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INTRODUCTION
• Patients with ATTR-CM can have lower circulating TTR (also 

known as prealbumin) levels, which are associated with 
worsening of cardiac function and increased risk of mortality1-3

• Acoramidis is a novel, high-affinity TTR stabilizer which achieves 
>90% TTR stabilization in patients with ATTR-CM4-6

• In a pivotal phase 3 study (ATTRibute-CM; NCT03860935) 
acoramidis met its primary hierarchical efficacy endpoint with 
mortality, morbidity, and function components vs placebo 
(p<0.0001)6

 — Acoramidis treatment also resulted in a 25% RRR in ACM and 
30% RRR in cardiovascular-related mortality7,8

METHODS
• Details of the study design have been previously published6

• Modeling and simulation analyses were performed to describe 
the population pharmacokinetics of acoramidis and evaluate 
the safety and efficacy exposure-response relationships for 
acoramidis

• E-R relationships were modeled for ACM vs serum TTR
• ACM included CEC-reviewed and -adjudicated death, heart 

transplant, and implantation of CMAD, defined as a durable CMAD 
implanted in a participant with end-stage heart failure

• Change from baseline in serum TTR shows observed 
measurements without any imputation

RESULTS
• Baseline demographics and clinical characteristics were comparable between the treatment groups 6

• Increased acoramidis concentrations were associated with increased serum TTR concentrations
• Acoramidis treatment increased serum TTR levels at Day 28, which remained stable through Month 30 (Figure 1)8

• Serum TTR levels on Day 28 of dosing predicted survival in univariate analysis for the overall population (p<0.002) and the 
acoramidis-treated population (p<0.001) (Figure 2)

• Through the mechanism of TTR stabilization, for every 5 mg/dL increase in serum TTR level, the risk of death was reduced 
by 30.9% by the logistic model and by 26.1% by the Cox proportional hazards model

• In a multivariate analysis, change in serum TTR remained an independent predictor of ACM (p<0.006), even after adjusting 
for baseline demographic variables, use of diuretics, New York Heart Association class, baseline serum TTR, TTR variant vs 
wild type, and National Amyloidosis Centre stage
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Logistic model of ACM probability based on change in serum TTR level at Day 28. Blue line is model prediction; shaded areas are 95% CI. P value describes the univariate association between ACM and change from 
baseline in serum TTR level at Day 28. Width of light blue band corresponds with goodness of fit at that specific serum TTR level. 

Observed measurements without any imputation. No adjustment was made for early discontinuation for any reason, including death.

FIGURE 2. Probability of ACM as a Function of Change in Serum TTR Levels From Baseline to Day 28 in Acoramidis-Treated Patients

FIGURE 1. Change From Baseline in Serum TTR Levels—mITT Population 

CONCLUSIONS
• Results from the model suggest an exposure-response relationship between acoramidis treatment and serum TTR level
• These models suggest that increasing serum TTR levels through stabilization by acoramidis may be protective
• Acoramidis-mediated increase in serum TTR level on Day 28 may be an independent predictor of improved survival in patients with ATTR-CM

OBJECTIVE
• To report the results of acoramidis-mediated change in 

serum TTR, an in vivo measure of TTR stabilization, and 
its relationship to all-cause mortality in ATTRibute-CM
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