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 Utilizzo del diuretico, in acuto vs alla dimissione
1l ricovero come opportunita per l'ottimizzazione della terapia

Beta-blocker
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Efficacia e sicurezza di sacubitril-valsartan, dapaglifozin
and empaglifozin in relazione all’eta

PARADIGM-HF

DAPA-HF

Primary outcome

EMPEROR-Reduced

18 - CV Death or HF hospitalization -~
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Age (years) Age (years)

Jhund PS et al. Eur Heart J. 2015

Martinez FA et al. Circulation 2020

Empaglifiozin Placebo
Endpoint n/N Events/ niN Events/ Hazard ratio (95% CI) 'g-wah-
100 py 100 py r trend
Cardiovascular death or first heart failure hospitalization
All patients 361/1863 158 462/1867 210 0.75 (0.65, 0.86) HilH 025
<B5 years. 128/675 15.7 1937740 2286 0.71(0.57, 0.89) ——-—
65 to <75 years 118/685 13.7 140/631 18.4 0.72 (0.57, 0.93) —a—
275 years 115/503 188 129/496 220 0.86 (0.67, 1.10) —a—
013 025 05 10 20
-— —

Favours Favours
empaglifiozin  placebo

Filippatos G et al. Eur J Heart Fail. 2022
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Worsening HF or cardiovascular death

P far ineraction=0.27

i

A 2 3 4 5
Frailty Index

Cardiovascular death

P far interaction=0.50

Frailty Index
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Warsening HF

P far inbermaction=0.11

04 08

g

Frailty Index

o 1 2 3 4 5 & T
Frailty Index
All-cause death
P far inteaction=0,87
—— _
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Benefit of dapagliflozin
consistent across
the spectrum of frailty

No suggestion of reduced
benefit in more frail subjects.

The improvement in health-
related quality of life with
dapagliflozin occurred early and
was greater in patients with
greater frailty.

Butt JH et al. Circulation 2022
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McDonagh TA et al. HF ESC guidelines 2021

IRRESPECTIVE OF AGE
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d Introduzione precoce della terapia raccomandata

 Ottimizzazione simultanea vs sequenziale della terapia
A B C

/ Sequenza convenzionale \ Sequenza innovativa \ Sequenza innovativa \
(paziente naive) (paziente gia in ACEi/sartano)
@ ACEifsartano
iy (1) ACEi/sartano® + BB® + SGLT2i" (1)  ARNI+BB® + 5GLT2ir
BB W
® = )
i ' (2) ARNI
@ Antialdosteronico L
|
@ A‘F\"r’“ 7 S
ey - icob i icot
iy .\i_, Antialdosteronico @ Antialdosteronico
(5) SGLT2i
Circa 6 mesi Circa 4-8 settimane Circa 4 settimane

\per la titolazione ottimale / \ per la titolazione ott:'mare/ \ per la titolazione otﬁmaﬁe/

Figura 2. Schema di sequenza di inizio della terapia nel paziente con scompense sistolico convenzionale (4) ed esempi di
sequenze innovative in pazienti naive (8) o gia in terapia con inibitori dell'enzima di conversione dell’angiotensina (ACEI)
o sartano (C).

ARNI, inibitori del recettore dell’angiotensina e della neprilisina (sacubitrilfvalsartan); BB, betabloccante; SGLTZi, inibitore
dal co-trasportatore sedio-glucosio di tipo 2.

*In caso di compatibilita con il Piano Terapeutico AIFA I'inizio dell” ARNI in pazienti non ipotesi pud essere anticipato.

“In pazienti con scompenso cardiaco avanzato I'inizio del BE pud seguire |a stabilizzazione con inibitori del sistema reni-
na-angiotensina e diuretici.

Aln pazienti ospedalizzati I'inizio deqli SGLT2i dovrebbe essere posticipato alla fase post-dimissione.

8In pazienti significativamente ipotesi I'inizio dell’antialdosteronico pud essere anticipato rispetto ad ARNI.
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Attenzione agli effetti avversi!

\l/

Percived contraindications
Low tolerability
Adverse effects

Benefit of guideline-directed
medical therapy
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1.La maggioranza dei
pazienti sono anziani o
molto anziani, Spesso con
eGFR intorno a 30 ml/min

2. Spesso utilizzano altri
farmaci che modificano |
autoregolazione renale (es.
FANS)

3. Spesso decidiamo l’inizio
del farmaco con una sola
determinazione del filtrato,
pensando che il suo declino
sia LINEARE

Non-linear decline of renal

- - e o - Prodicted

pathology with ageing and without | eGFR
renal pathology
tlm'e
A
Decline of renal function K eorRemeshots, ‘S ‘z‘“‘"“"
in the elderly associated eGFR Ry L it e
with RAS inhibition
tlm'e
A
Variability of eGFR eGFR
due to loss of auto-regulation N
tim'e
|Decline of eGFR with different slopes ——————— cormuepe
changing over time vs. a single
determination and prediction eGFR T S
of course based o = o = Progiotonbased en
on cross-sectional data -
tim'e
A
T e
Stabilization of renal pathology e
due to treatment of underlying |eGFR o .
pathology N e s
tim'e
A
x ey
Undetected temporary decline S~ ey
of eGFR thought to be part eGFR N
of a chronic pattern SR
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Low-dose carvedilol improves left ventricular function
and reduces cardiovascular hospitalization in Japanese PIONEER-HF
patients with chronic heart failure: The Multicenter

H 1 4 CENTRAL ILLUSTRATION Effect of Sacubitril/Valsartan on Clinical Outcomes by 8 Weeks
Carvedllol Heari FCIIIUI'e Dose Assessment (MUCHA) fl‘ICII Post-Randomization According to Dose of the Blinded Study Drug Achieved at Week 4

Lo 0 g Gm'p tn:ﬁ} Dose Level 1 Dose Level 2 Dose Level 3
p=0.002 vs Placebo Hazard Ratio: | 0.49 (95% Cl: 017-1.44) 0.79 (95% Cl: 0.30-2.06) 0.33 (95% Cl: 0.14-0.78)
s 3 20 -
Risk Reduction 80% e
7 53
4 - - . . .. Eé‘ls'
E 0.9 H = p interaction = 0.41
7 ' : TR 12-
§ Uy 2%
i R o
< Vg 5 mg Group (n=47) 39
£R
] Vrenmtnreeny p=0.024 vs Placebo 23
iy a -
= 08 : Risk Reduction 71% 58 4
=] LT IR TN LR LE YLl Y -E
P : R Q-
= wesss Placeho 'G‘Tllllp Samens Placebo Gl"llll]ii Y Dose Level 1 Dose Level 2 Dose Level 3
— 5 mg Group : (n=49) ™ Enalapril M Sacubitril/Valsartan
% === Jmg Gl‘ﬂp o Berg, D.D. et al. J Am Coll Cardiol HF. 2020;8(10):834-43.
07
ﬂ I. ﬂ'“ m 3.["]. ,-HH} Kaplan-Meier estimates of the clinical composite of cardiovascular death or rehospitalization for heart failure are shown. Treatment with

sacubitril/valsartan, compared with enalapril, significantly reduced the risk of cardiovascular death or rehospitalization for heart failure in
patients who achieved the target dose of study drug and in those who did not. CI = confidence interval; HF = heart failure.

Days of Therapy
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* HF therapies
» Therapies for CV e non-CV comorbidities
» Follow-up program for treatment optimization and monitoring

Trajectory Not
Check improved/

(ongoing) worsening_ -

=~ . _Stalled
p _—

e - -

Focus of Care

Early acute Late acute Optimization Early post- Transition to
phase phase phase discharge phase | chronic care

Admission Transition to Discharge First Follow-up
Oral Therapies Visit

B Clinical decompensation
I Discharge coordination

Ongoing optimization of outpatient care
I Guideline-directed medical therapy

@ Evaluation for long-term trajectory JACC 2019
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Recommendations for pre-discharge and early post-discharge
follow-up of patients hospitalized for acute HF

Recommendations Class® Level®

It is recommended that patients hospitalized for
HF be carefully evaluated to exclude persistent
signs of congestion before discharge and to opti-

mize oral treatment.*?”*72

It is recommended that evidence-based oral

medical treatment be administered before

discharge.'%*>"3

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
517,518

evidence-based therapy.

McDonagh TA et al. HF ESC guidelines 2021
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Re-evaluation of the patient for the prescription of medications

ARNI Beta-
or blocker

ACEI/ARB

SBP 2100 mmHg 290 mmHg 285 mmHg 295 mmHg

eGFR =30 ml/min/1.73m?2 >30 ml/min/1.73m?2 >20 ml/min/1.73m?2

K* <5.2 mmol/L <5 mmol/L
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Un occhio alle differenze di genere

Women Men e Overall
500- e HPrEE o HFrEF
= ~ e HFpEF

M—N‘—\‘

M
PR t—t——._ o

Age-standardized rate
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2002 2004 2006 2008 2010 2002 2004 2006 2008 2010
Year Year

Gerber, Y. et al. , JAMA Intern. Med. 2015
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Significant comorbidity Hypertensive disorders Myocardial infarction predominates
burden of pregnancy as a HF risk factor

Obesity promotes
development of HFrEF
rather than HFpEF

Breast cancer Younger age at
treatment presentation

Emotional stress

Great vascular
stiffness High prevalence of

Greater concentric g
hypertension

LV remodelling Alcohol and illicit drug

Systemic use more common
inflammation exposures
Predomlnant endothelial Inﬂammatlon- ar disease,
coronary mfcrovascular dysfunctlon ar formation

Phenotypes Prognosis

Phenotypes Prognosis

HFpEF Greater exercise limitation HFrEF Higher mortality
Takotsubo CM Lower QoL Better QoL
PPCM Better survival

HFpRF HFrRF

CM=cardiomiopathy
PPCM=peripartum cardiomyopathy Lam CSP et al., Eur Heart J 2019
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Pharmacokinetic Pharmacodynamic
differences differences

Angiotensin Il Receptor

blockers (ARB) NO NO
Mineralocorticoid receptor

antagonist (MRA) NO NO
Angiotensin Il receptor

neprilysin inhibitors (ARNI NO NO

- Greater sensitivity to lower doses.

Inhibitors of type 2 renal
sodium-glucose co- NO NO
transporter (SLGT1)

lacoviello M et al., Current Heart Failure Reports 2022
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Focus amiloidosi

70
JACC 2008 Rapezzi et agl. Circ. 2016 Gilmore et ;ll.
GD ; T b e ey E
JACC 2005 Perugini et al. - t = g
4 9 5 =R
40 * o Al
30
20

cddll 11, Jddhuh

2 2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019

mBwt O 0 ] 0 0 0 4] 0 L] 1 0 5 11 17 16 21 35 41 61 &6
mv 4 2 0 1 1 1 4 0 2 2 2 2 3 8 6 5 8 6 5 6
mAL B8 8 11 12 7 12 17 17 7 14 18 12 17 12 14 15 20 16 27 17

Ap 2 3 3 1 2 3 3 2 3 o0 O 1 1 0 2 o0 2 0 2 1
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17 Visite in 3 anni prima della
diagnosi
di amiloidosi
11

. ma il tempo e prezioso ...



‘ “ i“ZIQNA"’. ? S IGG =

SOCIETA ITALANA
DI GERONTOLOGIA

£ GERIATRIA .. e T ; : — :
LA LONGEVITA DECLINATA AL FEMMINILE

100 -
80 - H—‘—;
60
3 40 - . . 0
@ Rischio decesso 1+5%
o0 per ogni mese perso
P<.00|
0 | | | | 1
0 6 |12 18 24 30
Follow-up (months)
<6 Months 100 86 68 51 37 26
>6 Months 60 50 34 27 |7 10
Diagnostic timing <6 Months >6 Months
Fumagalli C. et al. 2021
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ATTRwt CA
S N=266
E
& ¥
2 Known Atrial Fibrillation Sinus Rhythm
E N=148/266 (56%) N=118/266 (44%)
@ I
Paroxysmalipersistent Permanent Sinus Rhythm De Novo Atrial Fibrillation AF izn;i;z;m rate
N=61/148 N=87/148 N=84/118 (71%) N=34/118 (29%) —
o
=]
2
2 Permanent
2 N=7/61 (11%)

Possible family history



Heart failure in 2 65 years

Aortic stenosis in 2 65 years

Hypotension or normotensive if previously hypertensive

Sensory involvement, autonomic dysfunction

Peripheral polyneuropathy

Proteinuria

Skin bruising

Bilateral carpal tunnel syndrome

Ruptured biceps tendon

Subendocardial/transmural LGE or increased ECV

Reduced longitudinal strain with apical sparing

Decreased QRS voltage to mass ratio

Pseudo Q waves on ECG

AV conduction disease

Possible family history
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Tafamidis Treatment for Patients with Transthyretin Amyloid

Cardiomyopathy

Analysis of All-Cause Mortality

Probability of Survival

A Change from Baseline in 6-Minute Walk Test

B Change from Baseline in KCCQ-OS

Pooled tafamidis

P<0.001

Placebo

1.0+ _ 0- 04
£ g
0.9 =
E =30+ Pooled tafamidis K]
0.8+ 3 ©
8 Pooled tafamidis & 604 E ~104
0.7 £ &
& _g04 P<0.001 @
0.6 y 90 ?
[}
c -
0.5 Placebo £ 120 U 20
. S <
c ]
0.4 s _150 Placebo =
p- 9
0.3 v
_180 T T T T 1 _30 T
0.2 0 6 12 18 24 30 0 6
01 Hazard ratio, 0.70 (95% Cl, 0.51-0.96) Month
’ No. of Patients No. of Patients
0.0 T T T T T T T T T T 1 Tafamidis 264 233 216 193 163 155 Tafamidis 264 241
0 3 6 9 12 15 18 21 24 27 30 33 Placebo 177 147 136 111 85 70 Placebo 177 159

12 18 24 30
Month

221 201 181 170

145 123 96 84

Survival

Quality of life

(KCCQ)

The NEW ENGLAND
JOURNAL of MEDICINE
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SEGNI E SINTOMI CARDIOLOGICI SEGNI E SINTOMI NEUROLOGICI SEGNI E SINTOMI SISTEMICI (astenia,
(cardiopalmo, dispnea, (parestesie, tunnel carpale, rottura tendine bicipite, stenosi malessere, perdita di
sincope, edemi declivi) canale lombare, ipotensione ortostatica) peso, scarsa tolleranza allo sforzo

v

Sospetto coinvolgimento cardiologico (ECG, ecocardiogramma, RM Cardiaca)

\

Scintigrafia miocardica con tracciante per 0sso + screening componente monoclonale

1 | 1
' '
Eta ‘ Fragilita
Classe NYHA Disabilita
Test del Cammino
2 2 |
— Terapia? < —
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Fit, completa autonomia

La terapia anticoagulante
RACCOMANDATA
Indipendentemente dall’eta nell’a n Zian con F A

* Efficacia dimostrata nel paziente anziano
* Necessita di stretto monitoraggio del
paziente

‘ [ ]
Severo deterioramento cognitivo (MMSE <18) e/o RUOIO cen'rrale dellq vc:lu’romone

perdita di autonomia (B-ADL >2) multidimensionale e del geriatra
e/o ridotta spettanza di vita (CFS >6) 9

Nessuna evidenza di beneficio clinico

SCORAGGIATA
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di rischio per outcome avversi quall cadute,

TRcoIoNE Netantians, Ppotensiona acestssca (10) & U IS
a

u:ﬂonhu‘wlmrnweummanmm&lﬂﬂamwnﬂwltmunnmplm
5 aniand pertest =
100t Sam stat ervolat paziens pertesl o ech 275 anni valutatl presso I Conteo ipertensione @ I'Ambulatorio

e no, ot Fironze. | sano statl sottoposti a valutazione geriatrica
e i« misurasione Gata pressione arleriosa (PA) clinica anche in ortostatismo 0, 1. 3 minutl) e
,,m—mmmm%wmnmh ¢ stato definito come riduzione
Sk rasoncemia ai Barihel Index. 1 valore preaitivo dells PA sistolca in ortostatismo (PASO) e del calo prossocio
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