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Phase 3 HELIOS-B Study

» This resource is intended to support scientific exchange and may contain information that is not in
the approved Prescribing Information for AMVUTTRA® (vutrisiran). The information provided is not
iIntended to serve as recommendations for clinical practice.

« Alnylam does not recommend or suggest the use of its products in any manner that is inconsistent
with the approved Prescribing Information.

» Please see the AMVUTTRA full Prescribing Information for the FDA-approved product labeling.
* This resource may contain hyperlinks that are not functional in this format.

» For further information, please see RNAiScience.com to connect with a Medical Science Liaison,
submit a medical information request, or access other Alnylam medical education resources.
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https://www.alnylam.com/sites/default/files/pdfs/amvuttra-us-prescribing-information.pdf
http://www.rnaiscience.com/

‘Vutrisiran HELIOS B Phase 3 Study
Randomized, Double-Blind Outcomes Study in ATTR Amyloidosis with Cardiomyopathy

.
N = 655
Patient Population
« ATTR amyloidosis;
wild-type or any
TTR mutation
« Confirmed >
cardiomyopathy and

medical history of
symptomatic heart failure

 NYHA < IlI; minimum walk
and NT-proBNP limits at
baseline

* 40% of patients on
tafamidis at baseline

Vutrisiran
SC g3M

25 mg

> Placebo

1:1 RANDOMIZATION

SC q3M

6-MWT, 6-minute walk test; ATTR, transthyretin-mediated; CV, cardiovascular; NT-proBNP, N-terminal prohormone brain-type natriuretic peptide; NYHA, New York Heart Association; g3M, every

3 months; SC, subcutaneous; sDNA, supplemental new drug application; TTR, transthyretin.
https://classic.clinicaltrials.gov/ct2/show/NCT04153149 (accessed Feb 17, 2024)

>

Primary Endpoint

» Composite outcome of all-cause mortality and recurrent CV
events, assessed when last patient reaches Month 33, in:

» Overall population
» Monotherapy population

Secondary Endpoints
* 6-MWT distance
» Kansas City Cardiomyopathy Questionnaire score
* All-cause mortality
* NYHA Class

Topline results expected late June/early July 2024

Assuming positive results,
SNDA submission expected late 2024
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https://classic.clinicaltrials.gov/ct2/show/NCT04153149
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Select Inclusion and Exclusion Criteria

Select Inclusion Criteria Select Exclusion Criteria
« ATTR amyloidosis; wild-type or any * Known primary amyloidosis or leptomeningeal
TTR mutation amyloidosis

* New York Heart Association (NYHA) Class IV
heart failure

 NYHA Class Ill heart failure and at high risk
based on pre-specified criteria

« A polyneuropathy disability (PND) Score llla,

« Confirmed cardiomyopathy and medical
history of symptomatic heart failure

* NYHA < lIl; minimum walk and NT-proBNP llib, or IV at the screening visit
limits at baseline - Estimated glomerular filtration rate (eGFR)
<30 mL/min/1.73m?
- 40% of patients on tafamidis at baseline * Received prior TTR lowering treatment

« Other non-TTR cardiomyopathy, hypertensive
cardiomyopathy, cardiomyopathy due to
valvular heart disease, or cardiomyopathy due
to ischemic heart disease

ATTR, transthyretin-mediated; NT-proBNP, N-terminal prohormone brain-type natriuretic peptide; NYHA, New York Heart Association; TTR, transthyretin. Al | ®
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HELIOS-B Statistical Analysis Methodology?1?

Study Duration

Study Duration
* Double-blind period up to 36 months

* Primary analysis conducted when
last patient reaches Month 30

Updated

Study Duration
* Double-blind period up to 36 months

* Primary analysis conducted when
last patient reaches Month 33

ATTR-CM, transthyretin-mediated amyloidosis with cardiomyopathy.

Three additional months of event collection for
patients enrolled later in study, enhancing
statistical power

~60% of patients remaining on study will have
greater follow-up; ~20% more patients will
have follow-up to full 36 months

Longest double-blind follow-up in any ATTR-
CM study to date
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' IIHELIOS-B Statistical Analysis Methodology (cont.)?

Primary Endpoint

Updated

Primary Endpoint Primary Endpoint
» Composite outcome of all-cause « Composite outcome of all-cause
mortality and recurrent CV events in mortality and recurrent CV events,
overall population analyzed in:

» Overall population

« Monotherapy population
(patients not on tafamidis at
baseline)

CV, cardiovascular.

-

Hospitalization and mortality outcomes; will be
analyzed in:

» Overall population (100%)
» Monotherapy group (60%)

Primary endpoint tested in parallel; study
positive if:

« Both analyses p <0.05, OR

« Either analysis p <0.025
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' IIHELIOS-B Statistical Analysis Methodology (cont.)?

Secondary Endpoints

Updated

Select Secondary Endpoints Secondary Endpoints

* 6-MWT distance * 6-MWT distance ("

. Kansas City Cardiomyopathy - KCCQ-0S * Secondary endpoints streamlined to clinically
Questionnaire (KCCQ-OS) score - All-cause mortality relevant endpoints

* Echocardiographic parameters * NYHA Class « Prioritized to show potential disease

* All-cause mortality & recurrent all- stabilization
cause hospitalizations & urgent HF
visits « Other prior secondaries will still be analyzed

+ All-cause mortality

* Recurrent CV events
* NT-proBNP

6-MWT, 6-minute walk test; CV, cardiovascular; HF, heart failure; NT-proBNP, N-terminal prohormone brain-type natriuretic peptide; NYHA, New York Heart Association; TTR, transthyretin. Al | ®
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