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Conclusions and implications

• Both efficacy and safety data support the use of tafamidis meglumine 80 

mg / tafamidis free acid 61 mg as the optimal dose for patients with ATTR-

CM

• Reliable criteria to predict treatment response — for example plasma TTR or 

biomarkers — would be helpful to guide treatment choice and dose

Introduction
• Tafamidis free acid 61 mg capsules were approved by the US Food and 

Drug Administration (FDA) in 2019 and European Medicines Agency (EMA) 

in 2020 for the treatment of transthyretin amyloid cardiomyopathy (ATTR-

CM) in its variant or wild-type forms

• To better interpret the results of the ATTR-ACT study and its long-term 

extension, and to further understand the dose tafamidis selected, this 

review paper briefly summarizes:

• The biological and structural characteristics of transthyretin (TTR)

• The pharmacokinetic and pharmacodynamic properties of tafamidis

• Additional data on tafamidis for the treatment of transthyretin 

amyloid polyneuropathy (ATTR-PN)

Summary at-a-glance: 
Data from the ATTR-ACT 
and long-term extension 

study support use of 
tafamidis meglumine 80 
mg (61 mg free acid) as 

the optimal dose in 
patients with ATTR-CM
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ATTR-CM, transthyretin amyloid cardiomyopathy; ATTR-PN, transthyretin amyloid polyneuropathy; EMA. European Medicines Agency; 
FDA, US Food and Drug Administration; TTR, transthyretin.



Tafamidis optimal dose for ATTR-PN

ATTR-PN, transthyretin amyloid polyneuropathy; TTR, transthyretin. 

Tafamidis 20 mg was the first TTR stabilizer to enter the European market for 

the treatment of stage 1 ATTR-PN to delay peripheral neurological impairment 

Post-marketing data on long-term follow-up using the largest series of 

neurologic mutations (mainly V30M, from Portugal), show: 

Read more: 
page 2/4 of published paper 

34%

36%

30%

34% responders: patients exhibit almost 

complete arrest of disease progression

36% partial responders: patients have partial to 

complete arrest in progression of some, but not 

all, disease components

Post-marketing data show:

• Low disease severity, female sex, 

and high native TTR concentration

at treatment onset predicted 

positive response to tafamidis

• Plasma tafamidis concentration 

after 12 months of therapy predicted 

a response in male patients

These findings raise the possibility that 

some ATTR-PN patients may benefit 

from a higher tafamidis dose (>20 mg) 

There is a need for future investigations 

in dedicated studies, in which sex needs 

to be taken into account

30% non-responders: show disease progression 

despite receiving therapy

https://pubmed.ncbi.nlm.nih.gov/33443315/


Although tafamidis meglumine 20 mg is effective in 

patients with ATTR-PN, in the ATTR-ACT study, 

doses of both 20 mg and 80 mg were investigated 

in patients with ATTR-CM

• ATTR-ACT dosing was based on findings from a 

randomized, placebo-controlled study in healthy 

subjects, in which supra-therapeutic doses of tafamidis 

(400 mg) were found to:

• Induce a greater degree of TTR stabilization

• Achieve a maximum steady-state tafamidis meglumine 

concentration ~7.5 mg fold higher than with 20 mg

• Be generally well-tolerated

Tafamidis optimal dose for ATTR-CM

ATTR-CM, transthyretin amyloid cardiomyopathy; ATTR-PN, transthyretin amyloid polyneuropathy; NT-proBNP, N-terminal pro-
B-type natriuretic peptide; TTR, transthyretin.

ATTR-ACT was not designed for a head-to-head comparison of the two 

doses (primary endpoint was pooled analysis of 80 mg and 20 mg 

groups). When considering separately 80 mg and 20 mg tafamidis, the 

difference in all-cause mortality and frequency of cardiovascular-related 

hospitalizations favoured both doses of tafamidis over placebo.

An in-depth analysis of findings from the ATTR‐ACT study and 

ATTR-ACT study longer-term treatment data (median 51 months) 

showed:

1. The 80 mg dose causes a greater TTR tetramer stabilization 

than the 20 mg dose;

2. The average change in NT-proBNP from baseline to month 30 is 

significantly greater with tafamidis 80 mg vs 20 mg;

3. There is a 30% reduction in all-cause mortality with tafamidis 

80 mg compared with 20 mg, without any safety concerns

Read more: 
page 2/4 of published paper 
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Aspects not clarified in the ATTR-ACT and extension study:

• No continuous treatment with tafamidis meglumine 80 mg or 20 mg; thus poor predictable impact on relative efficacy of the 

two doses

• In extension phase, patients previously receiving placebo received tafamidis 

• Whether the 80 mg dose can anticipate where survival curve begins to diverge

• In ATTR-ACT, this was ~18 months from start of treatment 

• The 80 mg and 20 mg dose seemed equally effective in reducing the decline in functional capacity or quality of life over time, 

but further evidence is needed to clarify this point

• Whether there was a difference in survival of patients in New York Heart Association class I & II vs class III and its interaction 

with tafamidis dose

ATTR-ACT and extension study further considerations

ATTR-CM, transthyretin amyloid cardiomyopathy.

Read more: 
pages 131–5 of published paper 

Overall, data to date globally support the use of tafamidis meglumine 80 mg as the optimal dose in 

patients with ATTR-CM, also given the good safety profile

https://pubmed.ncbi.nlm.nih.gov/33443315/


Conclusions and implications

ATTR amyloidosis, transthyretin amyloidosis; NT-proBNP, N-terminal pro-B-type natriuretic peptide; TTR, transthyretin.

Discussion points

• ATTR-ACT and its extension study ultimately propose a model 

where a fixed maximal dose of tafamidis ensures adequate 

plasma TTR stabilization, with no need to monitor circulating 

TTR or TTR stabilization

• This is different from amyloid light-chain amyloidosis, where 

circulating antibodies can be used to assess treatment 

response or organ-specific biomarkers; e.g. NT-proBNP

• In ATTR amyloidosis, measuring TTR stabilization could be 

superfluous in most patients receiving the 61 mg dose 

(tafamidis free acid), but individual cases with rarer mutations, 

not found in the ATTR-ACT trial, might benefit from a 

dose adjustment

Links to further useful papers/materials: Damy T, et al. Eur J Heart Fail 2020; https://doi.org/10.1002/ejhf.2027.

Implications

• Tafamidis is a disease-modifying therapy for cardiac amyloidosis, 

emerging as a life-long, costly treatment, with delayed onset of a 

survival benefit

• Reliable criteria to predict response to tafamidis would help guide 

treatment choice

• Patients identified as poor responders to tafamidis could be switched to 

another therapy, e.g. gene silencer, or start a combination therapy with 

tafamidis and a second drug

• Degree of TTR stabilization may be a useful indicator of tafamidis 

response, and may guide dosing choice

• Plasma TTR levels to guide treatment with TTR stabilizers (e.g. tafamidis) 

and existence of other biomarkers to predict treatment response and 

guide treatment choice remain to be established

https://onlinelibrary.wiley.com/doi/10.1002/ejhf.2027


Glossary

• Supra-therapeutic: administered at levels greater than used in actual treatment; amounts of drug that 

are greater than the therapeutic concentration or maximum dose

• Transthyretin (TTR) stabilization: blocking of TTR tetramer dissociation to reduce de novo 

deposition of amyloid


