
•	 To assess the effect of tafamidis taken concomitantly with acoramidis on 
serum transthyretin (sTTR) levels in participants with transthyretin amyloid 
cardiomyopathy (ATTR-CM) in the phase 3 ATTRibute-CM study (NCT03860935)

•	 In participants with ATTR-CM in ATTRibute-CM, treatment with acoramidis alone led 
to a 42% greater increase from baseline to Month 30 in sTTR levels, compared with 
placebo + tafamidis

•	 The addition of tafamidis to acoramidis did not lead to any further increase in sTTR 
levels, suggesting that acoramidis alone achieves the highest level of TTR stabilization 
among available TTR stabilizers
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RESULTSRESULTS
•	 Baseline demographics and clinical characteristics were generally well balanced between the 

treatment subgroups (Table)

TABLE: Baseline Demographics and Characteristics; mITT Population (N = 611; Acoramidis, n = 409; 
Placebo, n = 202) 

Demographic/ 
Characteristic

Acoramidis 
Alone 

(n = 348)

Acoramidis + 
Tafamidis 

(n = 61)

Placebo  
Alone 

(n = 156)

Placebo + 
Tafamidis  

(n = 46)

Age, years, mean (SD) 77.3 (6.60) 77.5 (5.79) 77.2 (6.68) 76.2 (6.95)

Sex, male, n (%) 319 (91.7) 55 (90.2) 141 (90.4) 40 (87.0)

Duration of ATTR-CM, 
years, mean (SD)

1.2 (1.15) 1.4 (1.48) 1.2 (1.23) 1.0 (1.09)

NT-proBNP, pg/mL, 
median (IQR)

2325.5   
(1327.0–3764.5)

2119.0  
(1240.0–4057.0)

2251.0  
(1013.5–3800.5)

2321.5 
 (1396.0–3351.0)

eGFR, mL/min/1.73 m2, 
mean (SD) 

61.4 (17.18) 65.3 (18.10) 62.1 (18.08) 64.2 (15.58)

sTTR, mg/dL, mean (SD) 23.0 (5.75) 22.8 (4.50) 23.8 (6.11) 22.8 (6.00)

•	 The increases in sTTR levels from baseline to Day 28 were greater in participants who 
received acoramidis alone compared with those who received placebo alone; this early 
increase in sTTR levels with acoramidis alone was sustained until Month 30 compared with 
placebo alone (mean [standard error of the mean (SEM)] change from baseline at Month 30: 
9.1 [0.38] mg/dL versus −0.4 [0.49] mg/dL; Figures 1 and 2)

•	 At Month 12, the mean (SEM) change from baseline in sTTR levels was 7.9 (0.31) mg/dL for 
the acoramidis all group and −0.6 (0.32) mg/dL for the placebo all group (Figure 2)

•	 At Month 30, the change from baseline in sTTR levels was 42% greater in the acoramidis 
alone subgroup than in the placebo + tafamidis subgroup: the mean (SEM) change from 
baseline in sTTR levels was 9.1 (0.38) mg/dL and 6.4 (1.24) mg/dL with acoramidis alone and 
placebo + tafamidis, respectively (p = 0.0432; Figure 2)

•	 At Month 30, the mean (SEM) changes from baseline in sTTR levels in the acoramidis 
alone versus the acoramidis + tafamidis subgroup were similar (9.1 [0.38] mg/dL versus 
8.9 [0.79] mg/dL; Figure 2)
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•	 ATTR-CM is a progressive disease characterized by destabilization of transthyretin (TTR) and 
aggregation of amyloid fibrils in the heart, leading to progressive heart failure, significantly 
impaired quality of life, hospitalization, and death1–3

•	 Acoramidis, a highly selective, oral TTR stabilizer that achieves near-complete (≥ 90%) 
TTR stabilization, is approved by the FDA for the treatment of wild-type or variant ATTR‑CM 
in adults to reduce cardiovascular death and cardiovascular-related hospitalization. 
Acoramidis is also approved in Europe for the treatment of wild-type or variant ATTR-CM 
in adults4–6

•	 In the phase 3 ATTRibute-CM study in participants with ATTR-CM, acoramidis treatment 
increased sTTR levels from baseline to Day 28 significantly more than placebo7

	— The increase in sTTR with acoramidis was sustained through Month 30 and was associated 
with lower all-cause mortality and cardiovascular-related hospitalizations7  

•	 The study design of ATTRibute-CM has been described previously7

	— Briefly, participants with ATTR-CM aged 18–90 years were randomized 2:1 to receive 
acoramidis HCl (800 mg) or matching placebo twice daily for 30 months7

	— Efficacy analyses were conducted in the modified intention-to-treat (mITT) population, 
which consisted of all randomized participants who had received at least one dose of 
acoramidis or placebo, had at least one efficacy evaluation after baseline, and had a 
baseline estimated glomerular filtration rate (eGFR) ≥ 30 mL/min/1.73 m2

•	 Participants were permitted to initiate concomitant open-label tafamidis treatment at any 
time from Month 12 onwards, at the discretion of the investigator

	— In the mITT population, 14.9% of participants in the acoramidis group and 22.8% of 
participants in the placebo group received concomitant tafamidis at any time during 
the trial7

	— The median time to initiation of open-label tafamidis was 17.2 months, and the median 
duration of exposure to tafamidis was 11.4 months.7 The median times to initiation 
in the acoramidis and placebo groups were 17.8 and 16.1 months, respectively; the 
median durations of exposure were 11.6 and 10.5 months for the acoramidis and placebo 
groups, respectively7

•	 sTTR concentrations were determined at baseline, on Day 28, and then every 3 months 
through to Month 30 

•	 In this post hoc analysis, the change from baseline in sTTR levels was determined for four 
participant subgroups: acoramidis alone, acoramidis + tafamidis, placebo alone, and 
placebo + tafamidis 
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FIGURE 1: Mean Change From Baseline in sTTR Levels in Participants Receiving Acoramidis Alone 
or Placebo Alone; mITT Population (Acoramidis Alone and Placebo Alone Subgroups, n = 504)

FIGURE 2: Mean Change From Baseline in sTTR Levels by Concomitant Tafamidis Treatment 
at Month 12 and Month 30; mITT Population (N = 611)

The p value (0.0432) was calculated from a two-sample t-test comparing acoramidis alone and placebo + tafamidis for the change from baseline in 
sTTR levels using the Satterthwaite method with unequal variance.
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