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Diagnosidi Amiloidost trandsin aumento

National Amyloidosis Centre, London, United Kingdom Mondor Cardiology Cardiac Amyloidosis Referral Centre, France
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Amiloidosida TTR Wild type: the CATCH screening study

654 (63%): did not meet criteria

for Step 2 < -
. 0,05% e il cut off per

O (373%) arwiling i i

" ° %) unwilling to

ggg ?:;’; Zj not mt:-;:e;lted undergo further testing consi d erare una m al attl a

unreachable  : o 3(3%)died

: 254 (10%) bedridden e 6 55 %j with health issues come rara

: 55 (2%) not coming to visit o 8(7%) unreachable

General m Final diagnosis of
el ;b ATTR-CA

population
(n=2,566) (n=4)

X X Se la cerchiamo, la malattia la troviamo!!

.-‘

Lo screening mirato puo anticipare la diagnosi

- Subjects aged 65-90 yea
: followed by GPs in
Terricciola or Pisa

g (Tuscany, Italy)

Prevalence
- analysis -~ o Clinical red flags : n subjects aged
4. Visit.b¥_ a ; 65-90 years:
specialize . f 0.46%

- cardiologist :

Eur. J. Prev. Cardiol ., 2024,



> 30
precursors

Amyloidosis or amyloidoses ?

‘ Various precursors = various types of amyloidosis
Proteic precursor Pre-agregates Amyloid fibrils Systemic deposition
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Mahmood et al., Haematologica 2014 Feb; 99(2): 209-221
Wechalekar et al., Lancet 2016 Jun 25;387(10038):2641-54



Amiloidosida Transtiretina

Tetramer dissociation into misfolded monomers
leads to amyloid fibril formation 4°

Liver 0y
Synthesizes nearly all TTR tetramer Folded monomer Misfolded P
serum TTR, which . . . Amyloid fibril
T Native structure becomes amyloidogenic
transports thyroxine 24
unstable due to: monomer

and retinol*3 _ )
A genetic variants ( ATTRv)

A age/environmental factors (ATTRwt)

Figure adapted from Carroll A et al. J Neurol Neurosurg Psychiatry. 2022;93:668-678 and Ruberg FL et al. J Am Coll Cardiol. 2019;73(22):2872-2891.
ATTR = transthyretin-mediated [amyloidosis]; ATTRv = hereditary transthyretin-mediated [amyloidosis]; ATTRwt = wild-type transthyretin-mediated [amyloidosis]; TTR = transthyretin.
1. Carroll A et al. J Neurol Neurosurg Psychiatry. 2022;93:668-678; 2. Ruberg FL et al. J Am Coll Cardiol. 2019;73(22):2872-2891; 3. Sekijima Y. J Neurol Neurosurg Psychiatry.

S 2015;86(9):1036-1043; 4. Hou X et al. FEBS J. 2007;274(7):1637-1650; 5. Bulawa CE et al. Proc Natl Acad Sci U S A. 2012;109:9629-9634.

Amyloid fibrils
aggregate and deposit
resulting in multi -organ

and tissue damage 12




Amiloidosida Transtiretinaa confronto

Ereditaria (ATTRV) Wild -type (ATTRwt)

4 ) 4 )
Autosomal dominant inheritance with variable penetrancel? ® Develops with age (acquired) 2°
A Mutations in TTR gene lead to destabilization of the TTR tetramer ®/_\® A TTR tetramers destabilize with age, in the absence of a TTR gene
and formation of amyloid mutation
. J - J
4 ) 4 )
Age of onset typically in 3rd to 5th decade of life 2 Patients are typically aged >60 years, white, and male °>°6
. J \. J
( . - - \ [ - - - \
Characterized by peripheral sensorimotor neuropathy;, Characterized mainly by cardiomyopathy , but can also
autonomic neuropathy , cardiomyopathy, carpal tunnel include other manifestations such as polyneuropathy, carpal
\syndrome, and other symptoms and manifestations?® ) \tunnel syndrome, or lumbar spinal stenosis®’ )
( . . . - . - \ [ \
SR su_rvwal LD d|§gn05|s S [Pt @l : Median survival from diagnosis is 3-5 years, with heart failure
neuropathic symptoms is 5 -15 years and 2.5-4 years with : e
: : ” as the primary cause of death*~:
\predomlnant cardiomyopathy symptoms , ) L )

Conceicéao, JPeripherNerv Syst. 2016; Kittleson, Circulation. 2020Witteles, JACC Heart Fail. 2019



Registro THAOS: Mutazioni piu frequentilthT TRe manifestazioni cliniche

>120 sostituzioniaminoacidiche sono state osservate nei pazienti
con amiloidosi hATTR

100 -

Prevalenzalei sintomi (%)

V30OM S77Y S50R G47A F64L E89Q 1107V T60A L111M

m Sensitivi m Motori m Gastrointestinali

Neurologici

Fenotipo misto

168L V122|

m Cardiaci

Figura adattata da tabella 1 di Wixner (1)
hATTR, transtiretina ereditaria; TTR, transtiretina
1. Wixner J et al. Orphanet J Rare Dis 2014;9:61



Prevalenza divATTRn Italia ¢ Risultati dalla Survey 2025

FVG- 5/million
Glu89GIn 16.7%
Other 71.4%

Lombardia 1 8.6/million
Phe64Leu 18.6%
lle68Leu 16.3%
Glu89GIn 16.3
Val30Met 12.8%
Vall22lle 3.5%
Other 32.6%

Veneto T 2.3/million
lle68Leu 25%
Vall22lle 16.7%
Phe64Leu 8.3%
Val30Met 8.3%

Other41.7 ERT 10.8/million

lle68Leu 58.3%
Val30Met 18.8%
Glu89GIn 6.3%
Vall22lle 2.1%
Other 14.6%

Marche T 7.4/million
lle68Leu 72.7%
Vall22lle 9.1%
Phe64Leu 9.1%
Val30Met 9.1%

Toscana 1 12.8/million
lle68Leu 66%
Vall22lle 10.6%
Phe64Leu 8.5%
Val30Met 6.4%
Glu89GIn 2.1%
Other 6.4%

Lazio 1.15.7/million
Val30Met 47.8%
Phe64Leu 23.3%
lle68Leu 10%
Glu89GIn 3.3%
Vall22lle 3.3%
Other12.2%

Campania T 1.4/millior
Glu89GIn 25%
Phe64Leu 25%
Val30Met 25%
Vall22lle 12.5%

lle68Leu 12.5%

~

Sicilia T5.2/million
Glu89GIn 64%
Phe64Leu 32%
Other 4%

Cluster regionali di specifiche mutazioni TTR

Puglia T 10.2/million
Phe64Leu 72.5%
Vall22lle 20%
Val30Met 5%
Other 2.5%

@) ESC

@ European Society
of Cardiology
A Incluse diagnosi di ATTRv dal 2004 al 2024 da 16 centri italiani di riferimento .

A A marzo 2024, 373 pazienti con ATTRv; aumento della prevalenza nazionale a
6.33/milione . (Prevalenza italiana 2020: 4.33/M; y del 50% in 4 anni), con una
tendenza verso fasi piu lievi e fenotipi misti, riflettendo una maggiore
consapevolezza della malattia e screening genetico potenziato.

A La distribuzione geografica delle mutazioni varia tra Nord, Centro e Sud ltalia. Le
mutazioni piu comuni : lle68Leu (25.1%), Phe64Leu (21.9%) e Val30Met
(19.3%).

A Fenotipi :
A ATTRvV-CM n=133 (35.6%)
A ATTRvV-PN n=124 (33.2%)
A ATTRv mixed n=116 (31.3)

Mutazione Eta Diagnosi % Uomini Ez?ggéz Eliﬂ?gggtico
lle 68 Leu n=94 (25.1%) 65 [50-75] 71.3 70.2 3.2

Glu 89 GIn n=40 (10.7%) 49 [37-55] 60.0 37.5 35.0

Val 122 lle n=24 (6.4%) 65 [47-74] 79.2 66.7 4.1

Phe 64 Leu n=82 (21.9%) 62 [49-74] 69.5 7.3 76.8

Val 30Met n=72 (19.3%) 61 [44-70] 76.4 9.7 37.5

Altro n=61 (16.4%) 48 [38-64] 54.1 38.3 25.0

Fumagalli et al,Changein prevalence of ATTRvariantsin Italy T Results from a National SurveyEuropean Heart JournalQuality of Care and Clinical Outcome825



AmiloidosiATTR: come evolve il danno neurologico

S A YSNDA
AAGAD

Progressione di malattia

Perdita delle piccole fibre nervose Perdite delle grandi fibre nervose
mieliniche e non mieliniche sensitive e motorie
A Debolezza muscolare
A Aumento della difficolta del cammino
MOTORIE A Perdita di equilibrio
A Andatura alterata
A 4

A Dolore
SENSITIVE A Intorpidimento

A Sensibilita alterata al freddo/caldo

AS LINAYIT OKS aial S@

LISNA FSNAOA | dzi

Ei

A Sensazione di testa leggera/capogiri

A Disturbi cardiovascolari
AUTONOMICHE A Disturbi gastrointestinali

A Impotenza sessuale

A Alterazione dellvasoregolazione

| sintomi autonomici precoci possono supportare
la diagnosi di amiloidosi ATTR quando la distinguonc
dalle altre neuropatie progressive

4

Gonzalez Duarte Clin Auton Res 2019 Apr 29(2)235, Ando et aDrphanetJ Rare Dis 2013;8.31
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e irreversibile e le opzioni terapeutiche disponibili sono piu efficaci negli stadi precoci di malattia

Storia familiare di sintomi dimiloidosihATTR
Neuropatia e coinvolgimento sensoriale

Alterazioni renali

Sindrome del tunnel carpale bilaterale

Neuropatia Disfunzioneautonomicaprecoce
sensitivomotoria e disturbi gastrointestinali

progressiva

! ! Insufficienza cardiaca con frazione di eiezione conser
simmetrica

in assenza di ipertensione

Ipertrofia cardiaca, aritmie, blocco ventricolare,
insufficienza cardiaca del lato destro

o biventricolare o cardiomiopatia

Opacitavitreali

Conceicao | et al.ReripherNervSyst. 2016;



ATTR: Il percorso diagnostico da una prospettiva neurologica o cardiologic

Polyneuropathy Clinical Suspicion Cardiomyopathy Clinical and Imaging Suspicion

Monoclonal Light -Chain Testing

Serum kappa and lambda free light chain assay
Serum/urine immunofixation electrophoresis (IFE)

Neurologic evaluation in amyloidosis

Sensory Autonomic NEGATIVE POSITIVE
symptoms dysfunction l

Cardiac scintigraphy
Grade 2/3 uptake

Consultation with hematologist
Biopsy (affected organ/surrogate site)

Physical
examination

Electrodiagnostic testing
(fibre di grosso calibro )

Electromyography (EMG)
Nerve conduction studies (NCS)

Biopsia cutanea punch ( fibre
piccolo calibro

Cardiac amyloidosis
unlikely; additional
testing necessary

____________________

La diagnosi di ATTR richiede un
Y approccio coordinato e
ATTRwt multidisciplinare.

Kittleson MM et al. 3 Am Coll Cardiol. 2023;
Alcantara M et al. Can J Neurol Sci. 2022;



Manifestazionicardiachenei pazienticon TTRamiloidosi

Cuore rormale

Epidemiologia

ATTR-CM (wild-type o ereditaria) € Disfunzione diastolica

presente fino al 17% dei pazienti : : Insufficienza cardiaca con FE conservata
con HFpEF . Gradi differenti di disfunzione sistolica

nelle fasi avanzate

~1 su 7 pazienti sottoposti a Aritmie cardiache (aritmie atriali e ictus;
valvola aortica presentano ATTR-CM impianto di pmk)

Stenosi aortica low-flow, low gradient
Aumento nt-proBNP
Intolleranza ai farmaci CV di piu comune
impiego

1sudadulio85 anni Hha
depositi di amiloide TTR nel cuore

Cuore amiloidotico

Maurer MS et al. Circ Heart Fail. 2019; Ruberg L et al. JAMA. 2024, . Castafio A et al. Eur Heart J. 2017,
1.



Red Flags a supporto del sospetto diagnostico
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‘ Cardiac i iz daial [ [ alas shus rse

@ ExtraCardiac

Possibile storia familiare O

GarciaPavia et al, EHJ 2021



Ecocardiografia

E velocity: 160 cm/s
A velocity: 56 cm/s
£ & E/Aratio: 2.9

Septal e”: 4 cm/s

o N“"MM', LY TN My

Ipertrofia Vsxsimmetrica con granular Sparkling
Ipertrofia ventricolare dx

Versamento pericardico

Ispessimento valvolare e del setto interatriale
Dilatazione atriale b R S
Disfunzione diastolica ' :

Apical sparing

Lateral e”: 4 cm/s

o o Jo I I T Ix




Risonanza magnetica cardiaca

ARED FLAGDO
AMarcato aumento ECV AAumeulingit oni Dt am @t icwo RARAGEmMa loir

Cine Native T1 Map ECV Map

ECV map
Mean: 27%

Paziente di controllo

Paziente con AC con un basso
burden amiloide (T1 nativo piu
elevato, aumentato ECV e LGE
transmurale rispetto al controllo)

Paziente con AC con un alto
burden amiloide (segni _di AC piu
marcati rispetto al paziente con
basso burden)




Dal sospetto alla diagnosi eziologica...

conferma dei depositi di amiloide tissutale

Diagnosinvasivae noninvasivadi amiloidosicardiaca

Invasiva Non invasiva
(tutti 1 tipi) (solo ATTR)

Biopsia cardiaca positiva per amiloid Captazione di grado 2 o 3 alla scintigrs
condifosfonato

+
Catene leggere libere nel siero negati

Biopsiaextracardiacaositiva & immunofissazionaierica e urinaria
per amiloide negativa (SPIE & UPIE)
+ +
Criteri ecocardiografici/CMR Criteri ecocardiografic/CMR

| criteri invasivi si applicano a tutte le forme di amiloidosi cardiaca,
| criteri non invasivi sono validi solo per 'ATTR

GarciaPavia P. European Heart Journal 2021



Scintigrafia osseotal-body con 99mT®OPD

a Q.
?:*:‘

Radiotraccianti :

99mTc-PYP
99mTc-DPD
99mTc-HMDP %,‘ ' & & & o »
Kl ¥
||
AL | A&

D

L. » ; |
\\‘ o" o A Py

Grado O Grado 1 Grado 2 Grado 3
RapezzC et alEurJNuclMed Mol Imaging 2011,



Algoritmo diagnostico in presenza di sospetto di amiloidosi cardiaca

Segni& sintomi, ECG, eco o CMirggestivdi amiloidosicardiaca

Scintigrafia 99mTOPD/PYP/HMDP ‘ Esami ematologici
con SPECT (catene leggere libere nel plasma &
& immunofissazionén siero e urine)
h 4

Scintigrafia grado-B
ed esami ematici

Grado 23 ' Grado 1

Scintigrafia grado 0
edesami ematici +

¥

ed esami ematici

¥

‘ Scintigrafia grado O

Amiloidosi ‘ ‘ AmiloidosiAL?
cardiaca AL/ATTR

improbabile Amiloidosi Conferma CMR CMR +0
cardiaca ATTQ istologica negativa inconclusiv

(cardiaca/extra

‘ cardiaca) ‘ ‘

per la diagnosi
Se persiste il sospetto, Test Amiloidosi Conferma
considerare la CMR genetico TTR improbabile istologica

seguita da biopsia ATTRWATTRvV (cardiaca/extra

cardiaca)

per la diagnosi

GarciaPavia P et al. European Heart Journal 2021; 42 (16)¢1568

Scintigrafia grado-B
ed esami ematici +

¥

Conferma istologica
(di solito cardiaca)
per il sottotipo



ATTRPanorama terapeutico

Block TTR Stabilize Remove/deplete TTR
SIS TTR tetramer amyloid deposits

ATTR silencers

ATTR stabilizers: R
- SIRNA: patisiran, revusiran , ATafamidis AMonoclonal antibodies
vutrisiran o
_ ADiflunisal
- ASO: inotersen , eplontersen ) AAcoramidis
AGene editing (CRISPR -Cas9)
| |
|
: TTR Misfolded Amyloid Multi -organ and
Liver Monomer : B :
Tetramer protein fibrils tissue damage

ASO = antisense oligonucleotide; Cas9 = CRISPR associated protein 9; CRISPR = clustered regularly interspaced short palindromic repeats;

siRNA = small interfering ribonucleic acid;
1. Ruberg FL et al. J Am Coll Cardiol. 2019; 2. Ando Y et al. Amyloid. 2022; 3. Carroll A et al. J Neurol Neurosurg Psychiatry. 2022;



Opzioni terapeutiche approvate ed emergenti per ATTR
con cardiomiopatia predominante (AT FEM), polineuropatia (AT THRN) o fenotipo misto.

Predominant Cardiomyopathy
ATTRwt-CM or ATTRv-CM
Predominant Polyneuropathy

e 2025 ATTRv-PN
EMA 2020 e T
Tafamidis Vutrisiran?
St Mixed phenotype PNStage1 | | PNStage1/2
A% | pooramidis | Eplontersen ATTRv-CM with prominent PN
L [ roazry | | Tafamidis © Patisiran
EMA 2027 (7) FDA/EMA
ATTR-CM ATTR-CM ATTR-CM Inotersen
| | | | FDA/EMA
| PN Stage 1 | PN Stage 1/2 | PN Stage 1/2 | Vutrisiran

Acoramidis Tafamidis ° Vutrisiran 2 Patisiran ——
Eplontersen | £ 2025

Eplontersen® Inotersen

Patient management in close collaboration with neurologist

Garcia-Pavia P, et al. Eur J Heart Falil. 2021; Kittleson MM, et al. 3 Am Coll Cardiol. 2023;



ATTR-ACT: Tafamidis in

e . . ) cardiomiopatia da ATTR: riduzione
Tafamidis for transthyretin familial amyloid della mortalita a 30 mesi e a 5 anni

polyneuropathy

Il | july 25, 2012 |

1.0-
. . 0.9
A randomized, controlled trial el o
3 07
A W Tafamidis | R -
O Placebo g Zz
? 03
2 90~ p=0.041 a1 Hazard ratio, 0.70 (95% Cl, 0.51-0.96)
j £ 80 0'00 3 6 9 12 15 18 21 24 27 30
c,') 8 70_ Months since First Dose
z g 60- on
22 L
o o . 0.8
& o 20_ % 0.6 —_— Continuous tafamidis
o 10- T . W M-“‘L
0- - ; 04 ity Placebo to tafamidis
ITT EE 0.2 H-H-”“w-‘_
Extrapolated placebo
Riduzione della progressione della polineuropatia o0

T T 1T 1 r 1t 1 1 1T 1T 1T T 1T T T T T 171
12 16 18 21 24 27 30 33 36 30 42 45 48 51 64 57 60 63 66 69 72

=
[y
o -
0 -

Time to event (months)

Coelho, T. et al. Neurology 2012,



Acoramidis ATTRibuteCM was a doublélind, placebacontrolled Phase lli trial (30
months) extended in an open label analysis (OLE, 42 months)

Study phase
Eligibility criteria Acoramidis 800 mg BID
A Participants e OLE phase
diagnosed with
ATTR-CMwt or _—
ATTR-CMV Acoramidis 800 mg BID
A NYHA Class Ii lll

All patients received acoramidis only , those
A ATTR-positive biopsy Placebo BID who were receiving tafamidis were required to

—> discontinue it
or 99mMT¢ scan* n=211
I I ' i
Month O Month 12 Month 30
Pre-specified efficacy Primary endpoint analysis
assessment of Hierarchical analysis consisting of
611 participants 4 all-cause mortality, cumulative
Open-label tafamidis frequency of CVH, change from
usage allowed at 12- baseline in NT-proBNP, and change
months from baseline in 6MWD

Tafamidis treatment was allowed for both groups after Month 12

Gillmore. N Engl J Med. 2024. 2.ClinicalTrials.gov, AG10-301, 2024. 3. Gillmorel. Presented at: European Society of Cardiology Congress;
August 25i 29, 2023;. Masri A. Presented at: American College of Cardiology Congress; April 21 4, 2022; Washington, DC.



[A] ACM/first CVH month 30 wild-type

Efficacy ofAcoramidisin £ | G!‘aaS
Wild-Type and Variant S mes
Transthyretin Amyloid ER V.

Cardiomyopathy: Results | 5%

FromATTRibuteCM and It 3 6 3 & b ks w #(w
O pe r]' Lab e I EXte n S I O n No. at risk (cumulative events) ime since randomization, mo

Acoramidis 370 353 336 321 304 289 279 270 259 248 O
(0) (17) (34) (49) (66) (81) (91) (100) (111) (122) (129)
Placebo 182 173 156 147 140 133 127 122 115 103 O
(0) (9) (26) (35) (42) (49) (55) (60) (67) (79) (87)

riduzione della mortalita per
tutte le cause e dei ricoverCV

ACM month 42 wild-type

1.0
0.8+
2
£ 06
o
o
a
2 041
Z
a Month 42
0.2 Hazardratio, 0.70 Continuous acoramidis
25_/"03" 0.50-0.98 Placebo to acoramidis

O T T T T T T T T T T T T T 1
0 3 6 9 12151821242730333639@
Time since randomization, mo
No. at risk (cumulative events)
Continuous 370 368 362 357 349 335 331 325 312 305 273 239 226 223 196
acoramidis  (0) (2) (8) (13)(21)(35)(39)(45)(58) (65) (68) (68) (71)(73) (81)
Placeboto 182181178177 172 172 167 160 152 146 134 112 96 92 82

JAMA Cardiol. 2025 acoramidis  (0) (1) (4) (5) (10)(10) (15) (22) (30) (36) (41) (44) (52) (54) (58)

ACM/first CVH month 30 variant

Survival probability

1.0

0.8+

0.6+

0.4+

0.2+

Acoramidis
Placebo
Month 30
Hazard ratio, 0.41
95%Cl, 0.21-0.81
P=.01
0 T T T T T T T T 1

0 3 6 9 12 15 18 21 24 27 30
Time since randomization, mo

No. at risk (cumulative events)

Acoramidis

Placebo

39 36 34 34 33 30 29 28 25 22 O
@ G G G () @ (10 (11 @14 17 (18)
20 18 16 12 12 10 8 7 6 5 0
@ @ @ @ (@ @10 (12) (13) 14) 15 15

@ ACM month 42 variant

Survival probability

1.0

0.8+

0.6

0.4+

0.2

Month 42
Hauzard ratio, 0.41 Continuous acoramidis
gs_/oogl, 0.19-0.93 Placebo to acoramidis

0 T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39@
Time since randomization, mo

No. at risk (cumulative events)

Continuous
acoramidis
Placebo to

acoramidis

39 39 39 36 36 34 34 33 32 31 24 21 21 20 20
0 (0) (@ 3) B) B) (3) (6) (7) (8) (11)(11)(11)(12)(12)
20 20 20 19 16 16 16 15 14 10 9 6 6 6 5
0 (0 (@ 1) 4 & @ (5) (6) (10)(11)(11)(11)(11)(12)



Acoramidis (wild-type) Placebo (wild-type)

= = = Acoramidis (variant) Placebo (variant)
[A] Serum TTR NT-proBNP
L] L] - L] 35_ 7_
Efficacy ofAcoramidisin ’
y o & 67 (95% CI) at month 30:
. . % 301 E acoramidis/placebo
Wild-Type and Variant : £ 5 amean ey
- 5 0.55(0.48-0.64)  0.35(0.23-0.54)
. . E g 4 P<.001 P<.001
Transthyretin Amyloid £,
220 g
[ ] (NN}
Cardiomyopathy: Results e |8
‘ g 15 5
. = . %]
Tafamidis treatment =X
FrOI I lATTRIbut&M a.nd ItS permitted after month 12 E’.
10— T T T T T T T T |
O L b I E t 1 0 3 6 9 12 15 18 21 24 27 30
per]- a. e X enSIOn Time, mo
No. at risk (cumulative events) No. at risk (cumulative events)
Wild-type Wild-type
Acoramidis 368 314 297 292 298 279 272 265 270 257 260 Acoramidis 370 335 328 325 329 346 346 346 354 362 357 358
Placebo 179 159 150 149 157 147 150 142 132 122 128 Placebo 182 165 165 163 163 172 170 176 179 177 170 178
Variant Variant
Acoramidis 38 37 29 29 32 30 30 29 28 24 24 Acoramidis 39 37 37 31 32 37 36 37 39 39 38 39
Placebo 20 19 16 14 12 14 11 12 10 6 7 Placebo 20 20 19 18 17 18 20 19 20 20 19 20
Miglioramento di alcuni marker L] o [o] keca-05
.. . 0 o 0
clinici della malattia: e
. = i
£ -10+
NT-proBNPe distanza percorsa g o] <
[2°]
- . . - E Ea)
in sei minuti (6MWD) g £ 20,
S -100- <
KCCQ 55“ LS mean diff (SE) at month 30: I«:% -30 LS mean diff (SE) at month 30:
m acoramidis-placebo = acoramidis-placebo
2 -150- ATTRwt-CM ATTRv-CM 5 ATTRwt-CM ATTRv-CM
= 34.4(9.91) m 86.7 (30.71) m c 401 8.8(2.12) 20.3 (6.53)
E P=.001 P=.005 2 P<.001 P=.002
4 a
'200 T T T T T T 1 = '50 T T T T T T T 1
0 6 9 12 18 24 30 0 3 6 9 12 18 24 30
Time, mo Time, mo
No. at risk (cumulative events) No. at risk (cumulative events)
Wild-type Wild-type
Acoramidis 368 321 314 333 330 353 345 Acoramidis 369 238 352 351 359 365 368 366
Placebo 182 157 161 167 168 170 167 Placebo 182 123 173 177 178 180 181 181
Variant Variant
Acoramidis 39 30 33 36 33 39 39 Acoramidis 39 25 37 39 38 39 39 39

Placebo 20 18 15 18 17 20 19 Placebo 20 11 19 17 18 19 20 20



\,&\o‘\ NEURGI TRansformEplontersenhalted progression of neuropathy
9;\\6“1 Impairment and improved quality of life through Week 85

riduzione significativa della progressione neurologica miglioramento della qualita della vita

mNIS+7 Composite Score 12 Norfolk QoL -DN Total Score 14

Worse Worse
o 20
30 A 23.9 @

c mean
= (LSM 25.1) % mean 10.8
3 2 (LSM 14.2) _
& 20 g 10 o Sustained

T p——r . innifi -6.2 point
£ Slgnlflca.nt Sustained = Placebo Slgnlflca‘nt e dffm_ﬁon
L -24.8 point -29 point I -19.7 point from baseline
o 10 LSM difference vs. mean reduction 0 LSM difference vs. W'tht S\F;'Of;(tegrge”
o placebo at Week 66 from baseline g placebo at Week 66 atvvee
% p<0.001° withts\?lor?(t%rssen % p<0.001¢
e al ee
O 0 ¢ P 5 Eplontersen — -0
& Eplont mean -0.2 ¢ g -10 1 mean -7.2 mean -6.2
< 104 plontersen (LSM 0.3) mean -2.9 e (LSM -5.5)

T T T v -20 T T T
Better 0 35 66 85 Better 0 35 66 85
Week Final analysis _ EOT analysis © Week Final analysis EOT analysis ¢
(Co-primary endpoint)  (Exploratory) (Co-primary endpoint)  (Exploratory)
Statistically significant differences in mNIS+7 and Norfolk QoL -DN were also observed at Week 35 interim analysis (p<0.001)  1f

Consistent treatment effects across prespecified subgroups and individual mNIS+7 components and Norfolk QoL -DN domains at Week 6 6 were observed *!

1. Coelho T et al. Article and supplement 2. JAMA. 2023;330(15):1448-1458; 2. Coelho T et al. Supplement 1. JAMA. 2023;330(15):1448-1458.



Eplontersenmay attenuate the progression of the cardiac manifestations of hereditary

@ 13

of patients treated with eplontersen had

ATTRv mixed phenotype (PN + CM&)?! (n=49)

Eplontersen demonstrated consistent benefits in halting
progression of neuropathy impairment and

improving QoL

in patients with mixed phenotype?

Key Cardiac Baseline Characteristics in the

NT-proBNP
(median)3

¢

Eplontersen
562.4 pg/mL

Placebo
553.9 pg/mL

Ejection fraction

Eplontersen: 61.8%
Placebo: 64.3%

Stroke volume

Eplontersen: 41.4 mL
Placebo: 55.9 mL

1. Masri A et al. In press-corrected proof; posted online December 7, 2023. J Card Fail. 2023. doi:10.1016/j.cardfail.2023.11.016; 2. Coelho T, JAMA. 2023;330(15):1448-1458;

Mixed Phenotype Subgroup 1!

NYHA Class
3 )

51%

60%
49%

Class | Class Il

ECHO Parameters

LV myocardial global
longitudinal strain

Eplontersen: -16.1%
Placebo: -14.3%

Mean LV wall thickness

Eplontersen: 1.561 cm
Placebo: 1.491 cm

ATTR amyloidosis

In an exploratory analysis of patients with mixed phenotype, eplontersen was
associated with stable or improved measures of cardiac structure and
function vs. placebo at Week 651

Standardized Units Original Units
(95% CI) (95% ClI)

Favors Eplontersen
Ejection fraction (%) e 0.48 (0.0 t0 0.96) 4.30 (0.02 to 8.58)¢
End-diastolic volume mean (mL) . ! 0.49 (-0.08 to 1.06) 9.18 (-1.40, 19.77)
End-systolic volume (mL) i -0.02 (-0.59 to 0.55) -0.24 (-6.38 t0 5.91)
Stroke volume (mL) —e— 0.67 (0.25t0 1.08)  10.64 (3.99 to 17.29)d
Lateral ed (cm/s) . ! 0.45 (-0.13 t0 1.03) 0.77 (-0.22 to 1.76)
Favors Eplontersen
Mean LV wall thickness (cm) ° -0.16 (-0.74 t0 0.43) -0.02 (-0.10 to 0.06)
Left atrial volume (mL) . -0.40 (-1.02t0 0.21)  -3.84 (-9.72t0 2.05)
Global longitudinal strain (%) . ! -0.08 (-0.65 t0 0.49) -0.31 (-2.52 t0 1.89)
Lateral E/ed rati o —e—H -0.33(-0.70t0 0.03)  -2.67 (-5.62t0 0.27)
NT-proBNP (log-transformed) ° -0.22 (-0.79t0 0.36) -0.12 (-0.44 to 0.20)
LV mass (g) . 0.12 (-0.4510 0.69)  3.48 (-13.19 to 20.15)
15 10 05 00 05 10 15
Standardized Units
in fase di studi o p etmanstlirefina nel tliabGARDSO -

TTRansform : risultati attesi a meta 2026

3. Masri A et al. Presented at: HFSA Annual Scientific Meeting 2023; October 6-9, 2023; Cleveland, Ohio.
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Five YearResultsWith Patisiranfor Hereditary TransthyretinAmyloidosisWith

Polyneuropathy

Apollo Study dase OLE miglioramenti test neurologici e scala della qualita della vita

E] Total NIS ‘ @® APOLLO placebo? APOLLO patisiran® M Phase 2 OLE patisirant l
Worse 40 Worse
A

35 A &

- S

& 301 %

bl =

~ (=]
5 % 3s
€ 704 o
ke 20 = %)
— [~
_"é 15 £5
cu = E

=) 104 =

] @

= o

O 51 &

=

0 » ()

& o & N v > ™ “
M N N < & S 3 S
O,oé\& §0"@-\\& Q,Qé\& & @& & & @
‘Q‘b‘, .0'3’ ‘O'g’ (3\0‘0&

No. at risk No. at risk
APOLLO placebo 77 51 35 28 25 18 19 APOLLO placebo
APOLLO patisiran 148 137 125 117 104 98 91 APOLLO patisiran
Phase 2 OLE patisiran 27 26 25 25 25 24 22

254

204

154

—
o
L

—
o

'
(%] o w
i M f

Norfolk QOL-DN total scored

\;/{
\
| | ]
G s
| | = & ‘K|
—
’ 1
o & Re v D ™ ]
N N\ S S S S NS
QO\'Q;\\(\Q‘ “0'}0&(& & & W@ & @
T S
76 55 38 34 27 20 21
148 137 127 117 105 100 94

Apollo B:risultati positive a 1anesianchenellacardiomiopatiaAT TR

Adams DJAMANeurol 2025

HELIOS suvutrisiran




VUTRISIRAN

Vutrisiran: trial HELIO&\ Vutrisiran: trial HELIOS
Randomized Controlled Trial > Amyloid. 2023 Mar;30(1):1-9. Clinical Trial > N Engl J Med. 2025 Jan 2;392(1):33-44. doi: 10.1056/NEJM0a2409134.
doi: 10.1080/13506129.2022.2091985. Epub 2022 Jul 23. Epub 2024 Aug 30.
Efficacy and safety of vutrisiran for patients with Vutrisiran in Patients with Transthyretin
hereditary transthyretin-mediated amyloidosis with Amyloidosis with Cardiomyopathy
polyneuropathy: a randomized clinical trial Fontana M,N EnglJMed. 2025

Adams DAmyloid. 2023

Polineuropatia ATTR Cardiomiopatia ATTR

nuova prospettiva terapeutica per i pazienti con TTR amiloidosi




Randomized Controlled Trial > Amyloid. 2023 Mar;30(1):1-9.
doi: 10.1080/13506129.2022.2091985. Epub 2022 Jul 23.

Vutrisiran: trial HELIO&\

Efficacy and safety of vutrisiran for patients with
hereditary transthyretin-mediated amyloidosis with
polyneuropathy: a randomized clinical trial

- amiloidosi ereditaria da TTR Randomized Treatment

- polineuropatia stadio 1 -2 N=122 9-Month Efficacy Extension (RTE)
== Assessment
Patient Population Vutrisiran Vutrisiran vs APOLLO Placebo i
N=164 25 mg Vutrisiran
« 18-85 years old SC Q3M Primary Endpoint 25 mg
- hATTR » Change from baseline in mNIS+7* 18-Month QM
amyloidosis;

Secondary Endpoints p Efficacy p
Change from baseline in: Assessment
N=42 * Norfolk QOL-DNT

* 10-MWT#

any TTR mutation

* NIS of 5-130 and
PND =I1IB

« KPS 260%

* Prior tetramer
stabilizer use

Reference Selected Exploratory Endpoints

Change from baseline in: Vutrisiran

z
O
o
N
=
o)
&
Z
&
=

» comparator

permitted (patisiran) « mBMI 50 mg
Stratification: 0.3 mg/kg « R-ODS QeM
‘ TTR V30M vs non-V30M IV Q3W
T .
TR Baseline NIS <50 vs 250 NT-proBNP

Adams DAmyloid. 2023



Vutrisiran: trial HELIO®&\

mNIS+7
° 30 s Efficacia nel trattamento della neuropatia:
g2 A riduzione del valore della scala di neuropatia gia a 9 mesi
+ . . N .
58 207 14.76 (2.00 P A miglioramento della qualita della vita
@ - YT A riduzione rapida (gia a 3 settimane) dei livelli sierici di TTR
(O] 9 =
g< 1700 (2178122
a2 ol p354x 10 Serum TTR
£ T Y -
§ —2.24 (1.43) —0.46 (1.60) % 0
-10- T T T ] g’
Baseline Month 9 Month 18 %g —201
|_
—=— Placebo (APOLLO) (n=77) Vutrisiran (HELIOS-A) (n=122) S £ —40
R 2
N luabl
ev;|:caebg 77 67 51 7 % —60-
Vutrisiran 122 114 12 i =
o
- Norfolk QOL-DN
2 19.8 (2.6) £ -
TJ 9') q: - E I 1 1 I 1 1 I I 1 1 1 I 1 1 I 1 1 1
§ § 201 0 3 6 12 18 24 30 36 39 42 48 54 60 66 72 78 81 84
e 12.9 (2.2)
2 505 Study week
%% 10 _;f"g?fzgff_c&z) Vutrisiran (n=122) —a— Patisiran (n=42)
2 5' LSMD (95% Cl) = el vmris’i!;v(a,:::lz’;e) 122114109 119 106 17 92 118 115 56 116 42 18 15 18 100 114 98
L‘u’ e -16.2 é—4231.7,161:),8) Patisiran (n=42) 42 42 41 4 37 33 39 34 39 23 40 23 36 9 37 36 38 32
n X p=543x
<] 0o1—=
;‘:’I E ‘ 1.2(1.8
£ 83017 e —— S —— .
Q0= : ; regime di somministrazione piu semplice: una
Baseline Month 9 Month 18 . . . .
N Inlezione sottocutanea ogni 3 mesi
—=— Placebo (APOLLO) (n=77) Vutrisiran (HELIOS-A) (n=122)
N evaluable
il 65 48 Adams DAmyloid. 2023
utrisiran 121 114 11



Vutrisiran: HELIOB Study Design

‘ A randomised, double-blind outcomes study in ATTR amyloidosis patients with cardiomyopathy

( ) 4 N
Patient Population ) )
Vutrisiran Primary Endpoints
(N=655) * Composite out f all- rtality and
_ _ = SC g3M posite outcome of all-cause mortality an
* ATTR: wild-type or any TTR variant % 75 recurrent CV events during double-blind (DB)
* Confirmed cardiomyopathy and medical = . period (Month 33-36) in:
history of symptomatic HF g * Overall population Vutrisiran
* NYHA Class <lIl; 6-MWT 2150 m; > = * Monotherapy population (patients not on SC q3M
NT-proBNP limits® at baseline o tafamidis at baseline) 25 mg
* Approximately 40% of patients on g Secondary Endpoints®
Itafamldlls 2k paseline g > Placebo > * Change from BL to Month 30 in 6-MWT distance
Select Exclusion Criteria: :
NYHA Class IV HF 2 SC q3M * Change from BL to Month 30 in KCCQ-OS Vital status was ascertained
e h L - * All-cause mortality through 42 Months for 99.8% of patients
. >
PND .Score __”I atpe scre.enmg VISt * Change from BL to Month 30 in NYHA class
* Received prior TTR lowering treatment
\ J . J
T‘ _T‘ | OLE
[ e | i "l" - '| “““ ’I
Day -45 Screening period Day 1 Variable DB period M33 M36 M42 M60
(Baseline)

Fontana M,N EnglJMed. 2025



PrimaryEndpoint: StatisticallySignificantReductionin the Composite
of All-CauseMortality and RecurrentCV Events

: Monothera
Overall population Py
4 N
( ) Time to First CV Event or All-Cause Mortality®
100 Time to First CV Event or All-Cause Mortality® -
Vutrisiran s 1001 Vutrisiran
® _ 3 Placebo
< 90 Placebo g 90-
< % <
E ; 804
t 70 < c
é’ é’ 704
o 60 -
£ E 601
L 50 S oo
g &
3 40 § 40
“ ) ol T o e o o e 3 Primary analysis®: HR=0.672 (95% Cl: 0.487, 0.929), p-value=0.0162
30 | Time-to-first”: HR=0.716 (95% CI: 0566, 0.905), pvalue=00062____ . | . — = £ 304Time-to-first": HR=0.644 (95% CI: 0.479, 0.867), p-value=0.0043 s censored
0 ’ ° O O 3 6 9 12 15 18 21 24 27 30 33 36 39
Follow-Up Time (Months) -
Cumulative No. of Events Cumulative No. of Events FOIIOW'UP Time (Months)
Placebo 0 11 31 53 70 84 96 105 115 131 142 154 159 159 Placebo 0 9 22 33 43 59 60 65 72 a3 93 103 105 105
\ Vutrisiran 0 19 30 39 50 65 72 81 90 101 110 118 125 125 ) Vutrisiran 0 14 22 29 34 43 49 52 57 65 69 73 76 76
© The New England Journal of Medicine (2024) \ J

* Results consistent across multiple sensitivity analyses, including win ratio

Fontana M,N EnglJMed. 2025



ConsistentBenefitsacrossall prespecifiedsubgroups

( Composite Outcome of All-Cause Mortality & Recurrent CV Events Secondary Endpoint of All-Cause Mortality Through 42 Months

Subgroup Vutrisiran/Placebo HR 95% Cl Vutrisiran/Placebo HR 95% Cl
Overall (N=654) ———y 0.718 (0.555, 0.929) [ — 0.645 (0.463, 0.898)
<75 (N=257) ' » \> 0.545 (0.348, 0.854) ' 0.552 (0.293, 1.040)
>75 (N=397) 7# 0.806 (0.584,1.114) e | 0.686 (0.464, 1.013)
o (N=395) [ B 0.672 (0.487,0.929) — 0.655 (0.440,0.973)
saseline  \ _ ' " _
tafamidis use es (N=259) —_— 0.785 (0.511, 1.207) s 0.588 (0.320, 1.081)
ArTRdoense TN S— o e Ly 0891 (039,2033)
type WEATTR (N=578) e 0.674 (0.506, 0.898) —_— 0.609 (0.424, 0.875)
I/11 (N=592) —_— 0.727 (0.552, 0.958) —_— 0.663 (0.467,0.940)
NYHAclass -——=—-=--——==——-“~—~~—~“~ -~ e oo
I (N=62) b o 0.681 (0.330, 1.406) & 0.578 (0.198, 1.689)
- <2000 (N=342) 0.525 (0.349, 0.788) B 0.348 (0.183, 0.659)
Baseline ' ™~ /AN T Yl
NT-proBNP 2000 (N-=312) 0.798 (0.562, 1.133) — 0.827 (0.553,1.236)

T T | T T
0.25 0.50 1.00 2.00 0.25 0.50 1.00 2.00
44— Favoursvutrisiran ———+—— Favours placcho ———p 4——— Favours vutrisiran ——+—— Favours placecbo —p
k © The New England Journal of Medicine (2024) )

A Maggiori benefici nei pz in stadio iniziale (eta <75 anni e {gfoBNPJ/1= MMMWUNo x b a Wl RIT 2 ARYU

46% e 48% nell'endpoint composito principale, e del 45% e 65% nella mortalita per tutte le cause
A Beneficio significativo nei pazienti con o senza trattamento iniziale con tafamidis

Fontana M,N EnglJMed. 2025



Favourablempact on Multiple Measuresof diseaseprogression

Maintains functional capacity, health status, and quality of life; statistically significant impact

. relative to placebo

Change from Baseline

Overall Population

at Month 30 Vutrisiran
(N=326)
6-MWT, n 285 294
Median -30.65 -7.50
LS mean (SEM) -71.88 (4.79) -45.42 (4.62)
LS mean difference (95% Cl) = 26.46 (13.38, 39.55)
p-value = 0.00008
KCCQ-0S, n 298 306
Median -6.25 -1.30
LS mean (SEM) -15.49 (1.26) -9.68 (1.19)
LS mean difference (95% Cl) = 5.80 (2.40, 9.20)
p-value = 0.0008
NYHA Class, n 328 326
Stable or improved % 61 68
Difference in % patients stable 8.7
or improved (95% Cl) - (1.3,16.1)
p-value = 0.0217

® The New England Journal of Medicine (2024)

HELIOS'B

OVERALL POPULATION

. 3 ‘
Median Change over Time (Observed)
» 10
£S5 oA
5 4}
58 10
B2
2§ -0
EZ
=g 307
ge
10
= 6-MWT
—50 L 1 T 1 L T
0 6 12 18 24 30
Time (Months)
N
u Placebo 328 303 283 267 240 223
@ Vutrisiran 325 297 273 267 247 238 y
N\
Median Change over Time (Observed)
2]
. 2
&
€5 04
co _ad
=2
Q= —6=
=
g 8 s
(v
¥ ™7 KCCQ-0S
T T T T T T
0 6 12 18 24 30
Time (Months)
N
[ | Placebo 327 308 300 277 256 234
@ \Vutrisiran 325 305 291 280 263 252
o

‘minor declino della performance al 6
MWT e della qualita di vita

Fontana M,N EnglJMed. 2025



Impact ofVutrisiranon NT-proBNR awell-establishedcardiacbiomarker
prognosticof mortality in ATTRCM

.
J
N
_J

Overall Population Monotherapy Population

Fold change from BL at Month 30:
2.57 Geometric Fold-change ratio (95% Cl): 0.68 (0.61, 0.76)
p-value=3.440E-12

Fold change from BL at Month 30:
2.57 Geometric Fold-change ratio (95% Cl): 0.57 (0.49, 0.66)
p-value=4.339E-12

2.04 2.0

1.5+ Lo

Adjusted Geometric Mean
Fold-Change (95% Cl) in NT-proBNP (ng/L)

1.0 1.0

Adjusted Geometric Mean
Fold-Change (95% Cl) in NT-proBNP (ng/L)

1 1
0 3 6 9 12 18 24 30 0 3 6 9 12 18 24 30

Time (Months) Time (Months)
N N
B Placcho 328 304 299 296 287 262 235 203 B Placcbho 199 182 180 177 167 147 122 99
kQVutrisiran 326 297 295 289 282 260 239 223 ) \.Vutrisiran 196 179 173 171 156 138 122 109 )

livelli stabili di NT -proBNP rispetto al placebo, sia nella
popolazione generale che nei pz in monoterapia

Fontana M,N EnglJMed. 2025



HELIOS: 12Month Results from theOpenLabel ExtensiofPeriod of Vutrisiran in Patients
with Transthyretin Amyloidosis with Cardiomyopathy

P. GarciaPavial, R. Witteles2, C. Morbach3, D. Delgado4, H. Kitaoka5, M. S. Maurer6, P. Van der Meer7, A. Yilmaz8, V. Algdzdrd.
Solomon10, F. Cappellill, K. L. Boyle12, S. A. Eraly12, L. Yang12, J. Vestl2, M. Fontanal3

HELIOS® Study Design: A DoubRlind, Randomised, PlacebBontrolled Trial| Sicurezza ed efficacia a lungo termine

4 )

. . =z
Patient Population (N=655) - O
A ATTR: wildype or anyTTRvariant e Vutrisiran n 4r8patients | /o) status was ascertained for
A SC g3M = completed the 0 . . A
history of symptomatic HF reatment a
Y oLy o x 2] ; M12 datacutoffc
Ab, 1l | fla&& XwmplnT YcT = i . Endpoints
NT-proBNP limit3at baseline > O 1 Vutrisiran A Composite outcome of ACM
A Approximately 40% of patients on tafamidis O Hd SC q3M and recurrent CV events
at baseline <ZE & 25 mg ﬁ éﬁ'\" el ke 213(65.3%)
Select Exclusion Criteria x - R Change from o in NYI(?AS I
ange from BL in clas
A NYHA Class IV HF — Placebo H_J 466 (97%) A Change from BL in cardiac 189(57.4%)
Atbs {O02NB xLLL F+d GKS < SC g3M o) patients entered biomarkers
A Received prior TFRwering treatment the OLE A Safety
L J
A T
< e | I
< sk _ _ el o S o il B il
Screening period I Variable DB period ! ’l OLE ’l

Dayc45 Day 1 M33  M36 OLE OLE
(Baseline) M12 M24

aNT-proBNP levels of >300 pg/mL and <8500 pg/mL (or >600 pg/mL and <8500 pg/mL for patients with atrial fibP@agEigatients (55.6%) were in the monotherapy populatidonth 12 data cutoff: 9 April 20286-MWT and echocardiography measures were not analyzed in
the OLEReferencesi. Ruberg et alJ Am Coll Cardi@019;73:287292; 2.Fontana M et alN Engl J Med025;392:3844.

G.Pavia et al, presented at ESC 2025 Madrid |31 August 2025



LongTerm Vutrisiran Treatment Significantly Reduced the Risk of the Composite

Endpoint of ACM and CV Events
Riskreduction of 37% and 429 the overall and monotherapy populations

Timeto-First CV Event or AGM

-

\_

. )
= Overall Population (n=654)
N
< 100~
S 90-
<
5 804
%) _
S 70 Vutrisiran
> 607
it
> —
5 50
g 40+
2 30- Placebo
e
S 20+
3 104 Timeto-firstt: HR=0.631 (95% CI: 0.506, 0.788)).0001
LL Recurrent events: HR=0.658 (95% CI. 0.511, 0.84%)0).0013
O | | | | | | | | |

0 6 12 18 24 30 36
Months Since First Dose
No. at risk (cumulative no. of events)

Placebo328 (0) 295 (31) 253 (70) 221 (96)199 (115)171 (143)152 (161)136 (176)41 (188)

42 48

Vutrisiran 326 (0) 294 (30) 271 (50) 247 (72) 227 (90)206 (110)187 (126)182 (131)57 (136)

J

[

\_

. )
< Monotherapy Population (n=395)
< 100~
S 90-
<
5 80—
%) _
S 70 Vutrisiran
> 604
i
L>) 504
g 40+
o
E 304 Placebo
S 20-
3 104 Timeto-firstb; HR=0.577 (95% ClI: 0.436, 0.762)).0002
L Recurrent events HR=0.604 (95% CI: 0.434, 0.84£)).0028
O | | | | | | | | |

0 6 12 18 24 30 36
Months Since First Dose
No. at risk (cumulative no. of events)

Placebo199 (0) 175 (22) 152 (43) 130 (60) 116 (72) 95 (93) 80 (107) 72 (115) 19 (123)

Vutrisiran 196 (0) 172 (22) 157 (34) 141 (49) 131 (57) 119 (69) 108 (77) 105 (80) 28 (84)

J

42 48

G.Pavia et al, presented at ESC 2025 Madrid |31 August 2025



Favourable Impact with Londerm Vutrisiran Treatment
Beneficio su molteplici parametri di progressione della malattia mantenuto rispetto al placebo

-
Overall Population Monotherapy Population
Endpoint Placebo Vutrisiran Placebo isi
(n=328) (n=326) (n=199) =

KCCQ-OS, change from baseline at M12 of OLE

n 186 218

Median ¢3.9 c¢l.9

LS mean (SEM)

R 0
LS mean difference (95% 8.95 (.31, 12.59)

Vutrisiran
(n=196)

98 120

¢8.5 ¢2.5

¢21.32 (1.33,¢12.37 (1.29'¢26.68 (1.79:¢15.29 (1.87

11.40 6.31, 16.48)

Cly

P-value <0.001 <0.001

NYHA Class stable/improved from baseline at M12 of OLE

n (%) 150 (45.7) 176 (54.0) 78(39.2) 98 (50.0)

Adjusted difference in %

patients stable/improved 10.3 (2.6, 17.9)

(95% ClI)

OR of being stable/improved

(95% CIy 1.6 (1.1, 2.2)
P-value <0.01

13.7 (4.0, 23.4)

1.9 (1.2, 2.9)

<0.01

maggior stabilita di indici di qualita della vita

~\
KCCADS: Overall Population (n=654)
©
= 5 Vutrisiran/
E Vutrisiran
28 o *—
O )
S ¢ 14t T~ AT f __________
mn M .
2 £ 104 Placebo/
% § Vutrisiran
S G154
o} T T T T T T T T T
S BL M6 M12 M18 M24 M30 OLE OLE OLE
Visit D1 M6 M12
N
Placebo 327 308 300 277 256 234 221 203 186
Vutrisiran 325 305 291 280 263 252 240 230 218 )
. N\
KCCADS: Monotherapy Population (n=395)
©
(o)
S Vutrisiran/
e 5 - Vutrisiran
O o
~ £ 0 -
S3
S © —
£ c10-
G = o
5 ¢l15 Vutrisiran
[} T T T T T T T T T
= BL M6 M12 M18 M24 M30 OLE OLE OLE
Visit D1 M6 M12
N
Placebo 198 184 177 163 146 131 123 112 98
Vutrisiran 195 182 164 158 145 139 134 126 120 )

G.Pavia et al, presented at ESC 2025 Madrid |31 August 2025



Favourable Impact of Vutrisiran on Established Cardiac Biomarkers

Relative stability maintained with longerm vutrisiran

\
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maggiore stabilita dei biomarcatori cardiaci
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Safety Profile During Vutrisiran Exposure Period

Longterm treatment with vutrisiran was well tolerated s ~

A Median vutrisiran exposure was 47.5 months

Exposure-adjusted event rate per 100 PY (range 0.660.5) for the vutrisiran/vutrisiran
group and 13.7 months (range Q&2.1) for the

Placebo/vutrisiran Vutrisiran/vutrisiran placebo/vutrisiran group
during the OLE during the study
(n=223; 252.8 P¥) (n=326; 1123.1 P3) A Safety data for longerm vutrisiran treatment
through 1 year of the OLE were consistent with
AES 600.5 421.8 those reported for the doubkblind period
SAEs 110.8 62.9 ¢ The rate of AEs, including cardiac events, did not
increase with longer treatment
Severe AEs 76.7 43.9 A Higher event rates for SAEs and severe AEs fof
AEs leading to the placebo/vutrisiran group compared with the
treatment 20 0.8 vutrisiran/vutrisiran group are consistent with
discontinuation more advanced disease following placebo
treatment during the doublévlind period
\. /
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Exploratory Endpoints &: Cardiac Structure and Function
Exploratory echocardiographic assessments at Month 30 (overall population)

Diastolic Function?®
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agExploratory endpoints in the HELIOS-B study included: echocardiographic assessments performed at Months 12, 18, 24, and 30. PResults are from an MMRM with baseline as a covariate and fixed effect terms including treatment group, visit,
treatment-by-visit interaction, baseline tafamidis use, treatment-by-baseline tafamidis use interaction, type of ATTR amyloidosis, and age group.

ATTR, transthyretin amyloidosis; E/ e 6 , ratio of early mitral infl ow vel &S leastysquares; LV, deft \entricdlar; BMRM, yixed moaedstfoo repeated measures; SEMa standarld ernor ofithee Imeao;i t y ;
TDI lateral eod, lateral peak early diastolic mitral annul ar tissue velocity

Jering K, et al. Presented at the Heart Failure Society of America Annual Scientific Meeting 2024; September 27-30, 2024; Virtual.



The Benefits of Vutrisiran on Cardiac Structure and Function were Similar or
Larger in the Monotherapy Population

[ Monotherapy Population ]
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Significant Between-Group Differences in LV Diastolic Function
Emerged as Early as 12 Months

[ Overall Population ]

/ Left Ventricular Mass Index E/e’ Ratio \
M30 M30
30+ LS mean £ SEM LS mean £ SEM
N - Placebo . 2.01 -Ik- Placebo
£ ]l —@— Vutrisiran 2544282 —&-— Vutrisiran
— 25 i
o Q 15 .
a; -— P * % * -—
& 201 S 9@ 1.0- é B o
o g c‘ao‘) , - S 0.74 £ 0.34 %
o + > + 0.5- e >
m S 15- 1483:246 QO g c o
E Q o h g s _I_ O
o= i= 5= 0.0 E
=wn 101 j=247))
%—l % -l —0.5-
: 5
c 5-
(&) —1.01 ~1.08 £ 0.27
D 1 1 1 1 _1 5 1 I 1 1 1
0 12 18 24 30 0 12 18 24 30
Months Since First Dose Months Since First Dose

. J
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Effectsof Vutrisiran on Measuresof CardiacStructure, [Baseline

Functionand Amyloid Burden byCardiovasCular mgesgases
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osservata in 2/9 pazienti (22%) trattati con Amyloid o e
vutrisiran in nessun paziente nel gruppo placebo regression : 3‘.*:‘ e
observedin 22%( " ”’E‘al

A Al contrario, 5/8 pazienti (63%) che ricevevano °fpatents

placebo hanno mostrato progressione, rispetfo Téatedwith

a 1/9 pazienti (11%) trattati conutrisiran vutrisiran
A A 36 mesi, i pazienti trattati corutrisiranhanno

mostrato una riduzione media assoluta (DS)

RSt { Q9 c0t10%. g4, RE) rispetto a un

aumento di +7,86%1b,67) nel gruppo placeb ( EC\E4%

= 0,006).

vutrisiran possibile terapia di riferimento sia
per i pz di nuova diagnosi sia per pz che
progrediscono con altre terapie
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