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Trois hlst0|res naturelles inhabituelles d’amylose TTR

Batidine AWy

Un des 3 patients Les sérums réagissent en présence d’amylose TTR
humaine exprimée sur un modele murin transgénique et

avait eu une biopsie myocardique sont marqués par un anticorps anti-IgG humaine

Murine Specimen, Congo Red Staining
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ORC Scomtgraphy M.Fontana etal. N EngJMed 2023
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En faire une immunothérapie deplétrice de la charge amyloide TTR ?

Blockade of further amyloid deposition Amyloid clearance
Monoclonal Abs
. TTR Misfolded . Armyloid ATTR Matural mechanisms: 2 o0
Hyer ¥ tetramer ! o monomer ’ fibrils cardiomyopathy macrophages, complement? RN OF R o)
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Balance between amyloid deposition and clearance: theoretical models
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Phase 1 Trial of Antibody NIDOG for
Depletion of Cardiac Transthyretin Amyloid

Pablo Gasvia-Pavla, MO, PhOG Fabiam ads derm Siepen, WD
Erwar Dol 88, 0. Phoo, Oliveesr Lairez, 0 D, Peiervin der Mesr, MO PRO
Arpt V', Eristen, MO, Michels F, Barcurl M D, P D, Aubin Michalon, FhD
Roben LA Frost, MDS PR, Jan Grimm, PhoD, Roger M. Nitsch, B0
hercziof h Hock, MO}, Poter C, Kabir, 8,03, and Thibaud Darrey, M, 0 PR

P.Garcia-Pavia et al. NEJM 2023

Characteristic

Median age (IQR) — yr

Sex— no. (%)
Male
Female

Transthyretin genotype — no. (%)

Variant
Wild-type

Median NT-proBNP (IQR) —

pg/ml

EVENEMENT HYBRIDE

74 (70-77)

26 (96)
1(4)

4(15)
23 (85)

2029 (1433-3674)
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Placebo
(N=13)
68 (67-74)
13 (100)
0
3(23)
10 (77)

1591 (1310-2107)
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NI0OS, NI00S, MI006, NI0OS, NI0O6, MIDO0S,
0.3 mgfkg 1 mglkg 3 mg/kg 10 mg/kg I0mgikg 60 mgfkg Placebo
Adverse Event (M=4] (N=4) (N=4) {(N=5) (N=5) (N=35) (M=13)
Any adverse event .
Mo. of events 24 14 27 a0 37 25 39
Severe adverse event, grade 3
Mo. of patients (36) 1 (25) 2 (50 1{20) 1 (20) 2 (15)
Mo. of events 1 z 1 1 2
Serious adverse event
No. of patients (3} 1(25) 3 (75) 1 (20) 1 (20) 3 (23)
Mo. of events 1 3 3 1 3
Drug-related adverse event .
A Cytokine release syndrome
Mo. of patients (36) 0 1{25) 1(25) 1 (20) 2 (40) 1(20) 0 Arthralgi hriti
No. of events 0 1 2 5 13 4 0 rthra glas—art rtis
Adverse event leading to temporary 0 0 0 0 (1] ¥ 1 (8]
discontinuation of NI0DG
or placebo — no. (36)
Adverse event leading to withdrawal
from the trial
Any — no. (%) 0 0 0 2 (40) 1 (20) 1(20) 0
Coronavirus disease 2019 — no. 0 LH] 0 1 1 0 0
Arthralgias — no. a o 1] 1 o o
Thrombocytopenia — no. 0 0 0 ¢} 0 ‘ 1 ’ o

P.Garcia-Pavia et al. NEJM 2023
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® Placebo @ MNIO0OE  ® Switch during Extension Phase

A Cardiac Tracer Uptake on Scintigraphy
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Figure 1. Cardiac Tracer Uptake on Scintigraphy and Extracellular Volume on Cardiac MRL
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Cardiac Tracer Uptake on Scintigraphy
Patient 1: 75-Year-Old Man

Baseline 1006, 60mg/kg . NIOOG 60mg/kg .
; 2

Ratio in Heart to 6.9% 2.5% 2.5%

whole Body
Total NI006 20.7 g (46.1 daysxmg/mi) 61.7 g (162.7 daysxmg/ml)
Patient 2: 82-Year-Old Man
Baseline Saan R ot L STV
4 - e - .,"‘\.

Ratio in Heart to 45%
whole Body
Total NI006 — 14.2 g (40.7 daysxmg/mi)

P.Garcia-Pavia et al. NEJM 2023
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@ Placebo & MNIOOGE Switch during Extension Phaze
A NT-proBNP Level
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Figure 3. Cardiac Biomarker Levels.

P.Garcia-Pavia et al. NEJM 2023
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Coramitug (phase 2)

—a— Coramitug 10 ma/kg -z Coramitug 60 mg/kg —i— Placebo

Pas de différence d’effet sur le GMWT
vs placebo

]
24 52
Time since randomization (weeks)

M.Fontana et al. Circulation 2025
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L’ere des Phase 3

k" DepleTTR-CM
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Objective | Endpoint
Te assesadthe sfficaty of ALXNZ220 in the treatment of adult
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ALYNZII0 and placeho groups as assessed by the composite
endpoint of all-caugs morality [ACK), and the Tola) canovascular
[CV} clinical events.

Gill model with robust vanance)

Composite of all-casse mortality, and lotal CV clnical
svante chiring e Blinded iresirment period, (Anderson-

Acronyimt CLEOPATTRA
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Puis I'ere des combinaisons silenceurs - Ac depléteurs ?

Blodcade of further anryloid depodicion

Anmvlald clearancy

Moreschoral M

L T R M USRS B SR BTV O el A Phase 2b, Randomized, Double-blind. Active-controlled.
i bzt Multicenter Study to Evaluate the Efficacy and Safety of
Pr—g8 4 —; —Q~ {d . v Eplontersen and ALXN2220 Compared to Eplontersen and
i i and - "{" ;_ Placebo in Adult Participants with Transthyretin-Mediated
Amyloid Cardiomyopathy (AT TR-CM)

S Farmo Manre nteres Tghasnmn e

i Bfance betwoon SGHS Sepsiion S Ca e oA Brief Title: Efficacy and Safety of Eplontersen and ALXN2220 for
the Treatment of ATTR-CM

|
I
I
1
I Screening . Safety Follow-up
: Period Blinded Treatment Period Period
1
l Day -35° Day 1 Day 365
| Commeeaan o
! Patients with ATTR-CM | |
: ! (N=466) * : :
-Ii k * ATTRRvorATTRwa i I
. . * Grade 2-3 cardi ate
mmm Rate of amyloid production Start of treatment Start of = m?mw:ph;“ i ', .
mm Amyloid burden that § new amyloid  treatment *  NT-proBNP>600 pg/mL ! !
P . - I 1
== Rate of amyloid clearance production that § deposits = NYHA N | - . -
i i i
Screaning Randomisation 1:17 Primary endpoint

(N=325)
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L'immunothérapie ATTR

« Un formidable espoir de réverser la charge amyloide au sein de
I'organe (coeur, autres organes cibles ?)

A confirmer dans les etudes de phase 3 en cours

* Quelle place dans la stratégie thérapeutique ? Combinaison ?
Usage séquentiel Dépléeteur — silenceur/stabilisateur ?
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