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PURPOSE

e To determine the effect of acoramidis on serum transthyretin (sTTR)
levels in participants with variant (ATTRv-CM) or wild-type
(ATTRwt-CM) transthyretin amyloid cardiomyopathy from the
ATTRibute-CM study (NCT03860935)

BACKGROUND

e Transthyretin amyloid cardiomyopathy (ATTR-CM) is a progressive disease
characterized by the destabilization of transthyretin (TTR), which can occur owing
to age-related factors (ATTRwt-CM) or inherited mutations in the TTR gene that
produce pathogenic variants (ATTRv-CM)*3

— Greater TTR destabilization generally results in lower sTTR levels and an
elevated risk of worse clinical disease®™

— Patients with ATTRv-CM typically have lower sTTR levels and earlier
disease onset followed by more rapid clinical progression than patients
with ATTRwt-CM?>°

e Acoramidis, an oral TTR stabilizer that achieves near-complete (> 90%) TTR
stabilization, is approved in the USA, Europe, Japan, and the UK for the treatment
of adults with ATTR-CM”"!

e [nthe pivotal phase 3 ATTRibute-CM study, acoramidis treatment resulted in
early (by Day 28) increases in sTTR levels that were sustained to Month 30,
led to improved clinical outcomes compared with placebo (p < 0.0001), and
was well tolerated*?

METHODS

e The study design of ATTRibute-CM has been described previously*’

e Briefly, adults aged 18-90 years with ATTR-CM were randomized 2:1 to receive
acoramidis HCl 800 mg or matching placebo twice daily for 30 months*

— Participants could initiate concomitant open-label tafamidis from Month 12
onwards, at the discretion of the investigator

e Participants were diagnosed with ATTR-CM by either an endomyocardial biopsy
or a positive technetium-99m-pyrophosphate or -bisphosphonate scan

e Efficacy analyses were conducted in the modified intention-to-treat (mITT)
population, consisting 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
> 30 mL/min/1.73 m?

e STTR concentrations were determined at baseline, on Day 28, and then every
3 months until Month 30 using a standardized clinical assay for sTTR performed
in a central laboratory

e Percentage changes from baseline in sTTR levels were summarized descriptively

CORRESPONDING AND PRESENTING AUTHOR: Prem Soman, somanp@upmc.edu

REFERENCES: 1. Rapezzi C, et al. Nat Rev Cardiol. 2010;7(7):398-408. 2. Sanguinetti C, et al. Biomedicines. 2022;10(8):1906.

3. Lane T, et al. Circulation. 2019;140(1):16-26. 4. Porcari A, et al. Cardiovasc Res. 2022;118(18):3517-3535. 5. Hammarstrom P, et al.

Proc Natl Acad Sci U S A. 2002;99(suppl 4):16427-16432. 6. Greve AM, et al. JAMA Cardiol. 2021;6(3):258-266. 7. Judge DP, et al. J Am Coll
Cardiol. 2019;74(3):285-295. 8. BridgeBio Pharma, Inc. Prescribing Information, Attruby (acoramidis). FDA, 2024. Accessed July 10, 2025.
www.accessdata.fda.gov/drugsatfda_docs/label/2024/216540s000Ibl.pdf. 9. BridgeBio Europe B.V. SmPC, Beyonttra (acoramidis).

EMA, 2024. Accessed July 10, 2025. www.ema.europa.eu/en/documents/product-information/beyonttra-epar-product-information_en.pdf.

CONCLUSIONS

e |n ATTRibute-CM, acoramidis treatment resulted in rapid (by Day 28) and sustained increases in sTTR levels through Month 30 in participants with ATTRv-CM or ATTRwt-CM
— At baseline, sTTR levels were lower in participants with ATTRv-CM than in those with ATTRwt-CM
— Acoramidis treatment led to greater mean changes from baseline in sTTR levels in participants with ATTRv-CM than in those with ATTRwt-CM, resulting in similar

absolute sTTR levels in the two genotype groups from Day 28 to Month 30

RESULTS

e |nthe mITT population at randomization, 59 participants were identified as
having ATTRv-CM (acoramidis, n = 39; placebo, n = 20) and 552 participants were
identified as having ATTRwt-CM (acoramidis, n = 370; placebo, n = 182; Table 1)

e Baseline demographics and characteristics were generally similar between
treatment groups and genotypes in the mITT population (N =611; Table 1)

— The three most common TTR variants were p.V142| (n = 35), p.188L (n =7),
and p.T80A (n = 5; Table 2)

e Median (first quartile [Q1], third quartile [Q3]) baseline sTTR levels were lower
in participants with ATTRv-CM (acoramidis, 19.0 [13.0, 21.0] mg/dL; placebo,
18.0 [12.5, 20.0] mg/dL) than in those with ATTRwt-CM (acoramidis, 23.0
[20.0, 27.0] mg/dL; placebo, 24.0 [21.0, 28.0] mg/dL; Table 1)

TABLE 1: Baseline Demographics and Characteristics by ATTR-CM Genotype;

Acoramidis (n = 409)

mITT Population (N = 611)°

Baseline
Demographic/Characteristic

Placebo (n = 202)

ATTRv-CM ATTRwt-CM ATTRv-CM ATTRwt-CM
(n =39) (n =370) (n = 20) (n =182)
Age, years, mean (SD) 73.9 (7.60) 77.7 (6.25) 71.2 (7.84) 77.6 (6.32)
Sex, n (%)
Male 33 (84.6) 341 (92.2) 14 (70.0) 167 (91.8)
Female 6 (15.4) 29 (7.8) 6 (30.0) 15 (8.2)
NT-proBNP, pg/mL, 2326.0 2264.5 2340.5 2273.5
median (Q1, Q3) (1312.0, (1315.0, (1521.5, (1105.0,
4567.0) 3729.0) 3534.0) 3590.0)
NYHA functional class, n (%)
| 2 (5.1) 49 (13.2) 1 (5.0) 16 (8.8)
1l 35 (89.7) 253 (68.4) 16 (80.0) 140 (76.9)
1 2 (5.1) 68 (18.4) 3 (15.0) 26 (14.3)
sTTR, mg/dL, median 19.0 23.0 18.0 24.0
(Q1, Q3) (13.0, 21.0) (20.0, 27.0) (12.5, 20.0) (21.0, 28.0)

?In total, 59/611 participants were categorized as having ATTRv-CM at randomization; subsequently, mutations
were identified in the clinical database in 56/611 participants.
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TABLE 2: Most Common TTR Variants; ATTRv-CM mITT Population (n = 56)°

Acoramidis (n = 37)

TTR Variant Genotype, n (%) Placebo (n = 19)

p.V142] 23 (62.2) 12 (63.2)
p.188L 4 (10.8) 3 (15.8)
p.TSOA 3(8.1) 2 (10.5)

?In total, 59/611 participants were categorized as having ATTRv-CM at randomization; subsequently, mutations

were identified in the clinical database in 56/611 participants.

e Acoramidis treatment led to rapid increases from baseline in sTTR levels at
Day 28, which were sustained through Month 30 in participants with ATTRv-CM
and those with ATTRwt-CM (Figure 1)

FIGURE 1: Mean Change From Baseline in sTTR Levels to Month 30;
mITT Population (N = 611)
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Study Visit
Number of participants
—— ATTRv-CM, acoramidis 38 36 36 28 29 31 29 29 29 28 24 24
ATTRv-CM, placebo 20 20 19 16 14 12 14 11 12 10 6 7

----- ATTRwt-CM, acoramidis 368 327 312 296 290 297 278 271 265 269 256 259
ATTRwt-CM, placebo 179 158 156 149 148 156 146 149 142 132 122 128

Data are shown for participants who had non-missing change from baseline values.
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e These results demonstrate the ability of acoramidis to increase sTTR levels (a measure of TTR stabilization), irrespective of TTR genotype, and to overcome the

lower baseline sTTR levels observed in the variant patient population

e Given the higher risk posed by ATTRv-CM than ATTRwt-CM, these results are of particular clinical relevance in meeting the distinct medical needs of the variant

patient population

e Although participants with ATTRv-CM had lower baseline sTTR levels than those
with ATTRwt-CM (Table 1), acoramidis treatment led to a greater mean change
from baseline in sTTR levels in participants with ATTRv-CM than in those with
ATTRwt-CM, resulting in similar absolute sTTR levels in the two genotype groups
from Day 28 to Month 30 (Table 3)

— Mean (SD) sTTR levels were 30.0 (6.5) mg/dL and 32.5 (6.5) mg/dL at Day 28,
and 33.3 (6.3) mg/dL and 32.7 (6.2) mg/dL at Month 30, for participants with
ATTRv-CM and ATTRwt-CM, respectively

TABLE 3: Absolute sTTR Levels at Day 28 and Month 30 Following Acoramidis
Treatment; mITT Population (N = 611)

ATTRvV-CM (n = 39)

ATTRwWt-CM (n = 370)

Day 28 n 37 328
sTTR, mg/dL, mean (SD) 30.0 (6.5) 32.5 (6.5)
Month30 n 24 260

sTTR, mg/dL, mean (SD) 33.3(6.3) 32.7 (6.2)

e At baseline in the acoramidis group, sTTR levels were below the reference range
(< 20 mg/dL) in 55.3% of participants with ATTRv-CM and in 21.5% of participants
with ATTRwt-CM (Figure 2)

e At Month 30, fewer than 5% of participants with ATTRv-CM and ATTRwt-CM had
sTTR levels below the reference range following acoramidis treatment (Figure 2)

— sTTR levels were below the reference range in a greater proportion of
participants in the placebo group than in the acoramidis group at Month 30

FIGURE 2: Percentage of Participants With sTTR Levels Below the Reference Range
(< 20 mg/dL) at Baseline and Month 30; mITT Population (N = 611)
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e |n participants with ATTRv-CM, acoramidis treatment led to increases in sSTTR
levels from baseline to Day 28 in 35 of 36 (97.2%) participants, whereas there

was very little change in sTTR levels in the placebo group (Figure 3)

FIGURE 3: Percentage Change From Baseline to Day 28 in sTTR Levels for Each
Participant With ATTRv-CM; mITT Population (N = 611)
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Data are shown for participants who had sTTR levels recorded at baseline and Day 28.
Asterisks indicate participants with sTTR levels below the lower limit of the reference range (< 20 mg/dL)
at Day 28.

e Acoramidis treatment led to a greater mean percentage increase in sTTR levels at
Day 28 in participants with ATTRv-CM than in those with ATTRwt-CM (83.7% vs 40.5%),
whereas sTTR levels remained unchanged at Day 28 in the placebo group (Figure 4)

FIGURE 4: Mean Percentage Change From Baseline to Day 28 in sTTR Levels for
Participants With ATTRv-CM and ATTRwt-CM; mITT Population (N = 611)
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Data are shown for participants who had sTTR levels recorded at baseline and Day 28.
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