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What factors might guide our clinical decision-making 
when selecting first-line treatment for our patients?
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Amyloidosis: protein misfolding disease
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Cardiac amyloidosis is 
“treatable” !



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. 
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ATTR-ACT and LTE:* study design1

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.2,3  

*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 enrollment in ATTR-ACT;1,4 †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.2,3 
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. tafamidis (tafamidis), Summary of Product Characteristics, EMA. Available at: https://www.ema.europa.eu/documents/product-informaton/tafamidis-epar-product-information_en.pdf (Accessed April 2025); 4. Maurer MS, et al. N Engl J Med 2018;379(11):1007–16.
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Protocol amendment July 2018† 

All patients transitioned to open-label  
tafamidis free acid 61 mg oral QD 

Tafamidis meglumine  
20 mg oral QD

Continued tafamidis  
meglumine 20 mg

Placebo oral QD 

plus standard of care3

Tafamidis meglumine  
80 mg oral QD

Continued tafamidis  
meglumine 80 mg

(n=176)

(n=88)

Randomized 2:1 to  
tafamidis meglumine 80 mg or 20 mg

ATTR-ACT LTE

30 months 72 months

Tafamidis is the only treatment for ATTR cardiomyopathy with 5 years of clinical data  
Prolonged survival was observed throughout ATTR-ACT and the LTE1



ATTR-ACT and LTE post hoc analysis: 5-year 
all-cause mortality data

Tafamidis 61 mg is indicated to treat adult wild-type and hereditary ATTR cardiomyopathy patients.2 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.2,3 

*Upon completion of ATTR-ACT, patients could enroll in the ongoing LTE post hoc analysis for up to 60 months. In the LTE study, patients treated with tafamidis meglumine 80 mg in ATTR-ACT continued with tafamidis 80 mg, then transitioned to tafamidis free acid 61 mg, and were compared with those treated with placebo in ATTR-ACT, who were randomized to tafamidis meglumine 80 mg or tafamidis meglumine 20 mg (2:1), then transitioned to tafamidis free acid 61 mg. Median LTE  
follow-up was 58.5 months in the continuous tafamidis meglumine 80 mg to tafamidis free acid 61 mg group and 57.1 months in the placebo to tafamidis meglumine 80 mg/20 mg to tafamidis free acid 61 mg group. For both groups, time zero for survival analyses was the time of enrolment in ATTR-ACT;1 †The primary efficacy endpoint in the LTE study was all-cause mortality, with heart transplantation and implantation of a cardiac mechanical assist device treated as death. Differential  
all-cause mortality in the two groups was assessed by a Cox proportional hazards model with treatment, genotype, and NYHA baseline classification in the model.1 
ATTR-ACT: Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; ATTR cardiomyopathy: transthyretin amyloid cardiomyopathy; LTE: long-term extension; NYHA: New York Heart Association; QD: once daily. 
1. Elliott P, et al. Circ Heart Fail 2022;15(1):e008193; 2. tafamidis (tafamidis), Summary of Product Characteristics. Available at: https://www.ema.europa.eu/documents/product-information/tafamidis-epar-product-information_en.pdf (Accessed April 25, 2025); 3. Lockwood PA, et al. Clin Pharmacol Drug Dev 2020;9(7):849–54.
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Tafamidis 80 mg 
Tafamidis 80 mg to 61 mg

Tafamidis 80 mg/20 mg to 61 mg

Placebo

Relative risk 
reduction 

41%

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*,† 

The preliminary 5-year 
survival rate with continuous 

tafamidis was 53% versus 
32% in patients who first 
received placebo (P<0.001)

Figure adapted from Elliott P, et al. Circ Heart Fail 2022;15(1):e008193.1



tafamidis® significantly reduced CV-related 
hospitalizations versus placebo over 30 months1

*Analysis not adjusted for multiplicity;1 †The components of the primary analysis, all-cause mortality and CV-related hospitalizations, were evaluated individually.1 All-cause mortality was analyzed with the use of a Cox proportional hazards model, with treatment and the 
stratification factors treated as covariates.1 The CV-related hospitalization analysis was based on a Poisson regression model with treatment, TTR status (hereditary and wild type), NYHA baseline class (NYHA Classes I and II combined versus NYHA Class III), treatment-by-TTR 
genotype interaction, and treatment-by-NYHA baseline classification interaction terms as factors;1  ‡Relative risk reduction = (1 - relative risk ratio) * 100; 32% = (1 – 0.68) * 100.1  
Tafamidis 20 mg is not licensed in ATTR-CM.3 Tafamidis 20 mg no está indicado en ATTR-CM.3 tafamidis (tafamidis 61 mg) is indicated to treat adult wild-type and hereditary ATTR-CM patients.3 tafamidis (tafamidis 61 mg) está indicado para el tratamiento de pacientes 
adultos con ATTR-CM de tipo silvestre y hereditario.3 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.3,4 Una sola cápsula de ácido libre de tafamidis de 61 mg es bioequivalente a 
tafamidis meglumina de 80 mg (cuatro cápsulas de 20 mg) y no es intercambiable por mg.3,4 

ATTR-ACT, Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; ATTR-CM, transthyretin amyloid cardiomyopathy; CV, cardiovascular; NYHA, New York Heart Association; TTR, transthyretin. 
1. Maurer MS, et al. Tafamidis treatment for patients with transthyretin amyloid cardiomyopathy. N Engl J Med. 2018;379(11):1007–16; 2;  2. Maurer MS, Mann DL. The tafamidis drug development program: a translational triumph. JACC Basic Transl Sci. 2018;3(6):871–3; 3. 
Pfizer Inc. tafamidis 20 mg (tafamidis meglumine) and 61 mg (tafamidis) summary of product characteristics. https://www.ema.europa.eu/documents/product-information/tafamidis-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 × 20‐mg capsules in healthy volunteers. Clin Pharmacol Drug Dev. 2020;9(7):849–54.
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Relative risk reduction  
32%‡

Pooled tafamidis 
n=138 of 264 patients

Placebo  
n=107 of 177 patients

0.70

0.48

Individual component: CV-related hospitalization frequency over 30 months*,†,1

Number needed to treat to 
prevent 1 hospitalization per 

year2  

4 

Relative risk ratio, 0.68; P<0.00011,3

ATTR-ACT

Figure created from Maurer M, et al. N Engl J Med. 2018.1





Mean baseline KCCQ-OS 
• 67.12 (SD 21.29) for the continuous tafamidis group* 
• 65.90 (SD 21.74) for the placebo to tafamidis group 

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% CI, 9.21–17.54; P<0.0001) 

• At Month 60: LS mean difference in change between groups was  
18.83 (95% CI, 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  
LS mean KCCQ-OS at Month 30, but the decline slowed after 
initiating tafamidis during the LTE

Grogan 2024/pg3/col1/para3 
 

*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  CI: 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.

Figure adapted from Grogan M, et al. Eur J Heart Fail 2024;26(3):612–5.
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Tafamidis has a similar and comparable safety profile to placebo 

Tafamidis 61 mg is indicated to treat adult wild-type and hereditary ATTR cardiomyopathy patients.2  
*Tafamidis meglumine 20 mg is not indicated for use in ATTR-CM.2 †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.2,4 
ATTR-ACT: Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; ATTR cardiomyopathy: transthyretin amyloid cardiomyopathy; LTE: long-term extension; QD: once daily; TEAE: treatment-emergent adverse event. 
1. Damy T, et al. Eur J Heart Fail 2021;23(2):277–85; 2. tafamidis (tafamidis), Summary of Product Characteristics, EMA. Available at: https://www.ema.europa.eu/documents/product-information/tafamidis-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 
meglumine 

80 mg

Tafamidis 
meglumine 

20 mg*

Placebo  
(ATTR-ACT  

only)

ATTR-ACT1

N 176 88 177

Patients with serious TEAEs 75.6% 75.0% 79.1%

Patients with severe TEAEs 62.5% 61.4% 64.4%

ATTR-ACT + LTE1    

N 227 115

Patients with serious TEAEs 69.6% 72.2%

Patients with severe TEAEs 53.3% 53.0%

In the ATTR-ACT study, the frequency of 
adverse events in patients treated 

with tafamidis meglumine 80 mg† was 
generally similar and comparable to 

that of the placebo group1,2

No new safety concerns were 
identified throughout the LTE, and the 

frequency of adverse events 
remained similar to that with placebo 
(median follow-up across both studies: 

~58 months)3



Tafamidis has 7+ years of efficacy data, including data across multiple patient 
populations and parameters1–11

ATTR-ACT LTE2

ATTR-ACT1

Octogenarian
(aged <80 and ≥80 years)4

CKD6

LVEF status9

Atrial fibrillation3

NYHA class (I/II and III)5

NAC stage (I, II, and III)11

ATTRwt-CM and  
ATTRv-CM subgroups10

Cardiac function8

~77,000 patients have been treated worldwide with tafamidis to date*
Improvers7

*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.



ATTR-ACT and LTE: analysis of patients with more 
severe heart failure

Among patients with NYHA Class III symptoms at baseline, those who received continuous tafamidis treatment over 
a median of approx. 5 years had a lower risk of all-cause mortality than those initially treated with placebo 

Similar findings were observed in patients with NYHA Class I/II symptoms at baseline 

ATTR-ACT, Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; HR, hazard ratio; LTE, long-term extension; NYHA, New York Heart Association. 
Elliott P, et al. Eur J Heart Fail 2023; doi: 10.1002/ejhf.2974 (Epub ahead of print).



6MWT, 6-minute walk test; ATTR-ACT, Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; CI, confidence interval; KCCQ-OS, Kansas City Cardiomyopathy Questionnaire Overall Summary; LS, least squares; LTE, long-term extension; NYHA, New York Heart Association. 
García-Pavía P, et al. J Am Coll Cardiol 2023;81(Suppl 8):337 (poster 1065-05) 
 dose i.e. Tafamidis meglumine 80 mg, Tafamidis 61 mg..

Tafamidis in octogenarians (>80 years) 
Post hoc analysis of ATTR-ACT and the ongoing LTE study data from patients aged ≥80 years at screening. All patients switched to tafamidis in 
the LTE

At the end of ATTR-ACT (30 months):

• Significant LS mean reductions in 6MWT 
distance (P<0.01) and KCCQ-OS score 
(P<0.05) in tafamidis vs placebo groups

42% of patients were NYHA Class III at baseline

The use of continuous tafamidis in 
octogenarians resulted in longer median 
survival and lower mortality*, as well as a 
reduced decline in their perceived health 

status quality of life

* the HR for all-cause mortality trends in favor of tafamidis (HR:0,68, p=0,1526), but 
was not statistically significant

Tafamidis 
 meglumine



Post hoc analysis by baseline NAC stage in 
ATTR-ACT1

*Heart transplantation and cardiac mechanical assist device implantation were treated as death in the mortality assessments;1 †Data from patients who received tafamidis meglumine 20 mg in ATTR-ACT were not included in the main analysis;1 ‡Patients classified as NYHA Stage IV were excluded;2 §Of the 176 patients randomized to tafamidis meglumine 80 mg, 3 did not have both a baseline eGFR and NT-proBNP concentration to allow NAC staging;1 ¶All-cause and CV-related mortality were assessed by Cox proportional models adjusted for baseline TTR genotype and visualized using Kaplan–Meier curves;1 ║ Change from 
baseline in KCCQ-OS and KCCQ-CS was reported to reflect LSM change from baseline, and rate of CV-related hospitalizations was evaluated using both the proportion of patients with at least one CV-related hospitalization and the total annualized rate of CV-related hospitalizations.1 

Tafamidis 20 mg is not licensed in ATTR-CM.3 Tafamidis 20 mg no está indicado en ATTR-CM.3 tafamidis (tafamidis 61 mg) is indicated to treat adult wild-type and hereditary ATTR-CM patients.3 tafamidis (tafamidis 61 mg) está indicado para el tratamiento de pacientes adultos con ATTR-CM de tipo silvestre y hereditario.3 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.3,4 Una sola cápsula de ácido libre de tafamidis de 61 mg es bioequivalente a tafamidis meglumina de 80 mg (cuatro cápsulas de 20 mg) y no es intercambiable por mg.3,4 

ATTR-ACT, Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; ATTR-CM, transthyretin amyloid cardiomyopathy; CV, cardiovascular; eGFR, estimated glomerular filtration rate; KCCQ-CS, Kansas City Cardiomyopathy Questionnaire Clinical Summary score; KCCQ-OS, Kansas City Cardiomyopathy Questionnaire Overall Summary score; LSM, least-squares mean; NAC, National Amyloidosis Centre; NT-proBNP, N-terminal pro B-type natriuretic peptide; NYHA, New York Heart Association; TTR, transthyretin. 
1. 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; 2. Maurer MS, et al. Tafamidis treatment for patients with transthyretin amyloid cardiomyopathy. N Engl J Med. 2018;379(11):1007–16; 3. Pfizer Inc. tafamidis 20 mg (tafamidis meglumine) and 61 mg (tafamidis) summary of product characteristics. https://www.ema.europa.eu/documents/product-information/tafamidis-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 × 20-mg capsules in healthy volunteers. Clin Pharmacol Drug Dev. 2020;9(7):849–54. 

Continuous 
tafamidis®  
80 mg †,§ ,1

(n=173)

Placebo to 
tafamidis1

(n=177)

Patients  
with ATTR-CM‡,2

(N=441)
Wild-type (n=335)
Hereditary (n=106)

NAC Stage I 
(n=75)

NAC Stage II 
(n=62)

NAC Stage III 
(n=36)

NAC Stage I 
(n=71)

NAC Stage II 
(n=72)

NAC Stage III 
(n=34)

Supportive outcomes:║,1

• Proportion of patients with CV-
related hospitalization and total 
annual rate of CV-related 
hospitalizations

• Change from baseline in 
KCCQ-CS and KCCQ-OS

Key outcomes:¶,1

• All-cause and CV-related 
mortality

tafamidis by stage (n=173): NAC Stage I = 43.4%, NAC Stage II = 35.8%, NAC Stage III = 20.8%
Placebo by stage (n=177): NAC Stage I = 40.1%, NAC Stage II = 40.7%, NAC Stage III = 19.2% 

Post-hoc analysis

Figure created from Damy T, et al. Eur J Heart Fail 20251 and Maurer MS, et al. N Engl J Med 2018.2

NAC staging system1

Stage NT-proBNP eGFR

I ≤3,000 ng/L and ≥45 mL/min/1.73 m2

II >3,000 ng/L or <45 mL/min/1.73 m2

III >3,000 ng/L and <45 mL/min/1.73 m2



Data from patients who received tafamidis meglumine 20 mg in ATTR-ACT were not included in the main analysis.1  
Tafamidis 20 mg is not licensed in ATTR-CM.2 Tafamidis 20 mg no está indicado en ATTR-CM.2 tafamidis (tafamidis 61 mg) is indicated to treat adult wild-type and hereditary ATTR-CM patients.2 tafamidis (tafamidis 61 mg) está indicado para el tratamiento 
de pacientes adultos con ATTR-CM de tipo silvestre y hereditario.2 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.2,3 Una sola cápsula de ácido libre de tafamidis de 
61 mg es bioequivalente a tafamidis meglumina de 80 mg (cuatro cápsulas de 20 mg) y no es intercambiable por mg.2,3  
ATTR-ACT, Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; ATTR-CM, transthyretin amyloid cardiomyopathy; CI, confidence interval; CV, cardiovascular; LTE, long-term extension; NAC, National Amyloidosis Centre. 
1. 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; 2. Pfizer Inc. tafamidis (tafamidis meglumine) summary of product 
characteristics. https://www.ema.europa.eu/en/documents/product-information/tafamidis-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 4 × 
20-mg capsules in healthy volunteers. Clin Pharmacol Drug Dev. 2020;9(7):849–54. 

Continuous tafamidis® treatment demonstrated widespread survival benefits  
in patients in NAC Stages I and II, supported by 7+ years of pivotal and LTE data

All-cause mortality in patients with NAC Stage I  
receiving continuous tafamidis or placebo1

Post-hoc analysis

57% lower chance of 
mortality (P<0.001)

NAC 
I

Reduction in risk of all-cause mortality by NAC stage1

49% lower chance of 
mortality (P=0.003)

NAC 
II

CV-related mortality in patients in NAC Stage I  
receiving continuous tafamidis or placebo1

Reduction in CV-related mortality risk by NAC stage1

61% lower chance of 
mortality (P=0.001)

NAC 
I

49% lower chance of 
mortality (P=0.009)

NAC 
II
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*In ATTR-ACT, CV-related hospitalization was defined as the number of times a patient was hospitalized (i.e., admitted to a hospital) for CV-related morbidity.  
Risk percentages calculated from risk ratios (NAC I: 1-0.608 = 0.392 = 39.2%; NAC II: 1-0.489 = 0.511 = 51.1%; NAC III: 1-0.563 = 0.437 = 43.7%)   
Data from patients who received tafamidis meglumine 20 mg in ATTR-ACT were not included in the main analysis. 
Tafamidis 20 mg is not licensed in ATTR-CM.2 Tafamidis 20 mg no está indicado en ATTR-CM.2 tafamidis (tafamidis 61 mg) is indicated to treat adult wild-type and hereditary ATTR-CM patients.2 tafamidis (tafamidis 61 mg) está indicado para el tratamiento de pacientes adultos con ATTR-CM de tipo silvestre y 
hereditario.2 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.2,3 Una sola cápsula de ácido libre de tafamidis de 61 mg es bioequivalente a tafamidis meglumina de 80 mg (cuatro cápsulas de 20 mg) y no es intercambiable por 
mg.2,3  

ATTR-ACT, Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; ATTR-CM, transthyretin amyloid cardiomyopathy; CV, cardiovascular; NAC, National Amyloidosis Centre. 
1. 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; 2. Pfizer Inc. tafamidis (tafamidis meglumine) summary of product characteristics. https://www.ema.europa.eu/en/documents/
product-information/tafamidis-epar-product-information_en.pdf (Accessed February 2026); 3. Lockwood PA, et al. The bioequivalence of tafamidis 61-mg free acid capsules and tafamidis meglumine 4 × 20-mg capsules in healthy volunteers. Clin Pharmacol Drug Dev. 2020;9(7):849–54. 

In NAC Stage I–II patients, continuous tafamidis® treatment over >7 years  
significantly reduced CV-related hospitalizations* vs those initially on placebo1

Post-hoc analysis

39.2% lower risk of CV-related 
hospitalizations (P=0.007)

NAC 
I

51.1% lower risk of CV-related 
hospitalizations (P=0.008)

NAC
II

43.7% lower risk of CV-related hospitalizations (P=0.288)
• A favorable numerical trend was seen in patients in NAC Stage III receiving 

continuous tafamidis vs the placebo to tafamidis group

NAC
III

These findings highlight the importance of early diagnosis and 
treatment initiation



Stabilization of TTR is associated with increases in 
serum TTR

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.

Data from the ATTRibute-CM trial found 
elevated serum TTR levels following 

treatment with acoramidis
+9.1 mg/dL

Mean change

(First measured one month after 
treatment initiation)



tafamidis (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 basis2,3 

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. tafamidis 20 mg 
(tafamidis meglumine) and 61 mg (tafamidis) summary of product characteristics. https://www.ema.europa.eu/documents/product-information/tafamidis-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 4× 20‐mg capsules in healthy volunteers. Clin Pharmacol Drug Dev. 2020;9(7):849–54.

The increase in serum TTR and correlation with survival outcomes represents 
a class effect for TTR kinetic stabilizers1

In a retrospective cohort of 185 
tafamidis-treated patients,  

serum TTR rose significantly +9.5 mg/dL
Mean change

(Follow-up TTR levels were 
collected a median of 5.74 

months after  
starting tafamidis)



… or stabilization?Concentration ….



The degree of stabilization does not reflect treatment efficacy. 
*tafamidis (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 basis.2,4 †This drug is not marketed in Spain. / Este medicamento no se encuentra comercializado en España. 
ATTR-CM, transthyretin amyloid cardiomyopathy; DMSO, dimethyl sulfoxide; TTR, transthyretin. 
1. Nelson L, et al. Blinded potency comparison of transthyretin kinetic stabilisers by subunit exchange in human plasma. Amyloid. 2021;28(1):24–9; 2. Pfizer Inc. tafamidis 20 mg (tafamidis meglumine) and 61 mg 
(tafamidis) summary of product characteristics. https://www.ema.europa.eu/documents/product-information/tafamidis-epar-product-information_en.pdf (Accessed April 2026); 3. Beyonttra (acoramidis), Rottendorf 
Pharma GmbH. Summary of product characteristics, November 2025. https://www.ema.europa.eu/en/documents/product-information/beyonttra-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× 20‐mg capsules in healthy volunteers. Clin Pharmacol Drug Dev. 2020;9(7):849–54.
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At relevant concentrations, multiple 
molecules, including tafamidis and 
acoramidis can reduce the rate of 

dissociation by ≥96% 

At the approved dose, tafamidis achieved ≥96% stabilization in vitro1*

≥96% 
REDUCTION IN  

TTR 
DISSOCIATION

†

†

Relevant range: 10–30 µM at tafamidis dose of 80 mg/61 mg* and acoramidis dose of 1600 mg1  

TTR subunit exchange kinetics in the presence of kinetic stabilizers at varying concentrations, experiments 1 and 2 
combined. Time courses of subunit exchange between endogenous plasma TTR tetramers (~3 µM) and added dual-flag-
tagged TTRwt (1 µM) in the presence of kinetic stabilizers at the indicated concentrations. Data from experiments 1 and 2 
were combined and fit globally. (A) Subunit exchange time courses in the presence of kinetic stabilizers at a concentration of 
30 µM. (B) As in panel A, but at a stabilizer concentration = 20 µM. (C) As in panel A, but at a stabilizer concentration = 10 
µM. (D) As in panel A, but at a stabilizer concentration = 5 µM. (E) As in panel A, but at a stabilizer concentration = 1 µM. The 
same DMSO control time course is shown in each plot. Data points represent the mean and error bars the standard 
deviation of the combined data set from experiments 1 and 2. The curves in each plot represent the best fits to the combined 
data based on the model described in the text.



In ATTR-ACT, tafamidis achieved a rapid increase 
in TTR concentration as early as Month 11,2

TTR levels increased rapidly within the first 
month, and were sustained over 30 months

 
ATTR-ACT, Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; ATTR-CM, transthyretin amyloid cardiomyopathy; Cmax, maximum plasma 
concentration; Cmin, minimum plasma concentration; TTR, transthyretin.  
1. Damy T, et al. Efficacy and safety of tafamidis doses in the Tafamidis in Transthyretin Cardiomyopathy Clinical Trial (ATTR-ACT) and long-term 
extension study. Eur J Heart Fail. 2021;23(2):277–85; 2. Damy T, et al. Efficacy and safety of tafamidis doses in the Tafamidis in Transthyretin 
Cardiomyopathy Clinical Trial (ATTR-ACT) and long-term extension study. Eur J Heart Fail. 2021;23(2):277–85 (Supplementary Appendix); 3. Pfizer 
Inc. tafamidis 20 mg (tafamidis meglumine) and 61 mg (tafamidis) summary of product characteristics. https://www.ema.europa.eu/documents/product-
information/tafamidis-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 × 20-mg capsules in healthy volunteers. Clin Pharmacol Drug Dev. 2020;9(7):849–54.
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Tafamidis 20 mg is not licensed in ATTR-CM.3 Tafamidis 20 mg no está indicado en ATTR-CM.3 tafamidis (tafamidis 61 mg) is indicated to treat adult 
wild-type and hereditary ATTR-CM patients.3 tafamidis (tafamidis 61 mg) está indicado para el tratamiento de pacientes adultos con ATTR-CM de tipo 
silvestre y hereditario.3 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.3,4 Una sola cápsula de ácido libre de tafamidis de 61 mg es bioequivalente a tafamidis meglumina de 80 mg (cuatro cápsulas de 20 mg) y no 
es intercambiable por mg.3,4

Tafamidis 80 mg 
Tafamidis 20 mg 

Placebo

(A) TTR tetramer stabilization with tafamidis 80 mg and tafamidis 20 mg in ATTR-ACT. (B) Mean TTR concentration with 
tafamidis 80 mg, tafamidis 20 mg, and placebo in ATTR-ACT. The black line represents the mean percentage TTR 
stabilization in patients with ATTR-CM. The orange-shaded region demonstrates the percentage stabilization expected over 
the geometric mean steady-state Cmin to Cmax following daily administration of tafamidis 80 mg. This approaches the plateau 
considered to be the target for stabilization. The blue-shaded region demonstrates the tafamidis 20 mg steady-state 
exposures and is well below the stabilization plateau. 





tafamidis (tafamidis 61 mg) is indicated to treat adult wild-type and hereditary ATTR-CM patients.1 tafamidis (tafamidis 61 mg) está indicado para el tratamiento de pacientes adultos con ATTR-CM de tipo silvestre y 
hereditario.1 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.1,4 Una sola cápsula de ácido libre de tafamidis de 61 mg es 
bioequivalente a tafamidis meglumina de 80 mg (cuatro cápsulas de 20 mg) y no es intercambiable por mg1,4 

ATTR-CM, transthyretin amyloid cardiomyopathy; IU, international units; siRNA, small interfering RNA; TTR, transthyretin. 
1. Pfizer Inc. tafamidis 20 mg (tafamidis meglumine) and 61 mg (tafamidis) summary of product characteristics. https://www.ema.europa.eu/documents/product-information/tafamidis-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 × 20-mg capsules in healthy volunteers. Clin Pharmacol Drug Dev. 2020;9(7):849–54. 

TTR stabilizer 

One capsule of tafamidis  
61 mg orally once daily 

TTR stabilizer 

Two 356-mg tablets  
orally twice daily

siRNA TTR gene silencer 

25 mg subcutaneously  
every 3 months 

Mechanism 
of action

Approved 
dose

Tafamidis 
(Pfizer Inc.)

Acoramidis2 
(Beyonttra®, BridgeBio/Bayer AG)

Vutrisiran▼3  
(Amvuttra®, Alnylam Pharmaceuticals)

Vitamin A supplementation 
at ~≤2,500–3,000 IU/day  

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



BWS, best–worst scaling; IV, intravenous.
International patient advisory board study, using an online survey with experimentally designed object‑case BWS exercises to assess preferences for ATTR‑CM treatment benefits, side effects, and administration. 
Carr AM, et al. Which treatment attributes do patients with transthyretin amyloid cardiomyopathy value most? Abstract. In: Heart Failure Congress; 17–20 May 2025; Belgrade, Serbia.

Patient preference for frequency and mode of administration is an  
important factor for treatment selection
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Patient-reported value of hypothetical treatment 
benefits, side-effects and modes of administration



BWS, best–worst scaling; IV, intravenous. 
International patient advisory board study, using an online survey with experimentally designed object‑case BWS exercises to assess preferences for ATTR‑CM treatment benefits, side effects, and administration. 
Carr AM, et al. Which treatment attributes do patients with transthyretin amyloid cardiomyopathy value most? Abstract. In: Heart Failure Congress; 17–20 May 2025; Belgrade, Serbia.

Patient preference for frequency and mode of administration is an  
important factor for treatment selection

Figure extracted from Carr AM, et al. 2025

When asked in a survey, a 
once-daily oral pill was 
the preferred mode of 

administration by patients



Yes, but….  
What about real world?





Hussaim, K. et al. Curr Probl Cardiol 2022; 47: 101358 

N=107 (63 on treatment)



Ghoneem, A. et al. Curr Probl Cardiol 2023; 48: 101667 

N=1362 (553 on treatment; PSM: 421)  
Propensity score matching



Kato, T. et al. ESC Heart Failure 2024; 11: 2881

N=210 (all on treatment)

Adherence / Persistence



Attal, S. et al. Cardiol Therapy 2024; 13: 369 

N=1565 (all on treatment)

Adherence / Persistence





P

Garcia- Pavia et al. J Cardiac Failure Jun 21:S1071-9164(24)00222-7



Update in the prognosis of untreated ATTR-CM (placebo)

ATTR-ACT trial (NEJM 2018) Garcia- Pavia et al.  
(J Cardiac Failure 2024) 

1 year 88% 90%

2 year 67% 76%

30 months 57% 70%

42 months 59%



ATTR-ACT trial  
(NEJM 2018) - 

Placebo
Tafamidis

Garcia- Pavia et al. 
J Cardiac Failure 
2024 (in press) - 

Placebo
Tafamidis

1 year 88% 90% 90% 93%

2 year 67% 76% 76% 89%

30 months 57% 70% 70% (*72%) 84% (*87%)

42 months 59% (*67%) 77% (*83%)

Garcia- Pavia et al. J Cardiac Failure 2024 (in press)
Garcia- Pavia et al. J Cardiac Failure 2024 (in press)

(*patients enrolled after 2019)

Update in the prognosis of treated ATTR-CM (tafamidis)



Porcari A et al. 2025 

Propensity score matching  
(n=426 >1-year treatment;  

n=426 never treated) 
mean age 78.9±5.0 years, 88.3% men



Yes, but….  
What about real world?



ATTR-ACT, Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; ATTR-CM, transthyretin amyloid cardiomyopathy; LTE, long-term extension.  
tafamidis (tafamidis 61 mg) is indicated to treat adult wild-type and hereditary ATTR-CM patients.8 tafamidis (tafamidis 61 mg) está indicado para el tratamiento de pacientes adultos con ATTR-CM de tipo silvestre y hereditario.8 
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.8,9 Una sola cápsula de ácido libre de tafamidis de 61 mg es bioequivalente a tafamidis 
meglumina de 80 mg (cuatro cápsulas de 20 mg) y no es intercambiable por mg.8,9 

1. Elliott P, et al. Long-term survival with tafamidis in patients with transthyretin amyloid cardiomyopathy. Circ Heart Fail. 2022;15(1):e008193; 2. 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; 3. 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; 4. Maurer MS, et al. Tafamidis treatment for patients with transthyretin amyloid cardiomyopathy. N Engl J Med. 2018;379(11):1007–16; 5. Grogan M, et al. Effect of long-term tafamidis 
treatment on health-related quality of life in patients with transthyretin amyloid cardiomyopathy. Eur J Heart Fail. 2024;26(3):612–5; 6. 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; 7. Damy T, et al. Efficacy and safety of tafamidis doses in the Tafamidis in Transthyretin Cardiomyopathy Clinical Trial (ATTR-ACT) and long-
term extension study. Eur J Heart Fail. 2021;23(2):277–85; 8. Pfizer Inc. tafamidis 20 mg (tafamidis meglumine) and 61 mg (tafamidis) summary of product characteristics. https://www.ema.europa.eu/documents/product-
information/tafamidis-epar-product-information_en.pdf (Accessed April 2026); 9. Lockwood PA, et al. The bioequivalence of tafamidis 61-mg free acid capsules and tafamidis meglumine 4 × 20-mg capsules in healthy volunteers. 
Clin Pharmacol Drug Dev. 2020;9(7):849–54. 

Use of tafamidis in ATTR-CM is supported by 7+ years of clinical data  
that demonstrate meaningful impact on long-term outcomes

Survival Quality of life Dosing and safety profile 
Robust data from ATTR-ACT, its LTE, 

and post hoc analyses demonstrate that 
the use of tafamidis increased  

survival rates across various patient 
populations versus placebo1−3

tafamidis demonstrates long-term 
benefits in health-related quality of 
life versus placebo, with impact first 

observed from 6 months4−6

tafamidis is the only oral once-daily 
ATTR-CM treatment, and has a safety 

profile similar to placebo1,4,7

In ATTR-ACT, the following adverse events were reported 
more often in patients treated with tafamidis (tafamidis 
meglumine 80 mg) compared with placebo8:  
• Flatulence (8 patients [4.5%] versus 3 patients [1.7%]) 
• Liver function test increased (6 patients [3.4%] versus 2 

patients [1.1%]) 
No new safety signals were identified in the LTE2



ATTR-CM, transthyretin amyloid cardiomyopathy; TTR transthyretin. 
 1. Elliott P, et al. Long-term survival with tafamidis in patients with transthyretin amyloid cardiomyopathy. Circ Heart Fail 2022;15(1):e008193; 2. García-Pavía, P, et al. Monitoring disease progression in patients with transthyretin amyloid 
cardiomyopathy. JACC Heart Fail 2026;14(1):102766; 3. 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;  
4. 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.

From every angle: ATTR-CM management beyond initiation of  
TTR disease-modifying therapy

Clinical data 
over 7 years 
support the 

benefits of long-
term treatment 
with tafamidis4

Start 
disease-
modifying  
therapy1

Monitor 
multiple 

parameters 
and 

evaluate at 
12 months2

Optimize 
non-

specific 
ATTR-CM 
therapy3

Continue 
disease-
modifyin

g 
therapy4 

The JACC:HF Position Statement notes2: 
• Progression according to these criteria should not prompt a change in disease-modifying treatment as this would not 

necessarily address factors driving progression (e.g., worsening HF) 
• There is currently no evidence that switching or combining ATTR-CM therapies improved clinical outcomes 




