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• Transthyretin amyloid cardiomyopathy (ATTR-CM) is

caused by deposition of TTR amyloid fibrils in the heart.

• Vutrisiran, a RNA interference therapeutic agent, rapidly

knocks down circulating concentrations of TTR.

• In HELIOS-B, vutrisiran significantly reduced rates of all-

cause death and cardiovascular (CV) events among

patients with ATTR-CM. Compared with placebo,

vutrisiran also had beneficial effects on cardiac structure

and function.

Hypotheses 

Figure 3. Association of Changes from Baseline to Month 18 in Echocardiographic 

Measures of Systolic and Diastolic Function with Subsequent All-Cause Mortality

• Baseline measures of LV and RV systolic function and diastolic function provided

important prognostic information above and beyond clinical characteristics and the

well-validated biomarker-based staging system.

• Vutrisiran improved diastolic function and attenuated declines in LV and RV systolic

function at 18 months.

• Worsening LV and RV systolic function over 18 months was associated with a

heightened risk of subsequent all-cause mortality.

• The benefits of vutrisiran on cardiac function may, at least in part, mediate the

reduced risk of adverse outcomes.

Table 1. Baseline Clinical and Echocardiographic Characteristics According to Treatment Assignment

Conclusions
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Results

Statistical Analysis:

• Associations of baseline echocardiographic parameters with

all-cause death were evaluated using Cox models.

• Changes in echocardiographic parameters from baseline to

month 18 were analyzed with mixed models for repeated

measures.

• Associations of change in echocardiographic parameters at

month 18 with subsequent all-cause death were assessed in

landmark analyses.

HELIOS-B was funded by Alnylam Pharmaceuticals. MF has received research support from AstraZeneca; has performed consultancy and/or held Advisory Board membership for Alexion, Alnylam Pharmaceuticals, Attralus, Caelum, 

Biosciences, Intellia Therapeutics, Ionis Pharmaceuticals, Janssen Pharmaceuticals, Lexeo Therapeutics, Novo Nordisk, Pfizer, and Prothena; has received support for attending meetings from Alnylam Pharmaceuticals, AstraZeneca, 

and Attralus and owns equity in Lexeo Therapeutics and Mycardium. HS reports research support or consulting fees from ABT Associates, Astellas Pharma, Emmi Solutions, and Hikma Pharmaceuticals. OA has received 

educational/research grants from Shire Human Genetic Therapies/Takeda and travel/accommodation support for conferences from Shire Human Genetic Therapies/Takeda, Amicus, and Sanofi Genzyme. SDS has received research 

grants from Alexion, Alnylam, Applied Therapeutics, AstraZeneca, Bellerophon, Bayer, BMS, Boston Scientific, Cytokinetics, Edgewise, Eidos/BridgeBio, Gossamer, GSK, Ionis, Lilly, NIH/ NHLBI, Novartis, NovoNordisk, 

Respicardia, Sanofi Pasteur, Tenaya, Theracos, and US2.AI; and has consulted for Abbott, Action, Akros, Alexion, Alnylam, Amgen, American Regent, Anacardio, Arena, AstraZeneca, Bayer, BMS, Cardior, Cardurion, CellProThera, 

Corvia, Cytokinetics, Dinaqor, GSK, Lexicon, Lilly, Moderna, Novartis, Quantum Genomics, Roche, Tenaya, Theracos, Tremeau, Sanofi-Pasteur, Sarepta, and Valo. KSJ, BEB, OL, and SL report no disclosures. SB, PYJ, and JV are 

employees of and own shares in Alnylam Pharmaceuticals.

*HR adjusted for the corresponding baseline echocardiographic parameter, age, sex, ATTR disease type (wild-type vs variant), and

National Amyloidosis Centre ATTR stage, and stratified by baseline tafamidis use and treatment assignment

• Echocardiographic measures of systolic and diastolic

function are associated with clinical outcomes in ATTR-CM.

• Beneficial changes in cardiac function with vutrisiran are

related to clinical outcomes.

655 patients 

with ATTR-CM

(wild-type or variant)

echocardiogram Primary outcome: composite of all cause death and 

recurrent CV events during DB period

Secondary outcome: all-cause death through 42 months

Figure 2. Vutrisiran Improved LV Diastolic Function and Attenuated Declines in LV and RV Systolic Function at 

18 Months

Figure 1. Association of Baseline Echocardiographic Measures of Systolic and Diastolic Function with All-Cause Mortality

ATTR – transthyretin amyloidosis, NAC – National Amyloidosis Centre, NT-proBNP – N-terminal pro-B-type natriuretic peptide, LV - left ventricular, LVEF – left ventricular ejection fraction, E/e’ – ratio of 

peak early diastolic transmitral flow velocity to peak early diastolic mitral annular tissue velocity, GLS – global longitudinal strain, RV – right ventricular, s’ –systolic myocardial velocity. 

Echocardiographic parameter Placebo Vutrisiran

n=328 n=326

Mean LV wall thickness (mm) 18 (3) 18 (3)

LV mass index (g/m2) 181 (46) 182 (44)

LVEF (%) 56 (12) 56 (13)

Absolute GLS (%) 14 (3) 14 (3)

Average E/e' 18 (6) 18 (7)

RV S' (cm/s) 9 (3) 9 (3)

Characteristic Placebo Vutrisiran

n=328 n=326

Median age (range), years 76 (46-85) 77 (45-85)

Male sex 93% 92%

Wild-type ATTR 88% 89%

Tafamidis use at baseline 39% 40%

NAC stage ≥2 30% 36%

Median NT-proBNP (IQR), pg/mL 1801 (1042-3082) 2021 (1138-3312)
Data presented as means (SD).

For US HCPs Only

Scan to View Congress 

Material Presented

Models were adjusted for the corresponding baseline echocardiographic parameter, treatment group, visit, treatment-by-visit interaction, baseline tafamidis use, treatment-

by-baseline tafamidis use interaction, ATTR disease type, and age group (<75 vs ≥75 years)
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Change From Baseline in Absolute GLS (%) at Month 18
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Change From Baseline in RV S’ (cm/s) at Month 18
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*HR adjusted for age, sex, ATTR disease type (wild-type vs variant), and National Amyloidosis Centre ATTR stage, and stratified by baseline tafamidis use and treatment assignment

LVEF

HR* per 5% increase

0.89 (0.84-0.95)
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Baseline Absolute GLS (%)
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