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Background

• ATTR amyloidosis is a progressive, debilitating disease caused by deposition of misfolded TTR 

protein as amyloid in various organs1 

• In ATTR-CM, TTR-derived amyloid accumulates in the heart, leading to progressive heart failure 

and conduction disorders

• ATTR-CM is associated with substantial morbidity, including impairment of physical function and 

quality of life, increased occurrence of CV events, and early mortality

• Tafamidis, a TTR stabilizer, is currently the only approved treatment for ATTR-CM in many 

geographies, including Europe and the United States

Methods (cont’d)

• The literature review was performed according to a four-step process

– Step 1: Literature search

▪ The PubMed database (https://pubmed.ncbi.nlm.nih.gov/) was queried for publications that 1) contained 

the term “tafamidis” in any search field and 2) were published between Jan 2018 and Mar 2024

– Step 2: Abstract screening

▪ For all records retrieved from PubMed, abstracts were reviewed to preliminarily assess 

relevance to the research objective

– Step 3: Full-text review

▪ For all publications identified as possibly relevant via abstract screening, the full text of the 

publication was comprehensively reviewed to definitively assess its relevance to the research 

question of interest

– Step 4: Data extraction

▪ For all publications determined to be relevant to the research question of interest based on full-text 

review, data were extracted regarding 1) the definition of the study cohort reported on in the 

publication; 2) the duration of follow-up; 3) the outcomes reported; and 4) the percentages of 

patients in the study cohort who experienced these outcomes during follow-up

• Upon completion of the literature review, the extracted data were summarized descriptively in 

tabular format

Objective

• To clarify the existing unmet therapeutic need in ATTR-CM by synthesizing published data on the 

clinical course of patients treated with tafamidis for ATTR-CM

Results

• The initial PubMed search yielded 391 records for abstract screening; of these, 60 advanced to full-text screening, and 16 

advanced to data extraction (Figure)

– In abstract and full-text screening, publications were typically excluded because they were not primary research 

publications (e.g., editorials), did not report on relevant disease outcomes (e.g., preclinical studies), or reported only 

cohort-level mean results (vs. patient-level results) for relevant disease outcomes

• Studies included in the review varied widely in terms of sample size, duration of follow-up, and outcomes assessed

– Among the included studies, cohort sizes ranged from a minimum of 8 to a maximum of 484

– Reported follow-up duration ranged from 6 to 30 months, although the summary metric for follow-up duration varied 

across studies, with some reporting mean or median follow-up duration and others reporting a fixed follow-up duration for 

all patients

– The outcomes assessed included 1) changes in biomarkers and/or other surrogate endpoints known or thought to predict 

future morbidity or mortality; 2) the direct occurrence of clinical morbidity (clinical events, hospitalizations); 3) the direct 

occurrence of mortality; or 4) composites thereof

• Findings from the studies included in the review are presented in Table 1, Table 2, Table 3, and Table 4, respectively.

Figure. Flow diagram of targeted literature review
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Conclusions

• While tafamidis has been shown in clinical trials to provide benefits for patients with ATTR-CM, there is a continuing unmet need for additional therapeutic 

options, as a review of published literature shows that some patients treated with tafamidis continue to experience worsening from pre-treatment baseline in 

biomarkers and intermediate/surrogate endpoints, clinical morbidity, and death.

• Limitations of this review include small cohort sizes in some included studies, potentially leading to imprecise estimation of the percentage of patients experiencing a given 

outcome, as well the possibility of missing results due to publication bias and due to the exclusion of non-English-language publications

Methods

• A targeted literature review was conducted to describe the clinical course of patients receiving 

tafamidis for the treatment of ATTR-CM, with a focus on patient-level (as opposed to cohort-level) 

outcomes

Table 1

Summary of patient-level outcomes regarding changes in biomarkers and 

other intermediate / surrogate endpoints in patients treated with tafamidis 

for ATTR-CM

Table 2

Summary of findings regarding percentage of patients experiencing clinical 

morbidity among those treated with tafamidis for ATTR-CM

Table 3

Summary of findings regarding percentage of patients dying among those 

treated with tafamidis for ATTR-CM

Table 4

Summary of findings regarding percentage of patients experiencing 

composite outcomes among those treated with tafamidis for ATTR-CM
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