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Diagnosidi Amiloidost trandsin aumento

National Amyloidosis Centre, London, United Kingdom

A Diagnoses of Amyloidosis According to Time Period and Type
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The incidence of ATTRwt amyloidosis increased from
less than 3% of all cases in the period 19871 2009 to
14% in the period 20107 2015 and to 25% in the past 4
years.

Ravichandran S. etal. N Engl J Med 2020
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AL amyloidosis

ATTRv amyloidosis

ATTRwt amyloidosis

Rare amyloidosis

Ongoing amyloidosis research

Relatives without mutation

Asymptomatic TTR mutation carrier
Relatives attending genetic counselling

TTR amyloidosis with ongoing genetic typing

Damy T. et al. Arch Cardiovasc Dis 2023
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ATTR: Rivoluzione terapeutica negli ultimi anni

Merlini et al.

Gilmore et al.
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TTRAmiloidosie pocoriconosciutae spessoviene diagnosticatain modoerrato, con
conseguenteitardo nella diagnosied esiti clinici sfavorevoliper | pazienti

Acausad el | 0 et eeadellg scarsa specificita dei sintomi, molti pazienti ricevono piu diagnosi errate
d e & o o
R R wﬂﬂ'ﬂ\
e © o o
= 114
Un ritardo diagnostico di Fino al 44% dei pazienti Quasi il 50% dei pazienti 1 paziente su 5 viaggia
3-8 anni che puod influire riceve inizialmente una dichiara diaver per pit di 2 ore per
sulla prognosi funzionale diagnosi errata. consultato 3 o piu medici raggiungere il medico che
e vitale dei pazienti . prima di ricevere la effettuera la diagnosi

diagnosi corretta

E necessaria la collaborazione tra diverse specialita per:

Increase Initiate Accelerate Incorporate Improve

disease timely correct therapies patient
awareness referrals diagnoses earlier outcomes

Witteles RM et al. JACC Heart Fail. 2019; Nativi-Nicolau JN et alHeart Fail Rev2022;: Adams D et alJNeurol. 2021; Hawkins
PN et al. Ann Med 2015; Rozenbaum MH et alCardiol Ther. 2021;



Amiloidosida TTR Wild type: the CATCH screening study

654 (63%): did not meet criteria
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: 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
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X X Se la cerchiamo, la malattia la troviamo!!
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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 :
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Il tempo conta nella ATTR:
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una progressione irreversibile della malattia
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Figure courtesy of T Coelho.
1. Grodin JL and Maurer MS. Circulation 2019;14®Q7



Liver

Synthesizes nearly all
serum TTR, which
transports thyroxine
and retinol*3
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TTR tetramer

Native structure becomes

unstable due to:24

A genetic variants ( ATTRv)

A age/environmental factors (ATTRwt)

Amiloidosida Transtiretina

Tetramer dissociation into misfolded monomers

leads to amyloid fibril formation 4%
>
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Potential therapeutic approaches target different
stages in the amyloidogenic cascade

TTR production Amyloid fibril formation Amyloid deposits
: — L
‘i,/fx\t}_/(:y/v
/ LT v Monomer Misfolded Oligomer
Monomer
Suppression of TTR synthesis o ) )
A Liver transplantation TTR tetramer stabilisation Amyloid degradation
A RNA silencing Less amyloid
SIRNA: ASO Non-selective Selective —
agents agents and TUDCA
g better outcomes

Eplontersen ol Monoclonal Ab

Acor am

A Gene editing

CRISPR-Cas9:
NTLA-2001

Figure adapted from Ruberg FL, et al. 2019.1
Patient image reprinted with permission from AlJaroudi WA, et al. 2014.2

Ab, antibody; ASO, antisense oligonucleotide; Cas-9, CRISPR-associated protein 9; CRISPR, clustered regularly interspaced short palindromic repeats; siRNA, small interfering RNA,;

TTR, transthyretin; TUDCA, tauro-deoxycholic acid.
1. Ruberg FL, et al. 3 Am Coll Cardiol. 2019;73(22):28721 2891, 2. AlJaroudi WA, et al. J Nucl Cardiol. 2014;21:2717 283.



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;



v' Tafamidis & una piccola molecola orale

sviluppata per il trattamento del’lATTR?®

v Un derivato del benzossazolo privo di attivita
anti-inflammatoria non steroidea che si lega alla
TTR, con elevata affinita e selettivita, nei siti
di legame della tiroxina, inibendo la

dissociazione dei tetrameri in monomeri®

er il trattamento dell’amiloidosi da transtiretina wild-type

enti adulti affetti da cardiomiopatia (ATTR-CM)?



| July 25,2012 |
Tafamidis for transthyretin familial amyloid
polyneuropathy

A randomized, controlled trial

A B Tafamidis
L] Placebo
100- 60.0% vs 38.1%
© 90- p=0.041
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Coelho, T. et al. Neurology 2012,



Tafamidis: disegno dello studio ATTR-ACT?®

Criteri di inclusione principali®

<§" Uomini e donne

\

Eta da 218 a €90 anni

. ATTRwt o ATTRv confermata dalla presenza di depositi di amiloide

s
&

all'analisi di campioni bioptici ottenuti da siti cardiaci € non cardiaci (per
esempio, grasso aspirato, siti gastrointestinali, ghiandole salivari o
midollo osseo) e, nei pazienti senza ATTRy, dalla presenza della
proteina precursore della transtiretina confermata dall’analisi
immunoistochimica, dalla scintigrafia o dalla spettrometria di massa

Coinvolgimento cardiaco confermato mediante ecocardiografia, con
uno spessore della parete del setto interventricolare in telediastole
maggiore di 12 mm

Storia di HF, con almeno un precedente ricovero per HF, o evidenza
clinica di HF (senza ricovero) che si manifesta con segni o sintomi di
sovraccarico di volume/pressioni intracardiache elevate che richiedono
un trattamento con un diuretico per osservare benefici

Livelli di NT-proBNP maggiori o uguali a 600 pg per millilitro

Distanza del test del cammino (6-minute walk-test) superioria 100 m

Criteri di esclusione principali®
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~
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Presenza di amiloidosi da catene leggere (AL)
Precedente trattamento con tafamidis

Velocita di filtrazione glomerulare stimata inferiore a
25 ml/min/1,73 m? di superficie corporea

Livelli di transaminasi epatiche superiori di due volte il limite
superiore dell'intervallo di normalita

Trattamento concomitante con farmaci antinflammatori non
steroidei, tauroursodesossicolato, doxiciclina, calcio-antagonisti
o digitale

Malnutrizione grave definita da un mBMI* <600 kg/m?-g/L
HF non correlata all’amiloidosi cardiaca da transtiretina

Classe IV NYHA HF

Precedente trapianto di fegato o cuore

Impianto di un device cardiaco



The NEW ENGLAND JOURNAL of MEDICINE . . . . .
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Research

JAMA Cardiology | Original Investigation

Effect of Tafamidis on Cardiac Function in Patients
With Transthyretin Amyloid Cardiomyopathy
A Post Hoc Analysis of the ATTR-ACT Randomized Clinical Trial

B LVSV

2 . B 2 P i i -

- =4 i ) . A 176 patients in the tafamidis 80 mggroup and
K. i 177 patients in the placebogroup.

é gl‘ :

L A Over 30months, there was less pronounced

worseningin 4 of theechocardiographic

No. at risk Time

10 7 i e i 17 5 as s measuresin patients receivingtafamidis.
| A Compared with placebo, tafamidis 80 mg
E  Lateral E/e’ D | SeptalE/e’

: . ; , attenuated the decline of LVsystolic and

o 2 . . .
g, 3, diastolic function.
s ™ [
% 1 % 2 -
5 — T = 1 - -
g 1 . o | s SR N A Baseline LVERvas not found to impact the
c 0l ® ) R ——% 3k FRCIR S - —e —af ) . . -
@ @ ™
t 1 - efficacy benefit of tafamidis.
. Baseline Month 6 Mnntlh 18 Month 30 2 Baseline Month 6 Month 18 Month 30'
Time Time
No. at risk No. at risk
Tafamidis 171 157 128 105 Tafamidis 169 152 125 103
Placebo 172 155 120 82 Placebo 169 149 112 80

Shah S e tal. JAMA Cardiol. 2024;9(1):25-34.



Frequenza di ospedalizzazione per cause CV1

Pooled tafamidis Placebo
(N=264) (N=177)

Numero totale (%) di soggetti ospedalizzati per cause CV 138 (52,3) 107 (60,5)
Ospedalizzazioni per cause CV per anno** 0,4750 0,7025
Differenza tra pooled tafamidis vs placebo (relative risk 0.6761
ratio)** ’
p-value** <0,0001
**Questa analisi si & basata su un modello di regressione di Poisson considerando come fattori il trattamento, il genotipo TTR (ereditario e wild-type), la Tab. 3 Rif. 1

classificazione NYHA al basale (classi NYHA | e || combinate e classe NYHA lIIT), I'interazione trattamento-genotipo TTR e l'interazione trattamento-classificazione
NYHA al basale.

T |f| catlvame"te inferiore di ospedalizzazioni per cause CV

00, CON una riduzione del rischio pari al 32,4%/




Long Term Survival With Tafamidis in Patients

Elliott P. et al. CirculationHF 2022

With Transthyretin Amyloid Cardiomyopathy

SR EIETTEEY pazienti in trattamento con tafamidis nello studio
ATTR-ACT e nello studio di estensione’®

pazienti nel gruppo controllo che hanno assunto
placebo nello studio ATTR-ACT e sono stati sottoposti allo swifch a
tafamidis nello studio di estensione®

EUEIEEERNIEREE estrapolazione basata su un modello di

Continuous tafamidis

0.4 - i Mo,

Survival probability

sopravvivenza in pazienti trattati con placebo nello studio ATTR-ACT nel - bl
. ] . . . . . Sy acebo to tafamidis
caso in cui avessero continuato il trattamento con placebo oltre i 30 mesi'® : S e
Risultati 0.2 - E el e
« Le curve di sopravvivenza delle due coorti divergono dopo ~17 mesi'® ; Extrapalsted placsbin
 La curva di sopravvivenza del gruppo ‘placebo to tafamidis’ diverge 0.0 - ;
dalla curva estrapolata dopo ~44 mesi a favore dei pazienti trattati con O 3 6 9 12 1518 21 24 27 30 33 36 30 42 45 48 51 64 57 60 63 66 60 72

tafamidis nello studio LTE#15
Sopravvivenza mediana

Time to event (months)

Patienls remaining at risk

 ‘Placebo to tafamidis’: 35,8 mesi'® {eumulative ovents) ) ) )
pntinuous 178 172 170 184 155 448 #44 138 137 128 17 107 104 54 85 1) B TR T2 B 3] 17 B 1 (1]
* ‘Continuous tafamidis’: 67.0 mesi**15 tafamidis WY 8} (2 [N () (3Z) (37) (84) (8B) (S4) (S} (58) (E3) (BE) (B0 (T3 [P4) (TS} (TEN (7} {TE) (7B} (7E) (7H)
. H

Placeboto 177 173 171 183 161 980 149 131 118 113 a3 77 T EZ S8 54 51 45 3 1% 15 B 0 ] o

N ‘Extrapolated placebo': 35,2 mesi's tafamidis W) ) (8} (4] (181 [2T) (3E) (48] (58 (B4) (7S) (B1) (58) (35} (980 (POZH{104) (106) (1900 (TO0) (1900 (1) (1EA) (19D C19)
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Study phase

Eligibility criteria Acoramidis 800 mg BID

A Participants e OLE phase
diagnosed with
2¥$ggmyt o 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 Mon®BH
Pre-specified efficacy Primary endpoint analysis
assessment of
611 participants A Hierarchical analysis consisting of all-

cause mortality, cumulative frequency of
Open-label tafamidis usage CVH, change from baseline in NT-proBNP,
allowed at 12-months and change from baseline in 6MWD

Tafamidis treatment was allowed for both groups after Month 12

Gillmore JD, et al. N Engl J Med. 2024;390:132i 142. 2.ClinicalTrials.gov, AG10-301: https://clinicaltrials.gov/study/NCT03860935. Accessed June 5, 2024. 3. Gillmore JD, et al. Presented at: European Society of Cardiology Congress; August 25i 29, 2023; Amsterdam, Netherlands.

https://investor.bridgebio.com/static-files/b13ce4bc-3aa6-4063-9ee6-a0b93450ae81. Accessed July 5, 2024. Masri A. Presented at: American College of Cardiology Congress; April 2i 4, 2022; Washington, DC. https://investor.bridgebio.com/static-files/8201797c-6ecd-4f7a-a7ff-
8a4d1a8b80b3. Accessed July 5, 2024.



E ACM/first CVH month 30 wild-type ACM/first CVH month 30 variant

1.0

Acoramidis 1.0 Acoramidis
Placebo Placebo
- o o 0.8- 0.8+
N\
O FFAQICRINING
~ A ~ 2 06- £ 0.6
o o
2 . =] o
AfCRLIS | YR ¢ :
v W -~ .t 2 0.4 2 04
¢CN yauKeNBU = :
A Month 30 A Month 30
= w 0 Hazardratio, 0.69 0. Hazardratio, 0.41
I' N A 2 Y e 2 Jl 95%Cl, 0.52-0.90 : 95%Cl, 0.21-0.81
_ 7 A P=.007 P=.01
CNER Y ¢ w Atoadziil
< 0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
Pal Pal
h LJ . = S f 9 E Time since randomization, mo Time since randomization, mo
O No. at risk (cumulative events) No. at risk (cumulative events)
Acoramidis 370 353 336 321 304 289 279 270 259 248 0 Acoramidis 39 36 34 34 33 30 29 28 25 22 0
0) (17) (34) (49) (66) (81) (91) (100) (111) (122) (129) @ 3 () (B & (@ 1o (11) (14 17) (18)
Placebo 182 173 156 147 140 133 127 122 115 103 0 Placebo 20 18 16 12 12 10 8 7 6 5 0
0) (9 (26) (35) (42) (49) (55) (60) (67) (79) (87) 0 @ @ (@ (@ (10 (12) (13) (14) (15) (15)
ACM month 42 wild-type D] ACM month 42 variant
1.0+ 1.0
0.8+ 0.8+
2 ey
2 06 2 0.6
=) =)
e e
(=1 [=1
£ 0.4+ S g4
& &
a Month 42 a Month 42
0.2 Hafardratm,o.?o Continuous acoramidis 0.2 Hauzard ratio, 0.41 Continuous acoramidis
95% (1, 0.50-0.98 Placebo to acoramidis 35%C1,0.19-0.93 Placebo to acoramidis
P=.04 P=.03
O T T T T T T T T T T T T T 1 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 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time since randomization, mo Time since randomization, mo
No. at risk (cumulative events) No. at risk (cumulative events)
Continuous 370 368 362 357 349 335 331 325 312 305 273 239 226 223 196 Continuous 39 39 39 36 36 34 34 33 32 31 24 21 21 20 20
acoramidis  (0) (2) (8) (13)(21)(35)(39)(45)(58) (65)(68) (68)(71) (73)(81) acoramidis  (0) (0) (0) (3) (3) (5) (5) (B6) (7) (8) (11)(A1(11)(12)(12)

_ Placeboto 182181178177 172 172 167 160 152 146 134 112 96 92 82 Placeboto 20 20 20 19 16 16 16 15 14 10 9 6 6 6 5
JAMA Cardiol. 2025 acoramidis  (0) (1) (4) (5) (10)(10) (15) (22) (30) (36) (41) (44) (52) (54) (58) acoramidis  (0) (0) (0) (1) (4) (4) (4) (5) (6) (10)(11)(11)(11)(11)(12)



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

= = = Acoramidis (variant) Placebo (variant)
[A] Serum TTR NT-proBNP
N » » » 357 | 77
Efficacy ofAcoramidisin ol | e
. . 301 N acoramidis/placebo
Wild-Type and Variant T
44 P<.001 P<.001

Transthyretin Amyloid
Cardiomyopathy: Results
FromATTRibuteCM and Its R

20+

Mean (SE) serum TTR, mg/dL
Adjusted geometric mean fold change

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
penLapel EXtension 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 3 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
6MWD [p] KCCQ-05
0+ o 0-
£ S
QJ wv
o .
S £ -104
§ -504 @
E 8
§ g -20
S -100- Py
55“ LS mean diff (SE) at month 30: I«:% -30 LS mean diff (SE) at month 30:
m acoramidis-placebo = acoramidis-placebo
‘:’ -150- ATTRwt-CM ATTRv-CM \Lu/i ATTRwt-CM ATTRv-CM
b 34.4(9.91) m 86.7 (30.71) m < -407 8.8(2.12) 20.3 (6.53)
E P=.001 P=.005 2 P<.001 P=.002
wy
- wn
'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



Criteria for disease progression in patients with ATTR-CM

Clinical and functional Laboratory biomarker Imaging and ECG

Increased LV wall
Increase in HF-related thickness (2 mm)

hospitalization 30% increase in OR

R NT BNP Increase in diastolic
- “pro dysfunction grade

Increase in NYHA class (300 pg/mL cut-off) OR

OR OR Change in systolic
Decline in QoL: KCCQ 30% increase in troponin measurement

(5-10 pts)/ EQ-5D (10%) OR (5% decrease in LVEF;

OR Advance in NAC >5 mL decre:ase in st.roke
volume; 21% increase in GLS)
OR

6MWT every 6 months New onset conduction

disturbance

30-40 m decline in staging scale

One marker from each domain provides the minimum requirement for
assessing ATTR-CM progression

Garcia Pavia P et al. Eur J Heart Fail 2021;23(6):895-905



Comprehensive Geriatric Assessment
to Optimize the Management of
Older Patients With Transthyretin

Cardiac Amyloidosis

@

CARDIOVASCULAR SIGNS AND SYMPTOMS

(palpitations, bendopnea, dyspnea,
syncope, bloating, peripheral edema)

[P
|2

NEUROLOGIC AND MUSCULAR SIGNS AND SYMPTOMS
(sensory neuropathy, carpal tunnel, biceps tendon
rupture, lumbar canal stenosis, orthostatic hypotension)

*

SYSTEMIC SIGNS AND SYMPTOMS
(fatigue, weakness, weight loss, exercise
intolerance, slow gait speed, dizziness, falls)

b

Cardiac involvement (ECG, echocardiogram, Cardiac Magnetic Resonance)

Bone-tracer scintigraphy + monoclonal screening +EMB

ATTR-CA Diagnosis
» Validated Risk Factors | CGA and Frailty Assessment <
Age Functional Capacity
NYHA Class Malnutrition
NAC Stag Frailty -

Z ;< Loop Diuretic dose Disability B ..
ﬂF 6MWT Mood Disorders j O N
KccQ Cognitive Disorders
| Variants | What Matters Most
1 |

» Appropriate Therapy «

!

Periodic Re-evaluation

Cardiovascular
Evaluation
Nutritional -J Neurologic
Status i/ B¢ Evaluation

3
]

Cognitive Polypharmacy

and/or =
Mood
Disorders ; -
Ry =
e A

Physical Performance/ ATTR-CA Laboratory Markers

ﬁ Frailty .
Disability Genetlc
Evaluation

What Matters
Most

Fumagalli C et alACQ024



Functional Capacity

<80
aa

K LY ML
aa

LS Mean Change From Baseline
in BMWT Distance (SE)

LS Mean Change From Baseline
in BMWT Distance (SE)

Tafamidis Efficacy Among Octogenarian
Patients in the Phase 3 ATTR-ACT and
Ongoing Long-Term Extension Study

Pablo Garcia-Pavia, MD, PuD,>™ Marla B. Sultan, MD, MBA, Balarama Gundapaneni, MS,® Yoshiki Sekijima, MD,"

Federico Perfetto, MD,? Mazen Hanna, MD," Ronald Witteles, MD'

Quality of Life

Months Months
o w0 2 30 10 20 30 40 50 60 70
® 0 * 1k k) 1 1 1 1 I
* *
%A x _ * * i . i s
@l R R " L . P it
o9 § * i i
o -10-
§5
T @
Sw
< 80 28 .
58 g
aa =9 L. .
s E _
-150 w 30
-
200 -40 - ATTR-ACT LTE study
124 113 106 94 79 76 n 125 115 108 98 90 82 79 71 61 58 39 26
140 17 109 o1 72 62 140 125 115 98 79 72 58 49 42 36 21 14
Months
10 20 30 40 50 60 70
0 | 1 1 | |
= .
T *
w
§& 107 i
S g R
T @
v —-20-
KYIML 33 5
.. ple
(e o8
c s S -----
3% -30 +
E._
w
-
—40 - ATTR-ACT LTE study
—200- 51 46 39 34 30 28 25 24 20 13 6 5
51 43 38 34 28 25 n
n 37 34 30 25 17 12 9 5 5 5 1 1
37 30 27 20 13 8

-@- Tafamidis (80 mg) -l Placebo

-®- Tafamidis (80 mg)

-l Placebo

- @-- Continuous tafamidis (80/61 mg)

M- Placebo to tafamidis



< 80 aa

1.0 + HR for all-cause mortality
0.9 (continuous tafamidis vs placebo to tafamidis): 0.4513
,E‘ 0'8 95% Cl: 0.3176-0.6413
= .8 4 P <0.0001 JACC: HEART FAILURE VoL, 12, NO. 1, 2024
a .
£ 0'?_ '"'——,." I & 2024 THE AUTHORS. PUBLISHED BY ELSEVIER ON BEHALF OF THE AMERICAN
I:IE. 0.6 b, : atg;unsa mortal_tty. b ] COLLEGE OF CARDIOLOGY FOUNDATION. THIS IS AN OPEN ACCESS ARTICLE UNDER
64 ) =, survival: 80 months
—_ _ ‘+t"""|H—*-'- THE CC BY-NC-ND LICENSE (http://creativecommons.org/licenses/by-nc-nd/4.0/)
£ %5 e "
€ 04- e '
(7] B - - H H H
03- =, Alcauso mortlty: 643% Tafamidis Efficacy Among Octogenarian
0‘2 1 .:"H—i" ’ - -
0.1~ Censored Patients in the Phase 3 ATTR-ACT and
0.0 ATTR-ACT LTE study . .
z 5 - — & ” % Ongoing Long-Term Extension Study
Months
No. at risk
Continuous tafamidis (80/61 mg). 125 112 94 71 51 25 0 0
Placebo to tafamidis: 140 121 92 52 30 7 0 0
>
= 80 a a 1.04 HR for all-cause mortality
0.9 - (continuous tafamidis vs placebo to tafamidis): 0.6828
. 95% CI: 0.4048-1.1517
2 08- P =0.1526
4 \ 2 0.7-
Age <80y Age =80y .E 06
80 mg Tafamidis Placebo 80 mg Tafamidis Placebo o T
(n = 125) (n =140) (n =51) (n = 37) 3 054 e, All-cause mortality: 62.7%
Cardiovascular-related hospitalizations during the S 044 1, "‘,.. Median survival: 45 mt-mths
30 mo of ATTR-ACT @ 035 L, SRRSO T S
Patients with hospitalizations, n (%) 65 (52.0) 86 (61.4) 31(60.8) 21(56.8) 0.2 - All-cause mortality: 83.8%
Mean rate of hospitalizations per y 0.44 0.70 0.64 on 0.14  Censored “H““ Median survival: 27 months
Rate ratio for tafamidis vs placebo (95% CI) O.E;:t (06536%§0] 0.83 (066;1 Tr‘2113,2} 0.0 4 ATTR-ACT LTE study
g y, /A
Months
No. at risk
Continuous tafamidis (80/61 mg): 51 38 32 24 10 4 1 0
Placebo to tafamidis: 37 32 18 5 2 1 0 0
Tafamidis 80 mg ——— Placebo -------- Continuous tafamidis (80/61 mg) -------- Placebo to tafamidis

Garcia-Pavia P et al. ) Am Coll Cardiol HF 2024;12:150-160



DI KDl @X10 9IdIN® LIS I REZIdzZNI/ 11



