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Blockade of further amyloid deposition Amyloid dearance
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CRISPR-Cas 9 TTR gene editing (Nexiguran Ziclumeran)

A Percent Change in Serum TTR Level from Baseline . e .
nge! : Magnitude — Phase 3 Trial of CRISPR in ATTR-CA
(1 e ittt
CRISPR-Cas9 1
Cas9—% &
E_SQRM —2o4 é A Phase 3, Randomized, Double-blind, Placebo-controlled Study
TTR gene arr— MAG NITUDE to Evaluate NTLA-2001 in Patients with ATTR Amyloidosis with
§ MK & peidigdl 8 Cardiomyopathy (ATTR-CM)
S
ﬁ —40 Primary Endpoint
t Randomization 4 . n— +» Composite endpoint of CV-related
E | 211 Single 55 mg IV infusion mortality and CV-related events
Frameshift E o ! 7 Key Secondary Endpoints
RongsfS | mutation : D - .
=
Key Eligibility Criteria Stratification Study Duration:
SUP'X'ESS‘OD Of x -30+ ;k . Aifuu ﬁa:(ser1lrsy\v th :nagnusm of either . INAC sla:)e . [;‘e;)ye-rld:;?‘:::ccuvrelwce of pre-
A hereditary or wild-type ATTR-CM . n specified number of CV events and a
TIR '."xeo_‘e'n i —4 1 Y i I - . NYHAcrlyass (T - :ml%:eogpimlan( i of 18 monthe foliov-up
synt SIS 1 L I 1 1 B * NT-proBNP baseline 2 1000 pg/mL + Concomitant tafamidis use * Majority of patients are expected to
Vs, Nno tafamidis have = 30 months of follow-up for the
71 e s
TTR protein 0 2 4 & 8B lo 12 14 16 128 20 217 24
{€. Months
Q 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 R EPOF
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: TTR Misfolded . Amyloid ATTR
Lhee B tetramer f! Monomer B monomer fibrils cardiomyopath
Nucresiran is a synthetic siRNA conjugated to GalNAc, YOREENY
which enables highly efficient delivery to the liver. p
Long-acting SC-administered 4 e - 32“

« GalNAc, a carbohydrate (sugar) molecule, is the ligand GallNAc-conjugated siRNA \ » N > g > >

for the asialoglycoprotein receptor (ASGPR), which is targeting liver-expressed SRR i Amyloid

i i mRNA for TTR isfoldi :
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» Single 300 mg dose resulted in rapid,
deep, and durable TTR reduction:

+  >980% at Day 15
+  97% at Day 29
+  093% at Day 180

he informaton in ONAS

transciibed into messenger ANA
(MRNA}
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Target-speahc shon Inerenng ANA camed rio sesuding mANA
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RISC-medised RNA nterference

1

MRNA 12 degraded and
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« Safety profile:

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

o investigator

I some cases mutasons nskud
the e to produce 100 much
prodenn o the profen made does
Dot work

Mean Serum TTR Knockdown
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mRNA 1S hen made o proteins
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» Frequency of administration:
Time (days)

» Data support every 6 months
-O-Placebo (N=8) —O-5mg (N=6) —0O-25mg (N=6) —O-100 mg (N=6) —©-300 mg (N=6) subcutaneous dosing
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TRITON-CM
Patient Population: N=1250 L= ( Primary Endpoint ‘
= Adults (18-85 years) with wild-type or variant ATTR-CM § > SC aBM « Composite of all-cause mortality and recurrent CV
* NYHA class -l = 300 mg events (event-driven)
» End-diastolic interventricular septal wall thickness >12mm | P = e Secondary Endpoints , F R
for males and >11 mm for females by echocardiography § * Time to first CV event (CV hospitalizations and urgent SC aBM
« NT-proBNP >300 and <8500 ng/L at screening® S HF visits) or all-cause mortality 300 mg
« Background TTR stabilizer permitted - * All-cause mortality
\ / “~ p « Recurrent CV events
%z Change from baseline in KCCQ-OS g
T Open-label Extension
| l »le >
Day -45 Screening Period Day 1 (Baseline) Double-Blind Period Minimum 24 Months (Event-Driven) Up 1o 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 class IV HF; or NYHA class lll heart failure AND ATTR Amyloidosis Disease Stage 3¢
requires treatment with a diuretic - Polyneuropathy Disability Score zllla 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, ™ Tc scintigraphy with Grade 2 or 3 cardiac uptake disease, or cardiomyopathy due to ischemic heart 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 wheelchair-bound due to polyneuropathy.
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La voie des dépléteurs

Cardiac Tracer Uptake on Scintigraphy
Patient 1: 75-Year-Old Man
NI00G,60mg/kg . NI00G, 60 mg/kg

Baseline

12 Mo

Ratio in Heart to 6.9% 25% 2.5%

Whole Body
Total N1006 20.7 g (46.1 daysxmg/ml) 61.7 g (162.7 daysxmg/ml)

Patient 2: 82-Year-Old Man
R Placebo T NI006, 30 mg/kg 12 Mo
o ™

Ratio in Heart to 45%

wi
Total NI006 — 14.2 g (40.7 daysxmg/ml)
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Amyloid clearance

Monoclonal Abs:
NNC019-0001 (PRX004)
ALXN2220 (NID06)
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ATTR
cardiomyopathy
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A Cardiac Tracer Uptake on Scintigraphy

® Placebo @ NI0DE Switch during Extension Phase

A NT-proBNP Level
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Figure 3. Cardiac Biomarker Levels.
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Coramitug : données de phase 2

1.8+ —4— Coramitug 10 mg/kg — Coramitug 60 ma/kg —=— Placebo
1.54
1.4

1.3
1.2

1.1 ____4+-f" Pas de différence d’effet sur le 6MWT
1.0+ S + vs placebo

0.9
0.8+
0.7
0.6+
0.5

NT-proBMP ratio to baseline

1
0 24 52
Time since randomization EWEEI{.E} ey M.Fontana et al. Circulation 2025 FEPOF
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—i— Coramitug 10 mgikg =¥ Coramitug 60 mglkg —=— Placabo c o Eg
A B = §I %
) gi 2 z=
= 3 E ok z 8
E‘* = -;g 0-00 =
: i i z3
i P - 4 : i
e Ei Ey- g3 -001-
i A il 4
: = i:f
-3 T T T T T T _: w0 =002+
T T T T T T E 0 24 52 0 24 2 &8 < i e o
o 24 52 i} 24 52 [-" Time si randomization (weeks Time si andomization (week
Time since randomization (weeks) Time sinca randomization (weeks) ber of participants: e (wmets] Mumber of participants: e (ieeks) Nomber of paticipants: 1T Sn0® Fandomization (weeks)
Number of participants: Number of participants: Piacebo 34 3 28 Placebo 34 31 28 Placebs 33 - -
cummmmm: :: i ommemo p ; _:; ; g:mmmmat 30 2 Coramitug60mokg 32 7 2 Coramitug 80 mghg 32 % %
m m:
Coramitug 10 mgkg 32 P 28 Coamitug10mgkg 34 31 20 gl tug 10 makg 34 3" o Coamitug10mghy 23 2 2 Corsmitug 10 mghg 31 24 26
M.Fontana et al. Circulation 2025
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Les dépléteurs en Phase 3

-
‘&P DepleTTR-CM
Study
Acronym: CLEOPATTRA
SRl Blinded Treatment Period Safety Follow-Up Short Title: CLEOPATTRA: A research study to look at the effects of treatment with a medicine
Period Period called coramitug (NNC6019-0001) in people with heart failure due to ATTR amyloidosis.
Day -35 Day 1 Last participant +120
| ! completes 2d months  days® SaC + NNCA019-0001 4800 ma IV Q4W
€ 24 monthsup imum of 48 months ———> n=1280
| months up to a maximum o maonths
| i 50C + placebo IV QW
: ALXNZ220 IV g4w (N = 667)
Participants with | | L I 5|
{‘:T:?D_gg;, 0 End of Treatment End of Study
Randomisation (4 weehs after last (12 weeks after
Placebo IV qéw (N = 333) {l[-n mfu-JslonJ End of |Traaa[rns.-ntl
5creening ! !
(up to 6 weeks) Treatment period Follow-up
i L Primary Endpoint - |
Screening Randomization® Co ite of ) ) P 1 ) )
211 MpoesIte 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
Primary objective Objectives Endpoints
Objective Endpoint | Primary Tite Time frame
To assess-the efficacy of ALXN2220 in the treatment of adult Composite of all-cause mortality, and total CV clinical To demonstrate superiority of Primary:
participants with ATTR-CM by evaluating the difference between the events during the blinded treatment period. (Anderson- NNCG6019-0001 versus placebo, . }
both added to SoC * in reducing the The ccmposge outcome of: Fromdbase;lme {week 0) up to
ALXN2220 and placebo groups as assessed by the composite Gill model with robust variance A "
P group y P ) CV death & morbidity in » CV death N N EOS
endpoint of all-cause mortality (ACM), and the total cardiovascular participants with ATTRwt-CM or . Recu{frﬁm C_‘f el:-'mts (CV
CV) clinical events ATTRv-CM hospitalisation - and
(CV) e : 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

Acoramidis Transthyretin Amyloidosis Prevention Trial

% Judgef, Mathew 5. Maurer’, Frederick L Ruberg, Scott Solomond, shmad Masr®, Thibaud Damy?, Marianna Fontana®, Mary M. Rellly’, Nitasha Sarswat'’, Peter van der Meer™, Mazen Hanna®, Morle Gertz¥,

8%, Jullan . Gillmore, David Adams®, 1sab
| Can't, Ted Lystig's, Uma Sinba's, adam Casta

K TTRVariant Carrier 9 ® snick TR Variant Carrier » 5-

Survelifance indioried

4 PADD-10 bk PADD
PADO - 10 yrs AG10-501 ACT-EARLY AGL0-504 OLE
Population:
tic carder with acteary S mctearky Beteary
i @ 3 e
AND

Acoramidis T12 mg® PO BID

o Age =18 to =TS5yrs . .
AND p '";E‘ﬁ;’;‘iﬁﬁ{ Acoramidis 712 mg* PO BID
€ Ages10yrs priorte PADO, ’ J'F;‘:rmumy Y] ror pewly dlagn osed ATTR-CAE
whera PADD Is based on laceh
pedigres or publishad Placebo
lterature

{fecteary G actearly
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L’arrivéee des essais de COMBINAISONS thérapeutiques

Blockade of further amyloid deposition Amyloid dearance Balance between amyloid deposition and clearance: theoretical models
TTR A TTR Monoclonal Abs:
Liver . ’ Monomer b Misfolded )’IOId A NNC019-0001 (PRX004)
monomer ~fibrils cardiomyopathy ALXN2220 (NI006)

'*@ §- *@Jﬂ

~ Tetramer Misfo dmg Aggreganon I"l | |
syn!hes:s dissodation deposits v z R o . |.ﬂ.|d P on
N i Start of treatment S?artof . A-ITIFI'DH:I burd'E'n
CDD :ml.\g)i:::;iilsm RS that Jnew amyloid ~ treatment —— Rﬂt‘E‘ I:f 3 |T|' r|'|:|'| d c | S P MR

production that J deposits

Adapted from M.Fontana et al. Eur Heart ] 2025
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Screening . . Safety Follow-up
Period Blinded Treatment Penod Period
Day -35° Day 1 Day 365
A Phase 2b, Randomized, Double-blind, Active-controlled, . . ' - - S ee - e— 1 -
Multicenter Study to Evaluate the Efficacy and Safety of Patients with A.I.TH'CH : :
Eplontersen and ALLXN2220 Compared to Eplontersen and (N= 466) | I
Placebo in Adult Participants with Transthyretin-Mediated = ATTRRvorATTHwt ! '
Amyloid Cardiomyopathy (ATTR-CM) * Grade2-3cardiac update | '
on scintigraphy | !
Brief Title: Efficacy and Safety of Eplontersen and ALXN2220 for * NT-proBNF>600 pg/mL : :
the Treatment of ATTR-CM * NYHAHI | ! | |
I I | 1
Screening Randomisation 1:1° Primary endpoint

(N=326)
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RemerCiements Les atteintes rhumatologiques

Platinium sponsors

(synoviales) de I'amylose
surviennent plusieurs années avant

? A
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o Canal carpien
> Doigt a ressaut > Prise de poids
o Rupture du tendon

du long biceps o (Edémes
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p = Prothése de = Fatigue
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ET SI.VouUS AVIEZ Rejoignez la Campagne d'Information

LA MALADIE CAMELEON ?

et de Dépistage 2026 de la Maladie Caméléon

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

Passons du TACGTAC !

Y (CeX o)
o 6
GAGNEZ DU TEMPS coNTRE LAMYLOSE CARDIAQUE,
FAITES-VoUS DEPISTER ! B B R EPOF
@ BENEL .
P . L =
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