\ Indonesian Working Group o 3
o on Heart Failure A
I 47 and Cardiometabolic Disoase iy Y
" 4 - HEART FALURE SOCIETY
¥irtd Heart daiture Society

Q\R@

The 5th Indonesian
Symposium on Heart Failure and 2 oo
Cardiometabolic Disehse i

1'm'u~~.r
Van e

Hldden Complexity

wteren

Behind the Myth of “Stable" HFrEF -

s o ot |

Irnizarifka : L I ek

Division of Arrhythmia, Cardiac Pacing, and Heart Failure

gl Dept. of Cardiology and Vascular Medicine
bt - Faculty of Medicine — Universitas Sebelas Maret
UNS Hospital - i i, e,

< June, 12-14 2025
Sheraton Grand Jakarta Gandaria City, Jakarta, Indonesia
Q 0811-1900-8855 | =& scientific_ihefcard@inahfcarmet.org | @ina.hf | ihefcard.com



lh 2 Indonesian Working Group
{7
) on Heart Failure
\ / and Cardiometabolic Disease H F s
y, <> HEART FALUSE SOCHTY
HNGARORE

The 5th Indonesian
Symposium on Heart Failure and
Cardiometabolic Disease

Disclosure

This is a collaboration session with PT. NOVARTIS

° Scientific speaker for :
Servier, Dexa Medica, Boehringer Ingelheim (ZPT), Bayer, Astra Zeneca, Otsuka, Menarini, Medtronic, Merck, Abbott

Q 0811-1900-8855 | & scientific_ihefcard@inahfcarmet.org | @ina.hf | ihefcard.com




4 o @
5t | STABLE factual definition 6 Y i s O

The 5th Indonesian
Symposium on Heart Failure and
Cardiometabolic Disease

I GOAL‘I SCORES LATEST v COMPETITIONS ~  INDIVISA MUNDIAL GOALSTUDIO

Have Everton ever won the Premier League?
30 years ago....

Everton have won the English title nine times, but never in the Premier League era.

Their last league triumph came in the 1986-87 season, under Howard Kendall. The Toffees finished

nine points clear of second-placed Liverpool in a good season for Merseyside.

g™ Fulllist of Everton trophies & titles

Competition Year(s) won

} First Division / Premier League 1890-91, 1914-15, 1927-28, 1931-32, 1938-39, 1962-63, 1969-7C 1-85, 1986-87
b Second Division / Championship 1930-31
N " "/4‘ FA Cup 1905-06, 1932-33, 1965-66, 1983-84, 1994-
'\ " Charity Shield / Community Shield 1928, 1932, 1963, 1970, 1984, 1985, 1986*, 198
European Cup Winners' Cup 1984-85

*Trophy shared with Liverpool
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Lim f',zfnl)(e”" * 43 years old male
,{”}e’f/-fdx‘? f % * History of ACS in 2020; poor adherence
W * NYHA fc lll

* Crackles with pedal edema

* ECG QS anterior leads

* CXR cardiomegaly with pulmonary edema

* Lab Cr 1.34, NTproBNP 3435

* Echo EDD 58 /.EF 23%/ RWMA (+) / moderate MR / TAPSE 1.8

How to initiate and optimize tx?
* 51 years old male

* History of HF since 2021 (ICM non-revasc)

NYHA fc lll manageable to fc I-lI

BPs 108-123 mmHg; HR 68-76 bpm (monthly visit)

* No congestion; 6-mwt >300 m
i ?
ECG SR, poor R wave V1-V5 Satisfy enough?

Echo EDD 62 / EF 32% / RWMA (+) / moderate MR / TAPSE 1.9 / E/A 1.7

* Current meds : ramipril 5 mg od, bisoprolol 5 mg od, spironolactone 25 mg od, dapa 10 mg od, statin
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The 3 highest nations in terms of ASR :
1. China (1,032.84)

2. Indonesia (900.90)

3. Malaysia (809.47)

ASR of Prevalence(/10°)
200~300

== Indonesia: 7.83%
— == ASR 1990: 835.45 ﬁ
— = ASR 2019: 900.90

Feng J, et al. JACC: Asia. 2024;4(4):249-264.
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¢ The 1-Year Mortality of Asian HF Patients Is Still High,
Especially in Southeast and South Asia:
7 09-68 CV Death is the Primary Cause of Death for HF
6.0
6
. 50 0.0% 5.0% 10.0% 15.0% 20.0% 25.0% 30.0% 35.0% 40.0%
g Indonesia F E— 34.1%
5 | Malaysia [l 276%
& \ Vietnam | 25.8%
Thailand 20.6%
o 20 oz0 India 17.4%
China 16.9%
Philippines 16.1%
bata Japan 11.1%
e Korea 10.9%
v\a\"
ij

*Meta-analysis of studies from developed countries using echocardiographic case validation. ESC = European Society of Cardiology; HFA = Heart Failure Association.

Shahim et al. Cardiac Failure Review 2023;9:e11
Feng J, et al. JACC: Asia. 2024;4(4):249-264.
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Cardiometsholic:Diseass Prevalence or characteristic Asia Europe USA
Hong Kong | Indonesia | Malaysia Philippines Singapore South Korea Taiwan Thailand Vietnam
Prevalence of HF 2%-3%° 5% - 1%-2% - 0.6% 6% 0.4% - 1%-2% 2%
Demographic characteristics of HF patients
Male 45% 66% 75% 57% 64% 55% 72% - 59% 61% 53%
Female 55% 34% 26% 43% 36% 45% 28% - 41% 39% 47%
Mean age at admission (years) 76.8 57.8 61.8 60 66.6 69 64 67 59 70 74
Cardiovascular risk factors
Ischemic heart disease 35% 68% 52% 37% 37% 44% 45% 32% 54% 46%
Valvular/rheumatic heart disease 18% 29% 20% - 14% 8% 19% 18% - -
Cardiomyopathy (non-ischemic) 2% 28% 11% - 21% 34% 14% 21% - -
Hypertensive heart disease 8% 2% 6% - 4% 7% 12% 21% - 23%
Other causes” 2% 5% 7% - 11% 7% - - - -
Hypertension 33% A 76%
Current smoking 28% Indonesia: Younger, Male, -
Diabetes mellitus 37% . . 43%
Dyslipidemia 31% Overweight, CAD, DM, hypertension 44%
Overweight 47% - -
Renal disease 24% 31%) 4% - 31% 19% 5% 17% 50%
Atrial fibrillation 16% 24% - 21% 26% 24% 22% 39% 31%
Coronary heart disease 35% 73% 52% 49% 43% 47% - 54% 50%
Cerebrovascular disease 2% 7% 0% 15% 9% 12% - - -
COPD 18% 13% 2% 12% 12% 8%¢ 3% 19% -

Missing data are not available.
¢ In patients aged >85 years.
> Including tachycardia, congenital heart disease and cardiopulmonary heart disease.
¢ COPD or asthma.
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Despite the guideline...

[ HFrEF Stage C Treatment ]

!

e
i R
<
\\

r,/"/ ARNI* + evidence-based

o beta-blockert + e
\ mineralocorticoid antagonist + //\.
N SGLT inhibitor 3
. (Figures 3A-E) = p”

/

o
! ! ! }

% patients with GDMT prescription

100% 4

75% 4

50% 1

25%

M

Bl 1RATE-HF (2024)
. CHECK-HF (2019)
B cHavP-HF (2018)
B swedeHF (2022)
ASIAN-HF (2018)

or patients wi For persistent} jents with | igh-risk patients
:ersiiu;nt \:olur::.- Sy p!:matic Aﬁ!ﬁan- ri:‘;i:;“h‘;:nv:al?; / F;Tv:agd';( :mkcnppat:‘malt
overload, American patights 270, on maximally GDMT with
NYHA class II-IV despite ARNI/ tolerated beta-blocker worsening HF as
beta-blocker/ dose in sinus rhythm, evidenced by a 0%
mineralocortigid | NYHAclass Il AuHF hospitalization or
Anagonis Rl requirement for RASI ARNI BB MRA SGLT2i
inhibitor, intravenous diuretics !
NYHA class lI-IV
I | I |
N Mean age (years)  RASi RASi td BB BBtd MRA MRA td
CHAMP-HF 2518 66.4 73.4% 16.8% 67.0% 27.5% 33.4% 76.6%
CHECK-HF 8360 723 84% 43.6% 86% 18.9% 56% 52.0%
ASIAN-HF 5276 59.6 7% 17% 79% 13% 58% 29%
ESC-LT (Spanish) 2834 65 92.6% ACEi 16.2%/ARB 23.3% 93.3% 13.2% T4.5% 23.5%
QUALIFY 7092 63.1 86.7% ACEi 27.9%/ARB 6.9% 86.7% 14.8% 69.3% 70.8%
Savarese 2021 68,172  65-75 - ACEi 15%/ARB 10%/ARNI 30% - 12% - -

ACE;i angiotensin-converting enzyme inhibitor, ¢d target dose, ARB angiotensin I receptor blocker, ARNi angiotensin receptor—neprilysin inhibi-
tor, BB beta-blocker, MRA mineralocorticoid receptor antagonist

Maddox et al. JACC. 2024; 83(15)
Malgie et al. Heart Failure Reviews. 2023; 28:1221-1234

Malgie et al. European Journal of Heart Failure. 2024. doi:10.1002/ejhf.3267
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HF is a chronic condition interspersed with acute episodes

Frequency of decompensation and risk of mortality increase,
with acute events and sudden death occurring at any time

I Chronic decline
Cardiac function /\\
v V

and

Quality of Life =~ Decompensation/ v
hospitalization

3 N

Gheorghiade et al. Am J Cardiol 2005;96:11G-17G
Ahmed et al. Am Heart J 2006;151:444-50

Gheorghiade and Pang. J Am Coll Cardiol 2009;53:557-73
Holland et al. J Card Fail 2010;16:150—-6

Muntwyler et al. Eur Heart J 2002;23:1861-6

MORTALITY
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Cumulative incidence of advanced heart failure

Cumulative incidence of advanced heart failure
(=]
1

0 T T T - - - - T T T T T T T
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Time since HF diagnosis (years) ; ) Time since HF diagnosis (years)
Patients-at-Risk Patients-at-Risk
4597 3617 2859 2278 1727 1260 891 HFEF 1103 848 692 558 427 329 242
HFmrEF 653 541 417 332 247 178 135

IFPEF 2438 1968 1552 1244

The cumulative incidence of advanced HF was 6.0% (5.4%-6.8%), 9.1% (8.3%-10.1%),
and 11.5% (10.5%-12.5%) at 2, 4, and 6 years after incident HF diagnosis

Subramaniam AV, et al. Circulation: Heart Failure. 2022;15
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Risk of events Determinants of better outcome after discharge

1. Optimal decongestion

2. Optimization GDMT

3. Intensive post-discharge monitoring reduce
mortality and new heart failure events after
discharge

Key Points :

Pre-discharge treatment
' initiation and optimization

Pre-discharge Early post-discharge

European J of Heart Fail, Volume: 25, Issue: 7, Pages: 1115-1131, First published: 18 May 2023, DOI: (10.1002/ejhf.2888)
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2023 Interim Analysis R ccoroato:
* 2021 ESC Guidelines for the Diagnosis and Treatment of Acute and Chronic Heart Failure
® 2021 CCS/CHFS Heart Failure Guidelines Update
* 2022 AHA/ACC/HFSA Guideline for the Management of Heart Failure
HFreF
DRUG CLASS
Initial 3 Mo (Opt.)* | 12 Mo (Opt.)*
ACE-Inhibitor 86.7% 82.6% (98.8%) 76.0% (98.4%)
ARB 8.9% 11.0% (83.7%) 17.6% (95.5%)
ARNI 0.7% 0.9% (100.0%) 1.3% (100.0%) 4.4% 6.1% (54.2%) 6.0% (93.3%)
Beta-Rec. Blocker 97.1% 99.1% (81.7%) 98.7% (92.2%) 98.5% 99.5% (84.6%) 99.6% (92.8%)
MRA 23.5% 34.5% (26.3%) 39.7% (41.9%) 48.7% 65.0% (51.6%) 70.4% (59.7%)

»@4 corehfrsuns@gmail.com *110 Subjects ; **78 Subjects ; “391 Subjects ; 250 Subjects
et



=Y ) Outcome

2023 lnt:erim Anal ysis

= HFmrEF = HFrEF
= HFmreF = HFrEF

20%
20%

18.2%

16.5%

11.8%

15%

10% @

7.2%

5%  34% COREHF | ASIANHF | e pypiT | cCHAMP-HF
(Surakarta, | (Southeast | o o) e
Indonesia) | Asia Region) P

3.2%

1-y mortality 13,6% 8,3% No Data

0% ek : 0%
6 Month 12 Month 24 Month Cardiac: Year 1 Cardiac: Year 2 Non-Cardiac
Cummulative All-Cause Mortality Rehospitalization

,@4 corehfrsuns@gmail.com
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Follow-Up

2023 /nt:ewrlfrwﬁ';élnal ysis

= HFmrEF = HFrEF

25%
20%
15% /
10%

5%

History of Non-Compliance 0%

1-6 Month 7-12 Month  13-18 Month 19-24 Month

Lost-to-Follow-Up
,@4 corehfrsuns@gmail.com



Definition of clinically ‘stable’ CHF

A treated patient with symptoms and signs that have remained
generally unchanged for at least 1 month is said to be ‘Chronic
STABLE HF’.

ESC Guidelines (2016) Eur Heart J; 37: 2129-2200.

But it is not that simple!

Stabuity\condition?

K’T[1+ 280 -u) ]-:: !

A-wo' +uw’) e

« Easier to meet stability condition
the larger the volume « or the
infinitesimal variance v* of the short
transfers
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100 Worsening HF Events by the Presence
or Absence of HF Symptoms (%) Asymptomatic worsening was defined as :
e 80 B ’ :
bg o 58 an event indicative of fluid retention by a
E 9 60 clinician despite the absence of symptoms™
g £ 42
o 40 All events except one case, both in
= e 20 symptomatic and asymptomatic worsening HF
demonstrated elevated serum BNP
0

Symptomatic Asymptomatic
HF HF

*Symptoms of worsening HF included dyspnea on exertion or at rest, orthopnea, paroxysmal
nocturnal dyspnea, or inappropriate fatigue. In this study, appearance of moderate to severe leg
edema without any other HF-related symptoms was included to be one of the HF-related symptoms. Kataoka, Congest Heart Fail. 2012:18:37—42.
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NYHA class Il : high risk of sudden cardiac death

MERIT HF post hoc analysis: the incidence of SCD is higher in patients with less severe HF (NYHA class

1), although total mortality rates increase with higher NYHA class

PARADIGM-HF analysis: 70% of patients were NYHA Il [1  44.8% of NYHA class Il HF CV deaths were

SCDs
= SCD ) " CHF = Other NYHA Class Il:
Mode of CV death
70 N=791
60 '
50 CV, cardiovascular; HF, heart failure;
:‘5\ MERIT-HF, Metoprolol CR/XL
< 40 Randomised Intervention Trial in-
= Congestive Heart Failure; NYHA, New
© 30 York Heart Association; PARADIGM-HF,
= ® Prospective comparison of ARNI with
20 ACEI to Determine Impact on Global
Mortality and morbidity in Heart
10 Failure;SCD, sudden cardiac death; CHF,
0 congestive heart failure
& NYHA NYHA Il NYHA IV .
*Other CV death includes all CV deaths not ascribed to 1 I n 2

39% 56% 5%

A post-hoc analysis from MERIT-HF (n=3991)'
Mean follow up, 1 year

pump failure or sudden death

An analysis from PARADIGM-HF (n=8399)2
Median follow up, 2.3 years

MERIT-HF Study Group. Lancet. 1999;353(9169):2001-7
Desai AS et al. Eur Heart J. 2015;36:1990-7
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Factors influencing limited adherence to GDMT (Guideline Directed Medical Therapy)'3

80 o2

medical:

jh costs

GU'DEL'NES...' ited access

Physician: Get Back to the

1. Lack of awareness

2. Focus on treating
symptoms : a

3. Fear of adverse effects contraindications

Komajda M, et al. Eur J Heart Fail. 2016;18(5):514-22
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InaHF guideline...

PEDOMAN T,
GAGAL JANT

Disusun oleh:
PERHIMPUNAN DOKTE
‘SPESIALIS KARDIOVAS
INDONESIA

EDISI PERTAMA

Download Link :
https://inahfcarmet.org/

)
Y

r

PEDOMAN TA
GAGAL JANTU

Desusun olefr.
KELOMPOK KERJA

‘GAGAL JANTUNG DAN KA
PERHIMPUNAN DOKTER §

2020

PEDOMAN TATALAKSANA
GAGAL JANTUNG

PERHIN

Pasien dengan FEVKi <40%

'

Obat utama, lakukan inisiasi dan titrasi Obat/alat tambahan digunakan sesuai
hingga dosis optimal/toleransi ‘ indikasi komorbiditas
. !
- Penghambat SRAA (urutan sesuai - Irama sinus & laju jantung > 70 per menit:
prioritas)* ivabradine
1. ACE- - Fibrilasi atrium: antikoagulan
2. ARNI - Defisiensi besi: ferric carboxymaltose
3. ARB + - Etiologi iskemik: revaskularisasi
- Penyekat reseptor beta - Penyakit jantung katup:
- Antagonis aldosteron perbaikan/penggantian katup
- Penghambat SGLT2** - Lebar kompleks QRS > 120ms: terapi
- Diuretik loop (bila ada tanda dan gejala resinkronisasi jantung
kongesti) - Menurunkan kejadian henti jantung

mendadak: defibrillator intrakardiak

,

- Rehabillitasi Jantung
- Penanganan tim multidisiplin untuk kontrol faktor risiko dan komorbiditas

SRS A At -

Evaluasi klinis (tanda dan gejala kongestif) & ekokardiografi (dalam 6 bulan)?

¥ B
Tidak terdapat perbaikan Perbaikan klinis & fraksi ejeksi:
klinis/perburukan gagal jantung: - Terapi dilanjutkan

- Optimalisasi diuretik (penambahan
dosis atau penggantian menjadi
sediaan injeksi)
- Optimalisasi dosis obat gagal jantung T T R

- Evaluasi dan kontrol faktor risiko serta **Apabila tersedia
komorbiditas *tkokardiografi evaluasi dilakukan dalam 6 bulan paska inisiasi pada
pasien yang stabil secara klinis untuk mengevaluasi perbaikan klinis,
N Vericiguat‘ . evaluasi ekokardiografi selanjutnya dilakukan sesuai dengan kondisi
klinis pasien

Gambar 4. 1 Algoritma tatalaksana HFrEF
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Management of HFrEF

To reduce mortality - for all patients

@4%
/

N

To reduce HF hospitalization/mortality - for selected patients

Volume overload

SR with LBBB 130149 ms or non LBBB> 150 ms

SR with LBBB > 150 ms

cxeep
Ischaemic aetiology Non-ischaemic aetiology
| o )
Coronary artery disease | Iron deficiency
_ CABG ) Ferric carboxymaltose )
Aortic stenosis Mitral regurgitation ~ Heart rate SR>70 bpm Black Race ACE-I/ARNI intolerance
 TEEMVRepair ) Ivabradine ) e/ISDN

For selected advanced HF patients

Heart transplantation

To reduce HF hospitalization and improve QOL - for all patients
Exercise rehabilitation

MCS as BTT/BTC ) Long-term MCS as DT )

Multi-professional disease management

. @ESc



'_'{ ESC 2021 ] Management of HFrEF

To reduce mortality - for all patients

@ ra L soira
|
/

N

To reduce HF hospitalization/mortality - for selected patients

Volume overload

SR with LBBB > 150 ms SR with LBBB 130149 ms or non LBBB> 150 ms
T
Ischaemic aetiology Non-ischaemic aetiology

N PRS- e
Atrial ﬁbnM ' A%ﬂanon Coronary artery disease Iron deficiency
I \ 8L Anticoagulation -/ Digoxin) CABG ) Ferric carboxymaltose )

Aortic stenosis Mitral regurgitation ~ Heart rate SR>70 bpm Black Race ACE-I/ARNI intolerance

SAVR/TAVI TEE MV Repair ) Ivabradine ) Hydralazine/lSDN)| i)

5.4.2 Angiotensin Il type 1 receptor blockers

The place of ARBs in the management of HFrEF has changed over
the last few years. They are now recommended for patients who can-
not tolerate ACE-l or ARNI because of serious side effects.
Candesartan in the CHARM-Alternative study reduced CV deaths
and HF hospitalizations in patients who were not receiving an ACE-|
due to previous intolerance.’ ** Valsartan, in addition to usual therapy,
including ACE-I, reduced HF hospitalizations in the Val-HeFT trial. "’
However, no ARB has reduced all-cause mortality in any trial.

i
[T
i
>

0

@ESC
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ARNI vs ACEi

which one is better?

T Ra] (EMEMBER THIS:
ONEOPTIONIS |
NOT_ A"“"‘o“ You are free to

ichoose, but you are
not free from the
consequence of
your choice.
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Rattanavipanon et al. BMC Cardiovasc Disord (2021) 21:324 H 2
https://doi.org/10.1186/s12872-021-02145-9 B M C Card |OVaSCU|ar Dlsorders

RESEARCH Open Access

Real-world experience of angiotensin ’
receptor/neprilysin inhibitor (ARNI) usage
in Thailand: a single-center, retrospective
analysis

Wipharak Rattanavipanon', Thanyaluck Sotananusak?, Fairus Yamaae', Arisa Chandrsawang’,
Pitchapa Kaewkan?, Surakit Nathisuwan' and Teerapat Yingchoncharoen®"

Composite outcome of mortality and hospitalization for heart failure

4
1

o
1

Conclusions

In real-world practice, ARNI use was associated
with a significant reduction in both clinical
outcomes and symptom improvement, while
orthostatic hypotension was more common in
patients in the ARNI group than in patients in the
standard treatment group.

Cumulative proportion of patients with primary outcome
3

8—.
g
g
g
g
g
g

400.00

Time-to-event (days)

: ARNI

: Standard treatment

Fig. 2 Kaplan-Meier curve of primary outcome. * Cox-regression analysis adjusted by age, BMI, dilated cardiomyopathy, chronic kidney disease, use
of cardiac resynchronization therapy, use of ivabradine




Cardiol Ther (2022) 11:113-127
https://doi.org/10.1007/540119-021-00252-4

ORIGINAL RESEARCH

Hospitalization Rates in Patients with Heart Failure
and Reduced Ejection Fraction Initiating Sacubitril/
Valsartan or Angiotensin-Converting Enzyme
Inhibitors/Angiotensin Receptor Blockers:

A Retrospective Cohort Study

Emma Houchen - Emil Loefroth - Raymond Schlienger - Clare Proudfoot -

Stefano Corda - Sibasish Saha - Sarvesh K. Satwase - Rachel Studer

Conclusions

In real-world clinical practice, RAASi-na’Ive
patients with HFrEF initiating SAC/ VAL
were less likely to be hospitalized than
those initiating ACEi/ARB, suggesting a
potential for a reduced clinical and
economic burden in these patients.

Outcome

SAC/VAL

Rate per
Events/PYs 100 PYs

ACEi/ARB

Rate per
Event/PYs 100 PYs

IRR (95% CI) P value

HF hospitalization

HF hospitalization and ER visit 3933/5360.15 73.38

All-cause hospitalization

CV hospitalization

1686/5360.15 31.45

3651/5360.15  68.11

2481/5360.15 46.29

3402/10517.26  32.35

9201/10517.26  88.34
8432/10517.26  80.17

5301/10517.26  50.4

—_—

[P N—

— ke

1.00 (0.91,1.11)  0.96
0.87 (0.81,0.94) 0.00023
0.87 (0.81,0.93) <0.0001

0.94 (0.87,1.02) 0.14

Fig. 3 Comparison of rate of events between new SAC/
VAL users and new ACEi/ARB users. ACE; angjotensin-
converting enzyme inhibitor, 4RB angiotensin receptor

0.80 0.90 1.00 1.10 1.20
< Favors SAC/VAL  Favors ACEi/ARBs =

blocker, CI confidence interval, CV cardiovascular, ER
emergency room, HF heart failure, JRR incidence rate
ratio, PY patient-year, SAC/VAL sacubitril/valsartan

Outcome HR (95% CI) P value
Time to first HF hospitalization —_— 1.02 (0.94-1.12) 0.61
Time to first HF hospitalization
and/or ER visit ——— 0.92 (0.86-0.98) 0.01
Time to first all-cause
hospitalization —_r 0.85(0.80-0.91) <0.0001

T T

8 1 1.2

€ Favors SAC/VAL Favors ACEI/ARB >

Fig. 4 Comparison of time to event between new SAC/
VAL users and new ACEi/ARB users. ACE; angjotensin-
converting enzyme inhibitor, 4ARB angiotensin receptor

blocker, CI confidence interval, ER emergency room, HF

failure,
sacubitril /valsartan

HR  hazard

heart

SAC/VAL

ratio,



Clinical Research in Cardiology (2023) 112:167-174
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Real-world comparative effectiveness of ARNI versus ACEi/ARB in HF
with reduced or mildly reduced ejection fraction

Michael Fu' - Aldina Pivodic®? - Oskar Kéck® - Madlaina Costa-Scharplatz® - Ulf Dahlstréom®® - Lars H. Lund’

0.5+ ARNI -=-=-- ACEi/ARB P=0013
8 04-
(0]
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g 034
(0]
2
® 0.2 1
= |
E o1
O
0.0 -
I T I I I
0 1 2 3 4
Follow-up time (year)
ARNI 1372 904 457 176 30
ACE/ARB 1372 862 411 148 19

Fig.2 Cumulative incidence estimates with 95% confidence intervals
for all-cause mortality for ARNI versus ACEi/ARB groups matched
1:1 ratio using propensity score matching including clinical variables.
ACEi angiotensin-converting enzyme inhibitor, ARB angiotensin
receptor blockers, ARNI angiotensin receptor—neprilysin inhibitor

Conclusions

In this nationwide real-world study including a population of
patients with HF with reduced or mildly reduced EF, ARNI as
part of guideline-led Swedish clinical practice was associated
with a statistically significant relative risk reduction in all-
cause mortality compared with ACEi/ARB.




Real-world long-term impact of ARNI
- according to changes in LVEF

(A) Still reduced EF
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P<0.001

No. at Risk
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(B) Improved EF
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*Composite event : all-cause mortality and HF hospitalization

Prolonged use of ARNI can be superior to ACEIs/ARBs in HFrEF patients who:

A. Patients with persistent reduced EF following 1 year of treatment (ARNI vs. ACEIs/ARBs, 17.6% vs. 49.7%, P

<0.001)

1080

T T T T
1260 1440 1620 1800

Days

104 61 32 5
28 23 7 0

Park et al. ESC Heart Failure 2023; 10: 3430-343



Real-world long-term impact of ARNI
- according to changes in LV reverse remodeling in HFrEF

(A) Noreverse remodeling (B) Reverse remodeling
100 % 100 % |
90 % 90% |
80 % - 80 % —
Group Group
70% —— ACEI/ARB 70% —— ACEI/ARB
— ARNI — ARNI
o 60% » 60% -
e 2
S 50% — P <0.001 B 50% — P =0.001
€ =
2 40% 2 0%
B b
2 30% 5 0%
3 3
20 % 20%
10 % - 10% —
0% 0% ]
T T T T T T T T T T T T T T T T T T
360 540 720 900 1080 1260 1440 1620 1800 360 540 720 900 1080 1260 1440 1620 1800
No. at Risk Days No. at Risk Days
ACEIARB: 96 87 75 65 &1 43 23 15 2 ACEUARB: 286 274 264 231 190 147 93 49 6
ARNI 80 88 85 76 68 58 42 17 1 ARNI: 198 196 193 164 131 104 74 32 1

*Composite event : all-cause mortality and HF hospitalization

Prolonged use of ARNI can be superior to ACEIs/ARBs in patients with HFrEF:
A. Patients without LV reverse remodeling following 1 year of treatment (ARNI vs. ACEIs/ARBSs; 15.0% vs. 54.9%,
P <0.001)

a W

Park et al. ESC Heart Failure 2023; 10: 3430-343
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Mechanisms of increased risk of death and
rehospitalization in patients hospitalized for HF

Heart failure

¥

Volune oveiioad
(long-term changes)
Days -> Weens

Neurohormonal activation
Inflammatory activation

Pressuie overload for the lungs
(short-term changes)
Hours ->Days

|

Venous congestion

V

Peripheral edema
Rehospitalization

!

Heart damage
Hepatocardiac syndrome Pulmonary congestion
Cardiorenal syndrome

>

Dyspnea / Pulmonary edema
Rehospitalization

™ Mortality

Mesquita et al. Int J Cardiovasc Sci. 2017;30(1):81-90



ARNI:

modulates two
counter-
regulatory
neurchormonal
systems in HF

Physiological Pathophysiological
response response
ANG I
NPs .
AT receptor
NPR-A
receptor
“Guarlylate
cyclase

GTP

1 Systemic vascular resistance A T Systemic vascular resistance
1 Sympathetic tone — Q\:kv T Sympathetic tone

1 Aldosterone [ I'\‘i Heart “ T Aldosterone

1 Cardiac fibrosis ;’ Failure T Cardiac fibrosis

4 Ventricular hypertrophy ] ..l,‘/'( T Ventricular hypertrophy

T Natriuresis/diuresis ;"7 1 Natriuresis/diuresis

Langenickel TH, Dole WP. 2014. Angiotensin receptor-neprilysin inhibition with LCZ696, Drug Discov Today: Ther Strategies
Fabris et al. Drugs 2019. https://doi.org/10.1007/s40265-019-01181-2



Clinical trials of Sacubitril/Valsartan (S/V) in HFrEF patient

journey

PROVE-HF

Once the patient with HFrEF is admitted to
hospital, the PlONEER trial shows a

significant reduction in NT-proBNP associated
with the use of S/V in the acute setting;
moreover, a significant reduction in HF re-
hospitalization is documented.

After discharge, the TRANSITION trial

shows that S/V is safe and well-tolerated in
acute HFrEF patients after hemodynamic
stabilization.

In the ambulatory setting, the PROVE-HF

trial document a beneficial effect of S/V on
reverse remodeling.

In stable HFrEF patients at home, the
PARADIGM-HF trial shows a 20%

reduction in CV death and HF hospitalization
with S/V vs enalapril.

Cardiac Failure Review 2021;7:€06.



Sacubitril/valsartan significantly
reduced death from CV causes or first hospitalization for HF*

= More than 80% of deaths in PARADIGM-HF had a CV cause
= Sacubitril/valsartan is related to the observed reduction in sudden cardiac death and
death due to worsening heart failure

900 835 Sacubitril/valsartan (N=4,187)
800 — 711 503 B Enalapril (N=4,212)
. 700 =
-
® 600 - 558
s HR=0.80
g 500 — R0 84 (95% (ggof?d%%—&gﬁl) HR=0.79 ACE], arTgir:).'::si‘n:::’r\\l\llerting—t .
‘g 400 = (95% CI: 0.76—-0.93) eE (95% CIl: 0.64—0.98) enzyme inhi '_°"!_ : _rla“‘fl'o ensin
5 p=0.001 p=0.034 receptor neprilysin inhibitor; Cl,
= 300 - 250 confidence interval; CV,
HR*=0.80 184 cardiovascular; HFrEF, heart failure
200 — (95% CI: 0.71-0.89) 147 with reduced ejection fraction; HR,
100 p<0.001 Hazard ratio; PARADIGM-HF,
Prospective comparison of ARNI with
0 - I ACEI to Determine Impact on Global

VWorsening
heart failure

CV causes

All causes
Cause of death

Mortality and morbidity in Heart
Failure

*Results from death from CV causes as per those reported by McMurray et al. Note that the hazard ratio reported by Desai et al. was HR=0.80 (95%CI: 0.72-0.89); p<0.001

Desai et al. Eur Heart J 2015;36(30):1990-7
O’Connor et al. Am J Cardiol 1998;82:881-7



Sacubitril-Valsartan reduced 30-day HF readmissions vs

enalapril
(post hoc analysis) |5

10

o
/o
RRR

IN,30-DAY

HF _READMISSIONS
VS ENALAPRIL?

13.4%

Enalapril Sac-Val

OR (85% Cl): 0.62 (0.45, 0.87)
|

n=175/1302 n=104/1074

30-day HF readmission

Cl=confidence interval; HF=heart failure; OR=0dds ratio; RRR=relative risk reduction.

*The primary unit of analysis was hospitalisations, including repeat hospitalisations, rather than patients.
tfAmong patients hospitalised at least once for HF, patient characteristics were similar at baseline between treatment groups.
#Data are from a PARADIGM-HF post hoc analysis (hospital readmission rate was not a primary end point).

Desai AS, et al. J Am Coll Cardiol. 2016;68(3):241-248.



ee------  |N-PARALLEL approach better than STRICT SEQUENTIAL approach”

The point is : Always keep this family TOGETHER

pironolactone

SEMAR PETRUK GARENG BAGONG
[ J
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°c etruk

*CCS HF Guideline. 2021; 531-46.




Take Home Points

y l%wcﬁlﬁell You

Hea Fallure ‘

e Stable HF Myth?
v Is almost always progressive, even if patients appear stable
v High risk of SCD in NYHA I
v Risk of non-compliance in stable-felt patient

v Persistent myocardial stress and fibrosis : subtle but
progressive ventricle dysfunction

dr. Rarsari Soerarso, Sp.JR(K), Prot. Dr. dr. Amiliana Mardiani Dr. dr. Sally Aman Nasution, SpPD,
MARS, FIHA, FHFA Sctunl SpJP(K), FlH.A FAsCC K-KV, FINASIM, FACP

« The Facts: , -

v The guidelines is there....,
v But the GDMT initiation and optimization are not there!

« Solutions :
Vv Early initiation of 4-pillars in HFrEF, keep optimize the dose

v Evidence of benefit and superiority of ARNI (decrease risk of
SCD by 20%)

v ARNI addresses multiple pathways simultaneously

v Assure the compliance through simple medications regiment
and...

“‘ Application Launching!
\ 14 June 2025

at
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