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PLACEC ™™
Cause di morte improvvisa

- Pazienti con malattie strutturali del cuore (ca. 75%)

« Coronary heart disease

* Infarto Miocardico Acuto (IMA) Scompenso Cardiaco
» Stadio cronico dell'infarto

« Cardiomiopatie

* Aritmie
* 80-90% Tachiaritmie
* 10-20% Bradiaritmie
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PLACE© "™
Scompenso cardiaco e morte cardiaca i |mprovwsa

* SCD e responsabile del 35-64% della mortalita nei pazienti con scompenso

cardiaco:=:
 LaFE e il fattore di rischio piu importante per la SCD
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1.Merit-HF Study Group. Effect of metoprolol CR/XL in chronic hea

2
2.CIBIS-II Investigators. The Cardiac Insufficiency Bisoprolol Study Il (CIBIS-11). Lancet 1999;353:9-13. DOI:https://doi.org/10.1016/50140-6736(98)11181-9

_
3. Packer M, et al. The Effect of Carvedilol on Morbidity and Mortality in patients with Chronic Heart Failure. NEJM 1996; 334(21):1349 DOI: 10.1056/NEJM199605233342101

-7.,DOI:https://doi.org/10.1016/50140-6736(99)04440-
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PLACE© ™
~ SCD dopo ospedalizzazione per HF acuto
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a Figure 1 Thirty-day Kaplan—Meier event rates for sudden cardiac death (SCD), resuscitated sudden cardiac death (RSCD), ventricular
07% tachycardia/ventricular fibrillation (VT/VF), and all-cause mortality.
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Figure 2 Kaplan—Meier event rates for the 30-day composite endpoint, sudden cardiac death (SCD), resuscitated sudden cardiac death
(RSCD), and ventricular tachycardia/ventricular fibrillation (VT/VF).

Conclusions Approximately 2% of patients admitted for acute HF experienced SCD, RSCD, or VT/VF within 30 days of admission,
and SCD accounted for 17% of all deaths within 30 days.

Pokorney SD,et al. Sudden cardiac death after acute heart failure hospital admission: insights from ASCEND-HF. European Journal of Heart Failure. 2017 Dec 20; 20: 525-532.
https://doi.org/10.1002/ejhf.1078.
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PLACE® ™™ Lo studio PROLONG I

— _ e Registro retrospettivo
ata n= ° . . . .
T — 353 pazienti con nuova diagnosi di
Precrbtion 3 month, # (% 5 05) scompenso cardiaco con FE<35%
Total wear time, days it protetti con un defibrillatore
wepshods " . indossabile (WCD)
Patents with approprate shock, n (%) 12(?4))
NICM 9 (4 R N .
el 69 * 4% di terapie del WCD appropriate
PPCM 3(11)
Other 0
g o il s w-m0%m ¢ >85% delle terapie erogate sono
Inappropriate shockg,n 0 o . o ° . oge
Death during WCD period, n (%) 2 0 state nei primi 3 mesi di utilizzo del

WCD

Mueller-Leisse J et al. Extended follow-up after wearable cardioverter-defibrillator period: the PROLONG-II study. ESC Heart Fail. 2021 Sep 4. doi: 10.1002/ehf2.13586
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@ o* Edizione Recommendations Ci-ass' Level® ¥
;‘ = Primary prevention

An ICD is recommended to reduce the risk of

Linee gUida ESC 2021 per |O sudden death and all-cause mortality in patients

with symptomatic HF (N'YHA class Il ll) of an

ischaemic aeticlogy (unless they have hada Ml in

scompenso cardiaco e 10 kot VB

<35% deseite >3 months of OMT, Pr‘ovided

they are expected to survive substantially longer

° Nei pazienti con HFrEF’ é than 1 year with good functional status.'*'"'®®
An |CD should be considered to reduce the risk
raccoma ndato attendere of sudden death and all-cause morlity in
o . . patients with symptomatic HF (N'YHA class
a I meno 3 meSI dl tera pla II= i) of a non-ischaemic aetiology, and an LVEF
. . . <35% despite =3 months of OMT, provided
farmaCOIOglca Ottl m |Zzata they are expected to survive substantially longer
. . o o than 1 year with good functional status.'®''%%167
prl ma d I prendere |a deCISlone Patients should be carefully evaluated by an
M- H experienced cardiologist before generator
dl Implanta re un ICD replacement, because management goals, the
patient's needs and clinical status may have
changed. "8~ 72

A wearable ICD may be considered for patients
with HF who are at risk of sudden cardiac death
for a limited period or as a bridge to an
implanted device."*~'7®

ICD implantation is not recommended within 40

days of a Ml as implantation at this time does not
177,178

improve prognosis.

Theresa A McDonagh, et al. 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure: Developed by the Task Force for the diagnosis and treatment of acute
= and chronic heart failure of the European Society of Cardiology (ESC) With the special contribution of the Heart Failure Association (HFA) of the ESC, European Heart Journal, Volume 42, -
Issue 36, 21 September 2021, Pages 3599-3726, https://doi.org/10.1093/eurheartj/ehab368
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P ACF© "=

L'ottimizzazione della terapia
farmacologica richiede tempo

* L’ottimizzazione e la stabilizzazione della terapia medica puo richiedere 3 mesi o piu

— Le dosi efficaci di beta-bloccanti nello HF sono solitamente raggiunte in 8-12 settimane e il benificio sulla
riduzione della mortalita si vede dopo 3 mesi
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1.Merit-HF Study Group. Effect of metoprolol CR/XL in chronic heart failure: Metoprolol CR/XL Randomized Intervention Trial in Congestive Heart Failure (MERIT-HF) Lancet 1999;353:2001-7. DOI:https://doi.org/10.1016/50140-
6736(99)04440-2

2.CIBIS-Il Investigators. The Cardiac Insufficiency Bisoprolol Study Il (CIBIS-Il). Lancet 1999;353:9-13. DOI:https://doi.org/10.1016/50140-6736(98)11181-9

™ 3.Packer M, et al. The Effect of Carvedilol on Morbidity and Mortality in patients with Chronic Heart Failure. NEJM 1996; 334(21):1349 DOI: 10.1056/NEJM199605233342101 |
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Effect of SAcubitril/Valsartan on left vEntricular ejection fraction
and on the potential indication for Implantable Cardioverter
Defibrillator in primary prevention: the SAVE-ICD study

POPOLAZIONE

RISU

F. Guerra et al., European Journal of Clinical Pharmacology. 2021; https://doi.org/10.1007/s00228-021-03189-8

230 pazienti con HFrEF e EF < 35%
Impiantati con ICD in prevenzione primaria
Inizio trattamento con sacubitril/valsartan per 6 mesi

LTATI
A 6 mesi maggiore probabilita di miglioramento della EF > 5%
associata a:

—  Eziologia non ischemica
—  Dose finale di sacubitril/valsartan > 24/26 mg 2 volte al giorno

Sacubitril/valsartan migliora la funzione sistolica nei pazienti
HFrEF, principalmente grazie al rimodellamento inverso

12 pazienti con shock appropriati nei 6 mesi di fup. Nessuno di
guesti ha raggiunto una EF > 35% al termine del fup

Il miglioramento della EF dopo 6 mesi di trattamento puo
prevenire I'impianto di ICD nel 25% dei pazienti
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Fig.3 Correlation between the dose of sacubitril/valsartan reached at
the end of follow-up and the mean increase in LVEF
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€5 FOR ADVANCES IN CARDIAC EXPERENCE

- PLACE© ™  Ottimizzazione della terapia: O

abbiamo margine di miglioramento

CENTRAL ILLUSTRATION: Use and Dosing of Guideline-Directed Medical “:‘i‘f:}f“sitfxgg:;}':“i'_‘i E"%!":IE ol TR
nimoror ngiotensin 4
Therapy Among Patients With Chronic HFrEF in Contemporary U.S. Outpatient Receptor Blocker (ARB) Inhibitor (ARNI) ACEI/ARB/ARNI
Practice
A 100% -
90% A
80% 1
b
g 70% 4
% 60% 4
% 50%
‘5 40% A
o " Beta-Blocker Mineralocorticoid Receptor N=2
S 30% Antagonist (MRA)
20% 4
10%
0% -
ACEI/ARB ARl | | RN (TN MRA
» Without Contraindication and Not Treated 1374 3029 920 ns9 2317
Treated 2107 452 2536 2351 1163
With Contraindication 37 37 62 8 38
B E<50% W50to<I00% W :100%

2018 Greene et al. Medical therapy for HF with reduced EF: the CHAMP-HF Registry. J Am Coll Cardiol 74 (4): 351-366
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Miglioramento significativo della FE .

* Lafunzione cardiaca nel paziente con HFrEF puo essere
significativamente migliorata grazie ai benefici della o1 3 s 7 9 W B

Years of Follow-Up

Nonischemic, N= 498 436 353 203 131 80 51 26 14

terapia farmacologica ottimizzata: i il v T W =

— Lo studio IMAC-2 ha mostrato una media di crescita del T tonsheme e
17% della FE nei pazienti con nuova diagnosi di
cardiomiopatia.?

— La FE puo continuare a migliorare oltre i 3 mesi, portando
a un ulteriore riduzione del rischio aritmico.®

— Una volta migliorata, la FE tende a restare stabile per un
periodo dicirca 10 anni.  0.40p 5 stenderd therapy romensn

Heart failure (HF) with left ventricular
ejection fraction (LVEF) <50%

1 Angiotensin-converting enzyme inhibitor/angiotensin
receptor blocker/angiotensin receptor-neprilysin inhibitor

1 B-blockers

1 Mineralocorticoid receptor antagonist

1 vabradine

m Metuprolc;lz oo Early phase Firck dhiciica Late phase
i (1 year) (>10 years)
035} ) l l

Time course of LVEF
improvement with - blocker use

dnitiol geerease; remodeling related Steep Plateau
0.30F P=0.05 mcmV | rise

Variability related to etiology, HF duration, and sex
Death associated with worse LVEF dynamics

0.25

LV Ejection Fraction

Lupén, J. et al. J Am Coll Cardiol. 2018,72(6):591-601.

0.20-

Baseline 1 Day 1 Month 3 Months
1 McNamara D et al. Clinical and Demographic Predictors of Outcomes in Recent Onset Dilated Cardiomyopathy. JACC 2011;58:1112-8.
2 J. Lupon et al. Dynamic Trajectories of Left Ventricular Ejection Fraction in Heart FailureJACC 2018; 72:591-601.

L
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PLACES™™  stratificazione del rischio -
oltre la LVEF

Class Level

Recommendation

It is recommended that genetic testing and counselling
on its potential consequences should be undertaken by ||
an expert multidisciplinary team.

CMR with LGE should be considered in DCM/HNDCM
patients for assessing the aetiology and the risk of VA/SCD.

Recommendations

Genetic testing (including at least LMNA, PLN,
RBM20, and FLNC genes) is recommended in
patients with DCM/HNDCM and AV conduction
delay at < 50 years or who have a family history of
DCM/HNDCM or SCD in a first-degree relative (at
age < 50 years).

Genetic testing (including at least LMNA, PLN,
RBM20, and FLNC genes) should be considered for
risk stratification in patients with apparently
sporadic DCM/HNDCM, who present at young age
or with signs suspicious for an inherited aetiology.

Class

Class

Level

ESC GUIDELINES

2022 ESC Guidelines for the management of
patients with ventricular arrhythmias and the
prevention of sudden cardiac death

ICD implantation should be considered in HCM patients

aged 16 years or more with an intermediate 5-year risk of

SCD (= 4 to < 6%) and with (a) significant LGE at CMR

(usually > 15% of LV mass); or (b) LVEF < 50%; or (c) lla
abnormal blood pressure response during exercise test; or

(d) LV apical aneurysm; or (e) presence of sarcomeric
pathogenic mutation.

ICD implantation may be considered in HCM patients

aged 16 years or more with a low estimated 5-year risk of

SCD (< 4%) and with (a) significant LGE at CMR (usually > | llb
15% of LV mass); or (b) LVEF < 50%; or (c) LV apical

aneurysm.

In patients with cardiac sarcoidosis who have a LVEF > 35% but
significant LGE at CMR after resolution of acute inflammation, lla
ICD implantation should be considered.
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PLACE© ™
Linee guida ESC 2021 per lo

scompenso cardiaco

* Nei pazienti con HFrEF, € raccomandato
attendere almeno 3 mesi di terapia
farmacologica ottimizzata prima di
prendere la decisione di impiantare un
ICD

* |l defibrillatore indossabile (WCD) &
una soluzione temporanea durante il
temporaneo periodo di elevato rischio )
come ponte alla decisione terapeutica
di lungo termine

Recommendations

Primary prevention

An ICD is recommended to reduce the risk of
sudden death and all-cause mortality in patients
with symptomatic HF (N'YHA class Il ll) of an
ischaemic aeticlogy (unless they have hada Ml in
the prior 40 days—see below), and an LVEF
<35% deseite >3 months of OMT, Provided
they are expected to survive substantially longer
than 1 year with good functional status.'*'"'®®
An |CD should be considered to reduce the risk
of sudden death and all-cause morlity in
patients with symptomatic HF (N'YHA class

II= i) of a non-ischaemic aetiology, and an LVEF
<35% despite 23 months of OMT, provided
they are expected to survive substantially longer
than 1 year with good functional status.®"'6%1¢7
Patients should be carefully evaluated by an
experienced cardiologist before generator
replacement, because management goals, the
patient's needs and clinical status may have
changed. "8~ 172

A wearable ICD may be considered for patients
with HF who are at risk of sudden cardiac death
for a limited period or as a bridge to an
implanted device.*~ "7

ICD implantation is not recommended within 40
days of a Ml as implantation at this time does not

: . 177.178
improve prognosis.

Class®* Level®

lla B

Theresa A McDonagh, et al. 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure: Developed by the Task Force for the diagnosis and treatment of acute
= and chronic heart failure of the European Society of Cardiology (ESC) With the special contribution of the Heart Failure Association (HFA) of the ESC, European Heart Journal, Volume 42, -

Issue 36, 21 September 2021, Pages 3599-3726, https://doi.org/10.1093/eurheartj/ehab368
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PLACE® "™ 1l defibrillatore indossabile: punto di incontro tra
ultime evidenze scientifiche ed applicabilita clinica

Giuseppe Arena', Giancarlo Casolo?, Marzia Giaccardi®

1S.C. Cardiologin, Ospedale Apuane - USIL Toscana Nordovest, Maring di Massa (MS)
’8.C. Cardiologia, Ospedale Versilia - USL Toscana Nordovest, Lide di Camaiore (LU)
‘UQLS. Cardiologia ed Elettrofisiologia, Dipartimento delle Specialistiche Mediche, Ospedale Santa Maria Nuova, Firenze

Tabella 1. Comoarcaone dalaffcac g o nce del cef brlatore ndossaoie ra o eceni siod casarvezongh prospetao, ebosoeiby e o stocio rardoim zzate controllato sl

WEARIT-II® Registro Tedesco® Austrian WCD WEARIT-France'' Swiss WCD WEARIT-I-EUROPE™ VEST™
Registry™ Registry '
Tipes i stucic Rer sl Rtz Regislc ouservazions e 3 Soudie controllew
osscréaz onale retrosoettvg o IZIONS 0 fANGoMIZZETe
ratrosonttivio prosoetticn ETINSPETTNG
N. pazierti A0 a3 1157 136 75 2307
Tz ologa hedista hliste Wlata hedista W st kdisia Pt
Fra fannil G2 {maciana) ST {madiaral 50 (rredial G0 {rediz) 7 {media) 50 3 imedial [STHRER 10 [EN
e resia 2ot med s - 2t iedie) 20 2 Lnedia it (gl 200 ned st 22 2% usdig)
Paziert con TW/FY sastenute 2.1% - 35% 1% = 2.7% =
Pezianti e lldllc nenti del 1.1% 1.6% 2.5% 1.6 2.6% 1.3% %
WD 50 T
Tosza di corversione 100 % o % 100% 100 % 100 %
viantat al waring £2% A0 6% AR5 EEE
cell'uti 7700 5| WD

FE, “tezona di siaz oz B Cibelazicre vertricalzra; 100, def bollzatore mgiantzb le;, Ty, tachicas a vertricalare, Wi 2 definrillatoz inonssabile

Arena G., Casolo GC, Giaccardi M. Il defibrillatore indossabile: punto di incontro tra ultime evidenze scientifiche ed applicabilita clinica. G Ital Cardiol 2021;22
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ACEC™ STUDIO VEST

° Primo e unico Studio A Sudden Death or Death from Ventricular Tachyarrhythmia
prospettico e ﬁ: :: ’,;'ff,‘{;’ ratio, 0.66 (95% Cl1, 0.37-1.21)
randomizzato g % A

e 2300 pz con FE<35% post- g = 3 il
Ml randomizzati 2:1 a WCD s o 24 .-
o controllo, per 90 gg g w P Device group

 Tempo medio di ™ 0 B % & @ % %
. a 204
indossamento 14h =

* Su 48 morti improvvise nel 0 : - , : ; 1

d. t d. I 12 0 15 30 45 60 75 90
gruppo I StUaIo 5010 Days since Randomization
portavano WCD e
Control group 778 759 754 746 742 657 650
Device group 1524 1502 1495 1486 1479 1314 1309

N Engl J Med. 2018 September 27; 379(13): 1205-1215
' SSSSSSSSS““™““EEEE———
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PLACE® T

Impact of Wearable Cardioverter-Defibrillator Compliance on

Outcomes in the VEST Trial: As-Treated and Per-Protocol

Analyses
Death, Any Cause Arrhythmic Death
61 —==-- Control Group R Control Group
o WCD Group | WCD Group
HR 0.25 (95% CI 0.13, 0.48) P<.001 , 51 MR o0.38 (95% C10.17, 0.86) P=02
g - | |
-~ 3 - 41
g g
2, - £
§ e %
- e - - 5
f‘ | e st e Cnmi o
" P 11 o 4
- o r
= )
’ 04 _rf'_‘_’—
0+ - T T T T T
0 15 30 45 60 75 % o - o.ysos; .. S
s Since
Days Since Randomization No. at Risk
No. at Risk Control Group 773 757 750 740 732 649 636
Control Group 773 757 750 740 732 649 636 WCD Group 1372 1169 1070 991 871 751 285
WCDGroup 1372 1169 1070 991 871 751 285

J Cardiovasc Electrophysiol. 2020 May ; 31(5): 1009-1018.
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FLACE Lo studio PROLONG ||

WCD period Follow-Up period

NO ICD INDICATION 188 patients

Extended follow-up period (2.8 years% 1.5 years)

ICD INDICATION 165 patients

75% (265)
of patients

353
patients

25% (88) of patients

Wikt w
0doy 180 don
* 53% dei pazienti non ha impiantato ICD per miglioramento FE
* Nessun paziente con recupero della FE e senza ICD ha avuto TV/FV/SCD
* Gli shock del WCD non sono stati predittori di mortalita durante il follow-up
* Gli autori concludono: “These findings support the practice of careful risk stratification before
considering an ICD and the use of the WCD for temporary protection from SCD.”

Mueller-Leisse et al. Extended follow-up after wearable cardioverter-defibrillator period: the PROLONG-II study. ESC Heart Failure (2021) DOI: 10.1002/ehf2.13586
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Ziacchi M2, Capucci A2, Tola G?, Scaglione M*, D'Onofrio A%, Guerra F2, Scalone A3, Battaglia A%, D'Alterio G®, Biffi M.!
15. Drsela-Malpight University Hospital, Rolagna 2University Hospital Umberte, Ancona 2A.0. Rrotzu, Cagliar *Cardinal G. Massaia Hospital, Asti SManaldi Hospital, Naples

We collected data for 111 patients from 15 (75%)  Type of event n %
Italian regions. WCD use amang the different regions  Non-sustained VT 15 4%
was heterogeneous with a median of 0.5 (0.2-1.2) ['\T without shock 10 2%
WCD wore/10° inhabitants. The mean age of the  yT/AF with appropriate shock g ey
population was 55(+14) and the majority of patients | New cnet of SVT 12 3%,
were male (79%). Mew cnsel of AF 7 2%
Table 1. Main WCD indications Inappropriate shocks 2 0,5%
Non ischemic cardiomyopathy (EF£35%) 51% Time to episodes were respectively 61 (14-61) days
Ischemic ctiology (EF=35%) 31% for non-sustained VT and 28 (19-70) days for VT/VT.
Urcertain or unidentified diagnosis 10%

2% Figure 1. Patients' outcome
After 1C0 extraction 8%

. [ ; m [mplanted with 1CD
Patients wore the WCD for a median of 59 (33-90)

days and the median daily weartime was 23 (22,7-
23,8) haurs.

47% Not implanted with ICD

® Died (non SCD death)

Ziacchi M et al. Wearable Cardioverter Defibrillator (WCD) in Italy: results from the nationwide multicenter registry WEAR-ITA. Europace 2021 Volume 23 Supplement 3
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PLACEC = L'importanza di identificare |

pazienti a rlschlo

Forevery 100
patients identified
with an EF=35%...

63 are screenad for SCA risk I

* Due to loss to follow-up, no Electrophysiology consult, or ICD waiting periods

538 giorni di SCD screening?

4.186 pazienti screenati per bassa FE
2.840 pazienti all’anno con FE<35%
identificata con eco, RMN o cath
Risultati

—  34.0% precedentemente impiantati con un ICD
—  5.9% co-morbidita

—  5.9% deceduti

—  6.0% miglioramento della FE

—  3.8% ICD impiantato durante I'ospedalizzazione
—  5.6% rifiutano ICD

— 2.1%ICD ancora in discussione

— 37% non screenati per rischio aritmico*

1. Beinborn, D. Examining the Benefits of a Wearable Cardioverter Defibrillator Vest—Sudden Cardiac Arrest Background and Prevention.

North American Center for Continuing Medical Education 2009: http://www.naccme.com/program/n-360/.
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¥Un protocollo di screening

Sudden Cardiac Death Primary Prevention Protocols

= “ f 35% for Non-ischemic Cardiomyopathy
Ejection Fraction < 40% for Ischemic Cardiomyopathy

Pos ctml or Ischohmlc Post-MI Any
ardiomyopat :
Cardlomyopathy hskadiothl- i e Without Revasoularization Cardiomyopathy
Not on Optimal (PCI or CAB) ICD Waiting Period > 40 Days Beyond ICD Waiting Period
Medical Therapy IcD Wamng Period » 00 D on Optimal Medical Therapy

Discharge Home
Consider Wearable Cardioverter Defibrillator; Continue Optimization of Medical Therapy

Reassess EF @ 40 Days

Refer for Consideration of ICD

e
m
Al Rights Ressrved. Copyright ® 2012 Heart Rhythm Socisty v SOClety

Recommended by SCA Pravention Protocols Working Group (Review Date: 9/10/2012)
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AL ..
s Conclusioni

* Dimissione del paziente dopo prima diagnosi di scompenso cardiaco:
e necessario proteggere il paziente dal rischio aritmico? Si &€ necessario e abbiamo tutti
gli strumenti per farlo

* llrischio aritmico del paziente dopo prima diagnosi di HF € molto elevato e massimo nei
primi 3 mesi

* Le linee guida ci suggeriscono di attendere almeno 3 mesi fino al raggiungimento della
OMT prima della valutazione dell'impianto di un ICD in prev. primaria

* In questi 3 mesi il raggiungimento della OMT puo ridurre il rischio e portare ad un
miglioramento stabile della FE

* Essendo una fase critica di rischio, il paziente puo essere temporaneamente protetto da
un sistema non invasivo come il defibrillatore indossabile (WCD)




