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Conclusions and implications

• In ATTR-ACT, all adjudicated causes of CV-related death and hospitalization were 

less common in patients treated with tafamidis vs those receiving placebo; heart 

failure (HF) was the most common cause of CV-related death and hospitalization

• Greater understanding of the causes of CV-related death and hospitalization in 

patients with ATTR-CM provides important insights into the burden of disease and 

may guide physicians on what to expect when managing ATTR-CM patients 

Introduction

• In the Tafamidis in Transthyretin Cardiomyopathy Clinical Trial (ATTR-ACT), tafamidis 

significantly reduced mortality and cardiovascular (CV)-related hospitalization vs 

placebo in patients with transthyretin amyloid cardiomyopathy (ATTR-CM) 

• All-cause mortality was significantly lower in patients treated with tafamidis for 

30 months compared with those receiving placebo (29.5% vs 42.9%), as was 

CV-related hospitalization (0.48 per year vs 0.70 per year)

• There was also a reduction in all-cause mortality with tafamidis vs placebo in patients 

regardless of disease severity and in both hereditary and wild-type ATTR-CM

• The aim of the current study was to assess the causes of CV-related death and 

hospitalization in ATTR-ACT to further understand the progression of ATTR-CM and 

the efficacy of tafamidis

Summary at-a-glance: 
In ATTR-ACT, all pre-defined 
causes of CV-related death or 

hospitalization were less 
frequent in tafamidis-treated 
patients than placebo-treated 

patients after 30 months
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Methodology

Analysis of CV-related death and hospitalizations in ATTR-ACT

• The independent Endpoint Adjudication Committee conducted a blinded review of all potential study endpoints to determine if 
investigator-reported events met the definition of disease-related efficacy endpoints using pre-defined criteria

• All cases of death were reported to the Committee:

• Death due to any cause was included in the primary efficacy evaluation

• All deaths were reviewed by the Committee to determine if they were CV-related or not

• CV-related deaths were recorded as HF, arrhythmia, myocardial infarction, sudden death, stroke, and other CV causes

• Heart transplant and implantation of a durable cardiac mechanical assist device were also counted as death for the 
efficacy analyses

• Hospitalizations were reported to the Committee:

• Hospitalizations were defined as non-elective admission to an acute care setting for medical therapy that resulted in a stay of 
≥24 hours

• Hospitalizations were reviewed by the Committee to determine if they were CV-related or not

• CV-related hospitalizations were recorded as HF, arrhythmia, myocardial infarction, transient ischemic attack/stroke, and other 
CV causes

ATTR-CM, transthyretin amyloid cardiomyopathy; CV, cardiovascular; HF, heart failure; v, variant; wt, wild-type.
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Reduced risk of death with tafamidis vs placebo

CI, confidence interval; CV, cardiovascular; HF, heart failure.

Read more: 

pages 2–3 of published paper 

Risk of death with tafamidis vs placebo

• There was a significant 30.9% reduction in risk of CV-related 

death with tafamidis vs placebo 

• 103 out of 144 total deaths (71.5%) were CV-related

• There was a non-significant 30.2% risk reduction in HF death 

with tafamidis vs placebo

Patient deaths and adjudicated causes of death

• Total deaths, CV-related deaths, and non-CV-related deaths 

were less frequent with tafamidis vs placebo

• All pre-defined causes of death were less frequent with 

tafamidis than with placebo

Taken from manuscript: * Reported as “hypoxic ischemic encephalopathy with cardiac arrest due to disease progression.” “Including 1 

case each reported as “withdrawal of total artificial heart support due to right frontal lobe hemorrhagic cerebrovascular accident,” “multiple 

organ dysfunction syndrome caused by disease under study,” “brain hemorrhage,” “cardiomyopathy caused by disease under study,” and 

“disease progression (disease under study).”
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Reduced risk of hospitalization with tafamidis vs placebo

CI, confidence interval; CV, cardiovascular; HF, heart failure; TIA, transient ischemic attack.

Read more: 

pages 2–3 of published paper 

Relative risk of hospitalizations with tafamidis vs placebo

• There was a significant 32.4% reduction in rate of CV-related 

hospitalizations and a significant 20.7% reduction in rate of 

all-cause hospitalizations with tafamidis vs placebo

• There was a significant 35.1% reduction in HF hospitalization 

rate with tafamidis vs placebo

Patients hospitalized and adjudicated causes of hospitalization

• The total proportion of patients hospitalized, and the proportion 

of those with CV-related hospitalizations was greater with 

placebo vs tafamidis

• All pre-defined causes of CV-related hospitalizations were less 

frequent with tafamidis than with placebo

• Within each treatment group, HF was the most common cause 

of CV-related hospitalization, followed by other CV causes 

and arrythmia
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Conclusions and implications

ATTR-ACT, Tafamidis in Transthyretin Cardiomyopathy Clinical Trial, ATTR-CM, transthyretin amyloid cardiomyopathy; CV, cardiovascular; HF, heart failure.

Discussion points
• Tafamidis significantly reduced mortality and CV-related 

hospitalization in patients with ATTR-CM in ATTR-ACT

• Most deaths in ATTR-ACT were CV-related, and the most 

common cause of CV-related death and hospitalization was HF

• ATTR-CM is associated with numerous comorbidities and 

adjudication of events is challenging, and can lead to

reporting bias

• Counting the number of repeated hospitalizations during 

follow up may be misleading if mortality is high

• Nevertheless, higher mortality imposes a bias on the total 

number of hospitalizations, which may be artificially more 

frequent in the group with a lower death rate

• Nevertheless, the current analysis demonstrated that total and 

CV-related hospitalization are less frequent with tafamidis 

compared with placebo after 30 months

Links to further useful papers/materials:

Maurer MS, et al. N Engl J Med 2018;379:1007–16; Rapezzi C, et al. JACC Heart Fail 2021;9:115–23; Maurer MS, et al. Circ Heart Failu 2017;10:e003815

Implications

• These findings provide insights into the
burden of disease in terms of morbidity and 
mortality in patients with ATTR-CM

• The results of the current analysis confirm that 
ATTR-CM is a disease of advanced HF 

• Further understanding of the causes of
hospitalization and death may provide 
greater insights into CV disease progression

• These findings may help guide physicians on 
what to expect when treating patients 
with ATTR-CM
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Glossary

• Endpoint Adjudication Committee: an independent group of experts that reviews clinical trial data in order 

to give expert opinions about clinical safety or efficacy events of interest


