Obesity

Sleep apnoea

Arterial hypertension

Arterial hypotension

Pulmonary hypertension

Chronic obstructive pulmonary disease
Iron deficiency

Coronary artery disease

Atrial fibrillation

Keep in mind !

High heart rate

Chronotropic incompetence

Atrial functional mitral regurgitation

Family history and €ce Echocardiography cMR Pathology
physical examination

Functional tricuspid regurgitation
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European Heart Journal (2023) 44, 656-667



Important phenotypes in primary HFpEF

Primary HFpEF

Age

Sex

Type 2 diabetes mellitus

Obesity

Sleep apnoea

Arterial hypertension

Arterial hypotension

Pulmonary hypertension

Chronic obstructive pulmonary disease
Iron deficiency

Coronary artery disease

Atrial fibrillation

High heart rate

Chronotropic incompetence

Atrial functional mitral regurgitation
Functional tricuspid regurgitation
Cachexia and sarcopenia

Very high ejection fraction (>65%/>70%)
LVEF between 50% and 55%

HFpEF in patients with cancer

Arterial Hypotension -~ 5-10%
Often a barrier to initiating HF therapies

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
muscarinic agonists not well-established

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

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

Pulmonary Hypertension - 20-30%
Worse symptoms and increased mortality

High Heart Rate (>80 bpm) - 20-30%
Associated with increased CV risk

Functional Tricuspid Regurgitation- 20-40%

Associated with increased mortality

Arterial Hypertension - 60-80%
Associated with increased mortality

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

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

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

Chronotropic Incompetence - 30-50%
Associated with lesser exercise tolerance

Patients with
HFpEF
Obesity - 30-40%

Worse symptoms, quality of life & prognosis

Iron Deficiency - 20-50%
Worse quality of life & prognosis

Sleep Apnoea - 20-50%
Effect on progression and prognosis of HFpEF not well-established

Type 2 Diabetes - 20-40%
Worse quality of life & prognosis

Chronic Kidney Disease - 20-40%
Associated with worse outcomes

Atrial FMR - 20-40%
Associated with increased mortality

LVEF between 50% and 55%

Secondary HFpEF

Restrictive cardiomyopathies
Hypertrophic cardiomyopathy
Constrictive pericarditis

Walvular heart disease

European Heart Journal (2023) 44, 656—667



ARB, MRA, ARNi => clinical benefits up to EF 50-55%

HR (95% CI)

HR (95% CI)
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Dimond MG et al. JACC-HF 2024



Do we have to rethink LVEF threshold

for classifying HF and for using EBM-drugs?

Y
“ HFpEF (HF with preserved EF)

LVEF 250%

~

Y
“ HFimpEF (HF with improved EF)*

LVEF >40%
(Past LVEF <40%)

HFmrEF (HF with mildly reduced EF)

LVEF 41-49%

HFrEF (HF with reduced EF)

LVEF <40%

Heart Failure without a reduced LVEF

Heart Failure with reduced LVEF

™ %

Dimond MG et al. JACC-HF 2024

LVEF (%) ————+——
25 30 35 40 45

HFpEF
----Men ---- Women

Lam C, Solomon SD. JACC 2021

--=- Current Guidelines
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Estimated Cumulative Proportion of Patients
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ICFEr

TOPCAT
FINEARTS-HF
ICFEmr/ICFEp

Toutes études ARM

Déces CV ou hospitalisation pour IC
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2023 ESC guidelines for HFpEF

' MRA?

Classlorlla?

{ @Esc—
.

Useful also in CKD and diabetes
(> 40% of HFpEF patients)



MRA : meta-analysis FIDELIO-CKD, FIGARO-CKD, FINEARTS
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Vaduganathan M, et al. Finerenone in heart failure and chronic kidney
disease with type 2 diabetes: FINE-HEART pooled analysis of
cardiovascular, kidney and mortality outcomes. Nat Med. 2024 Sep 1.
doi: 10.1038/s41591-024-03264-4.



HFpEF, phenomapping and therapeutic consequences

Clinical Phenogroups in HFpEF: Detailed Phenotypes, Prognosis, and Response to Spironolactone

P2

* Normal LV geometry

* Low arterial stiffness

» Low natriuretic peptides

» Markers of COPD (not
genuine HFpEF?)

* Low event rate

« Preferentially enrolled in
Russia/Georgia

» Concentric remodeling

« Very stiff arteries

LA enlargement and AF
 High natriuretric peptides

* Innate immunity activation

» High risk of primary endpoint

* Obesity/Diabetes

* Inflammation (TNF-o)

» Abnormal metabolism, liver
and renal injury/dysfunction

« High renin

« Highest risk of primary endpoint

* Preferential response to
spironolactone

Cohen JB et al. JACC-HF 2020

Phenogroup 1

————— Placebo
Spironolactone

P =0.826

Survival Probability
0.00 0.25 0.50 0.75 1.00

d

o 1 2 3 4 5
Time (Years)
Number at risk
Placebo 621 566 462 367 272 166
Spironolactone 593 546 458 358 261 165

Phenogroup 2

SR EEE—

Placebo
Spironolactone

P =0.744

Survival Probability
0.00 0.25 0.50 0.75 1.00

0 1 2 3 4 5

Time (Years)
Number at risk
Placebo 664 575 44s 302 204 110
Spironolactone 664 583 437 319 220 105

Phenogroup 3

----- Placebo
Spironolactone

Survival Probability
0.00 0.25 0.50 0.75 1.00

1] 1 2 3 4 5
Time (Years)

Number at risk
Placebo 435 338 252 173 11 56
Spironolactone 464 380 284 198 136 64

Topcat trial



Important phenotypes in primary HFpEF

Primary HFpEF

Age

Sex

Type 2 diabetes mellitus

Obesity

Sleep apnoea

Arterial hypertension

Arterial hypotension

Pulmonary hypertension

Chronic obstructive pulmonary disease
Iron deficiency

Coronary artery disease

Atrial fibrillation

High heart rate

Chronotropic incompetence

Atrial functional mitral regurgitation
Functional tricuspid regurgitation
Cachexia and sarcopenia

Very high ejection fraction (>65%/>70%)
LVEF between 50% and 55%

HFpEF in patients with cancer

Secondary HFpEF

Restrictive cardiomyopathies
Hypertrophic cardiomyopathy
Constrictive pericarditis

Walvular heart disease

Arterial Hypotension -~ 5-10%
Often a barrier to initiating HF therapies

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
muscarinic agonists not well-established

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

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

Pulmonary Hypertension - 20-30%
Worse symptoms and increased mortality

High Heart Rate (>80 bpm) - 20-30%
Associated with increased CV risk

Functional Tricuspid Regurgitation- 20-40%

Associated with increased mortality

Arterial Hypertension - 60-80%
Associated with increased mortality

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

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

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

Chronotropic Incompetence - 30-50%
Associated with lesser exercise tolerance

Patients with
HFpEF
Obesity - 30-40%

Worse symptoms, quality of life & prognosis

Iron Deficiency - 20-50%
Worse quality of life & prognosis

Sleep Apnoea - 20-50%
Effect on progression and prognosis of HFpEF not well-established

Type 2 Diabetes - 20-40%
Worse quality of life & prognosis

Chronic Kidney Disease - 20-40%
Associated with worse outcomes

Atrial FMR - 20-40%
Associated with increased mortality

European Heart Journal (2023) 44, 656—667



How to deal hypertension in HFpEF

Low-dose double
combination® therapy -
ACEi or ARBs / CCBs / Diuretics
(Class 1)

T

v

BP controlled after 1-3 months

F I Y —
M atlentvay e « € (assessment at | month preferred if possible)

1

@

Low-dose triple
combination therapy
ACEi or ARBs / CCBs / Diuretics
(Class I)
I At any step:
add beta-blockers
. BP controlled after 1-3 months io 3 petre mdncano?s
FU at least every year ¥ (angina, post-myocardial

(assessment at | month preferred if possible) infarction, systolic heart Gikine;

or heart rate control)
(Class 1)

*

®

v
Maximally tolerated triple
combination therapy
ACE:i or ARBs / CCBs / Diuretics
(Class I)

1

|

BP controlled after |-3 months
(assessment at | month preferred if possible)

1
xR

v

Apparent resistant hypertension

FU at least every year <Y —

Test for adherence
(Class lla)

Refer to hypertension clinic
(Class lla)

Add spironolactone
(Class lla)

See section on management of resistant
hypertension for further steps as needed

of acute and chronic heart failure

th HFpEF, but the optimal treatment

abetes, CKD, CAD, valvular heart

ension should be avoided.

svated blood pressure and hypertension
reated with BP-lowering therapy for confirmed

)-129/70-79 mmHg,
e confirmation of on-treatment BP.

@ESC

Large room for MRA
... and maybe for ARNi




Obesity and HFpEF : frequent and a deleterious impact

Obesity epidemic: 13% of adults were obese in 2016
(x3 versus 1975)
Obesity in > 25% of HFpEF

a. all-cause mortality

HR of all-cause monrtality

.'!YO s
BMI(kg/m2)

International Journal of Cardiology 361 (2022) 40—-46



PCWP (mmHg)

Obesity and HFpEF : frequent and a deleterious impact

Obesity epidemic: 13% of adults were obese in 2016

(x3 versus 1975)

Obesity in > 25% of HFpEF

Obesity and HFpEF: deleterious impact on pathophysiology

P interaction =0.007

Obese HFpEF
r=0.22, p=0.03

** Non-obese HFpEF
r=-0.17, p=0.09
50 100 150 200

Body mass (kg)

0.8 -

RAP/PCWP ratio

0.4

0.7 -

0.6

* t

* t *1
Obese
HFpEF
Non-obese
.................... HFpEF
Controls

Circulation. 2017; 136(1): 6-109.



Obesity and HFpEF : impact of the weight loss

Effects of weight loss in heart failure patients
with overweight and obesity: a systematic
review and meta-analysis

Fisk Ratio Risk Ratio
L____SE Weight IV, Random, $5% C1 I, Bandom, 95% C1
1.1.1 Bariatric surgery
Aleassa 2019 06538 0202 G4% 052 10.35,0.77) —
Doumouras, 7021 0844 0IET5  TS5% 0431024077
Han, 2019 -05978 01886 L 0:55110.36, 0.80) -
Jang, 2021 A0 1563 07% 035002807
Mabaza, 2022 -03857 01368 106% DEB0.52,0.89) i
Sultatal (95% Cly 7% 0.58[0.49, 0.70] *

T Bariatric surgery: positive impact++

1.1.2 Medicalions of exel cige

Adarnson_ 2023 00433 00BB2 116% 0961084109 -
Aniker, 2022 -00675 01028 111%  093)0.76.1.14] -
Horesch, 2011 04387 07T 1% 0064 10,42, 0.99] — ]
Sharma, 2018 10808 16281 06%  0.34)001,817] = .
Subtatal (95% CI) I25% 092081, 1] L

Heterogeneity: Tau®= 0.00, Ch*= 342, df= 3 (P=0.33),F= 12%
Test for overall effect 2= 133 (P=018)

1.1.3 Others
Huang, 2021 05308 01306 26%  1.T01.17,247) ¥
Kenta Kamisaka, 2021 11582 0BROF  ZO0% 3497 (096,17 84) =

Pocock, 2008 05888 01353 106%  18201.40,2.37) -4
Zamora, 2016 08671 03046 TA%  Z38[1.31,4.37) —
Subtatal (95% C1) 206%  1BS[1.51,2.27] *»

Heterogeneity Tau=0.00, Chi®=1 27, df= 3(P=0.74),F= 0%
Ties! fior ovierall effect 2= 599 (P < 0.00001)

Total (95% C1) 100.0% 0.92 [0.70, 1.19] "‘
Heterogenaity Tau"= 015 Chi*= 77 74, o= 12 (P < 000001 ); = B5% 001 X 10 100
Tos for overall ellect Zx 0.66 (7 = 0.51) Favours [WL] Favours fnon-WiL)

Tes! for subarouo differences Chi®= 70.30. df= 2 @ < 0 00001 = 97.7%

Figure 4 The effect of weight loss on mortality.

Risk Ratio Risk Ratio
2.1.1 Follow-up duration <3months
Mabezs, 2022 0044 00276 247%  1.04(099,110] d
Subtotal (95% C1) 347% 104089, 1.10] )

Heterogeneity. Not applicable
Test for overall effect Z= 159 (P=0.11)

2.1.2 Follow-up duration > 3months

Adamson, 2022 -0.3905 0.0542 341%  068(0.61,0.75) -
Doumouras, 2021 411087 02555 222%  0.33(0.20,054] —
Kenta Kamisaka, 2021 -0.2311 05756 90% 079026, 245 —
Subtotal (95% C1) 653%  0.54[0.31,0.94] T

Heterogenelty Tau'= 016, ChP=T7 67, df=2(P=002), "= 74%
Test for overall effect Z=218 (P=0.03)

Total (95% CI) 100.0%  0.68 [0.46, 1.01) -
Heterogeneily: Tau?= 0.11, Chi* = 68.28, df = 3 (P « 0.00001), P = 96% + +
Test for overall effect Z= 1.93 (P = 0.05)

Test for subgroup differences. Chi*= 542 df=1 (P=0.02), "= 81 6%

02 05 1 2 5
Favours (WL) Favours [non-WL)

Figure 5 The effect of weight loss on rehospitalization rates.

European Journal of Preventive Cardiology (2023) 30, 1906-1921



STEP-HFpEF: semaglutide (GLP1 agonist)

In HFpEF and obesity

STEP-HFpEF

529 HFpEF
with BMI > 30 (BMI > 35 in 66%)

A Change in 6-Minute Walk Distance

20 Semaglutide

Estimated difference, 203 m
(95% Cl, 8.6t0 32.1)

Change from Baseline
(m)
5

& Placebo ' P<0.001
4
[0) o : ] 12
HbAlc < 6.5% D 3
0 20 52 52%
Weeks since Randomization
No. of Participants
A Change inKCCQCSS P A © wn
13 : 16.6 B Stratified Win Ratio for Hierarchical Composite End Point
g 169 lutid : - 60.1
-_E 144 Semaglutide ! Estimated difference, 7.8 points Overall 310
H 95% Cl, 4.8 to 10.9)
= 12 . ( ;
ﬂE" T ! P<0.001 Death
= 7 1
£ E_ 3 ! i 8.7 No. of Heart Failure Events |3 b
5= Placebo ! ’
< 64 H First Heart Failure Event |00
& 44 ' )
5 : . " - - 337
24 ! 215-Point Difference in Change in KCCQ-CSS s
oL i
0 2'0 3'5 5';_ 5£w >10-Point Difference in Change in KCCQ-CSS
Weeks since Randomization =5-Point Difference in Change in KCCQ-CSS = S;::iu:rn::nw
. . Tie
B Change in Body Weight 230-m Difference in Change in 6-Minute Walk Distance
G— -.‘__.__-—._H-_-hp |a Cebﬂ ;I;;tl“ﬁ)eld win ratio, 1.72 (95% CI, 1.37 to 2.15)
ik * = % & -26 Ties

from

b T T T T T T T T T 1
-5 o 10 20 30 40 50 60 70 20 90 100

El Estimated difference, 10.7 percentage points Percentage
§g (85% CI, -11.9 t0 -9.4)
U T.; ~104 P<0.001 C Change in C-Reactive Protein Level
1.2 ]
ga Semaglutide 133 [ —Iﬂo——ﬁ\_{ :
h e 1A o083
; 15 . i |
£ 08 Semaglutide o ose POt
B e S T T T ™1 £ o |
2 H
o0 4 3§ 12 16 20 28 36 44 52 52% g 02 H
® '
Weeks since Randomization - o 52 s
Weeks since Randomization
No. of Participants
Semaglutide 263 245 240 263
Placebo 266 232 225 266

A noter aussi :
1 vs 12 hospit. pour IC au cours du suivi

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



Inflammation in HFpEF: potential target?

1,281 patients with acute heart failure o it icine
0000 0000 0000 0000 Canakinumab Dapansutrile
Tocilizumab Goflikicept DFV890
Ziltivekimab Rilonacept

I I Inflammasome

High sensitivity
C-Reactive Protein
(hsCRP)

Systolic and diastolic
left ventricular dysfunction

Admission 1-month 12-month
\ J Patients in the highest quartile of Patients with
cumulative hsCRP elevated hsCRP at 3 time points
Long-term
cumulative hsCRP —_— * 2.4-fold higher risk of all-cause death * 2.8-fold higher risk of all-cause death
* 2.6-fold higher risk of CV death * 3.1-fold higher risk of CV death
JAHA 2023;12:e031786
HERMES trial

Ziltivekimab dans HFpEF avec CRP>2



Iron deficiency and HFpEF

CENTRAL ILLUSTRATION Associations of Plasma Ferritin Light Chain Levels With Incident HF
and HF Subtypes

Model Adjustments IR(95%CI)  HR(95%CI) PValue
. Unadjusted model 126 (11.314.2)  1.18(L.06-1.31) 0.002
Model 1: Demographics 1.24 (11-1.37)  <0.001
Overall HF 4
» Model 2: Demographics, 1.20 (1.08-1.34) 0.0
clinical risk factors
—. Maodel 3: Demographics, 1.21(1.058-136) 0.001
clinical risk factors,
and potential confounders
Unadjusted model 5.6 (4.8-6.7) 1.12(0.96-1.31)  0.145
Model 1: Demographics 1.20 (1.03-1.40) 0.022
HFrEF
m | Model 2: Demographics, 1.16(0.99-138) 0.070
clinical risk factors
—_— Model 3: Demographics, 1.17(0.99-1.38) 0.065
clinical risk factors,
and potential confounders
- | Unadjusted model 5.6 (4.8-6.7) 1.26 (1.08-1.47) 0.003
Model 1: Demographics 1.30(1.11-152) 0.00
HFpEF
] Madel 2: Demographics, 1.28 (1.09-1.50) 0.002
clinical risk factors
—e——  Model 3: Demographics, 1.29(1.09-1.53) 0.002
clinical risk factors,
and potential confounders
0.8 1.0 1.5

HRs (95% Cl) Per 50% Lower Ferritin Levels

Aboelsaad IAF, et al. J Am Coll Cardiol HF. 2024;12(3):539-548.

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

The trial was stopped because of slow recruitment
after 39 patients had been included !

Screening Period (2 weeks)

L Inclusion criteria
+ Chronic HF with LVEF =45%
+Stable ambulatory (27 days) in MYHA N
+ Treatment with a diuretic
+ One af the follewing:

a. Hospitalization for HF in
previous 12 months

b.Raised ratrivretic peptide level
if in sinus riythm:
NT-proBMNP =300 pgiml or
BMP =100 pgimL
if in AF
MT-proBMP =600 pgiml or
BIMP =200 pgfmil
+ G-rriin walking test distance <450 m
» Haemaglobin 3.0 and =14.0 gidL
+ Presence of iron deficiancy:
ferritin <100 ng/mlL ar
ferritin <300 ng/mlL & TSAT <20%

Wyeeks

Randomization 1:1

o1

Interventicn Period {52 weeks)
Ferric b
carboxymaltose

(intravenaous) 9

Placebo
(saline)

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

16 14 n 51

Wisit rumber 1 E Zalh 3 4 5 & .'-"I

Charge in
B-min walking test dismance {mp

WWeek 2

4 PeRO0E

80 p=p i3 P=0UD2%

P=0.57

Group
== Ferric carboocymaltose
= Placebo

&

1'4

an

Weeks since randami aton

s indicates a treatment appliction

Von Haehling et al. Eur Heart J (2024) 45, 3789-3800



Cardiac rehabilitation

CENTRAL ILLUSTRATION: Novel Rehabilitation Intervention in Older
Patients With Acute Decompensated Heart Failure

HFpEF vs, HFrEF
a o < 6-Minute Walk Distance . Quality-of-Life
ERE 1 . °
3 2 r\]
1 & 60 F 15 L;
§ 3 5 U
@ - 40 @ 10
g : : 2
— w S 20 E S
8 § 0 g o
& v
*‘ HFpLF MFeEF HFpLF FeEF § HEDEF WFeEF S
All-Cause Rehospitalization Heart Fallure Rebospitalization All-Cause Death E¥ect Sies
40 - 40 - 600 PR 19NV 2E)
= 7 3 v GAWD: 40 (9, 72)
£ 204 § 20 4 E 400 - KCCQ: 9 (2. 16)
g w04 HEES
A 01 g g 200 + Eftect Sirea
g & ~20 1 - $PPE: 11(0.3,1.9)
= -20 4 W _40 4 w0+ GMWD, 27 (-6, 5%)
® - KOQ: 6 (-2, 34)
~40 - ~ -60 S v -200 n '19 ne18
HEpPEF HFIEF HFpEF HF(EF HFpEF HFYEF

Compared to patients with HFrEF, those with HFpEF may derive greater
benefit from the intervention.

Mentz, R.J. et al. J Am Coll Cardiol HF. 2021;9(10):747-57.




HFpEF and chronotropic insufficiency

Chronotropic insufficiency: very frequent in HF P00 | P<0.001
Definition/diagnosis: can be challenging g . i
Réserve chronotrope E g £ Log
= (FCmax/FMT) x 100 B © womd e I ___________
Seuil <85 % £ x :
5 =
Réserve chronotrope relative = 7500+
[(FCmax - FCrepos)/(FMT - FCrepos)] x 100 R, :
Seuil £ 80-70 % ; 50.00 .
Formule de Wilkoff '
FCpalier = (22’0 - age - FCIePOS) X [(METSpaher - 1)] +FC repos He‘althv H\rper.tensive Hfr..uEF Hea.lth\r Hyrper.tensive Hf.pEF
Ratio de réserve chronotrope = [(FCpic - FCrepos)/FCpalier] x 100 controls controls patients controls controls patients

Seuil < 80 % quel que soit le palier
Circulation Heart Failure 2010

RCT: Effect of Personalized Accelerated Pacing on Quality of Life, Physical Activity, and Atrial Fibrillation
in Patients With Preclinical and Overt Heart Failure With Preserved Ejection Fraction

POPULATION INTERVENTION FINDINGS

52 Men, 48 Women 107 Patients randomized The personalized accelerated pacing group had significant
Improvernent in MLHFQ scores at 1-mo and 1-y follow-up

O ‘ compared with usual care
5 .
USUAL
o I
\/ -5

G oM

Change in MLHFQ score from baseline

Patients with stage B and C heart failure -10 1B
and preserved ejection fraction and 57 Usual care 50 Personalized accelerated W il e
pacemakers for ventricular conduction (standard lower heart rate) pacing 15 T [ —
Median age, 75 (IQR. 69-81) y Pacernaker backup rate remained at  Pacemaker backup rate increased B
standard rate of 50 beats per min to a personalized, moderately il |
accelerated heart rate -20 X s 1y
SETTINGS / LOCATIONS LT
Mean (SD) MLHFQ score change for usual
1Academic medical PRIMARY QUTCOME care vs personalized accelerated pacing
I I center in Burlington, Charge in Maaesota Living with Heart Failure Questionngine (MUHFC) from 1M 0.6 (9,11 v -10.9 (13.7); P-<.001
L] Vermont basedine to 1 ma and 1y (score range 0 -105 with higher score = worse symploms) 1y: 3.5 (10.6) ws =15 (15.5): P <.001

Infeld M et al. JAMA Cardiol. 2023;8:213-221



CONCLUSION

HFrEF: treatments (the 4 fantastics+diuretics)
adapted according to 4 variables: HR/BP/creat/rythm

Beta-blocker

ACEi / ARB / ARNI
MRA

Rosano GMC et al. Eur J Heart Fail 2021; 23:87



CONCLUSION

HFpEF: treatments targeting specific profiles

Hypertension

* Management according to
guideline recommendations
Target blood pressure of
<130/80 mmHg

Atrial fibrillation

* Anticoagulation

* Rhythm control if appropriate
* Rate control

Coronary artery disease Type 2 diabetes mellitus

Antiplatelet therapy ! « SGLT2 inhibitor
Lipid-lowering therapies to Treatment of cardiac and

achieve LDL-cholesterol targets non-cardiac comorbidities

Revascularization based on in HFpEF Other comorbidities
symptoms, coronary anatomy, Management according to guideline
and individualized risk profile recommendations

Chronic kidney disease
SGLT2 inhibitor irrespective of

albuminuria

ACEi/ARB for albuminuria
Finarenone in patients with
diabetes and persisting
albuminuria despite ACEi/ARB

Obesity
GLP1-RA

Aerobic exercise training
Lifestyle modification, caloric
restriction

Evaluation of bariatric surgery

European Heart Journal - Cardiovascular Imaging (2024) 25, 1517-1524
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