Vutrisiran: HELIOS-B OLE

The following information is provided in response to your unsolicited inquiry. It is intended to provide
you with a review of the available scientific literature and to assist you in forming your own conclusions
in order to make healthcare decisions. This document is not for further dissemination or publication
without authorization.

The full Prescribing Information for AMVUTTRA® (vutrisiran) is provided here. Alnylam Pharmaceuticals
does not recommend the use of its products in any manner that is inconsistent with the approved
Prescribing Information. This resource may contain information that is not in the approved Prescribing
Information.

If you are seeking additional scientific information related to Alnylam medicines, you may visit the
Alnylam US Medical Affairs website at RNAiScience.com.

SUMMARY

e HELIOS-Bwas a phase 3, global, randomized, double-blind, placebo-controlled, multicenter study
designed to evaluate the efficacy and safety of vutrisiran in patients with ATTR-CM, including both
hATTR and wtATTR.!

e After the double-blind period (33 to 36 months), all remaining eligible patients were allowed to
receive vutrisiran in an OLE for up to 24 months.2

o Through Month 12 of the OLE, treatment with vutrisiran compared with placebo reduced the
risk in time to first CV event or all-cause mortality by 37% in the overall population
(time-to-first: HR= 0.631, 95% Cl: 0.506, 0.788; P=0.0001) and 42% in the monotherapy
population (time-to-first: HR = 0.577, 95% Cl: 0.436, 0.762; P=0.0002).2

o Additional endpoints assessed at Month 12 of the OLE included ACM and changes from
baseline in KCCQ-OS, NYHA class, NT-proBNP, and troponin | in the overall and monotherapy
populations.?

o AsofMonth 12 of the OLE, the median exposure to vutrisiran 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. The safety of vutrisiran treatment in the OLE was consistent with results from the
double-blind period.?

Study Design - Efficacy Results - Safety Results - Abbreviations - References

STUDY DESIGN

HELIOS-B was a phase 3, global, randomized, double-blind, placebo-controlled, multicenter study
designed to evaluate the efficacy and safety of vutrisiran in patients with ATTR-CM, including both
hATTR and wWtATTR. Patients were randomized (1:1) to receive either vutrisiran 25 mg (n=326) or
placebo (n=329) every 3 months by subcutaneous injection for up to 36 months. The primary endpoint
was the composite endpoint of all-cause mortality and recurrent CV events (CV hospitalizations and
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urgent heart failure visits) at the end of the double-blind period in the overall population and in the
monotherapy population (patients not receiving tafamidis at baseline).!

After the double-blind period, all remaining eligible patients were allowed to receive vutrisiran in an
OLE for up to 24 months (Figure 1). Of the 478 patients who completed the double-blind period, 466
patients (97%) entered the OLE. As of the data cutoff for Month 12 of the OLE, 213 patients who initially
received vutrisiran and 189 patients who initially received placebo in the double-blind period have
continued treatment.?

Figure 1. HELIOS-B Double-Blind Period and OLE Study Design.”
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Abbreviations: 6-MWT = 6-minute walk test; ACM = all-cause mortality; ATTR = transthyretin amyloidosis; 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; g3M = every 3 months; SC = subcutaneous; TTR = transthyretin.

2NT-proBNP levels of >300 pg/mL and <8500 pg/mL (or > 600 pg/mL and <8500 pg/mL for patients with atrial fibrillation).

259 patients (55.6%) were in the monotherapy population.

‘Month 12 OLE data cutoff as of April 9, 2025.

96-MWT and echocardiography measures were not analyzed in the OLE.

From Garcia-Pavia et al.?

EFFICACY RESULTS

Composite of All-Cause Mortality and Recurrent CV Events

Treatment with vutrisiran compared with placebo reduced the risk in time to first CV event or all-cause
mortality through Month 48 (Month 12 of the OLE) by 37% in the overall population (time-to-first:
HR=0.631, 95% Cl: 0.506, 0.788; P=0.0001) and 42% in the monotherapy population (time-to-first:
HR= 0.577,95% Cl: 0.436, 0.762; P=0.0002) (Figure 2).?
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Figure 2. Time to First CV Event or All-Cause Mortality Through Month 12 of the OLE.*?
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Placebo 199 (0) 175(22) 152(43) 130(60) 116(72) 95(93) 80(107) 72 (115) 19(123)
Vutrisiran 196 (0) 172 (22) 157(34) 141(49) 131(57) 119(69) 108(77) 105(80) 28 (84)

Abbreviations: Cl = confidence interval; CV = cardiovascular; HR = hazard ratio; IPTW = inverse probability of treatment weighting; LWYY = Lin,
Wei, Yang, and Ying; NT-proBNP = N-terminal prohormone of B-type natriuretic peptide; OLE = open-label extension.

2All-cause mortality includes heart transplantation and left ventricular assist device placement. CV events include CV-related hospitalizations
and urgent heart failure visits.

®Survival probability based on IPTW-adjusted Kaplan-Meier curves. The HR is derived from Cox proportional hazards model.
‘Recurrent events analysis based on the modified Andersen-Gill model, also known as LWYY.

Given significant NT-proBNP baseline imbalance, IPTW-adjusted Kaplan-Meier curves are shown for a balanced visualization consistent with
the prespecified NT-proBNP adjusted Cox analysis.
From Garcia-Pavia et al.?

All-Cause Mortality
Treatment with vutrisiran compared with placebo reduced the risk of all-cause mortality through
Month 48 (Month 12 of the OLE) by 37% in the overall population (time-to-event: HR = 0.626, 95% Cl:

0.464, 0.843; P=0.0023) and 39% in the monotherapy population (time-to-event: HR = 0.607, 95% ClI:
0.426, 0.866; P=0.0070) (Figure 3).?
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Figure 3. Time to All-Cause Mortality Through Month 12 of the OLE.*?
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No. at risk (cumulative no. of events)
Placebo 199(0) 194(5) 188(11) 180(19) 172(27) 160(39) 147(52) 134 (64) 33(73)
Vutrisiran 196 (0) 191(5) 179(17) 171(25) 169 (27) 158(38) 154(42) 151 (45) 38 (53)

Abbreviations: Cl = confidence interval; HR = hazard ratio; IPTW = inverse probability of treatment weighting; NT-proBNP = N-terminal
prohormone of B-type natriuretic peptide; OLE = open-label extension.

2All-cause mortality includes heart transplantation and left ventricular assist device placement.

®Survival probability based on IPTW-adjusted Kaplan-Meier curves. The HR is derived from Cox proportional hazards model. P-value derived
from log-rank test.

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

From Garcia-Pavia et al.?

KCCQ-0S

The changes from baseline in KCCQ-OS at Month 12 of the OLE in the overall and monotherapy
populations are summarized in Table 1. The median (95% Cl) changes from baseline in KCCQ-OS in the
overall and monotherapy populations are presented in Figure 4.?
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Table 1. Change from Baseline in KCCQ-0S at Month 12 of the OLE.?

KCCQ-0S, change from Overall Population. : Monotherapy Populat.icfn

baseline at M12 of the OLE Placebo Vutrisiran Placebo Vutrisiran
(n=328) (n=326) (n=199) (n=196)

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)

LSMD (95% Cl)? 8.95 (5.31, 12.59) 11.40 (6.31, 16.48)

P-value <0.001 <0.001

Abbreviations: Cl = confidence interval; KCCQ-OS = Kansas City Cardiomyopathy Questionnaire-Overall Summary; LS = least squares;
LSMD = least squares mean difference; M = month; MMRM = mixed models with repeated measures; OLE = open-label extension;

SEM = standard error of the mean.
?Derived from MMRM model.

Figure 4. Median Change from Baseline in KCCQ-0S Through Month 12 of the OLE.?
KCCQ-0S: Overall Population (n=654)
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Abbreviations: BL = baseline; Cl = confidence interval; D = day; KCCQ-OS = Kansas City Cardiomyopathy Questionnaire-Overall Summary;

M = month; OLE = open-label extension.
95% Cls for median change are calculated from the distribution-free method of order statistics (ranks).

From Garcia-Pavia et al.?

NYHA Class
The proportion of patients with stable orimproved NYHA class from baseline at Month 12 of the OLE are

summarized in Table 2.2
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Table 2. Proportion of Patients with Stable or Improved NYHA Class from Baseline at Month 12 of

the OLE.?

Overall Population

Monotherapy Population

NYHA Class, stable/improved from

. Placebo Vutrisiran Placebo Vutrisiran
baseline at M12 of the OLE (n=328) (n=326) (n=199) (n=196)
n (%) 150 (45.7) 176 (54.0) 78 (39.2) 98 (50.0)

Adjusted difference in % of patients
stable/improved (95% Cl)

10.3 (2.6, 17.9)

13.7 (4.0, 23.4)

OR of being stable/improved (95% Cl)?

1.6(1.1,2.2)

1.9(1.2,2.9)

P-value

<0.01

<0.01

Abbreviations: Cl = confidence interval; M = month; OLE = open-label extension; OR = odds ratio.
?Derived from logistic regression model.

Cardiac Biomarkers

NT-proBNP

Treatment with vutrisiran compared with placebo resulted in an adjusted geometric mean fold-change
ratio of 0.66 (95% Cl: 0.58, 0.74) and 0.55 (95% ClI: 0.47, 0.64) for NT-proBNP from baseline to Month 12
of the OLE in the overall and monotherapy populations, respectively (Figures 5 and 6).?

Troponin |

Treatment with vutrisiran compared with placebo resulted in an adjusted geometric mean fold-change
ratio of 0.71 (95% Cl: 0.64, 0.79) and 0.57 (95% Cl: 0.49, 0.65) for troponin | from baseline to Month 12 of
the OLE in the overall and monotherapy populations, respectively (Figures 5 and 6).2

Figure 5. NT-proBNP and Troponin | Through Month 12 of the OLE in the Overall Population.?
NT-proBNP: Overall Population (n=654)

Ratio (95% Cl) at OLE M12: 0.66 (0.58, 0.74)

30 p<o.0001

2.5 Placebo/Vutrisiran

2.0 i R Y -,E_E

1.5 M Vutrisiran/Vutrisiran
1.0

I I ] ] | I I I | I I I
BL M3 Me M9 MI12 M18 M24

M30 OLE OLE OLE OLE

y Visit D1 Me M9 Mi2
Placebo 328 305 300 299 292 280 260 237 214 202 194 184
Vutrisiran 326 297 295 290 287 277 263 257 235 225 220 216

Troponin |: Overall Population (n=654)

50 Ratie (95% C1) at OLE M12: 0.71 (0.64, 0.79)

Adjusted Geometric Mean Fold-Change (95% CI, ng/L)

1
1
P<0.0001 i
1.75 !
1.5 i Placebo/Vutrisiran
g
1.0 ! Vutrisiran/Vutrisiran
1
1
0.75 T T T 1 T T T 1 T 1
BL M3 Ms M9 Mi2 M18 M24 M30 OLE OLE OLE OLE
Visit D1 M6 M9 M12
N
Placebo 328 297 291 297 289 265 252 231 205 191 186 177
Vutrisiran 326 288 284 285 276 266 250 243 231 217 215 211

Abbreviations: BL = baseline; Cl = confidence interval; D = day; M = month; NT-proBNP = N-terminal prohormone of B-type natriuretic peptide;
OLE = open-label extension.
From Garcia-Pavia et al.?
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Figure 6. NT-proBNP and Troponin | Through Month 12 of the OLE in the Monotherapy Population.?

NT-proBNP: Monotherapy Population (n=395)
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Abbreviations: BL = baseline; Cl = confidence interval; D = day; M = month; NT-proBNP = N-terminal prohormone of B-type natriuretic peptide;
OLE = open-label extension.
From Garcia-Pavia et al.?

SAFETY RESULTS

The median exposure to vutrisiran 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. The exposure-adjusted event rates
per 100 PY of the placebo/vutrisiran and vutrisiran/vutrisiran groups are summarized in Table 3.2

The safety data for long-term treatment with vutrisiran through Month 12 of the OLE were consistent
with those reported for the double-blind period. The rates of AEs did not increase with longer treatment.
Higher event rates for SAEs and severe AEs in the placebo/vutrisiran group compared with the
vutrisiran/vutrisiran group were consistent with more advanced disease following placebo treatment
during the double-blind period.?

Table 3. Safety Results During the Vutrisiran Exposure Period.>?
Exposure-adjusted event rate per 100 PY

Placebo/vutrisiran during the OLE
(n=233; 252.7 PY?)

Vutrisiran/vutrisiran during the
study (n=326; 1123.1 PY?)

discontinuation

AEs 600.5 427.8
SAEs 110.8 62.9
Severe AEs 76.7 43.9
AEs leading to treatment 20 0.8

Abbreviations: AE = adverse event; OLE = open-label extension; PY = patient-years; SAE = serious adverse event.

?Exposure to study drug during vutrisiran treatment.
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ABBREVIATIONS

6-MWT = 6-minute walk test; ACM = all-cause mortality; AE = adverse event; ATTR = transthyretin amyloidosis;
ATTR-CM = transthyretin amyloidosis with cardiomyopathy; BL = baseline; Cl = confidence interval; CV = cardiovascular;
D =day; DB = double-blind; hATTR = hereditary transthyretin amyloidosis; HF = heart failure; HR = hazard ratio; KCCQ-OS =
Kansas City Cardiomyopathy Questionnaire-Overall Summary; LS = least squares; LSMD = least squares mean difference; M =
month; MMRM = mixed models with repeated measures; NT-proBNP = N-terminal prohormone of B-type natriuretic peptide;
NYHA =New York Heart Association; OLE = open-label extension; OR = odds ratio; PND = polyneuropathy disability;
PY = patient-years; q3M = every 3 months; SAE = serious adverse event; SC = subcutaneous; SEM = standard error of the mean;
TTR = transthyretin; wtATTR = wild-type transthyretin amyloidosis.

Updated 03 September 2025
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