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ATTR cardiomyopathy
• Results from accumulation of wild-type or variant TTR amyloid 

fibrils in the heart1-5

• Leads to progressive heart failure, with significant morbidity and 
mortality

Heart failure treatment in elderly patients
• Older adults face disproportionate burden of disease
• Higher risk of death and hospitalisations6
• Concerns over frailty, polypharmacy leads to lower use of 

guideline-directed medical therapy (GDMT)

Background

References: 1. Hawkins et al. Ann Med 2015;47:625–38; 2. Ruberg et al. J Am Coll Cardiol 2019;73:2872–92; 3. Maurer et al. J Am Coll Cardiol 2016;68:161–72; 4. Živković et al. Amyloid 2020;27:142–3; 5. Sipe et al. Amyloid 2014;21:221–4; 6. Tolfo D, Lund LH, Becher PM, et al. Eur 
J Heart Fail. 2022;24(6):1047–1062. doi:10.1002/ejhf.2483.
Abbreviations: ATTR, transthyretin amyloidosis; ATTR-CM, transthyretin amyloidosis with cardiomyopathy; GDMT, guideline-directed medical therapy; RNAi, RNA interference; TTR, transthyretin; wt TTR, wild-type transthyretin.

Aim of the study
• Vutrisiran, a recently approved RNAi therapeutic, was evaluated in patients with ATTR-CM in the HELIOS-B study 

(NCT04153149). It provided significant benefits in the primary and all secondary endpoints
• To determine whether the benefits of vutrisiran extend consistently across all age groups including patients ≥80 years



HELIOS-B study design

References: Clinicaltrials.gov identifier: NCT04153149.
Abbreviations: 6-MWT, 6-minute walk test; ATTR, transthyretin amyloidosis; CV, cardiovascular; DB, double-blind; hATTR, hereditary ATTR; HF, heart failure; NT-proBNP, N-terminal prohormone of B-type natriuretic peptide; 
KCCQ-OS, Kansas City Cardiomyopathy Questionnaire – Overall Summary; NYHA, New York Heart Association; OLE, open label extension; PND, polyneuropathy disability; q3M, every 3 months; SC, subcutaneous; TTR, transthyretin; wtATTR, wild-type ATTR. 

aNT-proBNP levels of >300 pg/mL and <8500 pg/mL (or >600 pg/mL and <8500 pg/mL for patients with atrial fibrillation).
bRandomisation was stratified according to the use of tafamidis at baseline (yes versus no), ATTR disease type (hATTR or wtATTR), and NYHA class and age at baseline (NYHA class I or II and age <75 years versus all others).
cAssessed in the overall population and monotherapy population as separate endpoints.
. 



Methods

Abbreviations: 6-MWT, 6-minute walk test; BL, baseline; CV, cardiovascular; KCCQ-OS, Kansas City Cardiomyopathy Questionnaire – Overall Summary; SAE, serious adverse event.

• Endpoints assessed using age categories (<75, 75 to <80 and ≥80 years) and age as a continuous 
variable (using restricted cubic splines), in both overall and monotherapy populations (patients not 
receiving tafamidis at baseline)

Primary endpoint
• Composite endpoint of all-cause mortality and recurrent CV events during double-blind period (Month 33-36)

Components of the composite primary endpoint
• Recurrent CV events

Secondary endpoints
• All-cause mortality through 42 months
• Change from BL to Month 30 in 6-MWT distance
• Change from BL to Month 30 in KCCQ-OS

Other endpoints
• Composite of all-cause mortality or first CV event
• Safety endpoints (SAEs, discontinuations)



Baseline characteristics

Abbreviations: 6-MWT, 6-minute walk test; ATTR, transthyretin amyloidosis; NAC, National Amyloidosis Centre; NT-proBNP, N-terminal prohormone of B-type natriuretic peptide; NYHA, New York Heart Association.  

Contemporary population with baseline characteristics balanced across arms



Baseline characteristics

Abbreviations: 6-MWT, 6-minute walk test; ATTR, transthyretin amyloidosis; NAC, National Amyloidosis Centre; NT-proBNP, N-terminal prohormone of B-type natriuretic peptide; NYHA, New York Heart Association. 

Contemporary population with baseline characteristics balanced across arms



Primary endpoint 
All cause mortality and recurrent CV events

Primary analysis based on the modified Anderson-Gill model, also known as LWYY.
Abbreviations: LWYY, Lin, Wei, Yang , and Ying

Primary Composite (LWYY): Overall Population

Consistent benefit across all age groups

Number of events
Vutrisiran   Placebo

P for interaction 0.56

Favours vutrisiran Favours placebo

Age 
category



Secondary endpoints in the overall population

Abbreviations: ACM, all-cause mortality; CI, confidence interval; py, person years, 6-MWT, 6-minute walk test; KCCQ-OS, Kansas City Cardiomyopathy Questionnaire – Overall Summary; QoL, quality of life.

Vutrisiran reduced ACM and improved functional status and QoL across all age categories



Analysis using age as a continuous variable
 

ACM, all-cause mortality; CI, confidence interval; HR, hazard ratio.

Benefits across the spectrum of age
• Estimated treatment effect consistent across spectrum of age for primary and secondary endpoints

• No attenuation of benefit with increasing age

Restricted cubic spline evaluating vutrisiran’s efficacy as a continuous function of age in overall population
• Primary endpoint up to 36 months (left), ACM up to 42 months (middle), time to first event (ACM or first cardiovascular event; right). 
• The solid black line represents the estimated HR for treatment effect at each age, and dashed lines indicate the 95% CI. 
• The horizontal yellow line denotes the line of no effect (HR = 1.0). 



Safety endpoints
AEs, SAEs and rates discontinuations in the overall population
 

Abbreviations: AE, adverse event; SAE, serious adverse event; trt, treatment; disc, discontinuation

No increase in SAEs or discontinuations in older patients
• Safety profile remained favourable across age categories



Conclusions
 

• Contemporary population with less advanced disease at baseline
• Vutrisiran associated with consistent clinical benefit across age categories
• In patients ≥80 years, vutrisiran reduced the incidence of the primary composite endpoint by 29%
• Similar findings across other key endpoints including functional capacity and quality of life
• Discontinuation rates were low, with no evidence of increased SAE across age categories

Vutrisiran demonstrates consistent benefit across the spectrum of age – therefore, 
age should not be a barrier to offering an effective, disease modifying treatment
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