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Barge-Caballero G, et al. Cardiocore. 2017;52.27-34
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Tipo de amiloidosis

Armyloidosis  Protein Hereditary Freguency Median survival Llsual extracardiac signs
Ly e of heart from diagnosis
involvement {months)
o i i i Ak kAl i il ke ek skl "yt skt e dr “mia’ i " ki Taka” Tk e " i Ak e * k= il " e "~y “aler i i " e eke” i ke Bk Sk e i~ il ke ik~ okl "yl ekt e "k -
| AL Imrnunaglobulin lghc Mo T0% FL Mephropathy, proveinuria, auoonamic |
| chaln & (If HF ac diagnosis and dysfunctiaon, palyneuropathy, macroglossia, |
I nt oreated) spontaneous bruising, lver imealvement I
I AT TRwr Transdhyretin Mo 100% 57 TS, LSS, ruptured biceps tendon I
I ATTRw Transthyretin as 30-100% 37 (Wall42lie) Polyneuropady, crthosmde ypotension, I
Lz mmmmpm = — o — = 1 — — — Copendingonche muntion 69 nomVall4llle) | viwsous opacities, gustrointestinal problems
AR Seeruam amylodd A Mo 5% 133 Fenal impalrment {25%), protelnura,
hepatomegaly, gastroinesdnal problemrms
AFib Fibrinogen o e Rare 180 Renal impalrment, prooedmuria
Afpoal Apolipoprotein A-l Tes Rare Mo data Primarily renal impalrment, proteinuria,
Crepending on ohe mutadon Frobably =120 hepatosplenomegaly, adrenal insuffickency,
dysphonia due oo laryngeal involvement
Al poall Apolipoprotein A-ll s Rare Mo data Primarily renal impalrment, proteinuria
Crepending on ohe mutadon
Afpodly Apolipoprotein A-PY Mo LIk 79 Primarily renal impalrment
AfZM p2-microglobulin Mo B Mo dara Long-rerm diabysis, CT35, joint proablems
Alel Gelsalin fas 5% Mear-normal life Cormeal larmee dystrophy, cutls laxa, drooping
Primarily conduction disease EXPECTANCY eyelids, parassthesia, proceinurts (rare)
Garcia-Pavia P, et al. Eur Heart J. 2021;42:1554-1568
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Manifestaciones clinicas

¢

** Insuficiencia cardiaca

** Fibrilaciéon auricular / Riesgo embdlico
s* Trastornos de la conduccion

K

s* Arritmias ventriculares y muerte subita

** Estenosis aortica

Caracteristicas clinicas basales de los pacientes en el momento de la inclusion en el registro

AC-ATTR (n= 128) AC-AL(n=15) Total (N= 143) p
Edad (ahos) 81.0+£6,0 679+ 108 796+ 7.7 <0,0001
Sexo femenino 28(21.9) 6(40,0) 34 (23.8) 0,119
Motivo de consulta que llevé al diagnostico 5 9 4%
Sintomas de insuficiencia cardiaca 77 (60,2) 8(53.3) 0,29  J
Sincope o episodio arritmico 15(11.7) 1(6,7) Tz
Diagnoéstico diferencial de HVI 24(18.7) 2(13.3) 26(18.2)
Dolor toracico 5(3.9) 1(6.7) 6(4.2)
Otros 7(55) 3(200) 10(7.0)

SERVICIO DE AMILOIDOSIS CARDIACA : : Complejo Asistencial ‘ Sacyl
CARDIOLOGIA W Universitario de Leon




Left Ventricular

Wall Thickness 4 =1 of

=12 mm
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Red-flags de amiloidosis cardiaca por transtirretina

Clinicas Electrocardiograficas Ecocardiograficas RMC
* Sindrome del tanel del carpo e Patron de seudoinfarto * Hipertrofia biventricular * Alteracion de la cinética de
* Estenosis del canal lumbar (70%) . gadolinio

* Engrosamiento de las valvulas

i N * Patrén de bajos voltajes AV y del septo interauricular * Realce tardio transmural o
* Enfermedad de Dupuytren (28-43%) * Derrame pericardico subendocardico global
* Tendinopatia del manguito de * Reduccion del strain
los rotadores ' - ~ 4 : longitudinal global, con patrén
* Rotura atraumatica del tenddén . L 5 sabireris segmentario cherry-on-top
del biceps braquial (signo de ' 35T 24 41 '
Popeye) = 3 58 B

 indice de Sokolow-Lyon
<1,5mV

T1 nativo elevado
* Volumen extracelular

* Polineuropatia sensitivo- e A
i opatia sensitivo 2L LS aumentado

motora en formas hereditarias

Garcia-Pavia P, et al. Eur Heart J. 2021;42:1554-1568
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Sospecha diagndstica de amiloidosis cardiaca

Diagnosis and treatment of cardiac amyloidosis:
a position statement of the ESC Working
Group on Myocardial and Pericardial Diseases

Left Ventricular
Wall Thickness
=212 mm

Iniciar el proceso para la confirmacion diagndstica

Garcia-Pavia P, et al. Eur Heart J. 2021:;42:1554-1568
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Red flags

Extracardiac/cardiac Type Red flag Amyloidosis where it is
most frequently found
Extracardiac Clirical Polyneuropathy ATTRy, AL, AA, AGel
Dysauronomia ATTR, AL
Skin bruising AL
Skin discoloration AfpoAl
Cutis laxa Alel
Macroglossia AL
Deafness ATTRwt
Bilateral carpal tunnel syndrome ATTRy, ATTRwt
Ruptured biceps tendon AT TRwr
Lurnbar spinal stenosis ATTRwt
Vitreous deposics ATTRy
Corneal lattice dystrophy Alel
Farnily history AT TRy, AdpoAl, AApaAll
Laboratory Renal insufficiency AL AA, AApoAl, AApoAll,
AbpohlY, Af2M, AFib
Proteinuria AL AA, AApoAl AApoAll, AFb

Garcia-Pavia P, et al. Eur Heart J. 2021:;42:1554-1568
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Red flags

Cardiac Climical Hypotension or normotensive if previous ATTR, AL
hypertensive
ECG Pseudoinfarct pattern all
Low/decreased QRS woltage to degree of LV all
thickness
AV conduction disease all
Laboratory Disproportionally elevated NT-proBMNFP o degree all
of HF
Persisting elevated troponin levels ATTR, AL
Echocardiogram Granular sparkling of myocardium all
Increased right ventricular wall thickness all
Increased valve thickness all
Pericardial effusion all
Reduced longitudinal strain with apical sparing all
pattern
CMR Subendocardial late gadolinium enhancement all
Elevated natve T1 values all
Increased extracellular volume all
Abnormal gadolinium kinetics all

Garcia-Pavia P, et al. Eur Heart J. 2021:;42:1554-1568
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Pruebas complementarias

NTproBNP
Troponina

CCr

Tests hematologicos
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| | |
Garcia-Pavia P, et al. Eur Heart J. 2021;42:1554-1568
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Signs & symptoms, ECG, echo or CMR suggestive of cardiac amyloidosis

)

H tologic tests
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[serurm free-light chain

Scintigraphy with SPECT gquantification & serum and
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\ |
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Haematologic tests - Haematologic tests - Haematologic tests + Haematologic tests +
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Garcia-Pavia P, et al. Eur Heart J. 2021:;42:1554-1568
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Pruebas complementarias
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"
a-’!r‘f

&

E 9

-
o o m— m m e mm mmm e e Emm mmm M e Rmm Mmm M e Mmm Mmm M e Mmm Mmm M e Mmm M M e Mmm M e e

Garcia-Pavia P, et al. Eur Heart J. 2021:;42:1554-1568
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Signs & symptoms, ECG, echo or CMR suggestive of cardiac amyloidosis
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Garcia-Pavia P, et al. Eur Heart J. 2021:;42:1554-1568
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¢ Test genético a todos los casos de ATTR?

Frequency (number of patients)

10

10
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00

ATTR-CM
- AT TR

Percentage
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60-064
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T . 20%
vuo 10%
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Garcia-Pavia P, et al. Eur Heart J. 2021:;42:1554-1568
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Tratamiento sintomatico

TRATAMIENTO DE SOPORTE

Insuficiencia cardiaca Fibrilacion auricular
e Restriccidn hidrica * Amiodarona, AA preferido|
e Diuréticos » Digoxina con cautela
 |ECA/ARA II, * Bloqueadores beta, uso oL oH

bloqueadores beta controvertido MO I/w jHa B och.

controvertidos * Anticoagulacion L: e T j@\/ "
e ARM con cautela independientemente de HiCO™ N < oCH,
» Trasplante cardiaco en CHA2DS2-VA! score HiCO. o, ™ 3, AOCH:

casos seleccionados * CVEderiesgoy FA con Hjmjl\yf QEGCHﬁ

frecuencia recurrente )

Arritmias ventriculares  Excluir trombos antes de A
« DAI, prevencion CVE

secundaria * Ablacion controvertida
* DAI, prevencion primaria

A T — - Trastornos de la conduccién

« MPD, segun indicacion
clinica
* CRT, segun indicacién IC ) _
Garcia-Pavia P, et al. Eur Heart J. 2021,42:1554-1568

SERVICIO DE AMILOIDOSIS CARDIACA : : Complejo Asistencial ‘ Sacyl
CARDIOLOGIA I universitario de Leon




100% +
90% A
80% A
70%
60% A
50% A
40% A
30% A

20% A X
10% 1 -
0% -

Cancellation Success Fallure Complication

\ J m Cardiac Amyloidosis m Control \ /

.y ‘ 63%

Cardiac Amyloidosis Control

® Intracardiac Thrombus = Spontaneous Cardioversion = Other

Procedimeinto de alto riesgo

ETE antes de CVE

Castario A et al. Heart Fail Rev. 2015; 20: 163-178; El-Am EA et al. JACC. 2019;73
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Higado Tetramero TTR Monomeros TTR Depositos amiloide

Garcia-Pavia P, et al. Eur Heart J. 2021:;42:1554-1568
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________________________________________________________________________________________________________________________________________________________________

Silenciadores génicos Estabilizadores Eliminadores
Patisiran/\Vutrisiran Tafamidis Doxiciclina-TUDCA
Inotersen/Eplontersen Acoramidis PRX004
NTLA-2001 Diflunisal NIOO6

Higado Tetramero TTR Monomeros TTR Depositos amiloide

Garcia-Pavia P, et al. Eur Heart J. 2021:;42:1554-1568
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Tafamidis

ATTRACT

Analysis of All-Cause Mortali : ;e
W Diagnostico precoz: NYHA I-1|
0.9- ey
= . — . ‘;L;\"“ . 5 _ Pooled tafamidis
g 0.7 /// \ N - — s
A 06  $30%| Yas Via oral —> 1 cp diario
2 0.5 \'\\.\ // Placebo
% 0.4 N
.8
& 0.3+
0.2 :
01| Hazard ratio, 070 (95% C1, 0.51-0.96) Segurldad — no ClI por FG
00 1 1 1 I ] I ] ] 1 1 1
0 3 0 9 12 15 18 21 24 27 30 33
Months since First Dose
Maurer, M. et al, NEJM 2018
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Diflunisal (off-label)

- AINE: Capacidad in vitro estabilizar tetramero TTR

- Estudio observacionales retrospectivos sugieren efecto
beneficioso™

- Pauta: Diflunisal 250 mg 1 comprimido cada 12 horas
(Medicacion extranjera) + Omeprazol

- Potenciales candidatos: FG> 45, No anticoagulacion, NYHA |,
buen control congestion

Saddiqi. et al. Amyloid 2022
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Eliminadores

Eliminadores

Ensayos en miocardiopatia

- NNC6609 (aka PRX004) (NNC6019—0001 Fase 1)

- NIOO6 (Fase |) Vehicle NI301A 10 nM

Saddiqi. et al. Amyloid 2022
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CONCLUSIONES

l' o4 ——
—
—_—
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=> Amiloidosis cardiaca es una patologia infradiagnosticada.

=> Importancia de detectar “red flags” para un diagndstico precoz.
—=> Realizar test genético a TODAS las formas de AC por transtiretina.
=> Anticoagulacion en todos los pacientes con FA, independientemente del CHA2DS2-VA.

=> Evitar el uso de aalcioantagonistas no dihidropiridinicos en AC.




MUCHAS GRACIAS POR
VUESTRA ATENCION!!
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