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treatment of acute and chronic heart failure cm——

Type of HF HFrEF HFmrEF HFpEF

< Symptoms * Signs® Symptoms * Signs® Symptoms = Signs®

E 2 LVEF <40% LVEF 41—49%° LVEF >50%

% — — Objective evidence of cardiac structural and/or functional

abnormalities consistent with the presence of LV diastolic

dysfunction/raised LV filling pressures, including raised natriuretic peptides®

McDonagh, et al. Eur Heart J 2021;42:3599-3726
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treatment of acute and chronic heart failure cm——

Type of HF HFpEF

< 1 Symptoms + Signs®

i 2 LVEF >50%

I(E) Objective evidence of cardiac structural and/or functional

abnormalities consistent with the presence of LV diastolic

dysfunction/raised LV filling pressures, including raised natriuretic peptides®

McDonagh, et al. Eur Heart J 2021;42:3599-3726
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[ Confirmed amyloidosis ] et@ ven" ‘
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- l * GDMT less well-tolerated than l
Heart failure in traditional HFEF Anticoagulation ( Arrhythmias ]
) .| * Narrow window of euvolemia indicated in AF .
* ARNIVACE inhibitor/ARB, regardless of * Atrial fibrillation: rate/rhythm
BB may worsen restrictive : CHA,DS,-VASc score + anticoagulation
physiology [ Disease-modifying therapies } » Z| = PPM for heart block
* MRA and 5GLT2i may » rapie * |CD for VT/aborted SCD
be considered * CRT if PPM-dependent?
* Loop + thiazide i
diuretic agents
* Heart transplant in select
advanced patients
* Palliative care
L. -
[ ammweew

* Complex authorization process for tafamidis with
potentially high copayments

» Avoid prescribing to patients who are too well
{preclinical) or too sick (NYHA class IV) to benefit

Kittleson MM, et al. J Am Coll Cardiol. 2023;81:1076-1126
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Heart failure

(

e ARNI/ACE inhibitor/ARB,
BB may worsen restrictive
physiology

e MRA and SGLT2i may
be considered

* Loop + thiazide
diuretic agents

e Heart transplant in select
advanced patients

e Palliative care

VA

f

.

e GDMT less well-tolerated than
in traditional HFrEF
e Narrow window of euvolemia

—. .
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Kittleson MM, et al. J Am Coll Cardiol. 2023;81:1076-1126
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of acute and chronic heart failure

McDonagh, et al. Eur Heart J. 2023;44:3627-3639
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Pulmonary
arterial
wedge
pressure

Pulmonary
arterial ‘
compliance

Pulmonary arterial
remodeling

Extracellular
matrix expansion

Aschauer S, et al. Eur J Heart Fail. 2016;18:71-80
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BETABLOQUANTS & AMYLOSE CARDIAQUE Progrés tealiscs

s —————

140+

DC=VES x FC |, 1207

DC : débit cardiaque £
VES : volume d’éjection systolique E 1004

FC : fréguence cardiaque —E
% 8oL

)

Amylose cardiaque /‘} {» + —
60-
@ = VES ‘® Ftest 0 "J"L'att 20!5[] Watt F’eak Fteuclwery

——a— Group B: Controls, n = 20
—a— Group A: CA positive, n =24

Clemmensen TS, et al. Eur J Heart Fail 2017;19:1457-1465
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140
PA =DC x Ra=VES x FC x Ra |, 120-
PA : pression artérielle E
DC : débit cardiaque g 100
VES : volume d’éjection systolique —;
FC : fréguence cardiaque :;
S 804l
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Amylose cardiaque o /‘} {» + —

T |
ES X Rest OWatt 20/50Watt Peak Recovery

——a— Group B: Controls, n = 20
—a— Group A: CA positive, n =24

Clemmensen TS, et al. Eur J Heart Fail 2017;19:1457-1465
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Beta-blockers

'i‘ 1313 treated fi‘ 285 discontinued

during follow-up

»

ﬂ @ Dose continued
69%

® Dose reduced
® Dose discontinued

Survival in patients with a LVEF =40%
treated with beta-blockers

1.004
e —Beta-blockers
075 “‘Hx_\— Mo beta-blockers
Cumulative e
survival 050 i S
robabilit
p Y s \1_\_\%
0.00

1 1T 1T 1
0 10 20 139 40 50 &

Survival time {months)

Number at risk
Mo betablockers ]
Beta-blockers {§[EE]

2 17
129 97 79 58 42 31
HR 0.61 [95% Cl 0.45-0.83], P=0.002

Propensity score matched cohort constructed to assess
the asodation between treatment with beta-blockers
and risk of mortality in patients with a LVEF =40%

Conventional heart failure therapy in cardiac
ATTR amyloidosis

ACEi/ARBs

i 1362 treated f& 448 discontinued

during follow-up

® Dose continued

w ® Dose reduced

® Dose discontinued

Survival in patients treated with
ACEi/ARBs in the overall population

100~ — ACEi/ARBs
075 W‘"ﬁ-‘_ﬁﬁ — No ACEI/ARBs
Cumulative ‘-‘-_,__%e
survival gspd :"_““':“-“:,:-—..
probability o
025
0.00

T | |
] 10 y.i] 30 40 50 &0
Survival time (months)

Number at risk
Mo ACEARBEs
ACEARBEs

HR 1.09 [95% CI 0.93-1.26], P=0.283

Propensity score matched cohort constructed to asess
the association between treatment with ACE/ARBs
and risk of mortality in the overall population

—‘. .
Progrés réalises
et a venir !
S ———

MRAs

i 925 treated ﬁ 69 discontinued

? during follow-up
® Dose continued
® Dose reduced
© Dose discontinued

Survival in patients treated with
MRAs in the overall population

1.00
e — MRAs
075 T;:::_ _ —NoMRAs
Cumulative T
survival 050 ‘-\h\\"‘:\::—::ﬁ—
probability "‘"‘
0 -
0.00|

Mumber at risk
Mo MRAs [ 3 E
WL 894 720 586 488 372 80 21X

HR 0.77 [95% Cl 0.66-0.89], P<0.001
Propensity score matched cohort constructed to assess

the association bebween treatment with MRAs
and risk of mortality in the overall population

loannou A, et al. Eur Heart J. 2023;ehad347
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BETABLOQUANTS & AMYLOSE CARDIAQUE

METHODS: WITHDRAWAL PROTOCOL

« Treated with beta-blockers
at first evaluation

= Discontinued beta-blockers
at their initial evaluation
without other treatment
modification

FIRST VISIT

ONE MONTH AFTER WITHDRAWAL

PROSPECTIVE

Discontinuation of beta-blockers in patients with ATTR-CM leads
to clinical improvement at short term with increase in quality of

Kansas City
Cardiomyopathy
Questionnaire

M‘V‘ NTproBNP
L .

analysis

' 6-minute

walk test

. -

=N

Kansas City
Cardiomyopathy
Questionnaire

/‘ ‘ NTproBNP
e

analysis

' 6-minute

walk test

— - -

life and functional capacity.

There is an urgent need for randomized controlled clinical trials

to assess the use of HF medications in ATTR-CM.

oD
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RESULTS: BETA-BLOCKERS WITHDRAWAL-PROTOCOL

NTproBNP ]

Ll

584 £ 273 pg/mL
(from 2842 to 2258)

I Heart Rate

13+ 14bpm
(from 68 to 81)

NTorolING wenis 59" )

6.000 2000 W00

4 000

p<0.001

| NIl bovetre B WTorol v bhows

p=0.204

"P' IIII

[- 1 e — -u:-.

é - e

21 £ 6 meters
(from 330 to 351)

- e -nm--‘7

I Kcca

9 1 3 points
(from 67 to 76)

Mora Ayestaran N, et al. XIX International Symposium on AmyloidosisOC11 (#387)
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SGLT2 Inhibitor Therapy in Patients With Progrés [éugﬁ’i?l
Transthyretin Amyloid Cardiomyopathy _‘“_E.‘.'__’

Study Design and Population
. 50-Month Survival in ATTR-CM 50-Month Survival in ATTR-CM
+ H Patients Treated With SGLT2i Patients Treated With SGLT2i
w * Propensity score matching ina 1:1 -:2 14 14
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All-Cause Mortality CV Mortality

N
Ul

ratio utilizing 16 variables '—I—|_I_
* w . 220 patients with ATTR-CM treated with SGLT2i 75 ] \XI_I_‘I_I
2,356 patients with ? .25 1
Log-rank P < 0.001

ATTR-CM 220 matched untreated controls with ATTR-CM | Log-rank P = 0.001

Main Findings
HF Hospitalization 2 Mort_alli_:y ar_ld —
Hospitalization
All-cause mortality 4. Slower decline in eGFR 50-Month Survival in ATTR-CM
Patients Treated With SGLT2i

50-Month Survival in ATTR-CM

o ] Log-ranicp = 0.001 Log-rank P < 0.001

Cardiovascular mortality . . . 1 1 1 1 1 1 1
and HF hospitalization o Stable blood pressure 0 12 24 36 48 0 12 24 36 48
profile Follow-Up (Months) Follow-Up (Months)

Porcari A, et al. J Am Coll Cardiol. 2024;83:2411-2422
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Cumulative Survival
Probability
(8, ]

Cumulative Survival
Probability

o

0 12 24 36 48 0 12 24 36 48
Follow-Up (Months) Follow-Up (Months)

Patients Treated With SGLT2i

| e

—_
-

Attenuated rise in

Cardiovascular mortality NT-proBNP

~
vl
~
i

HF hospitalization

Lower loop diuretic
requirement

N
(53]
L
N
u
"

Safe treatment: 4.5%

Probability
(V2]
Cumulative Survival
Probability
(V]

Cumulative Survival

o

discontinuation rate over
28 months
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Amylose cardiaque AL

= wm== SRTR restrictive, non-

——— 1 =
amyloid CM {n=143) SRTR dilated CM (n=9,311)

SRTR all diagnoses, except

~—— MGH Amyloid (n=18) amyloid (n=14,127)

TIME (years)

Gray Gilstra L, J Heart Lung Transplant. 2014;33:149-56

Proportion Surviving

1.0

0.8

0.6

0.4

0.2

0.0

TRANSPLANTATION & AMYLOSE CARDIAQUE

Amylose cardiaque ATTR

Age < 65 years

NAC ATTR Disease

[ cn—
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Cardiac Transplant

Stage Il 2
NAC ATTR Recipients
Disease Stage IlI NAC ATTR Disease Stage |
0 5 10 15 20 25

Survival Time (years)

Razvi, et al. Front Cardiovasc Med. 2023:9:1075806
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- l * GDMT less well-tolerated than l
Heart failure in traditional HFEF Anticoagulation ( Arrhythmias ]
) .| * Narrow window of euvolemia indicated in AF .
* ARNIVACE inhibitor/ARB, regardless of * Atrial fibrillation: rate/rhythm
BB may worsen restrictive : CHA,DS,-VASc score + anticoagulation
physiology [ Disease-modifying therapies } » Z| = PPM for heart block
* MRA and 5GLT2i may » rapie * |CD for VT/aborted SCD
be considered * CRT if PPM-dependent?
* Loop + thiazide i
diuretic agents
* Heart transplant in select
advanced patients
* Palliative care
L. -
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* Complex authorization process for tafamidis with
potentially high copayments

» Avoid prescribing to patients who are too well
{preclinical) or too sick (NYHA class IV) to benefit

Kittleson MM, et al. J Am Coll Cardiol. 2023;81:1076-1126
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s N
Anticoagulation [ Arrhythmias ]
indicated in AF
Vs N
regardless of e Atrial fibrillation: rate/rhythm
CHA,DS,-VASc score + anticoagulation

\- J e PPM for heart block
e |CD for VT/aborted SCD
e CRT if PPM-dependent?

Kittleson MM, et al. J Am Coll Cardiol. 2023;81:1076-1126
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management of atrial fibrillation —

INTEGRATED AF MANAGEMENT

®
ﬁ w Patient-centred

Oitimised stroke Erevention

Hindricks G, et al. Eur Heart J. 2021;42:373-498
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Direct Current Cardioversion of
Atrial Arrhythmias in Adults With

Prévalence Cardiac Amyloidosis
% 100% -
90 A
30 - AF during follow-up 90% -
70 - B AF at presentation 80% 4
60 - 70% -
50 60% 4
40 1 50% A
30 A o
>0 - 40% - Cardiac Amyloidosis
10 - 300/0 "
. ® Intracardiac Thrombus
0 - 20% A ® Spontaneous Cardioversion
q}\ vy <&Q~ <\Q~ 10% - m Other
@ SIS 0% - .
(@) (g\' \‘g&.' Cancellation

®m Cardiac Amyloidosis m Control
Sanchis K, et al. Amyloid. 2019;26:128-138 EI-Am EA, et al. J Am Coll Cardiol 2019;73:589-97
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Amyloidosis 1004 P<0.001 by Log-Rank Test
(n =584)
_| Patients without cardiac involvement Pas de difference aprés
| =N 80- ajustement a I'dge et la function
‘ 7
Cardiac amyloidosis 2 rénale
(n=478) :?: %
: . . . = 60
| Patients without supraventricular tachycardia — )
g (n=197) g 5
y o—_— ‘..-
Cardiac amyloidosis with E 40+ %
supraventricular tachycardia (75 1
(n=281) ! DOACs
ATTR (n = 209) & AL (n =72) 3 &
20+ L.,
| Patients without anticoagulation MR i . VKAs
i (n=8) Masssennnsrannnn
Study population with supraventricular 0
tachycardia and anticoagulation ! ! J I J I ! !
(h=273) 0 20 40 60 80 100 120 140

Cariou E, et al. Front Cardiovasc Med. 2021:8:742428
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MUL TIDISCIPL INAIRE 2020 ESC Guidelines for the diagnosis and Progr:: a venir !
management of atrial fibrillation —

INTEGRATED AF MANAGEMENT

® O
* w Patient-centred

Oitimised stroke Brevention

Symptom control with rate or rhythm control

Hindricks G, et al. Eur Heart J. 2021;42:373-498
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Rate of Atrial Arrhythmia Recurrence Following Successful DCCV in Patients
With CA Compared With Control Patients

100 -

—— Control ----- Case

80 -

604 P=0.75

40 -

20 =

Arrhythmia Recurrence (%)

0 -
Time (months) O 2 4 6 8 10 12

EI-Am EA, et al. J Am Coll Cardiol 2019;73:589-97
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NYHA
Class

ABLATION & AMYLOSE CARDIAQUE
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13 ablations de FA

25% récidives a 1 an

40% récidives a 3 ans

70% amélioration des symptémes a 6 mois

Baseline

6-Months Post-Ablation

Tan NY. J Cardiovasc Electrophysiol 2016;27:1167-1173
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Check risk factors for digoxin toxicity: eGFR, thyroid function, concomitant drug interaction: amiodarone, B-
blockers and calcium channel blockers

l

Initiate at low dose:
*  0.125 mcg daily when no risk factors present
* 0.0625 mcg every 24-48h if risk factor(s)
* Dialysis: 0.0625 mcg every 48h or as recommended by nephrologist

l

Monitor serum digoxin concentration (trough level) after 5-7 days
Adjust dose to keep druglevel: 0.5-0.8 ng/mL

l

Monitor eGFR, electrolytes, drug concentration every 1-2 weeks for first
three months, thyroid function monthly, depending on clinical status;
then monthly for next three months

!

Periodic re-assessment of need for ongoing treatment and potential side
effects.

Muchtar E, et al. Amyloid 2018;25:2, 86-92
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Group on Myocardial and Pericardial Diseases

Aortic Stenosis |

e Severe AS confers worse
prognosis.

* Concomitant ATTRwt
risk factor for

periprocedural AV block.

* TAVR improves outcome
in amyloid-AS.

ICD for secondary prevention.
ICD in primary prevention
usually not recommended.
Transvenous ICD preferred
over subcutaneous ICD.

Treatment of Cardiac Complications and
Comorbidities in Cardiac Amyloidosis

Ventricular arrhythmias

Conduction disorders

* PPM according to
standard indications.

* Consider CRT if high
paced burden expected.

Garcia-Pavia P, et al. Eur Heart J. 2021;42:1554-1568
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Group on Myocardial and Pericardial Diseases

Treatment of Cardiac Complications and
Comorbidities in Cardiac Amyloidosis

Aortic Stenosis

* Severe AS confers worse
prognosis.

* Concomitant ATTRwt
risk factor for
periprocedural AV block.

* TAVR improves outcome
in amyloid-AS.

Garcia-Pavia P, et al. Eur Heart J. 2021;42:1554-1568
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RAO & AMYLOSE CARDIAQUE (ATTRWT) Progrés (E0lieS
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M Severe aortic stenosis

h l Whole population

Cumulative Event Free
Survival (%)

Patients over 80 years

20 40 60

M Aortic stenosis Follow-up (months)
M Severe aortic stenosis

c-

No aortic stenosis . . .
Cavalerie H, et al. Données non publiées
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All-Cause Mortality in Lone AS Versus AS-CA Following Aortic Valve Replacement or With Medical Therapy

1.0 ~

— AS-CA - Medical
—— Lone AS - Medical
— AS-CA - AVR

— Lone AS - AVR

All-Cause Death

Time (Years)
Nitsche C, et al. J Am Coll Cardiol. 2021;77:128-139
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Diagnosis and treatment of cardiac amyloidosis: Progrés réalisés
a position statement of the ESC Working et a venir !

Group on Myocardial and Pericardial Diseases

Treatment of Cardiac Complications and
Comorbidities in Cardiac Amyloidosis

Ventricular arrhythmias Conduction disorders

* ICD for secondary prevention. * PPM according to

* ICDin primary prevention standard indications.
usually not recommended.  Consider CRT if high

* Transvenous ICD preferred paced burden expected.

over subcutaneous ICD.

Garcia-Pavia P, et al. Eur Heart J. 2021;42:1554-1568
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Cardiac Implantable Electronic Devices

A Window Into the Evolution of Conduction Disease in
Cardiac Amyloidosis

A. Atrial Pacing

1004

25
Years From Implant

A-Pacing (%)
w
@

9

O=-

E. Ventricular Pacing

100

L 4

B. Atrial Fibrillation Burden

_/

§

V-Pacing (%)
w
9\

s

25
Years From Implant

V-

D. RV Sensing Amplitude

)
w

u

E
(=]
I
[
&

25 5
Years From Implant

O

AF Burden (hours/days)
]

o
1

O~

2.5
Years From Implant

C. Ventricular Tachycardia

ation)

g

-
w
1
.

D . . .
e — - a———— . ey w . -

g

VT Episodes (#/interrog

I U ¥

Years Frgti!\; Implant

—‘ .
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Rehorn MR, et al. JACC Clin Electrophysiol 2020;6:1144-1154
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Traitement de I’hypotension

orthostatique

Mesures relatives au mode de vie
- Repas légers et plus fréquents
- Réduire la consommation d'alcool

Réadaptation a l'orthostatisme

Bas de contention
Midodrine

Fludrocortisone
- Rétention hydro-sodée
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LA PRISE EN CHARGE CARDIOLOGIQUE DES
AMYLOSES NON SPECIFIQUES
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Equilibrer la volémie

Traiter l'insuffisance cardiaque

Antagonistes des récepteurs aux minéralocorticoides
Inhibiteurs de SGLT2

Transplantation le cas échéant

Dépister et prendre en charge les arythmies supraventriculaires

- Anticoagulation

- Controle du rythme ou de la fréquence

Anticiper les troubles du rythme ventriculaire ou de la conduction

Prendre en charge les rétrécissements aortiques serrés

Traiter les hypotensions orthostatiques
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