@M/—\STERCI_ASS

AMYLCSES

Jeudi 14 décembre 2023
EVENEMENT HYBRIDE
X 4 Espace Saint-Martin ® PARIS

CARDIAQUES

Les données nationales de la prise en charge
des amyloses cardiaques

LES DONNEES EN VIE REELLE DES TRAITEMENTS

Olivier LAIREZ
CHU de Toulouse



@M/—\STERCI_ASS

AMYLCSES

Jeudi 14 décembre 2023
EVENEMENT HYBRIDE
X 4 Espace Saint-Martin ® PARIS

CARDIAQUES

Les données nationales de la prise en charge
des amyloses cardiaques

LES DONNEES EN VIE REELLE DES TRAITEMENTS

Olivier LAIREZ
CHU de Toulouse



AMY|_OSES
CARDTAGUES

Bortezomib  Elotuzumab
Carfilzomib Isatuximab
Daratumumab  Ixazomib

EVENEMENT HYBRIDE

Lenalidomide
Pomalidomide
Venetoclax

NEODODT* Hoart

11-IF4
GSK2398852*

l lght Chain
B . . . Overproduction
Abnormal ———~
Plasma Cells

Transthyretin Amyloidosis

Translhyrum

mMRNA
Protein :
Production

Inotersen
Patisiran

Zhang KW, et al. JACC Basic Transl Sci. 2019;4:438-448

00
\\|__®@

Light Chains Light Chains

Immunoglobulin

Kidnay

Doxycycline

Deposition
in Organs

Amyloid Fibrils

Gastrointestinal
Tract

Misfolded Monomers

Soft Tissue

AGI0
Difunisal

Tafamidls
Tolcapane

GSK2398852*%

PRX004

Peripheral/
Autonomic
Nervous System

Jeudi 14 décembre 2023

Espace Saint-Martin B PARIS



MASTERCILASS
AMY|_CSES

6,

~ Jeudi 14 décembre 2023
EVRNEMENTADERE Espace Saint-Martin B PARIS

CARDIAQUES

Amylose cardiaque a transthyrétine

Transthyretm

_.”_,

Tetramer

f Protein
Production

Amyloid Fibrils

AG10 Tafamidis

Inotersen »
Difunisal  Tolcapone

Patisiran

N1006 PRX004

I i K«dnev Heart

Soft Tissue

Gastrointestinal
Tract

Peripheral/
Autonomic
Nervous System

Zhang KW, et al. JACC Basic Transl Sci. 2019;4:438-448



QY ASTERCLASS
~"AMY|_CSES
CAREIAQUIES

Jeudi 14 décembre 2023
EVRNEMEL I YInEg Espace Saint-Martin ® PARIS

Stabilisateurs

Tafamidis
Stabilisateur du tétramere

Stabilizers:
diflunisal,
tafamidis

Suppression
of dissociation

Tetramer Monomers M sfokclend Oligomers Argg:‘i)l'd

monomers
EXTRACELLULAR SPACE

Buxaum JN, et al. N Engl J Med 2018;379:208



MASTERCILASS

PN E @ Jeudi 14 décembre 2023
Espace Saint-Martin ® PARIS

Tafamidis Treatment for Patients
with Transthyretin Amyloid Cardiomyopathy
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Clinical outcomes for 2788 transthyretin amyloidosis patients: tafamidis
meglumine early access program in France

Characteristics and clinical outcomes of ATTR-CM patients initiated with tafamidis
meglumine in the French early access program from Nov 2018 to Jun 2021

Demographic and Clinical Characteristics of the Patients
at Baseline.*
¢ 0
. ' Tafamidi Placeb
2788 ATTR-CM patients were enrolled 82 vears Characteristic (;:';64')5 (Na:u;;
by 222 physicians from 126 centers V 82‘;/ | e
o Mmaie Mean 74.5+7.2 74.1+6.7
Total number of centres Total number of patients Median (range) 75 (46-88) 74 (51-89)
(N=126) (N=2788) NYHA Sex— no. (%)

Patients included / centre - stage | 13% Male 241 (91.3) 157 (88.7)
2 200 patients 2* (1.6%) 821 (29.4%) 0 Female 23 (8.7) 20 (11.3)
100-199 patients 2** (1.6%) 269 (9.6%) stage Il 60 f NYHA Class — no. (%)

50-99 patients 10 (7.9%) 718 (25.8%) - stage Il 27% Class | 24 (9.1) 13 (7.3)
10-49 patients 32 (25.4%) 749 (26.9%) Class Il 162 (61.4) 101 (57.1)
< 10 patients 80 (63.5%) 231 (8.3%) ATTRv 18% Class IlI 78 (29.5) 63 (35.6)
TTR genotype — no. (%)
ATTRm 63 (23.9) 43 (24.3)
ATTRwt 201 (76.1) 134 (75.7)

Lairez O, et al. ESC Heart Fail. Accepted Maurer MS, et al. N Engl J Med. 2018;379:1007-1016
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Clinical outcomes for 2788 transthyretin amyloidosis patients: tafamidis
meglumine early access program in France
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Lairez O, et al. ESC Heart Fail. Accepted
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Clinical outcomes for 2788 transthyretin amyloidosis patients: tafamidis
meglumine early access program in France
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T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33
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Lairez O, et al. ESC Heart Fail. Accepted
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Clinical outcomes for 2788 transthyretin amyloidosis patients: tafamidis

Inclusion

meglumine early access program in France
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Lairez O, et al. ESC Heart Fail. Accepted
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Prognostic Value of N-Terminal Pro-Brain Natriuretic Peptide
and High-Sensitivity Troponin T Levels in the Natural History
of Transthyretin Amyloid Cardiomyopathy and Their Evolution
after Tafamidis Treatment
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Oghina S, et al. J Clin Med. 2021;10:4868 e
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Effect of tafamidis on global longitudinal strain
and myocardial work in transthyretin cardiac
amyloidosis
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Giblin T, et al. Eur Heart J Cardiovasc Imaging. 2022;23:1029-1039.
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Effect of Tafamidis on Cardiac Function in Patients
With Transthyretin Amyloid Cardiomyopathy
A Post Hoc Analysis of the ATTR-ACT Randomized Clinical Trial
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Tafamidis Decreases Cardiac Uptake of

99MTc-HMDP in Transthyretin

Cardiac Amyloidosis
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Patisiran Treatment in Patients with Transthyretin Cardiac

Amyloidosis
Change from Baseline in 6-Minute Walk Test
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Maurer MS, et al. N Engl J Med 2023;389:1553-1565
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Patisiran Treatment in Patients with Transthyretin Cardiac

Amyloidosis
Change from Baseline in Kansas City Cardiomyopathy Questionnaire—Overall Summary
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Maurer MS, et al. N Engl J Med 2023;389:1553-1565
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Patisiran Treatment in Patients with Transthyretin Cardiac

Amyloidosis
Change from Baseline in NT-proBNP Level
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Maurer MS, et al. N Engl J Med 2023;389:1553-1565
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Patisiran treatment for ATTR cardiac amyloidosis:
18-Month Results of the Phase 3 APOLLO-B Study

Mean Change from Baseline in 6-MWT Mean Change from Baseline in KCCQ-0S
* g 10 A \
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Maurer MS, et al. N Engl J Med 2023;389:1553-1565
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Patisiran treatment for ATTR cardiac amyloidosis:
18-Month Results of the Phase 3 APOLLO-B Study
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Reduction in CMR Derived Extracellular

Volume with Patisiran Indicates Cardiac
Amyloid Regression

Fontana M, et al. JACC Cardiovasc Imaging. 2022;15:2149-2151
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