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Rationale and Study Design

Background

• ATTR-CM is a progressive, fatal disease caused by accumulation of TTR amyloid 
fibrils in the heart1

• Over the HELIOS-B DB period, the RNAi therapeutic vutrisiran lowered the risk of 
ACM and recurrent CV events vs placebo in patients with ATTR-CM2

HELIOS-B Study Design: A Double-Blind, Randomised, Placebo-Controlled Trial

Abbreviations: 6-MWT, 6-minute walk test; ACM, all-cause mortality; ATTR, transthyretin amyloidosis; ATTR-CM, transthyretin amyloidosis with cardiomyopathy; BL, baseline; CV, cardiovascular; DB, double-blind; 
HF, heart failure; KCCQ-OS, Kansas City Cardiomyopathy Questionnaire – Overall Summary; M, month; NT-proBNP, N-terminal prohormone of B-type natriuretic peptide; NYHA, New York Heart Association; OLE, 
open-label extension; PND, polyneuropathy disability; q3M, every 3 months; RNAi, RNA interference; SC, subcutaneous; TTR, transthyretin.
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Patient Population (N=655)

• ATTR: wild-type or any TTR variant

• Confirmed cardiomyopathy and medical 
history of symptomatic HF

• NYHA Class ≤III; 6-MWT ≥150 m; 
NT-proBNP limitsa at baseline

• Approximately 40% of patients on tafamidis 
at baseline

Select Exclusion Criteria

• NYHA Class IV HF

• PND Score ≥III at the screening visit

• Received prior TTR-lowering treatment
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or
Vutrisiran

SC q3M
25 mg

Endpointsd

• Composite outcome of ACM 
and recurrent CV events 

• ACM
• Change from BL in KCCQ-OS
• Change from BL in NYHA class
• Change from BL in cardiac 

biomarkers
• Safety

OLEVariable DB periodScreening period
Day –45 Day 1

(Baseline)
OLE
M24

M33 M36 OLE
M12

466 (97%)b 
patients entered 

the OLE

Patients 
continuing 

treatment at OLE 
M12 data cutoffc

213 (65.3%)

189 (57.4%)

478 patients 
completed the 

DB period

Objectives

• To present efficacy data through Month 12 of the OLE and 

all available safety data from HELIOS-B in the overall and 

monotherapy populations (patients not on tafamidis at 

baseline)

aNT-proBNP levels of >300 pg/mL and <8500 pg/mL (or >600 pg/mL and <8500 pg/mL for patients with atrial fibrillation). b259 patients (55.6%) were in the monotherapy population. cMonth 12 data cutoff: 9 April 2025. 
d6-MWT and echocardiography measures were not analyzed in the OLE. References: 1. Ruberg et al. J Am Coll Cardiol. 2019;73:2872–92;  2. Fontana M et al. N Engl J Med. 2025;392:33–44.

Vital status was ascertained for 
>99% of patients at data cutoffc



Long-Term Vutrisiran Treatment Significantly Reduced the Risk

of the Composite Endpoint of ACM and CV Events
Risk reduction of 37% and 42% in the overall and monotherapy populations

Time-to-First CV Event or ACMa

aAll-cause mortality includes heart transplantation and left ventricular assist device placement, and CV events include CV-related hospitalisations and urgent heart failure visits. bSurvival probability based on IPTW-adjusted 
Kaplan-Meier curves. The HR is derived from Cox proportional hazards model. cRecurrent events analysis based on the modified Andersen-Gill model, also known as LWYY. 
Abbreviations: ACM, all-cause mortality; CI, confidence interval; CV, cardiovascular; HR, hazard ratio; IPTW, inverse probability of treatment weighting; LWYY, Lin, Wei, Yang , and Ying; OLE, open-label extension.
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Time-to-firstb: HR=0.631 (95% CI: 0.506, 0.788), P=0.0001
Recurrent eventsc : HR=0.658 (95% CI: 0.511, 0.849), P=0.0013
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Monotherapy Population (n=395) 

Time-to-firstb: HR=0.577 (95% CI: 0.436, 0.762), P=0.0002
Recurrent eventsc: HR=0.604 (95% CI: 0.434, 0.841), P=0.0028
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Overall Population (n=654)

Given significant NT-proBNP baseline imbalance, IPTW-adjusted Kaplan-Meier curves are shown for a balanced visualisation 
consistent with the pre-specified NT-proBNP adjusted Cox analysis.



Overall Population (n=654)

Long-Term Vutrisiran Treatment Significantly Reduced the Risk of ACM
Risk reduction of 37% and 39% in the overall and monotherapy populations

Time to ACMa

aAll-cause mortality includes heart transplantation and left ventricular assist device placement. bSurvival probability based on IPTW-adjusted Kaplan-Meier curves. The HR is derived from Cox proportional hazards model,
p-value derived from log-rank test.
Abbreviations: ACM, all-cause mortality; CI, confidence interval; HR, hazard ratio; IPTW, inverse probability of treatment weighting.
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Time-to-eventb: HR=0.607 (95% CI: 0.426, 0.866), P=0.0070
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Given significant NT-proBNP baseline imbalance, IPTW-adjusted Kaplan-Meier curves are shown for a balanced visualisation 
consistent with the pre-specified NT-proBNP adjusted Cox analysis.



Favourable Impact with Long-Term Vutrisiran Treatment
Benefit on multiple measures of disease progression maintained relative to placebo

aDerived from MMRM model. bDerived from logistic regression model. c95% CIs for median change are calculated from the distribution-free method of order statistics (ranks).
Abbreviations: BL, baseline; CI, confidence interval; D, day; KCCQ-OS, Kansas City Cardiomyopathy Questionnaire – Overall Summary; LS, least squares; M, month; MMRM, mixed model with repeated measures; 
NYHA, New York Heart Association; OLE, open-label extension; OR, odds ratio; SEM, standard error of the mean. 

Endpoint

Overall Population Monotherapy Population

Placebo
(n=328)

Vutrisiran

(n=326)

Placebo 
(n=199)

Vutrisiran 

(n=196)

KCCQ-OS, change from baseline at M12 of OLE

n 186 218 98 120

Median –3.9 –1.9 –8.5 –2.5

LS mean (SEM) –21.32 (1.33) –12.37 (1.29) –26.68 (1.79) –15.29 (1.87)

LS mean difference  (95% CI)a 8.95 (5.31, 12.59) 11.40 (6.31, 16.48)

P-value <0.001 <0.001

NYHA Class stable/improved from baseline at M12 of OLE

n (%) 150 (45.7) 176 (54.0) 78 (39.2) 98 (50.0)

Adjusted difference in % 

patients stable/improved

(95% CI) 

10.3 (2.6, 17.9) 13.7 (4.0, 23.4)

OR of being stable/improved 

(95% CI)b 1.6 (1.1, 2.2) 1.9 (1.2, 2.9)

P-value <0.01 <0.01

KCCQ-OSc: Overall Population (n=654)

Vutrisiran

N

–15

M
e

d
ia

n
 (

9
5

%
 C

I)
 C

h
an

ge
 

fr
o

m
 B

as
e

lin
e

325
327Placebo

Visit

Vutrisiran/
Vutrisiran

Placebo/
Vutrisiran

OLE
M12

OLE
M6

OLE
D1

M30M24M18M12M6BL

305
308

291
300

280
277

263
256

252
234

240
221

230
203

218
186

5

0

–10

–5

KCCQ-OSc: Monotherapy Population (n=395)
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Favourable Impact of Vutrisiran on Established Cardiac Biomarkers
Relative stability maintained with long-term vutrisiran

Abbreviations: ATTR-CM, transthyretin amyloidosis with cardiomyopathy; BL, baseline; CI, confidence interval; D, day; M, month; NT-proBNP, N-terminal prohormone of B-type natriuretic peptide; OLE, open-label extension. 

Troponin I: Monotherapy Population (n=395)

NT-proBNP: Monotherapy Population (n=395)
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Ratio (95% CI) at OLE M12: 0.55 (0.47, 0.64)
P<0.0001
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Ratio (95% CI) at OLE M12: 0.57 (0.49, 0.65)
P<0.0001
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Troponin I: Overall Population (n=654)
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NT-proBNP: Overall Population (n=654)
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Safety Profile During Vutrisiran Exposure Period

aExposure to study drug during vutrisiran treatment.
Abbreviations: AE, adverse event; OLE, open-label extension; PY, patient-years; SAE, serious adverse event.

Long-term treatment with vutrisiran was well tolerated

• Median vutrisiran exposure was 47.5 months 
(range 0.6–60.5) for the vutrisiran/vutrisiran 
group and 13.7 months (range 0.6–22.1) for the 
placebo/vutrisiran group

• Safety data for long-term vutrisiran treatment 
through 1 year of the OLE were consistent with 
those reported for the double-blind period

– The rate of AEs, including cardiac events, did not 
increase with longer treatment

• Higher event rates for SAEs and severe AEs for 
the placebo/vutrisiran group compared with the 
vutrisiran/vutrisiran group are consistent with 
more advanced disease following placebo 
treatment during the double-blind period

Exposure-adjusted event rate per 100 PY

Placebo/vutrisiran 
during the OLE

(n=223; 252.8 PYa)

Vutrisiran/vutrisiran 
during the study

(n=326; 1123.1 PYa)

AEs 600.5 427.8

SAEs 110.8 62.9

Severe AEs 76.7 43.9

AEs leading to treatment 
discontinuation

2.0 0.8



• Reduced ACM and CV events with vutrisiran vs placebo persisted through 1-year of OLE treatment

– Risk reduction of 37% (overall population) and 42% (monotherapy population) in time to first CV event or ACM

– Risk reduction of 37% (overall population) and 39% (monotherapy population) in ACM

• Vutrisiran demonstrated continued benefit on clinical measures of disease progression including QoL and 
cardiac biomarkers

– In long-term vutrisiran patients, relative stability in QoL and cardiac biomarkers was maintained through 12 months of the 
OLE, demonstrating durable benefits

– Loss of QoL in the placebo group during the DB period may not be fully reversable after starting vutrisiran, highlighting the 
importance of early treatment

• The long-term safety and tolerability profile was consistent with the established profile of vutrisiran

• These data add to the primary analysis of the study in further suggesting that vutrisiran has the potential to 
become a standard of care for newly diagnosed patients and those progressing on other therapies

Conclusions

Abbreviations: ACM, all-cause mortality; ATTR-CM, transthyretin amyloidosis with cardiomyopathy; CV, cardiovascular; DB, double-blind; OLE, open-label extension; QoL, quality of life.

The significant clinical benefits of vutrisiran versus placebo were maintained with long-term treatment

Thank you to the patients, their families, investigators, study staff, and collaborators for their participation in the HELIOS-B study

Medical writing assistance was provided by Elizabeth Drysdale, MBChB, of Adelphi Communications Ltd, UK, and funded by Alnylam Pharmaceuticals 
in accordance with Good Publication Practice (GPP) guidelines. This study was funded by Alnylam Pharmaceuticals. 
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