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Amyloidosis: protein misfolding disease

aggregation of normally soluble proteins into soluble B-sheet fibrils which
are deposited in target tissues causing progressive organ dysfunction
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AT TR: Therapeutic opportunities

Obici & Merlini. Expert Opin Investig Drugs. 2014;23:1239-51
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TABLE 3 ATTR Specific Disease Modifying Therapies

Stabilizers |

Diflunisal

Tafamidis

Acoramidis

| Silencers |

Patisiran

Vutrisian

Eplontersen

Mechanism of Stage of Route of Phase3 Cardiovascular Trial
Action Approval Administration Dose Clinical Trial Outcomes Side Effects
Stabilizes TTR to Approved as an Oral 250 mg twice daily NA Small retrospective studies Fluid retention
prevent NSAID, off- have demonstrated an  Bleeding
dissodation license use ' -
TABLE 3 Continued
Mechanism of Stage of Route of Phase3 Cardiovascular Trial
|:llon Approval Administration Dose Clinical Trial Outcomes Side Effects
L3
Gene Editors |
NTLA-2001 CRISP-Cas9 editing Under Intravenous 0.1 mg/kg or 0.3 mg/kg given NA A small phase 1 trial has Headache
of the TTR gene investigation infusion once demonstrated that Vitamin A
NTLA-2001 is safe and defidency
results in a sustained
Stabilizes TTR to Due to be TTR knockdown
prevent reviewed by
dissodiation the FDA Depleters
NI0O6 Recombinant human  Under Intravenous 4 weekly infusions with doses NA A small phase 1 trial has Arthralgia
anti-ATTR investigation infusion ranging from 0.3-60 mg/kg demonstrated that Thrombocytopenia
monodonal 1gG1 NIOO6 is safe and at
antibody that higher doses appeared
binds ATTR- to reduce NT-proBNP,
amyloid troponin |, and
myocardial
extracellular volume. A
siRNA targeting TTR  Approved for Intravenous  80-min infusion based phase3 trial will assess
mRNA ATTR-PN, infusion weight every 3 wks efficacy in ATTR-CA.
but not for <100kg =03 mg PX004 Humanized igG Under Intravenous 4 weekly infusions with doses NA A small phase 1 trial has Unknown
ATTR-CA kg =30 mg antibody that investigation infusion ranging from 0.1-3.0 mg/kg demonstrated that
binds ATTR- PX004 is safe
amyloid
) _ AT-02 Pan amyloid removal  Under Intravenous  Daosing not available NA A small phase 1 trial is Unknown
siRNA targeting TTR technology using investigation infusion cumrently ongoing
mRNA asingle-chain
fusion protein to
stimulate
immunological
removal of
amyloid
v 6MWT — 6-minute walk test; ASO — antisense olgonucieotide; CA — cardiac amyloidasis; FDA — U.S. Food and Drug Administration; igG — immunoglobulin G; mRNA — messenger RNA; NA — not available;
NSAID - nonsteroidal ant+inflammatory drug; PN — polyneuropathy; RCT — Randomized antrolled trial; SRNA — small interfering RNA; TTR — Transthy retin; other abbreviations as in Tables 1 and 2.
ASO inhibitor of TTR  Approved for Subcutaneous 45 mg monthly CARDIO- CARDIO-TTRansform is a Headache
production ATTR-PN, injection TTRansform phase 3 RCT designed  Vitamin A
but not for to assess the efficacy of defidency
ATTR-CA

eplontersen in patients

with ATTR-CA
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@ ESC European Journal of Heart Failure (2021) POSITION PAPER

European Society  doi:10.1002/ejhf.2140
of Cardiology

Diagnosis and treatment of cardiac
amyloidosis. A position statement of the Cardiac amyloidosis iS
European Society of Cardiology Working »

Group on Myocardial and Pericardial Diseases :
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The NEW ENGLAND JOURNAL of MEDICINE NYHA class
(1M1 and 111)3

“ ORIGINAL ARTICLE ”

Tafamidis Treatment for Patients
with Transthyretin Amyloid Cardiomyopathy

LVEF status4

Mathew S. Maurer, M.D., Jeffrey H. Schwartz, Ph.D.,
Balarama Gundapaneni, M.S., Perry M. Elliott, M.D., 1
Giampaolo Merlini, M.D., Ph.D., Marcia Waddington-Cruz, M.D., ATT R-ACT
Arnt V. Kristen, M.D., Martha Grogan, M.D., Ronald Witteles, M.D.,
Thibaud Damy, M.D., Ph.D., Brian M. Drachman, M.D., Sanjiv J. Shah, M.D.,
Mazen Hanna, M.D., Daniel P. Judge, M.D., Alexandra |. Barsdorf, Ph.D.,

Peter Huber, R.Ph., Terrell A. Patterson, Ph.D., Steven Riley, Pharm.D., Ph.D.,
Jennifer Schumacher, Ph.D., Michelle Stewart, Ph.D., Marla B. Sultan, M.D., M.BA.,

and Claudio Rapezzi, M.D., for the ATTR-ACT Study Investigators* Atrial fi bri I Iati o n5

ATTR-ACT LTE2

Octogenarian
(aged <80 and 280 years)¢

MDedge LATEST QUIZZES VIDEOS

ATTR-ACT shows treatment
breakthrough in amyloid
cardiomyopathy

September 4, 2018 | CARDIOLOGY NEWS @ @

Bruce Jancin

ATTR-ACT: Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; CKD: chronic kidney disease; LTE: long-term extension; LVEF: left ventricular ejection fraction; NYHA: New York Heart Association.
1. Maurer MS, et al. N Engl J Med 2018;379(11):1007-16; 2. Elliott P, et al. Circ Heart Fail 2022;15(1):e008193; 3. Elliott P, et al. Eur J Heart Fail 2023;25(11):2060—4; 4. Drachman B, et al. Eur J Heart Fail 2024;26(9):2038—46; 5. Witteles R, et al. JACC
CardioOncol 2024;6(4):592-8; 6. Garcia-Pavia P, et al. JACC Heart Fail 2024;12(1):150-60; 7. Sperry BW, et al. JACC CardioOncol 2024;6(2):300-6.



Variant (24.0%)
== Wild-type (76.0%)

S

441 Patients

ATTR-ACT and LTE:* study design?

ATTR-ACT

Val122lle (58.5%)
lle68Leu (12.3%)

Thr60Ala (11.3%)
Val30Met (8.5%)

Pro24Ser (2.8%)

Other (7.5%)

7,

106 Patients

Tafamidis meglumine

_s 80 mg oral QD

8 (n=176)

g Tafamidis meglumine
2 20 mg oral QD

©

&  (n=88)

& Placebo oral QD

plus standard of care3
(N=441) (n=177)

Baseline

Tafamidis is the only treatment for ATTR cardiomyopathy with 5 years of clinical data
Prolonged survival was observed throughout ATTR-ACT and the LTE!

Tafamidis 61 mg is indicated to treat adult wild-type and hereditary ATTR cardiomyopathy patients.3 All patients on tafamidis meglumine (20 or 80 mg QD) were analyzed in a combined approach. Tafamidis 61 mg corresponds to 80 mg tafamidis meglumine. Tafamidis and tafamidis meglumine are not interchangeable on a per-mg basis.23

*Upon completion of ATTR-ACT, patients could enroll in the ongoing LTE study for up to 60 months. Patients receiving tafamidis in ATTR-ACT continued to receive the same dose uninterrupted, while those in the placebo group were randomized 2:1 to tafamidis 80 mg or 20 mg. Patients were treated with tafamidis 80 mg or 20 mg (up to the protocol amendment) for a median of 39 months. Median LTE
follow-up was 58.5 months in the continuous tafamidis 80 mg to 61 mg group and 57.1 months in the placebo to tafamidis 80 mg/20 mg to 61 mg group. For both groups, time zero for survival analyses was the time of enroliment in ATTR-ACT; 4 tA single tafamidis 61 mg capsule is bioequivalent to tafamidis 80 mg (four 20-mg capsules) and is not interchangeable on a per-mg basis.23

ATTR-ACT: Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; ATTR cardiomyopathy: transthyretin amyloid cardiomyopathy; LTE: long-term extension; QD, once daily.

1. Elliott P, et al. Circ Heart Fail 2022;15(1):e008193; 2. Lockwood PA, et al. Clin Pharmacol Drug Dev 2020;9(7):849-54; 3. Vyndagel (tafamidis), Summary of Product Characteristics, EMA. Available at: https://www.ema.europa.eu/documents/product-informaton/vyndaqel-epar-product-information_en.pdf (Accessed April 2025); 4. Maurer MS, et al. N Engl J Med 2018;379(11):1007-16.



ATTR-ACT and LTE post hoc analysis: 5-year

all-cause mortality data

1.0
Tafamidis 80 mg

0.8

Placebo
0.6

0.4

Survival probability

0.2

Tafamidis 80 mg/20 mg to 61 mg

Tafamidis 80 mg to 61 mg

=t Rclative risk
reduction

41%

0.0

Time to event from first dose (months)

Figure adapted from Elliott P, et al. Circ Heart Fail 2022 15(1):e008193.1
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Patients taking continuous
tafamidis meglumine 80 mg to
tafamidis free acid 61 mg
showed a clinically
significant improvement
in survival at 5 years
versus those first treated
with placebo*t

The preliminary 5-year
survival rate with continuous
tafamidis was 53% versus
32% in patients who first
received placebo (P<0.001)

zed to tafamidis meglumine 80 mg o tafamidis meglumine 20 mg (2:1), then ransitione t tafamidis free acid 61 mg. Median LTE
and e treated as death. Differential
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“The B-mirute walk test (EMWT) evalsied paients’ funciional capacity by measuring their distance walksd in 6 minutes | 1The Kansas City Cardiomyopathy Questiconaire-Overall Summary (KCOQ-0S) scare
asseases pafents’ quality of life using the follow domains: total sympriome (symptom frequency, symptom burden), physical limitasion, quality of life, and socal limitafion. Score range from 0 % 100, with higher soares.
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Mean baseline KCCQ-0OS
« 67.12 (SD 21.29) for the continuous tafamidis group* o
+ 65.90 (SD 21.74) for the placebo to tafamidis group LS mean change from baseline in KCCQ-OS

. —@— Continuous tafamidis -@- Placebo to tafamidis
Comparison of treatment groups

« At both Months 30 and 60, the continuous tafamidis group
had a significantly smaller decline in KCCQ-OS compared
with the placebo to tafamidis group

+ At Month 30: LS mean difference in change between groups was
13.38 (95% ClI, 9.21-17.54; P<0.0001)

+ At Month 60: LS mean difference in change between groups was
18.83 (95% ClI, 12.64-25.03; P<0.0001)

« The continuous tafamidis group had a 6-point reduction in
LS mean (SE) KCCQ-OS at Month 30, with no further decline
over the next 30 months

« The placebo to tafamidis group had a 20-point reduction in | I
LS mean KCCQ-OS at Month 30, but the decline slowed after 0 30 60
initiating tafamidis during the LTE
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ATTR-ACT LTE study
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w
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Figure adapted from Grogan M, et al. Eur J Heart Fail 2024;26(3):612-5.

*Patients receiving tafamidis 20 mg in ATTR-ACT were excluded from this analysis because this dose is not approved for the treatment of ATTR cardiomyopathy.

ATTR-ACT: Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; ATTR cardiomyopathy: transthyretin amyloid cardiomyopathy Cl: confidence interval; KCCQ-OS: Kansas City Cardiomyopathy Questionnaire Overall Summary score; LS: least squares; LTE: long-term extension; SD: standard deviation; SE:
standard error.

Grogan M, et al. Eur J Heart Fail 2024;26(3):612-5.



Tafamidis has a similar and comparable safety profile to placebo

Tafamidis Tafamidis Placebo

meglumine meglumine (ATTR-ACT In the ATTR-ACT study, the frequency of
80 mg 20 mg* only) adverse events in patients treated

with tafamidis meglumine 80 mgt was

ATTR-ACT!? . x

generally similar and comparable to
N 176 38 177 that of the placebo group?2
Patients with serious TEAEs 75.6% 75.0% 79.1%
Patients with severe TEAEs 62.5% 61.4% 64.4%

No new safety concerns were
ATTR-ACT + LTE? identified throughout the LTE, and the
frequency of adverse events
remained similar to that with placebo
Patients with serious TEAEs 69.6% 72.2% (median follow-up across both studies:
~58 months)3

N 227 115

Patients with severe TEAEs 53.3% 53.0%

Tafamidis 61 mg is indicated to treat adult wild-type and hereditary ATTR cardiomyopathy patients.2 ) . o o . o o
*Tafamidis meglumine 20 mg is not indicated for use in ATTR-CM.2 tAll patients on tafamidis meglumine (20 or 80 mg QD) were analyzed in a combined approach. Tafamidis 61 mg corresponds to 80 mg tafamidis meglumine. Tafamidis and tafamidis
me_PIumme are not interchangeable on a per-mg basis.24 . ) . . ) ) .

ATTR-ACT: Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; ATTR cardiomyopathy: transth\éretm amyloid card|omXOp.athY; LTE: long-term extension; QD: once daily; TEAE: treatment-emergent adverse event. . .
1. Dam%T, et al. Eur J Heart Fai 2021;23522):2 7-85; 2. Vyndagel (tafamidis), Summary of Product Characteristics, EMA. Available at: https://www.ema.europa.eu/documents/product-information/vyndaqgel-epar-product-information_en.pdf (Accessed April
25, 2025); 3. Elliott P, et al. Circ Heart Fail 2022;15(1):e008193; 4. Lockwood PA, et al.”"Clin Pharmacol Drug Dev 2020;9(7):849-54.



Tafamidis has 7+ years of efficacy data, including data across multiple patient
populations and parametersi-11

Atrial fibrillation3 _/ » NAC stage (I, I, and )11

ATTR-ACT!

ATTRwt-CM and
ATTRv-CM subgroups10

LVEF status®

Octogenarian
(aged <80 and =80 years)4 \

NYHA class (Ml and )5~ L

CKDé¢ Improvers?
~77,000 patients have been treated worldwide with VYNDAQEL to date*

*76,888 from May 2019 to January 2026. Data obtained from multiple sources, such as IQVIA reports, national registry data, distribution reports, and finance data.

ATTR-ACT, Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; ATTRv-CM, hereditary transthyretin amyloid cardiomyopathy; ATTRwt-CM, wild-type transthyretin amyloid cardiomyopathy; CKD, chronic kidney disease; LTE, long-term extension;
LVEF, left ventricular ejection fraction; NAC, National Amyloidosis Centre; NYHA, New York Heart Association.

1. Maurer MS, et al. Tafamidis treatment for patients with transthyretin amyloid cardiomyopathy. N Engl J Med. 2018;379(11):1007-16; 2. Elliott P, et al. Long-term survival with tafamidis in patients with transthyretin amyloid cardiomyopathy. Circ
Heart Fail. 2022;15(1):e008193; 3. Witteles R, et al. Atrial fibrillation as a prognostic factor for all-cause mortality in patients with transthyretin amyloid cardiomyopathy. JACC CardioOncol. 2024;6(4):592-8; 4. Garcia-Pavia P, et al. Tafamidis efficacy
among octogenarian patients in the Phase 3 ATTR-ACT and ongoing long-term extension study. JACC Heart Fail. 2024;12(1):150-60; 5. Elliott P, et al. Improved long-term survival with tafamidis treatment in patients with transthyretin amyloid
cardiomyopathy and severe heart failure symptoms. Eur J Heart Fail. 2023;25(11):2060-4; 6. Sperry BW, et al. Effect of tafamidis on renal function in patients with transthyretin amyloid cardiomyopathy in ATTR-ACT. JACC CardioOncol.
2024;6(2):300-6; 7. Hanna M, et al. Improvements in Efficacy Measures With Tafamidis in the Tafamidis in Transthyretin Cardiomyopathy Clinical Trial. JACC Adv. 2022;1(5):100148; 8. Shah SJ, et al. Effect of tafamidis on cardiac function in patients
with transthyretin amyloid cardiomyopathy: a post hoc analysis of the ATTR-ACT randomized clinical trial. JAMA Cardiol. 2024;9(1):25-34; 9. Drachman B, et al. Long-term tafamidis efficacy in patients with transthyretin amyloid cardiomyopathy by
baseline left ventricular ejection fraction. Eur J Heart Fail. 2024;26(9):2038-46; 10. Rapezzi C, et al. Efficacy of tafamidis in patients with hereditary and wild-type transthyretin amyloid cardiomyopathy: further analyses from ATTR-ACT. JACC Heart
Fail. 2021;9(2):115-23; 11. Damy T, et al. Long-term efficacy of tafamidis in patients with transthyretin amyloid cardiomyopathy by National Amyloidosis Centre stage. Eur J Heart Fail. 2025;27(12):2998-3009.

Cardiac functions?




Efficacy and Safety of Acoramidis in
Transthyretin Amyloid Cardiomyopathy
Results of the ATTRibute-CM Trial

632 pazienti

Key
eligibility
criteria
800 mg acoramidis HCI twice daily

N=421

800 mg
acoramidis

* Subjects with diagnosed ATTR-

CM (WT or variant) Hel

* NYHA Class I-lll twice daily

placebo twice daily
* ATTR-positive biopsy or

99mTc scan N=211

* Light chain amyloidosis Zf::;’g::l
excluded if diagnosis by 99mTc Tafamidis usage allowed after Month 12

N Engl J Med 2024;390:132-42



Acoramidis tetrameric stabilization mimic T119M mutation

T119M-TTR




PRIMARY ENDPOINT - overall and subgroups

Hierarchical Components Win Ratio (95% Cl) P Value
Death from any cause, cardiovascular-related E . i 1.8 (1.4-2.2) <0.001
hospitalization, NT-proBNP, 6-min walk distance :
Death from any cause, cardiovascular-related | > | 1.4 (1.1-1.8)
hospitalization, 6-min walk distance .
Death from any cause, cardiovascular-related X B | 1.5 (1.1-2.0)
hospitalization :
| 1 1 1 1 1
0.0 0.5 1.0 1.5 2.0 2.5
~ L
Placebo Better Acoramidis Better

N Engl J Med 2024;390:132-42



PRIMARY ENDPOINT - overall and subgroups

Subgroup No..ot Win Ratio FS test

Patients [95% CI] P-value

Overall 611(100.0) | —— 1.772[1.417,2.217] <0.0001
ATTR-CM Genotype !

ATTRm-CM 59(9.7) i - 2.529[1.303,4.911] 0.0061

ATTRwt-CM 552(90.3) E —— 1.756 [ 1.396, 2.208 ] <0.0001
NT-proBNP (pg/mL) i

<= 3000 401(65.6) i —— 1.787 [1.373, 2.325] <0.0001

> 3000 210(34.4) i —— 1.678[1.160,2.426] 0.0060
eGFR (mL/min/1.73m2) E

<45 94(15.4) wi—o—- 1.410[0.849,2.341] 0.1841

>=45 517(84.6) E —— 1.797 [ 1.452,2.226] <0.0001
Age (years) i

<78 299(48.9) i —— 2.052[1.489,2.829] <0.0001

>=78 312(51.1) i'—o—' 1.499[1.098,2.045] 0.0107
NYHA Class :

I, 1l 512(83.8) i —— 1.892[1.479,2.419] <0.0001

[ 1l 99(16.2) -—:L-—' 1.150[0.652,2.030] 0.6292 ]
0 1 2 3 4 5
< > N Engl J Med 2024;390:132-42

Placebo Better Acoramidis Better



Cardiovascular Hospitalization on overall analysis

Subgroup No.-of Relative Risk
Patients [95% CI]
| Overall 611(100.0) —— 0.496 [ 0.355, 0.695] |
ATTR-CM Genotype i
ATTRm-CM 59(9.7) . E 0.377[0.139, 1.027 ]
ATTRwWt-CM 552(90.3) —— 0.514 [ 0.360, 0.734 ]
NT-proBNP (pg/mL)
<= 3000 401(65.6) —— 0.456 [ 0.299, 0.695 ]
> 3000 210(34.4) —-—l 0.576 [ 0.330, 1.003 ]
eGFR (mL/min/1.73m2) i
<45 94(15.4) . 0.594 [ 0.250, 1.415 ]
>= 45 517(84.6) —— 0.481 [ 0.334, 0.692 ]
Age (years) i
<78 299(48.9) —— 0.437 [ 0.275, 0.696 ]
>=78 312(51.1) . 0.576 [ 0.353, 0.940 ]
NYHA Class i
1, 1l 512(83.8) Ce i 0.447 [ 0.310, 0.645 ]
Il 99(16.2) — 0.721[0.313, 1.660 ]
0 05 % 15 2

4 »

" Acoramidis Better Placebo Better N Eng] J Med 2024;390:132-42




Cumulative event

SECONDARY ENDPOINT — All cause Mortality

35% A
-e= Acoramidis

30% - -o= Placebo
25% +

20% -

15% 1

10% A

5% -

Separation
observed at

0% A

Month 19
0 3 6 9 12 15 18 21 24 27 30
Time since Randomization (Months) N Engl J Med 2024;390:132-42



Stabilization of TTR is associated with increases in
serum TTR

Data from the AT TRibute-CM trial found
elevated serum TTR levels following
treatment with acoramidis

TTR, transthyretin.
Maurer MS, et al. Early Increase in Serum Transthyretin by Acoramidis Independently Predicts Improved Survival in TTR Amyloid Cardiomyopathy. J Am Coll Cardiol. 2025;85 (20):1911-1923.



The increase in serum TTR and correlation with survival outcomes represents
a class effect for TTR kinetic stabilizers?

In a retrospective cohort of 185
tafamidis-treated patients,

serum TTR rose significantly +9.5 mg/ o

Mean change

(Follow-up TTR levels were
collected a median of 5.74
months after
starting VYNDAQEL)

VYNDAQEL (tafamidis 61 mg) is indicated to treat adult wild-type and hereditary ATTR-CM patients. Tafamidis 61 mg corresponds to 80 mg tafamidis meglumine. Tafamidis and tafamidis meglumine are not interchangeable on a per-mg
basis23
ATTR-CM, transthyretin amyloid cardiomyopathy; TTR, transthyretin.

1. Ansari B, et al. Increase in serum transthyretin after tafamidis is associated with improved survival in transthyretin amyloid cardiomyopathy. J Am Coll Cardiol. 2026; Epub ahead of print; 2. Pfizer Inc. Vyndagel 20 mg (tafamidis

meglumine) and 61 mg (tafamidis) summary of product characteristics. https://www.ema.europa.eu/documents/product-information/vyndagel-epar-product-information_en.pdf (Accessed April 2026); 3. Lockwood PA, et al.
The bioequivalence of tafamidis 61-mg free acid capsules and tafamidis meglumine 4x 20-mg capsules in healthy volunteers. Clin Pharmacol Drug Dev. 2020;9(7):849-54.
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Gene silencing in ATTR Amyloidosis

Inotersen (antisense oligonucleotide)
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Patisiran (small interfering RNA)
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Vutrisiran in Patients with Transthyretin
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Tafamidis

. (Pfizer Inc.)
Mechanism

of action TTR stabilizer

Approved
dose

One capsule of VYNDAQEL
61 mg orally once daily

V This drug is subject to additional follow-up. It is a priority to report suspected adverse reactions associated with this medicinal product.
V Este medicamento esta sujeto a seguimiento adicional, es prioritaria la notificacion de sospechas de reacciones adversas asociadas a este medicamento.

VYNDAQEL (tafamidis 61 mg) is indicated to treat adult wild-type and hereditary ATTR-CM patients.! VYNDAQEL (tafamidis 61 mg) esta indicado para el tratamiento de pacientes adultos con ATTR-CM de tipo silvestre

y hereditario.! A single tafamidis 61 mg capsule is bioequivalent to tafamidis 80 mg (four 20-mg capsules) and is not interchangeable on a per-mg basis-'4 Una sola capsula de acido libre de tafamidis de 61 mg es
bioequivalente a tafamidis meglumina de 80 mg (cuatro capsulas de 20 mg) y no es intercambiable por mg*4

ATTR-CM, transthyretin amyloid cardiomyopathy; IU, international units; siRNA, small interfering RNA; TTR, transthyretin.

1. Pfizer Inc. Vyndagel 20 mg (tafamidis meglumine) and 61 mg (tafamidis) summary of product characteristics. https://www.ema.europa.eu/documents/product-information/vyndagel-epar-product-information_en.pdf

(Accessed April 2026); 2. Bayer AG. Beyonttra (acoramidis) summary of product characteristics. https://www.ema.europa.eu/en/documents/product-information/beyonttra-epar-product-information_en.pdf (Accessed April
2026); 3. Alnylam. Amvuttra (vutrisiran) summary of product characteristics. https://www.ema.europa.eu/en/documents/product-information/amvuttra-epar-product-information_en.pdf (Accessed April 2026); 4. Lockwood
PA, et al. The bioequivalence of tafamidis 61-mg free acid capsules and tafamidis meglumine 4 x 20-mg capsules in healthy volunteers. Clin Pharmacol Drug Dev. 2020;9(7):849-54.
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A 2026 Position Statement provides recommendations on

how to assess overall disease progression in patients with ATTR-CM
Published in JACC: Heart Failure

List of Parameters, Thresholds, and Categories

Disease progression can be considered if at least 2 parameters meet their defined thresholds
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Parameters should be evaluated every 12 months and compared with the results from 12 months prior
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@ E S C European Heart Journal (2025) 00, 1-15 SPECIAL ARTICLE

European Society  https://doi.org/10.1093/eurheartj/ehaf710 i i i
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Non-amyloid specific treatment for
transthyretin cardiac amyloidosis: a clinical
consensus statement of the ESC Heart
Failure Association

Pablo Garcia-Pavia ® ">*#!, Esther Gonzalez-Lopez"?1, Lisa J. Anderson®,
Francesco Cappellis, Thibaud Damy ® 6, Marianna Fontana’,
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Patients exhibiting disease progression may benefit from review
and optimization of their non-ATTR-CM-specific therapies

(2 )
Heart failure guideline- SGLT2 inhibitors
directed medical therapies in

ATTR-CM

-
.

MRA

N / Additionally, the

» ~ - N consensus advises the
Not advised in LVEF>40% use of diuretics as part

Beta-Blockers i P
| o 4 Possible in LVEF<40% J of a volume
management plan for
& B & )

patients with ATTR-CM

Sacubitril/Valsartan Unknown/Not advised

~ 2

ACEI/ARB

o J

Figure extracted from Garcia-Pavia P, et al. Eur Heart J 2026.

ACEi, angiotensin-converting enzyme inhibitor; ARB, angiotensin receptor blocker; ATTR-CM, transthyretin amyloid cardiomyopathy; LVEF, left ventricular ejection fraction; MRA, mineralocorticoid receptor antagonist;
SGLT2i, sodium-glucose co-transporter-2 inhibitor.
Garcia-Pavia P, et al. Non-amyloid specific treatment for transthyretin cardiac amyloidosis: a clinical consensus statement of the ESC Heart Failure Association. Eur Heart J 2026;47(1):22-36.



Transthyretin cardiac amyloidosis as an example of precision medicine in cardiology

Elucidation of underlying
disease mechanisms

A 83800 -8
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Advances in imaging techniques:
Non-invasive diagnosis possible

Precise data of the epidemiology:
High prevalence of the disease
in common clinical scenarios

Heart failure
Aortic stenosis
LVH/HCM

Gonzales-Lopez et al. EHJ 2024, 00, 1-15



What we know
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