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TRANSTHYRETIN: transports THYroxine (T4) and RETINol (vitamin A)
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TTR protein
production

Tetramer dissociation is the rate-limiting step in TTR aggregation
inhibited by the kinetic stabilizer tafamidis

O
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TTR tetramer Folded TTR dimers Folded monomers

STABILIZERS Misfolded monomers
End-organ degeneration
due to aggregated TTR/
deposited amyloid _
(eg, cardiomyopathy,
peripheral neuropathy)

Aggregates and
amyloid fibrils
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Discovery of first TTR structure

with a stabilizing ligand, initiation
of structure-based design of
TTR stabilizers®®

Demonstration of correlation
between stability of TTR
variants and amyloid
formation®*

1995

Discovery of mechanism
preventing TTR amyloid
formation (genetic proof
of concept for kinetic
stabilization strategy)®"

2001

2005

Initiation of phase 1
clinical study of tafamidis

TAFAMIDIS

Approval of tafamidis for

Initiation of phase 2/3 clinical
study of tafamidis in ATTR-PN;
initiation of THAOS registry

2007

treatment of ATTR-PN in
the EU (20 mg qd)

Announcement of positive results
in phase 3 clinical study of
tafamidis in ATTR-CM
(ATTR-ACT)"®

Preclinical Milestones —————————— Clinical Milestones =—————lp

1996

1999

Design of

2003

2006

Demonstration

2009

TTR stabilizer
tafamidis

of TTR kinetic
stabilization in

ATTR-CM (ATTR-ACT)

2011 2018
2013 2019
| Issuance of consensus
Initiation of phase 3 clinical r(?comm_endanons on
study of tafamidis in . diagnosis of
ATTR-CM®?

human plasma®®

Discovery of amyloid
formation inhibition via
ligand-mediated TTR

stabilization®®

A CORURNA HF 26-27 SEPTEMBER 2025 #ACORUNAHF2025

Burton A, et al. Drug Des Devel Ther. 2021;15:1225-1243

Demonstration of kinetic
stabilization of TTR via ligand;®?
synthesis and characterization of
tafamidis®’

Announcement of positive
results in phase 2/3 clinical
study of tafamidis in ATTR-PN®

Approval of tafamidis for treatment
of ATTR-CM in the USA (80 mg qd
[4 x 20 mg] or 61 mg [free acid] qd)

FDA: may 3, 2019
EMA: february 17, 2020
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TAFAMIDIS is available in Spain since june 2023 for the treatment of ATTRwt/ATTRv-CM

TAFAMIDIS was the first specific treatment for ATTR-CM and continues to be the only one available in Spain

TAFAMIDIS is administered orally and is available as free acid 61mg (CM) and meglumine 20mg (PN) capsules

SERVIZO
GALEGO
DE SAUDE

TAFAMIDIS

Na indicacién do tratamento da amiloidose por transtiretina nativa ou hereditaria en
pacientes adultos con miocardiopatia (ATTR-CM).

O tratamento deberase iniciar baixo a supervision dun médico con experiencia no manexo de
pacientes con amiloidose ou miocardiopatia.

Os pacientes deben cumprir os seguintes criterios:

a

. -Diagnéstico de insuficiencia cardiaca :
= A lo menos unha hospitalizacién previa ou ter clinica de sobrecarga de volume que
precise tratamento diurético para a melloria (sen hospitalizacién) -indicar data
= Clase I-II* da NYHA -indicar clase
= FEVI 2 50% -indicar FEVI
= Grosor da parede do septo interventricular telediastélico >12 mm na ecocardiografia .-
indicar data ecocardiografia e dato del grosor do septo.
. -Gammagrafia nuclear confirmatoria da TTR (intensidade de captacién grao 2-3, segundo
gradacion visual )- indicar data e grao de captacion.
. -Estudo xenético que confirme fenotipo cardiaco da amiloidose.
= si ATTRwt-CM poderase iniciar tratamento si idade = 60 e < 90 anos
= si ATTRh-CM poderase iniciar tratamento si idade 2 45 e < 90 afios
-indicar data e mutacién en caso de ATTRh-CM
4. -FG 2 30mL/min
. -Test da marcha de 6 minutos (TM6M) >100 m- indicar datas e metros percorridos
6. -Valor do pro-B de tipo N-terminal (NT-proBNP ) = 600 pg/mL.-indicar valor e data do
ultimo valor analitico
7.-Non ter recibido transplante de corazén ou de figado.
8.-Non levar un dispositivo de asistencia ventricular.
9.-Non estar recibindo outros tratamentos modificadores da enfermidade para a ATTR.

N

W

o

*NYHA IlI: a ficha técnica contempla o uso en pacientes NYHA | e Il quedando os pacientes
NYHA IIl a criterio dun médico con experiencia no manexo de pacientes con amiloidose.

CRITERIOS DE RETIRADA DO TRATAMENTO:

- NYHA IV
- recibir transplante de corazén ou figado
- implantacién de dispositivos de asistencia ventricular

ANEXO |

Formulario Solicitude inicio do tratamento con Tafamidis

Deberan cumprimentarse todos os datos deste anexo asi como a data, para ser valorado

o financiamento do tratamento polos Servizos de Farmacia correspondentes.

Data Dato
Idade
Hospitalizacién previa por IC SI/NON
Utilizacién ambulatoria de diuréticos para sintomas de IC SI/NON

Clase de la NYHA

FEVI

Ecocardiograma *

Biopsia confirmatoria en tecido cardiaco ou extracardiaco
ou
Gammagrafia confirmatoria da transtirretina™*

Estudio xenético de transtirretina ***

Test da marcha de 6 minutos

Valor do NT-proBNP ****

Filtrado glomerular(FG)

No haber recibido un transplante de corazén ou de figado
No ter implantado un dispositivo de asistencia ventricular

No estar recibindo outros tratamentos modificadores da enfermidade

*

indicar grado de captacién (gradacién visual)
si hereditaria indicar mutacién
#%#% valor dltima medicion de NT-prBNP

indicar grosor da parede do septo interventricular telediastélico da dltima medicién
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ATTR-ACT

» Phase lll clinical trial in patients with ATTRwt/ATTRv-CM
» 441 patients randomized to tafamidis meglumine (80mg or 20mg) vs placebo for 30 months
»> Patients were enrolled between 2013-2015
» Primary outcome: hierarchical analysis of all-cause mortality followed by CDV-hospitalizations
» Secondary outcomes:

- Change from baseline to month 30 for the 6-minute walk test

- Change from baseline to month 30 on the KCCQ-OS score
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Characteristic
Age —yr
Mean
Median (range)
Sex —no. (%)
Male
Female
Race — no. (%)
White
Black
Asian

Other

TTR genotype — no. (%)

ATTRm
ATTRwt

Tafamidis
(N=264)

74.5+7.2
75 (46-88)

241 (91.3)
23 (8.7)

211 (79.9)
37 (14.0)
13 (4.9)

3 (1.1)

63 (23.9)
201 (76.1)

Placebo
(N=177)

74.146.7
74 (51-89)

157 (88.7)
20 (11.3)

146 (82.5)
26 (14.7)
5 (2.8)

0

43 (24.3)
134 (75.7)

ATTR-ACT: BASELINE CHARACTERISTICS

Blood pressure — mm Hg
Supine
Systolic
Diastolic
Standing
Systolic
Diastolic

Heart rate, mean — beats per
minute

Supine
Standing
NYHA Class — no. (%)
Class |
Class Il
Class Il
Modified BMI+
NT-proBNP level — pg/ml
Median

Interquartile range

115.4+15.4
70.4+10.3

115.5415.5
70.619.9

70.7+12.3
72.9+12.9

24 (9.1)
162 (61.4)
78 (29.5)

1058.8+173.8

2995.9

1751.5-4861.5

115.1+15.7
70.2+9.5

115.9+15.9
71.0+10.3

69.9+11.7
73.8+12.2

13 (7.3)
101 (57.1)
63 (35.6)

1066.4+194.4

3161.0
1864.4-4825.0
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ATTR-ACT: primary outcome

A Primary Analysis, with Finkelstein-Schoenfeld Method
P Value from Average Cardiovascular-Related
No.of  Finkelstein—-Schoenfeld Win Ratio  Patients Alive = Hospitalizations during 30 Mo
Patients Method (95% CI) at Mo 30 among Those Alive at Mo 30
no. (%) per patient per yr
Pooled Tafamidis 264 186 (70.5) 0.30
<0.001 1.70 (1.26-2.29)
Placebo 177 101 (57.1) 0.46
B Analysis of All-Cause Mortality Analysis of CDV-related hospitalizations
1.0+
1.0 4

0.9-
N 087 Pooled tafamidis 0.8 - 1 32%
g 07 >
vgl 0.6+ § 06 Pooled Tafamidis
s 0.54 Placebo e
£ <
S 04 ©
3 l30% %o
% 71 Survival 30 months: 70,5% @

0.2+ 0.2 Placebo

Hazard ratio, 0.70 (95% Cl, 0.51-0.96)
NNT: 7 |
oo | | | | | | | | | . | )5 | L] Hezard rati. 0.795 (95% C1. 0616-1.026) NNT: 4’4
0 3 6 9 12 15 18 21 24 27 30 13 T T T T T T T
0 3 6 15 18 21 24 27 30 33

Months since First Dose

Months from First Dose
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P Value from

Finkelstein—
Schoenfeld Survival Analysis P Value for (iovascular Hospim@ P Value for
Subgroup Method Hazard Ratio (95% Cl) Interaction Relative Risk Ratio (95% ClI Interaction
Overall — pooled tafamidis <0.001 : ===
vs. placebo : :
TTR genotype : 0.79 : 0.11
ATTRm 0.30 . e
ATTRwt <0.001 . ; —
NYHA baseline 0.22 <0.001
Class l or Il <0.001 * . — .
Class III 0.78 - e
Dose . .
80 mg vs. placebo 0.003 '—O%E — E
20 mg vs. placebo 0.005 . : —— |
0.I25 U.ISU 1 ;]0 2.;}0 0.|25 U.ISU l.;]t] 2.;}0
— - i -
Tafamidis Better Placebo Better Tafamidis Better Placebo Better
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ATTR-ACT: secondary outcomes

A Change from Baseline in 6-Minute Walk Test B Change from Baseline in KCCQ-OS
'0" .04
'E‘ Pooled tafamidis
T £
£ 304 Pooled tafamidis o
= 4
w o0
m -60- g -104
g S
o = P<0.001
= _904 80
@ c
bo ©
S 120 5
G- £ 207
c g
8 _1504 Placebo = Placebo
= W
ﬂ -
-180 T I T T | -30 T I T T 1
0 6 12 18 24 30 0 6 12 18 24 30
Month Month
No. of Patients No. of Patients
Tafamidis 264 233 216 193 163 155 Tafamidis 264 241 221 201 181 170
Placebo 177 147 136 111 85 70 Placebo 177 159 145 123 96 84

TAFAMIDIS demonstrated to be a safe drug, with an ocurrence of adverse events similar to placebo

Dose reduction or discontinuation of the drug due to adverse events was greater with placebo
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TAFAMIDIS in HF guidelines

(1)

Recommendations for the treatment of transthyretin

amyloidosis-cardiac amyloidosis

Recommendations

Tafamidis is recommended in patients
with genetic testing proven hT TR-CA and
NYHA class | or Il symptoms to reduce
symptoms, CV hospitalization and
mortalit}:.gsu

Tafamidis is recommended in patients with
wtTTR-CA and NYHA class | or Il symptoms to
reduce symptoms, CV hospitalization and

mortality.”®’

A CORUNA HF 26-27 SEPTEMBER 2025

Class® Level®

(2)

Recommendations for Treatment of Cardiac Amyloidosis

Referenced studies that support the recommendations are summa-

rized in the

Recommendations

1.

In select patients with wild-type or variant trans-
thyretin cardiac amyloidosis and NYHA class |
to lll HF symptoms, transthyretin tetramer sta-
bilizer therapy (tafamidis) is indicated to reduce
cardiovascular morbidity and mortality.’

(1) McDonagh TA, et al. Eur Heart J. 2021;42:3599-3726 / (2) Heidenreich PA, et al. ] Am Coll Cardiol. 2022;79:1757-1780
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ATTR-ACT LTE (long-term extension)

A
ATTR-ACT
\J
A

LTE
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‘ 441 Patients randomized ‘

Cont famidi

l

176 Patients assigned to tafamidis
80 mg

88 Patients assigned to

——  »  tafamidis 20 mg were not

included in this analysis

Placet famidi

A 4

h 4

177 Patients assigned to placebo

110 Patients continued inthe LTE
110 Patients assigned to
tafamidis 80 mg

\ 4

A 4

As from a protocol anmedment
on 20 July 2018, all patients
transitioned to tafamidis free

acid 61 mg

82 Patients continued inthe LTE
54 Patients re-randomized to
tafamidis 80 mg
28 Patients re-randomized to
tafamidis 20 mg

A J

As from a protocol ammedment
on 20 July 2018, all patients
transitioned to tafamidis free

acid 61 mg

Survival probability

1.0 A

0.8 1

0.6 A

0.4 1

0.2

0.0 1

Continuous tafamidis

Placebo to tafamidis

Extrapolated p]écebo

I B
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72

Time to event (months)

A Corufia
QE[ Heart Failure
Academy



ATTR-ACT LTE (long-term extension)

» Open-label study of tafamidis treatment in patients with ATTRwt/ATTRv-CM

» Patients who took part in ATTR-ACT were not included

» 1476 patientes received tafamidis for up to 60 months, until it became commercially available in their region
» Patients were enrolled between 2018-2023

» Median exposure: 1 year

» Longest treatment duration: 4,5 years

= ~ —L A Corunia
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ATTR-ACT LTE (long-term extension)

People were from 47 centers in 12 countries:

Netherlands

Czechia

Belgium

Taiwan

A

Australia

2 centers in Spain

Argentina
= ~ LI' A Corufia
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ATTR-ACT LTE (long-term extension)

Treated Patients

G‘ '.w » Treated with taf_amidi_s _free acid 61 mgin an e_arly * Median exposure (N =1476)
access cohort with minimal enrollment criteria was 1 year NYHA classification, n (%)
» Treatment could continue for up to 60 months, or » The longest

1,476 patients until commercially approved in their region treatment duration I e
with ATTR-CM was 4.5 years = Bl
] 455 (30.8)

v 19 (1.3)

Missing 1(<0.1)

TTR genotype, n (%)

wild-type 1,264 (85.6)

Treated Patients Variant 212 (14.4)

(N =1.476) V1221 (p. V1421) 132 (8.9)

Age, y A97S (p. ANN7S) 25(1.7)

Mean (SD) 76.5(7.8) V30M (p. V50M) 13 (0.9)

Median (range) 77 (32-96) T60A (p. TBOA) 1 (0.7)

Sex, n (%) Others® 31(2.7)

Male 1,311 (88.8) Most common medical history,® n (%)

Female 165 (11.2) Hypertension 907 (61.4)

Race, n (%) Atrial fibrillation 854 (57.9)

White 1,252 (84.8) Carpal tunnel syndrome 695 (47.1)

Black 139 (9.4) Osteoarthritis 384 (26.0)

Asian 66 (4.5) Benign prostatic hyperplasia 372 (25.2)

Other 19 (1.3) Hyperlipidemia 366 (24.8)

Coronary artery disease 339 (23.0)

Dyslipidemia 324 (22.0)

NT-proBNP, ng/L n=124
Mean (SD) 2,832 (4,036)

Median (range)

A CORURNA HF 26-27 SEPTEMBER 2025 #ACORUNAHF2025
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ATTR-ACT LTE (long-term extension)

. All-cause mortality

1004
901
80+
70+
60+

504

% survival

40-
30-
20-

Survival 30 months ~ 70%

104

Overall

Censor: + Mean survival > 4,5 years

04

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Treatment duration (months)
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ATTR-ACT LTE (long-term extension)

The most common tafamidis-related side effects were:
TABLE 4 Incidence of Treatment-Related Adverse Events
(N =1,476) Diarrhea - reported in 26 people
Any treatment-related adverse event 12 (7.6)
Serious 9(0.6)
Severe 4 (0.3) Fatigue - reported in 10 people.
. . . Fatigue is a feeling of exhaustion, both mentally and physically
Caused study discontinuation 9 (0.6)
Caused treatment discontinuation 0 (0.0)
(patient remained in the study)
Caused a dose reduction 5(0.3) Other tafamidis-related side effects:
reported in fewer than 10 people
- = ~ LI' A Corufia
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TAFAMIDIS: real world evidence

» Retrospective observational multicenter (5 centers in USA) study
> 624 patients received tafamidis (early access program or commercial prescriptions)
> Patients were enrolled between january/2018-october/2021

» Median follow-up: 3,6 years

= ~ —L A Corunia
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TAFAMIDIS: real world evidence

82,5%
Total wtATTR vATTR
(N = 624) (n =515) (n = 109) P Value

Age, y 78.0 (72.0-83.0) 79.0 (73.1-84.0) 71.0 (65.0-76.0)

Male 546 (87.5) 469 (91.1) 77 (70.6)

Race <0.001
White 507 (81.3) 472 (91.7) 35 (32.7) <0.001
Black 109 (17.5) 38 (7.4) 71 (65.1)

Other 8 (1.3) 5(1.0) 3(2.8)

TTR variant —

V122 77 (70.6)
T60A 15 (13.8)
V3OM 5 (4.6)

Other 12 (11.0)

NYHA functional class
I 84 (13.5) 65 (12.6) 19 (17.4) 0.16
I 324 (51.9) 276 (53.6) 48 (44.0)

1 210 (33.7) 168 (32.6) 42 (38.5)
v 6 (1.0) 6 (1.2) 0 (0.0)
Diagnosis method 0.090
Endomyocardial biopsy 92 (14.7) 82 (15.9) 10 (9.2)
Scintigraphy 498 (79.8) 408 (79.2) 90 (82.6)
Others 34 (5.4) 25 (4.9) 9(8.3)
NT-proBNP, pg/mL 1,911.0 (960.5-3,909.0) 2,080.0 (1,007.0-3,859.0) 1,495.0 (705.0-4,034.5) 0.n

A CORUNA HF 26-27 SEPTEMBER 2025 #ACORUNAHF2025 Q H ﬁggﬁ"énure
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TAFAMIDIS: real world evidence

100 ——

2 75 e ~—
g e
= —
5 - -
D
E 50
=
ﬁ Freedom from death at 65 months
o 2
o 54.1% (95% Cl 47.4-60.4%) Survival 30 months ~ 75%

N Mean survival > 5,5 years

0 5 10 15 20 25 30 35 40 45 50 55 60 65
Months since use of Tafamidis
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TAFAMIDIS: real world evidence

» Retrospective analisis from THAOS (TranstHyretin Amyloidosis Outcomes Survey) real-world registry
> 1441 patients (587 with tafamidis vs 854 without tafamidis) enrolled between 2007-2023
» 13,4% of treated patients enrolled 2019-2023 / 54,8% of untreated patients enrolled 2013-2018

» Median follow-up: 2,2 years

= ~ —L A Corunia
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TAFAMIDIS: real world evidence

Tafamidis-treated (n = 587) Tafamidis-untreated (n = 854) PValue
Sex, n (%) 0.25
Male 539 (91.8) 769 (20.0)
Female 48 (8.2) 85(10.0)
Race/ethnicity,*n (%) 502 767 <0.001
Afro-Caribbean 1(0.2) 8(1.0)
American Hispanic 1(0.2) 0
Asian 9(1.8) 8(1.0)
Black or African American 28 (5.6) 72(9.4)
Latino American 0 12(1.6)
White 463 (92.2) 659 (85.9)
Other 0 8(1.0)
Age at symptom onset (y), n 500 783 0.86
Median (10th, 90th percentile) 72.5(59.5, 82.5) 72.5(57.5, 82.5)
Time from symptom onset to diagnosis (y), n 495 726 0.45
Median (10th, 90th percentile) 1.6 (0.0, 13.0) 1.4 (0.0, 10.7)
Year of enrollment, n (%) <0.001
2007-2012 13(2.2) 147 (17.2)
2013-2018 143 (24.4) 468 (54.8)
2019-2023 431 (73.4) 239 (28.0)
Age at enrollment (y), median (10th, 90th percentile) 77.7 (68.0, 85.9) 76.4(65.2,85.7) 0.02
Symptom duration at enrollment (y), n 500 783 0.30
Median (10th, 90th percentile) 3.0(0.4,13.7) 2.7(0.3,11.9)
Follow-up time,’ (y), median (10th, 90th percentile) 2.2(0.5,5.3) 2.3(0.6,5.7) 0.07
TTR genotype, n (%) <0.001
Variant 48 (8.2) 138 (16.2)
Wild-type 539 (91.8) 716 (83.8)

A CORUNA HF 26-27 SEPTEMBER 2025 #ACORUNAHF2025 Q H ﬁggﬁ"énure
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TAFAMIDIS: real world evidence

Most Common TTR Variants, n () 0.01
V122l (p. V142) 21 (3.6) 69 (8.1)
V30M (p.V50M)* 3(0.5) 18(2.1)
168L (p.188L) 5(0.9) 10(1.2)
Heart failure, n (%) 509 (86.7) 787 (92.2) <0.001
NYHA functional class, n (%) 484 769 <0.001
| 76 (15.7) 80(10.4)
Il 305 (63.0) 456 (59.3)
] 102 (21.1) 207 (26.9)
1\ 1(0.2) 26(3.4)
NT-proBNP (pg/mL), n 157 487 0.04
Median (10th, 90th percentile) 1883.0 (4592.0, 6837.0) 2498.0 (466.0, 8256.0)
LV septum thickness (mm), n 464 611 0.13
Median (10th, 90th percentile) 17.0(13.0, 22.0) 17.0(13.0, 22.0)
LV ejection fraction (%), n 472 609 0.02
Median (10th, 90th percentile) 50.0(33.0, 63.0) 49.0(29.0, 62.0)
mBMI, n 403 473 0.23
Median (10th, 90th percentile) 1077.6 (851.8, 1346.5) 1060.2 (806.4, 1344.1)
Past or current clinical trial participation, I'n (26) 581 752 0.70
Yes 120 (20.7) 149 (19.8)
Tafamidis trial 7(1.2) 0
Non-tafamidis trial 113(19.4) 149 (19.8)
No 461 (79.3) 603 (80.2)
Diagnostic method,* n (%) -
Clinical symptoms 546 (93.0) 734 (85.9)
Amyloid confirmed on tissue biopsy 244 (41.6) 460 (53.9)
TTR confirmed as precursor protein on tissue biopsy 218 (37.1) 401 (47.0)
Scintigraphy 352 (60.0) 228 (26.7)
Other 66(11.2) 34 (4.0)
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TAFAMIDIS: real world evidence

1.0-
0.9-
0.8-
0.7
0.6-
0.57 59.3%

04— (95% CI 55.2-63.0)
0.3~
0.2-

0.1- — Tafamidis-treated (n = 587)
0.0 — Tafamidis-untreated (n = 854)

84.4%
(95% CI 80.5-87.7)

76.8%
(95% CI 70.9-81.7)

70.0%
(95% Cl 66.4-73.2)

Probability of OS

0 6 12 18 24 30 36 42
Months
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TAFAMIDIS: real world evidence

Tafamidis dose

20mg (n=52) 80/61 mg (n=455) 20to 80/61 mg(n=73) Otherdoses(n=7) All doses(n=587)

Number of AEs, n 22 258 61 11 352
Patients with AEs, n (%) 11(21.2) 120 (26.4) 28 (38.4) 2 (28.6) 161 (27.4)
Patients with serious AEs, n (%) 10(19.2) 21 (20.0) 20 (27.4) 2 (28.6) 123 (21.0)
Patients with severe AEs, n (%) 8(15.4) 77 (16.9) 16 (21.9) 2 (28.6) ° 5)
Patients for whom treatment was withdrawn 1(1.9) 12 (2.6) 2(2.7) 1(14.3)
due to AEs,* n (%)
Patients with dose reduction due to AEs, n (%) 0 (0.0) 0(0.0) 0(0.0) 0 (0.0) 0(0.0)
- = A Corufia
A CORUNA HF 26-27 SEPTEMBER 2025 #ACORUNAHF2025 QH Hggrgﬁ;’lure

Garcia-Pavia P, et al. J Card Fail. 2025;31:525-533



TAFAMIDIS and LVEF

Patients randomized and treated in ATTR-ACT

FEVI <50% (50% of the cohort)

Tafamidis meglumine 80 mg Placebo R rze_glélam ine 20 mg 100 - HR for all-cause mortality:
n=1762 n=1772 . T : At 30 months: 0.67 (95% CI 0.425-1.041); p = 0.07
(o [l o leie all eyt 90 ~ At 60 months: 0.57 (95% CI 0.391-0.832); p < 0.01
l—l—l 80 4 At the end of the LTE: 0.53 (95% CI 0.367-0.758); p < 0.001
LVEF <50% LVEF 250% [AU =220 LVEF =50% 70 4
n=288 n=285 n=289 n =86 ©
> 60—
| | 2 50
Joined the LTE study and Joined the LTE study and f};
continued to receive tafamidis  randomized 2:1 to tafamidis Tafamidis o 40 4 0
meglumine 80 mg meglumine 80 or 20 mg 80/61 mg groups o~ 30 - 33 /0 (30 monthS)
| | Placebo to 20
LVEF <50% LVEF >50° o o tafamidis groups ATTR-ACT.
<50% 250% AUSERSE LVEF =250% 10 - 30 months randomized to LTE study:
n=47 n =61 n=35 n=47 0 tafamidis or placebo all patients received tafamidis
| | I | | | I 1 I 1 I I I I 1 I I I 1 I | | I
Following a protocol amendment, all patients in the LTE study 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60

switched to tafamidis free acid 61 mg

Survival 30 months ~70%  Months

—— Tafamidis 80 mg/61 mg — Placebo to tafamidis

A CORUNA HF 26-27 SEPTEMBER 2025 #ACORUNAHF2025 QH Heart Filre
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Os pacientes deben cumprir os seguintes criterios:

1. -Diagnéstico de insuficiencia cardiaca:
= A lo menos unha hospitalizaciéon previa ou ter clinica de sobrecarga de volume que
precise tratamento diurético para a melloria (sen hospitalizacién) -indicar data
= Clase I-1I* da NYHA -indicar clase
m) FEVI > 50% -indicar FEV
» Grosor da parede do septo interventricular telediastélico >12 mm na ecocardiografia .-
indicar data ecocardiografia e dato del grosor do septo.

= ~ ~ d‘ A Corunia
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TAFAMIDIS and NYHA functional class

(1)

100 4
90 4
80 4
70
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50 4
40
304
20 1
10 1

Probability of survival (%) =

NYHA class | and Il

HR for all-cause mortality:
0.50 (95% confidence interval: 0.35-0.73)
p =0.0003

oty & “S_ontinuous tafamidis
B b
'.|_“.

Censored: + Placebo to tafamidis

04

T T T T T T T T T T T T T T T T T T T T T T
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NYHA class lll

HR for all-cause mortality:
0.64 (95% confidence interval: 0.41-0.99)
p=0.0460

Continuous tafamidis
+ ++ o+ +
i

Censored: +

Placebo to tafamidis

0 3 6 O 1215 18 21 24 27 30 33 36 30 42 45 48 51 54 57 60 63 66 60 72 75 78 81

Time to event (months)

% survival

(2)

100
90
80
70
60
50
40
30

204

NYHA class at baseline
lorll
e |1 O [V

Censor. +

Treatment duration (months)

NYHA I-ll survival 30 months ~ 80%
NYHA Ill Survival 30 months ~ 40%

NYHA lll mean survival ~ 2 years
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P Value from

Finkelstein—
Schoenfeld Survival Analysis P Value for (iovascular Hospim@ P Value for
Subgroup Method Hazard Ratio (95% Cl) Interaction Relative Risk Ratio (95% ClI Interaction
Overall — pooled tafamidis <0.001 : ===
vs. placebo : :
TTR genotype : 0.79 : 0.11
ATTRm 0.30 . e
ATTRwt <0.001 . ; —
NYHA baseline 0.22 <0.001
Class l or Il <0.001 * . — .
Class III 0.78 - e
Dose . .
80 mg vs. placebo 0.003 '—O%E — E
20 mg vs. placebo 0.005 . : —— |
0.I25 U.ISU 1 ;]0 2.;}0 0.|25 U.ISU l.;]t] 2.;}0
— - i -
Tafamidis Better Placebo Better Tafamidis Better Placebo Better

A CORURNA HF 26-27 SEPTEMBER 2025 #ACORUNAHF2025

Maurer MS, et al. N Engl J Med. 2018;379:1007-1016
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TAFAMIDIS and NYHA functional class

Os pacientes deben cumprir os seguintes criterios:

1. -Diagnéstico de insuficiencia cardiaca:
= A lo menos unha hospitalizaciéon previa ou ter clinica de sobrecarga de volume que
precise tratamento diurético para a melloria (sen hospitalizacién) -indicar data
= Clase I-1I* da NYHA -indicar clase
= FEVI 2 50% -indicar FEVI
» Grosor da parede do septo interventricular telediastélico >12 mm na ecocardiografia .-
indicar data ecocardiografia e dato del grosor do septo.

*NYHA Ill: a ficha técnica contempla o uso en pacientes NYHA | e Il quedando os pacientes
NYHA Il a criterio dun médico con experiencia no manexo de pacientes con amiloidose.

= ~ ~ d‘ A Corunia
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TAFAMIDIS and AGE

Efficacy of Tafamidis (80/61 mg) in Patients With ATTR-CM

Patients age <80 years Patients age 280 years
125 received tafamidis and 140 received placebo 51 received tafamidis and 37 received placebo

o

Smaller decline in KCCQ-0S score throughout Smaller decline in KCCQ-OS score throughout
the LTE study the LTE study

HR for all-cause mortality favors tafamidis: W HR for all-cause mortality trends in favor of
0.45 (95% Cl: 0.32-0.64; P < 0.0001) ) | @ tafamidis: 0.68 (95% Cl: 0.40-1.15; P = 0.1526)

. p= f‘l A Coruia
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TAFAMIDIS and AGE

» Retrospective observational multicenter study in France (Healthcare European Amyloidosis Registry)

» 1380 patients = 80 yo (1194 with tafamidis vs 186 without tafamidis)

(E}DJ

o % o | 1,00
E T z
| L Tafamidis 80/61mg Propensity score 3 o Tatarmiie
: e > 50501 -------moommsmmsommoommoomooooo i
8 : , « ; s I
e Age g £0.251 p <0.0001 :
- p <0.0001 NYHA 0.001_, . : : : S —
SBP 0 6 12 18 24 30 36
Troponin T
Numbz[ - 3 [} '] 12 15 Tir:e (MO:th) 4 27 K1} 3 36 NTp roBN P
IVST
LVEF
E/e’
ASAT
ALP
- = A Corufia
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CONCLUSIONS

1. Tafamidis is a transthyretin stabilizer available in Spain since june 2023. It was the first specific drug

to treat patients with ATTRwt/ATTRv-CM, and continues to be the only available in our country
2. In the ATTR-ACT clinical trial, tafamidis was associated with reductions in all-cause mortality and
cardiovascular-related hospitalizations and reduced the decline in functional capacity and quality of life

compared with placebo. Furthermore, it proved to be a safe and well-tolerated drug

3. The results of the ATTR-ACT long-term extension study and the evidence obtained from the use of

tafamidis in real life confirm its usefulness and safety

A Corufia
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CONCLUSIONS

4. Patients with ATTR-CM and a reduced LVEF <50% benefit from tafamidis, similar to those with a
preserved LVEF

5. In patients with ATTR-CM and an advanced functional class, tafamidis was also associated with a
reduction in all-cause mortality compared with placebo. However, the poor prognosis of these patients

may determine the prescription of the drug

6. In octogenarians with ATTR-CM, treatment with tafamidis is associated with less deterioration in

quality of life and functional capacity, and seems to reduce all-cause mortality. In these patients, a

comprehensive assessment beyond age should guide the treatment decision

A Corufia
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