2 [T
A‘ /‘ 9 =a 1659
= N u - Volume 85%3CsieA1pg,l éuiglzf\
!'&! Heart Failure and Cardiomyopathies
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Background: Patients with transthyretin amyloid cardiomyopathy (ATTR-CM) can have lower circulating serum TTR (STTR) levels; this

is associated with a greater risk of mortality. Acoramidis is an investigational TTR stabilizer with near complete (=90%) TTR stabilization.

In a phase 3 study, ATTRibute-CM, acoramidis treatment resulted in a rapid (by Day 28) and sustained increase in STTR levels, and
reduced the risk of cardiovascular hospitalizations (CVH) and mortality (CVM). In this post-hoc analysis of ATTRibute-CM, we evaluated the
association between acoramidis-mediated early increase in STTR levels with the risk of CVM and of first CVH.

Methods: Analyses were conducted in the ATTRibute-CM modified intent-to-treat (mITT) population (acoramidis: 409; placebo: 202).
Relationships between change from baseline in TTR (ATTR) at Day 28 and subsequent risk of CVM and of first CVH over 30 months were
analyzed as separate endpoints using stratified Cox proportional hazard model.

Results: Each 5 mg/dL increase in STTR levels at Day 28 mediated by acoramidis was associated with a risk reduction of 24.5% in CVM
and 21.2% for first CVH over 30 months. Risk reductions for CVM and of first CVH were greater for each 10 mg/dL increase in STTR levels
at Day 28, Table. Observations were independent of baseline STTR and treatment groups.

Conclusion: Incremental increases in STTR levels on Day 28, achieved with acoramidis, may independently predict greater reduction in
risks of CVM and of first CVH in patients with ATTR-CM.

Table: Stratified Cox Proportional Model Analysis of CVM and first CVH and Hazard Ratio
for 1, 5, 10 mg/dL Change From Baseline in Serum TTR at Day 28, mITT population (N=611)

Acoramidis Placebo
(n=409) (n=202)
Cardiovascular-related Mortality (CVM)?, n (%) 61 (14.9) 43 (21.3)
Cox Proportional Hazard Model® for (VM
HR associated with 1 mg/dL ATTR (95% Cl) 0.95 (0.90, 0.99)
p-value 0.021
Risk Reduction, % 5L5
HR associated with 5 mg/dL ATTR (95% CI) 0.76 (0.59, 0.96)
p-value 0.021
Risk Reduction, % 245
HR associated with 10 mg/dL ATTR (95% Cl) 0.57 (0.35, 0.92)
p-value 0.021
Risk Reduction, % 431
Cardi lated Hospitalization (CVH)S, n (%) 109 (26.7) 86 (42.6)
Cox Proportional Hazard Model® for CVH
HR associated with 1 mg/dL ATTR (95% Cl) 0.95 (0.92, 0.99)
p-value 0.012
Risk Reduction, % 4.7
HR associated with 5 mg/dL ATTR (95% Cl) 0.79 (0.66, 0.95)
p-value 0.012
Risk Reduction, % 21
HR associated with 10 mg/dL ATTR (95% Cl) 0.62 (0.43, 0.90)
p-value 0.012
Risk Reduction, % 379
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c. CVH was defined as a nonelective te care setting for cardiovascular-related morbidity that resulted in at least a 24-hour stay (or a date change if
the time of admission/discharge was not available) or an unscheduled medical visit of <24 hours due to heart failure requiring treatment with IV diuretics.






