g

¥ wil

¢

herzteam

Dr. med. Raphael Koller | Dr. med. Franziska Rohner | Dipl. med. Dimitrios Koudonas

Leitliniengerechte
Herzinsuffizienztherapie

D. Koudonas

herzteam wil

31.03.2022

Herzinsuffizienz

herzteam @@ wil

* Epidemiologie-Einteilung der Herzinsuffizienz

* Aktuelle Pharmakotherapie/ESC Leitlinien 2021

* Neue Konzepte in der Therapie-wann und wie behandeln

* Was kommt nach der medikamentésen Therapie?

herzteam @@ wil

Herzinsuffizienz

* Komplexes klinisches Syndrom mit hoher Mortalitdt und Morbiditat

200 000
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* Uberlebensrate schlechter als bei vielen Krebserkrankungen
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3.Loehr, LR, etal., Heart failure incidence and survival (from the Atherosclerosis Risk in Communities study). Am J Cardiol, 2008. 101(7): p.
1016-22
4Roger, V.L. et al., Heart disease and stroke statistics~2012 update: a report from the American Heart Association. Circulation, 2012. 125(1):
p. €2-6220.

Diagnostik

+ ko
+ Syeptoms wdior g
+ Abmormal ECG

. T
ey
ST —
or 4 NT-proBNPBNF unsraiatie

(e Detereane sicogy wd
o asher agrines

herzteam @@ wil

@esc
Mc Donagh et al.European Heart Journal (2021)




Aktuelle Klassifikation
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Type of HF HFrEF HFmrEF HFpEF
cr 1 Symptoms + Signs* Symptoms + Signs® Symptoms # Signs®
2 LVEF <40% LVEF 41-49%° LVEF >50%
3 = = Objective evidence of cardiac structural and/or functional 5
brormalies consistent with the p fLV diastolic 5
dysfunction/raised LV filling pressures, including raised natriuretic peptides® 2

Mc Donagh et al. European Heart Journal (2021)
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Management of HFrEF

ACE-I/ARNI SGLT2i
| \ \ .

i in patients with (NYHA class II-1V) heart failure with reduced ejection fraction
(LVEF <40%)

R e
An ACE-l s recommended for patients with HFrEF to reduce the risk of HF

hospitalization and death ''%~ "%

A beta-blocker is recommended for patients with stable HFrEF to reduce the risk of

HF hospitalization and death.’™ %0

An MRA Is recommended for patients with HFrEF to reduce the risk of HF hospitalization and death. ™"
ar for patients with HFFEF to reduce the risk

of HF hospitalization and death.'®'?

is for an ACE in patients with HFrEF to reduce the risk of HF
hospitalization and death.'®*

Mc Donagh et al. European Heart Journal (2021)
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B Death from Cardiovascular Causes
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Therapie der Herzinsuffizienz (HFrEF)
SGLT2 Inhibition

Potential mechanisms

EMPA-REG OUTCOME

Marx N et al. European Heart Journal (2016) 37, 3192-3200
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Therapie der Herzinsuffizienz (HFrEF)
SGLT2 Inhibition

Dapagliflozin in Patients with Heart Failure und
Reduced Ejektion Fraction

v § 26%/RRR
NNT 21

McMurray et al., NEJM 2019

Cardi ilar und Renal Out with
Empagliflozin in Heart failure

M. Packer et al., NEJM 2020
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Moderne Therapie vs. Standard bei HFrEF
Moderne Therapie* vs. Standard ,Moderne" 4-fach Therapie bei HFrEF
(ACEi und BB) bei HFrEF vs. Standardtherapie (ACEI, BB)
P — p— —-— S Treatment
— Comprehensive therapy
— Conventional therapy
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Vaduganathan et. al, Lancet 2020
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Therapie der Herzinsuffizienz (HFmrEF) ‘
Type of HF HFrEF HFmrEF HFpEF
1 Symptoms + Signs* Symptoms + Signs® Symptoms & Signs®
2 LVEF <40% LVEF 41-49%° LVEF >50%
3 - - Objective evidence of cardiac structural and/or functional s
abnormalities consistent with the presence of LV diastolic ﬁ
dysfunction/raised LV filling pressures, including raised natriuretic peptides‘g
Mc Donagh et al. European Heart Journal (2021)
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Therapie der Herzinsuffizienz (HFmrEF) Therapie der Herzinsuffizienz (HFmrEF) o

PARAGON / PARADIGM TOPCAT Beta-Blocker Trialists * CHARM
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Diuretics are recommended in patients with
congestion and HFmrEF in order to alleviate
symptoms and signs."”’

An ACE-l may be considered for patients with
HFmrEF to reduce the risk of HF hospitalization
8s and death.!’

Ejocbon raction (%) An ARE may be considered for patients with

/ HFmrEF to reduce the risk of HF hospitalization
and death**

. A beta-blocker may be considered for patients

25 Modnabie ::\g(z:zrnvs o ‘with HFmeEF to reduce the risk of HF hospital-
ndocrine targets of ization and death 2"

AnMRA may be considered for patients with
HFmrEF to reduce the risk of HF hospitalization
and death™*

i sl Sacubitrilfvalsartan may be considered for

. * Unknown or non-modifiable targets. patients with HFmrEF to reduce the risk of HF
el « Co-morbidities

0

CESC 201

hospitalization and death,'***

% 25 % 35 4 45 5 55 6 65 70 75 6

Ejection fraction (%) "
B5hm et al. European Heart Journal (2020) 41, 2363-2365 Mo Donegh’etal: Ewpean; Heaft Jodmal (2021)
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Recommendations for the treatment of patients with

Type ofHE . HERRE heart failure with preserved ejection fraction
1 Symptoms & Signs® Symptoms & Signs® ymptoms + Signs* Recomimendations Class* Level®
2 LVEF <40% LVEF 41-49%° LVEF >50%
3 - - bjective evidence of cardiac structural and/or functional Screening for, and treatment of, aetiologies, and
bnormalities consistent with the presence of LV diastolic cardiovascular and non-cardiovascular comor- c
sfunctioniraised LV filling pressures, including raised natriuretic peptid bidities is recommended in patients with HFpEF

(see relevant sections of this document).
Diuretics are recommended in congested

patients with HFpEF in order to alleviate symp- C
137

@ ESC 2021

toms and signs.
Mc Donagh et al. European Heart Journal (2021)

Mc Donagh et al. European Heart Journal (2021)
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EMPEROR-PRESERVED
SGLT2-Hemmer bei HFpEF
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Figure 1. Primary Outcome, a Composite of Cardiovascular Death or Hospitakzation for Heart Failure.

FDA Approves Empagliflozin for Treatment of HFpEF, 24.02.2022 S.D. Anker et al. NEJM Oktober 21
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Time is prognosis’ in heart failure
Mortality along the journey of heart failure patients
Aculn Post dnschavge Chronic
4-6% Pml discharge vulnerable phase
in hospital mmmmwmm\mnm
mortality mwsmm) :3mnlhsh5mr§)
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TACTICS-HF !, TRUE-AHF ™,
SECRET of CHF "', RELAX-AHF-2 1!
ASTRONAUT *
o ewmsn
8 Met e premary endpond PARAGON-HF *, CHARM-Preserved *, TOPCAT *
1 ot met e primary endpoint ‘other HFpEF trials.
Abdin et al. ESC Heart Failure 2021; 8: 4444-4453
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Fraher Nutzen von Sacubitril/Valsartan °
o 15T
= Hazard ratio 0.60 (0.38-0.94)
14 P =0.027 .
® Enalapril
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Paants al Risk
W_—:m 4174 4153 4140
Enatapal 4212 4192 4166 4143
M. Packer et al. Circulation 2015;131:54-61
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Friher Nutzen von SGLT2-Hemmern
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Berg et al. JAMA Cardiology 2021; 6 (5):499-507 Packer et al. Circulation October 2021 144, 1284-1294
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Medikamentdse Therapieeinleitung nach herzteam @ wit
klinischem Phanotyp

CENTRAL ILLUSTRATION: Treatment Layering According to Patient Char-
acterization Alone: Patient Journey

Initiation and Uptitration of
Events Therapeutic Initiations “Must Haves™
and Outcomes. Followed by Treatment Layering

‘Pativnt foumey

trial Fibrsllation | Kormal to Wigh B9
Renal Gysfunction § Abnormal Potassium

T Recompemation

-
Early post-discharge

Chan phase

Rosano, G.M.C. et al. J Am Coll Cardiol HF. 2021;9(11):775-783.

31.03.2022

S
Herkémmliches Therapieschema

« Titration bei zur Zieldosis bei jedem Schritt
« Ubliche Zeitdauer > & Monate

Frahe Therapieinitiierung
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AX IS

Therapie der Herzinsuffizienz mit
reduzierter Pumpfunktion (LVEF < 40%)

Rasche Therapieeinleitung T8y
+ Alle drei Schritte innerhalb von 4
Wochen empfohlen
Titration zur Zieldosis erst nach
Initiierung aller Medikationen
Nicht die exakte Sequenz ist
wichtig, sondern in Kurzer Zeit alle
4 Therapien zu implementieren

Packer and McMurray Eur J Heart 23, 882-894
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Weitere Substanzen

Ivabradine should be considered in symptomatic

patients with LVEF 35%, in SR and a resting

heart rate >70 b.p.m. despite treatment with an
evidence-based dose of beta-blacker (or maxi- lla
mum tolerated dose below that), ACE-l(or

ARNI), and an MRA, to reduce the risk of HF

hospitalization and CV death.'™

Ivabradine should be considered in symptomatic

patients with LVEF <35%, in SR and a resting

heart rate >70 b.p.m. who are unable to tolerate

or have contraindications for a beta-blocker to lla (=}
reduce the risk of HF hospitalization and CV

death. Patients should also receive an ACE-I (or

ARNI) and an MRA.™*®

23
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RAXIS

Vericiguat may be considered in patients in
NYHA class Il -1V who have had worsening HF
despite treatment with an ACE-| (or ARNI), 2
beta-blocker and an MRA to reduce the risk of
CV mortality or HF hospitalization."!

considered in self-identified black patients with

LVEF <35% or with an LVEF <45% combined

with a dilated left ventricle in NYHA class lll-IV lla
despite treatment with an ACE-| (or ARNI), a

beta-blocker and an MRA to reduce the risk of

HF hospitalization and death.'*?

Mc Donagh et al. European Heart Journal (2021)
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VICTORIA - Vericiguat

Inclusion Criteria Primary Composite Endpoint: CV Death or First HF Hospitalization

“Chronic HF” after Worsening event 2 00| HROSD(@5% Cl082-038) Placebo
€ os

s Pvalue 0.019

+ Recent HFH or IV diuretic use s iqu
+ NYHAlass IHV 8 o Vericiguat
\VEF <45% + With very elevated natiuretic § o
. < peplides (BNP or NT-proBNP) g o
+ Guideline based HF therapies . 0%
NP > 300 8 0P > 1000 p SR 2o
BN 500 & o+ 1800 AP 5 o
3
ents may fent or E oo ‘Absolute ovent reduction 4.2/ 100 ptyrs.
criteria for clinical stabilty (e.g., SBP = 100 mmHg, off 1V treatments = 24 hours) © — N

Months Since Randomization

30-day screening period without run-in

Armstrong et al. NEJM Mai 2020, 382
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Individualisierte Therapie der Herzinsuffizienz harzteam € will

Device-Therapie

To reduce HF hospitalization/mortality - for selected patients

Volume overload

SR with LBBB = 150 ms SR with LBBB 130149 ms or non LBBB> |50 ms

[~ crn = EI
Ischoemic aetiology Non-ischaemic aetiology
T e
Arial fibrilation Atrial fibrillation Caronary artery disease Iron deficiency
Digorin) _PM_) CABG ) Ferric carbowymaltose )
Aartic stenasis. Mitral regurgitation  Heart rate SR>70 bpm Block Race ACE-J/ARN! intolerance

@I | (TEMVReae) | (labadne ) Hassnason)  @EECHEND

Me Donagh et al. European Heart Journal (2021)
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Catheter Ablation for Atrial Fibrillation
with Heart Failure

A Death or Hospitalization for Worsening Heart Failure

10
05
Eeooe AF catheter ablation
8 07 -
EE o6 e Ablation In cases of a clear association between paroxys-
-
2 § 05 mal or persistent AF and worsening of HF symp-
gg 04 Medical therapy toms, which persist despite MT, catheter
03 : f
§ -§ 02| Hazard ratio, 0,62 (95%.C1, 0.43-087) ablation should be considered for the prevention
& 27 P-0.007 by Cox regression 5 ntof AR 552554357
0.14 P=0.006 by log-rank test or treatment of Al
.0+ r T T T )
0 1z 24 EL 48 60
Months of Follow-up
No. at Risk
Ablation 179 141 114 76 58 22
Medical therapy 184 145 m 7 s 12

Marrouche et al. NEJM 2018; 378:417-27
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©ESC 2021
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Nach Entlassung '

Recommendations

Itis recommended that patients hospitalized for
HF be carefully evaluated to exclude persistent
signs of congestion before discharge and ta opti-
mize oral treatment. 74"

Itis recommended that evidence-based oral
medical treatment be administered before
discharge 5
An early follow-up visit is recommended at 1-2
weeks after discharge to assess signs of conges-
tion, drug tolerance and start and/or uptitrate
evidence-based therapy.” """

Ferric carboxymaltose should be considered for
iron deficiency, defined as serum ferritin <100
ng/mL or serum ferritin 100299 ng/ml with
TSAT <20%. ta improve symptoms and reduce
rehospitalizations.”™*

JESC 2021

Mc Donagh et al. European Heart Journal (2021)
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Zusammenfassung '

» Komplexes klinisches Syndrom mit hoher Mortalitdt und Morbiditat

+ Basistherapie «4er-Kombi»
-ARNI/ACEI-b-Blocker-Aldosteronantagonist (MRA)-SGLT2-Hemmer

Strategiewechsel fir alle Patienten mit HFrEF durch den raschen Beginn
prognoseverbessernder Substanzen noch im Spital

Vollstandige Rekompensation und Verlaufskontrolle innerhalb 1-2 Wochen
HFmrEF Patienten profitieren wahrscheinlich auch von diesem Therapieprinzip
Eine deutliche Prognoseverbesserung der chronischen Herzinsuffizienz ist zu erwarten

Trotz der Emperor-Preserved Studie wurden Empfehlungen fiir HFpEF noch nicht
ausgesprochen, da Zulassungen fiir SGLT2-Hemmer bisher ausstehen

herzteam Gwil

Vielen Dank fur Ihre Aufmerksamkeit
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