Impact of Baseline Heart Failure Severity on Efficacy of Vutrisiran in Patients with Transthyretin Amyloidosis
with Cardiomyopathy in the HELIOS-B Trial: A Subgroup Analysis

Mathew S. Maurer', Ronald M. Witteles2, Farooq H. Sheikh?, Daniel Rodriguez Duque?, Patrick Y. Jay*, Emre Aldinc*, Satish A. Eraly?*, Julian D. Gillmore®

1Columbia University Irving Medical Center, New York, NY, USA; 2Stanford University School of Medicine and Stanford Amyloid Center, Stanford, CA, USA; 3MedStar Heart and Vascular Institute, Georgetown University School of Medicine, Washington DC, USA;
4Alnylam Pharmaceuticals, Cambridge, MA, USA; National Amyloidosis Centre, UCL, Division of Medicine, Royal Free Hospital, London, UK

Conclusions

» In these exploratory analyses, vutrisiran demonstrated evidence of benefit versus placebo in all-cause mortality and recurrent CV events, functional capacity, quality of life, and cardiac biomarkers across a range of baseline disease

severities in patients enrolled in HELIOS-B
» Greatest benefit was observed in patients with earlier, less severe disease, highlighting the need for timely diagnosis and starting effective therapy as soon as possible

Introduction

Transthyretin Amyloidosis with Cardiomyopathy

« In ATTR-CM, accumulation of wild-type or variant TTR amyloid fibrils in the heart'-5 causes
worsening heart failure, increased hospitalizations, and reduced survivals-10

HELIOS-B Study

The HELIOS-B study (NCT04153149) evaluated vutrisiran, a subcutaneously administered

RNA interference therapeutic, in patients with ATTR-CM in a Phase 3, randomized,

placebo-controlled trial'*

Vutrisiran reduced the risk of all-cause mortality and recurrent CV events (CV hospitalizations and

urgent heart failure visits) versus placebo, and also preserved functional capacity and quality of

life!

Objective

« To assess the consistency of vutrisiran effect versus placebo in patients with different baseline

heart failure severities in HELIOS-B

Methods
HELIOS-B Study Design

» The HELIOS-B study is evaluating the efficacy and safety of vutrisiran over a double-blind period
of up to 36 months and an open-label extension period of up to 24 months, during which all

patients receive vutrisiran' (Figure 1)

Figure 1. HELIOS-B Study Design
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Baseline Disease Severity Group Analyses

« In these exploratory analyses, the effect of vutrisiran versus placebo on selected endpoints was
evaluated in the overall and monotherapy populations by different heart failure severities

according to:
- Baseline NYHA class |, II, or Il

— Baseline NT-proBNP levels of <2000 ng/L or

>2000 ng/L
— Baseline NAC stage 1 or 2/3
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— Baseline Columbia early stage (score 1-3) or
intermediate/late stage (score 4-9)

— Baseline NT-proBNP tertiles of <1368 ng/L,
1368-2691 ng/L, and >2691 ng/L
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Baseline Demographics and Disease Characteristics

Baseline heart failure severity was generally comparable across the treatment groups, except that

among the patients in the monotherapy population, NT-proBNP (Table 1) and troponin | (data not
shown) levels were higher in the vutrisiran arm than in the placebo arm

Baseline demographics and characteristics were generally similar across the key baseline heart

failure severity groups in the overall (Table 2) and monotherapy populations (data not shown)

be interpreted with caution

Table 1. Patient Groups by Baseline Heart Failure Severity

Overall Population
(N =654

Monotherapy Population
Baseline parameter
Placebo
(N =328)
35(10.7)

49(15.0) 15(7.7) 12
250 (76.7)

27(83)
161 (49.4)

165 (50.6)

258(78.7)
35(10.7)
181(55.2)
147 (44.8)

172 (87.8) 169
9(46) 18
81(413) 107

NYHA class, n (%)

<2000 nglL
NT-proBNP level, n (%)

>2000ng/L 115(58.7) 92

Some of the heart failure severity groups included low patient numbers; data in these groups should

Placebo
(N =199)

(6.0)
(849)
(9.0)
(538)

(46.2)

Impact of Vutrisiran on the Composite Endpoint of All-Cause Mortality and Recurrent CV Events and on Standalone All-Cause Mortality by Baseline Heart Failure Severity

« Vutrisiran reduced the risk of the composite endpoint of all-cause mortality and recurrent CV events versus placebo, regardless of baseline heart failure severity, defined by NYHA class and NT-proBNP levels
(2000 ng/L and >2000 ng/L), in the overall and monotherapy populations enrolled in HELIOS-B (Figure 2); similar results were observed for standalone all-cause mortality (data not shown)

« In analyses of other baseline heart failure severity measures (Columbia stage, NAC stage, and NT-proBNP tertiles), similar trends for risk reduction of all-cause mortality and recurrent CV events were observed
with vutrisiran versus placebo, with greatest benefit seen in patients with earlier, less severe disease (Table 3)

Figure 2. Composite of All-Cause Mortality and Recurrent CV Events during the Double-Blind Period by
Baseline Heart Failure Severity, in the Overall and Monotherapy Populations

Table 3. Composite of All-Cause Mortality and Recurrent CV Events during the Double-Blind Period by
Baseline Heart Failure Severity, in the Overall and Monotherapy Populations

All-Cause Mortality and Recurrent CV Events

All-Cause Mortality and Recurrent CV Events.

“While 655 pationts were emrolled in HELIOS-B, 1 patient randomized (o placebo did not receive a dose dus o witidrawal and is not included in the analysis.

Table 2. Baseline Demographics and Disease Characteristics across Disease Severity Groups in
Overall Population

Baseline NYHA Class Baseline NT-proBNP Level

the

[ v | aww T
Placebo | Vutrisiran | Placebo n | Placebo |vut Placebo
(N=258) | (N=27) | (N=35) (N=181) [ (v=165) | (N=147)
Age, years, 770 76.0 77.0 760 770 76 760 750 780 770
median (IQR)  ((72.0,80.0) (70.0,80.0) (72.0,81.0) (72.0,80.0) (71.0,81.0) (71.0,80.0)|(70.0,79.0) (70.0,79.0) (74.0,81.0) (73.0,80.0)
Males, n (%) 49 33 226 241 2 32 148 166 151 140
g (1000)  (943)  (904)  (934)  (889)  (914) | 919  (917) (915  (852)
. 44 30 220 220 25 30 140 159 149 130
WIATIRIN (%) | (go5)  (857)  (880)  (888)  (926)  (857) | (67.0)  (87.8)  (903)  (884)
ot use 34 23 78 89 18 17 80 74 50 55
netne: 69.4)  (657)  (312)  (345)  (667)  (486) | (497)  (409)  (303)  (37.4)
| 4223 4218 3600 3830 3185 2950 | 4062 4050 3321 360.0
ﬁg";)‘"[;"‘“'“" (3750, (3589, (2987, (3234, (2560, (2447, | (3399, (3407, (2644, (2910,
y 485.4)  480.0) 4353}  4500)  4204)  3450) | 4720  4675)  4105)  4116)
ﬁ‘::r?(g; 85.4 83.7 720 732 58.8 542 754 744 706 69.6
> h (27)  (151)  (192¢ (193  (@02)  (17.0) | (190)  (19.1)  (196F  (208)
points
NT-proBNP, 1458 1285 2159 1814 2468 2563 1126 1110 3204 3323
median (IQR), | (838, (76, (1227, (1080, (1760, (1401, | (807, (776, (2589, (2576,
nglL 2703)  2045)  3455)  3080)  3796)  3885) | 1599)  1479)  4579)  4424)
Troponin I, 65.0 68.6 738 63.6 486 714 536 56.1 89.4 81.8
median (IQR), | (380, (303, (484, (404, (336, (477, | (345 (336, (596, (530,
nglL 99.3)  1300)  117.8)  1048)  1408)  1216) | 812) 81.0)  1437)  1219)

= 249; bn = 160; °n = 257; %n = 164; °n = 146,

in the HELIOS-B study
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9OUP | Vutrisiran Placebo (95% Ch Vutrisiran Placebo (95%C1) “ Hazard Ratio (95% Hazard Ratio (95% Cl)
NYHA class Early (score 1-3) 312 069 (0.45, 1.07) 179 0.69 (037, 1.28)
i P T R S 054 (027,1.10) 52 e 032(0:42,087) Columbia stage
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Impact of Vutrisiran on Measures of Functional Capacity and Health Status/Quality of Life by Baseline Heart Failure Severity

+ Benefits in 6-MWT distance (Figure 3A) and KCCQ-OS score (Figure 3B) were observed with vutrisiran versus placebo across baseline heart failure severity subgroups in the overall and monotherapy
populations enrolled in HELIOS-B

Figure 3. LS Mean Difference between Vutrisiran and Placebo in Change from Baseline in 6-MWT (A) and KCCQ-OS (B) at Month 30, by Baseline Heart Failure Severity, in the Overall and Monotherapy Populations
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Impact of Vutrisiran on Cardiac Biomarkers by Baseline Heart Failure Severity

« Benefits in NT-proBNP (Figure 4A) and troponin | (Figure 4B) levels were observed with vutrisiran versus placebo across baseline heart failure severity subgroups in the overall and monotherapy populations
enrolled in HELIOS-B

Figure 4. Adjusted Geometric Mean Fold-Change Ratio in NT-proBNP (A) and Troponin | (B) Levels from Baseline to Month 30, by Baseline Heart Failure Severity, in the Overall and Monotherapy Populations
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