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Explorer de nouvelles voies thérapeutiques,
de nouvelles molécules, de nouvelles stratégies
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Blockade of further amyloid deposition Amyloid dearance

Monoclonal Abs:
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Essais en cours sur la voie du Silencage TTR

siRNA ASO CRISPR-Cas9
TTR gene TTR gene E—ngNA
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= — Transcription Transcription
Blockade of further amyloid deposition
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CRISPR Cas 9 1TR gene editing (Nexiguran Ziclumeran)

A Percent Change in Serum TTR Level from Baseline
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CRISPR-Cas9 e
Cas9—= g
TTR A BrsoRMA Magnitude — Phase 3 Trial of CRISPR in ATTR-CA
R V7S 0
—4n- é A Phase 3, Randomized, Double-blind, Placebo-controlled Study
MAG N |TU DE to Evaluate NTLA-2001 in Patients with ATTR Amyloidosis with

Cardiomyopathy (ATTR-CM)

Frameshift

1[’“0\\( A mutation

Primary Endpoint

o
Randomizafion [ 4 " NTLA-2003 > Composite endpoint of CV-refated
21 Single 55 mg IV inflision martalty and CVrelated events
— )
Key Secondary Endpoints
Suspresslon of X -804 4 . 7 REca0ssove
protein
synthesis -i— -3
Key Eligibility Criteria Stratification: Study Duration:

Mean Percent Change

L 3 lm « Adult patients with diagnosis of either + NAC stage « Dependent on occurrence of pre-
= I 1 I | I I i I I | I T 1 hereditary o wild-type ATTR-CM « TTR genotype specified number of CV events and a

TTR protein 0D 2 4 & 3 10 12 14 16 18 20 21 24 * NYHA Class |- wild-type vs. mutant rinimum of 18 months follow-up

« NT-pro3NP baseline = 1000 pg/mL + Concomitanttatamidis use + Majority of patents are expeciec to
. 8. no tafamidis have =30 months of follow-up for the
it A Months prmary anaiysis
A
a =
Mo.of Patients 36 35 36 36 36 36 26 11

Figure 1. Reduction in Serum Transthyretin Level.

34 patients : 2 avec élévation des transaminases reliée au traitement REPOF
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U n n o uvea u Si R NA : N u c re S i ra n Blockade of further amyloid deposition

Nucresiran is a synthetic siRNA conjugated to GalNAc, Liver » Wik » Monomer b WS Ag;y'.?d d.ATTR h
which enables highly efficient delivery to the liver. SR i) g SRR

1T P —

Long-acting SC-administered

« GalNAc, a carbohydrate (sugar) molecule, is the ligand GalNAc-conjugated sIRNA . 9 e
for the asialoglycoprotein receptor (ASGPR), which is targeting liver-expressed _ ¥ \ 2 &
highly and specifically expressed by hepatocytes. mRNA for TTR i -,
SRRy Mtsfb!dmg Aggregation 7
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+ 8ingle 300 mg dose resulted in rapid,
deep, and durable TTR reduction:

>90% at Day 15
* 97% at Day 29
*+ 93%at Day 180

ihe informaton in ONAS

Targot-speniic 3han infedkerg ANA | trarscibed ity messenger ANA /\V(\Vr
(3IRNA) bids 10 the mENA s | fmiRKA} %
RISC-mediated RNA e J

mRNA s degraded and
gend & “slanced”
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Reduchion in ditedss cousen)
Crolen

Abnomal DNA messags =
<amed rio fesuting mAlA

- Safety profile:

+ All doses of nucresiran have been
well tolerated:; no adverse events
considerad related to study drug by
investigator

I Some cases mutasons nEuct
much

proten of the proten made does
DOE Wk

Mean Serum TTR Knockdown
(percent, + SEM)

0 30 60 a0 120 150 180 .  Frequency of administration:
Time (days) + Data support every 6 months

-O-Placebo (N=8) —O-5mg [N=6) ~0-25 mg (N=6) —0—100 mg (N=6) -0~300 mg (N=6] subcutaneous dosing
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@ Primary Endpoint
el « Composite of ali-cause mortality and recurrent CV
300 mg events (event-driven)
N840 Secondary Endpoints
« Time to first CV event (CV hospitalizations and urgent i
HF visits) or all-cause mortality 300 mg
« All-cause mortality
* Recurrent CV events

« Change from baseline in KCCQ-OS

Patient Population: N=1250

= Adults (18-85 years) with wild-type or variant ATTR-CM

* NYHA class I-HI

» End-diastolic interventricular septal wall thickness =12 mm »
for males and =11 mm for females by echocardiography

*NT-proBNP =300 and <8500 ng/L at screening?

* Background TTR stabilizer permitled

v

2:1 RANDOMISATION

\4

~ 7
T Open-label Extension
| i L g
Day —45 Screening Period Day 1 (Baseline) Doubie-Blind Perod Mimimum 24 Months (Event-Drven) Up to 24 months
Other Key Inclusion Criteria Key Exclusion Criteria
= Medical history of HF with =1 prior hospitalization for HF OR clinical evidence® of HF that = NYHA ciass IV HF; or NYHA ciass Il heart failure AND ATTR Amyloidosis Disease Stage 3°
requires treatment with a diuretic - Polyneuropathy Disability Score =illa at screening visit?
* Demonstration of ATTR cardiomyopathy by one of the following: - Estimated glomerular filtration rate (eGFR) <30 mL/min/1.73 m?
— Documented TTR amyloid deposits in cardiac tissue regardiess of MGUS status - Non-TTR cardiomyopathy, hypertensive cardiomyopathy, cardiomyopathy due to valvular heart
— In the absence of MGUS, “™T¢ scintigraphy with Grade 2 or 3 cardiac uptake disease, or cardiomyopathy due to ischemic hearl disease
— In the presence of MGUS, documentation of TTR protein in noncardiac tissue AND Grade 2 = Received prior TTR-lowering therapy OR plan for or anticipate beginning treatment during
or 3 cardiac uptake on **Tc scintigraphy screening or the first 24 months following randomization

*NT-proBNP >600 pg/mL and <8500 pg/mL for patients with atrial fibriliation. "Manifested by signs and symptoms of volume overload or elevated intracardiac pressures.
‘Defined as NT-proBNP =3000 ng/L and eGFR <45 mL/min."* “Requires cane or stick to walk or is wheeichair-bound due to polyneuropathy.
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Amyloid clearance

Monoclonal Abs:

ATTR

cardiomyopathy

La voie des Dépléteurs

MNPMNC019—0001 (PRX004)
ALKNZ220 (NIDD6)

Cardiac Tracer Uptake on Scmt»graphy ® Placebo @ NICOE @ Switch during Extension Phase @ Placsbo @ Miooh Switch during Extension Phase
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Coramitug : données de phase 2

1.6 - Coramitug 10 mg/kg - Coramitug 60 mg/kg - Placebo
1.5
1.4
1.3
1.2
1.1
1.0—
0.9
0.84
0.7
0.6
0.5

Pas de différence d’effet sur le GMWT
vs placebo

NT-proBMNP ratio to baseline

]
0 24 52
Time e randomization (we 2 ] ey M.Fontana et al. Circulation 2025 i
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£ 4 DepleTI'R;(t':'m Acronym: CLEOPATTRA
Short Title: CLEOPATTRA: A research study to look at the effects of treatment with a medicine
Sc;:::dm Blinded Treatment Period Satety Follow-Up called coramitug (NNC6019-0001) in people with heart failure due to ATTR amyloidosis.
Day -35 Day 1 Last participant +120
| i completes 24 months days* SoC + NNC6019-0001 4800 mg IV Q4W
«——— 24 months up to a maximum of 48 months ——» n=14
: P 5aC + placebo NQ4W
, ALXNZ220 IV g4w (N = 667) _
Participants with | | |‘ « { 3
{:T:?D_g{;?a 0 End of Treatment End of Study
Randomisation (4 weeks after last (12 weeks after
Placebo IV q4w (N = 333) l {H:H iﬂfu‘l;ioni End uflTrealment]
Sereening 1 !
{up to 6 waeke] Treatment perlod Follow-up
. T Primary Endpoint | |
Screening  Randomization G ite of : . : |
21 QITIDUSILE O Event-driven until pre-specified number of primary first events (331 [to achieve 90% power])
All-Cause Mortality and Total have been reached
Cardiovascular Clinical Events
- - - : 4
Primary objective Objectives Endpoints *
Primary Title Time frame
To assess-the efficacy of ALXN2220 in the treatment of adult Composite of all-cause mortality, and total CV clinical To demonstate superiority of Pri -
participants with ATTR-CM by evaluating the difference between the events during the blinded treatment period. (Anderson- NNC6019-0001 versus placebo, . .
both added to SoC * in reducing th The composite outcome of: From baselme (week 0) up to
ALXN2220 and placebo groups as assessed by the composite Gill model with robust variance) = C?\e' doath & snorhi ﬂll‘;ﬂl:f UCME W | v death ® EOS 4
endpoint of all-cause mortality (ACM), and the total cardiovascular ®  participants with ATTRwt-CM or | * Recutrent CV events (CV ge n
o ® ATTRv-CM hospitalisation ®© and o
(CV) clinical events. w® urgent HF visits )
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Les essais de Stratégie therapeutique
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Traitement PRE- SYMPTOMATIQUE des apparentés porteurs du variant
génétique pathogene

le and Design of ACT-EA he Acoramidis Transthyretin Amyloidosis Prevention Trial
2", Jullan D. Gillmere?, David Adams?, sabel Cancs

; el . Judge®, Mathew 5. Maurer’, Fraderick L Ruberg®, Scott Sclomor’, shinad Masrl", Thibaud pamy?, Marlanna Fortana®, Mary M. Reilly’, Nitasha Sarswat'', Peter van der Meer™, Mazen Hanna®, Morke Gertz™,
CaeY, Ted Lystigh, Uma Sinha®, Adam Castafio®, Lo s

Fondation Biermans-Lapo6tre m PARIS

AG10-501 ACT-EARLY

AGLO-504 OLE

e | ._"'-\.-'- I|: """lr-.- "_"‘- '““I oy |":|-I =-| r |'r |"" Ly R =R A --L".-: ||:l L l
Pl.'lpl.ll.atlﬂl'l _'t"—r e 1!1"2 Ly |:|:' I es -:"M.l"l 'IJ""‘""‘L""'"' ].-"—' |. 'I r- H—-\. _F._J:;_w..i'q. J
Asymptamatic carrier with Bty - el Betesri)
u pathogenic TTR varlant lﬂ' ﬂ Iﬁ:"
Acoramidis T12 mg* PO BID
) Agez18to=TSyrs s =r <
AND Tiers Acoramidis T12 mg® PO BID
ﬁ'!i'vaﬂm‘l: (R} 111 e T e
€ Age=10yrs prior to PADO, fowr ey o oS ed ATTR-CAE
whers PADO is based on
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L’arrivée des essais de COMBINAISONS thérapeutiques

Blockade of further amyloid deposition Amyloid dearance Balance between amyloid deposition and clearance: theoretical models

Monoclonal Abs:
o . TTR S | Misfolded . Amyloid ATTR NNCO19-0001 (PRX004)
etramer monomer = fibrils cardiomyopathy ALXN2220 (NI00g)
P84 -i-@ ..
- Tetramer Amyloid . .‘ !' l
synmesxs dissodiation Msodre.  Aegregaion deposits } )
L 13 mm Rate of amyloid production
O [ ®) Start of treatment Start of :
that loid = Amyloid burden
2 o new amyloi treatment t
@D Patisiran, Vutrisiran, Inotersen, Eplontersen, nex-z production that  deposits = Bate of ATVTY loid clearance

@D Tafamidis, Acoramidis

Adapted from M.Fontana et al. Eur Heart ] 2025
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A Phase 2b, Randomized, Double-blind, Active-controlled,
Multicenter Study to Evaluate the Efficacy and Safety of
Eplontersen and ALXN2220 Compared to Eplontersen and
Placebo in Adult Participants with Transthyretin-Mediated
Amyloid Cardiomyopathy (ATTR-CM)

Brief Title: Efficacy and Safety of Eplontersen and ALXN2220 for
the Treatment of ATTR-CM
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Screening Safety Follow-up
Period Blinded Treatment Fenod Period
Day -35° Day1 Day 365
| Ig — v, — ol a— o |
Patients with ATTR-CM | ALXN2220 IV adw + enlontersan 5c adw :
(N=486) * |r ' [N=163 :
ATTRARv or ATTRw1 I I
Grade 2-3 cardiac update | [
on scintigraphy | 1
NT-proBNP >600 pg/mL : :
MNYHA I | | | .
i i i i
SCrEEning Randomisation 1:1° Primary endpoint

. GRACE

515 AND CANDIAC £X N
F-CRIN NETWORK
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RemerCiements Les atteintes rhumatologiques

(synoviales) de l'amylose
surviennent plusieurs années avant
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ET SI VoUS AVIEZ Rejoignez la Campagne d’'Information

LA MALADIE CAMELESN ?

et de Dépistage 2026 de la Maladie Caméléon

TIC-TAC,
Il est temps de changer de TAC-TIC,

Passons du TACGTAC !

GAGNEZ DU TEMPS coNTRE LAMYLOSE CARDIAQUE,

FAITES-VoUS DEPISTER | —
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