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» Background

 Transthyretin amyloid cardiomyopathy (ATTR-CM) is a progressive myocardial
disease associated with recurrent cardiovascular-related hospitalization (CVH)
and death within 3 to 10 years if left untreated. '

— Acoramidis is an oral transthyretin (TTR) stabilizer that achieves
near-complete (290%) TTR stabilization,22 and is approved for the treatment
of cardiomyopathy in adults with wild-type or variant ATTR-CM in the US,
EU, Japan, and the UK.47

— In the pivotal phase 3 ATTRibute-CM study (NCT03860935), acoramidis
demonstrated significantly better efficacy versus patient-individualized
optimized background therapy in a modified intention-to-treat (mITT)
population (N =611).8

Here, we assess in detail the efficacy and safety of acoramidis versus placebo
through 30 months in the ITT population of ATTRibute-CM, which included
additional patients with kidney impairment (estimated glomerular filtration rate
[eGFR] 215 to <30mL/min/1.73m?2). Differences in study populations are
depicted in Figure 1.

Figure 1. mITT versus ITT?
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aBoth populations comprised patients who had undergone randomization, received at least one dose of acoramidis
or placebo and had at least one efficacy evaluation after baseline. The ITT population comprised patients with both
preserved and impaired kidney function, whereas the mITT population only included patients with preserved
kidney function.

eGFR, estimated glomerular filtration rate; ITT, intention-to-treat; mITT, modified intention-to-treat.

« Details of the study design have previously been published.®

+ Selected clinical and functional outcomes are reported here for data through
month 30.
— For the time to event analysis, treatment effect was determined as the hazard
ratio (HR) with a 95% confidence interval (Cl) derived from a Cox proportional

hazards model, incorporating treatment and the baseline value of the 6-minute

walk test as covariates (P value calculated using a two-sided log-rank test).

— Relative risk (RR) with 95% CI and two-sided P values were calculated utilizing

the Cochran-Manten-Haenszel test, and stratified by baseline genotype,
N-terminal pro-B-type natriuretic peptide (NT-proBNP), and eGFR.
RR in achieving a 25% deterioration and =5% improvement in Kansas City

Cardiomyopathy Questionnaire—overall summary score (KCCQ-OSS) versus

baseline was assessed, with a =25-point/=5% change defining the minimal
clinically important difference.®-!

For the binary responder analyses (KCCQ), methods for imputing missing
values were applied (Jump to Reference [J2R]); in the primary analysis,

missing values were imputed and assessed to determine if response threshold

was surpassed for the imputed values.
— Annual CVH rate was calculated over the 30-month period as the average
number of hospitalizations per patient and the average hospitalizations per
patient per year.

E Acoramidis: n = 409
Placebo: n = 202

&, RESULTS

- Baseline demographics and disease characteristics are described in detail elsewhere.®

Acoramidis reduced mortality risk versus placebo

+ Rates of mortality events were reduced with acoramidis versus placebo:
— ACM: 19.9% versus 27.0%.
— CVM: 15.0% versus 22.3%.

+ Acoramidis significantly reduced the risk of all-cause mortality (ACM) and
cardiovascular mortality (CVM) versus placebo (Figure 2).

Figure 2. RR reduction for mortality outcomes within 30 months
(acoramidis versus placebo)
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ACM, all-cause mortality; Cl, confidence interval; CVM, cardiovascular mortality; RR, relative risk.

Acoramidis improved hospitalization outcomes versus placebo

« First all-cause hospitalization (ACH) occurred approximately 4 months (123 days)
later in patients receiving acoramidis (50.4%) versus placebo (60.2%, Figure 3).

Figure 3. Median time to first ACH
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ACH, all-cause hospitalization; Cl, confidence interval; HR, hazard ratio.

+ Hospitalization outcome rates were reduced with acoramidis versus placebo:
— ACH: 49.4% versus 59.2%.
— CVH: 24.9% versus 39.3%.
— Hospitalization for heart failure (HHF; total): 16.1% versus 28.4%.

+ Acoramidis significantly reduced the risk of ACH, CVH, annual CVH, and HHF
compared with placebo (Figure 4).

T

Figure 4. RR reduction? for hospitalization outcomes
(acoramidis vs placebo)
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aData for all outcomes represent RR reduction, except annual CVH, which represents rate risk reduction.
ACH, all-cause hospitalization; Cl, confidence interval; CVH, cardiovascular-related hospitalization;
HHF, hospitalization for heart failure; RR, relative risk.

+ Acoramidis reduced probability of first HHF by 46% (Figure 5)
Figure 5. Time to the first HHF
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Cl, confidence interval; HHF, hospitalization for heart failure; HR, hazard ratio.
Quality of life was maintained or improved with acoramidis

+ Significant benefit in the quality of life was observed with acoramidis versus placebo
as measured by KCCQ-OSS (Figure 6).

Figure 6. Quality of life as measured by change in KCCQ-0OSS
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Cl, confidence interval; KCCQ-OSS, Kansas City Cardiomyopathy Questionnaire—overall summary score;
RR, relative risk.
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Acoramidis had a favorable safety profile compared with placebo

- Patients treated with acoramidis experienced no significant differences compared
with the placebo group regarding any adverse events (AEs), mild AEs, or AEs leading
to discontinuation or death.

- A statistically significant reduction in severe and serious (cardiac) AEs versus
placebo was observed (Table 1).

Table 1. Overall safety data?

Patients, n (%) Acoramidis (n = 421) Placebo (n = 211)

SAEs 230 (54.6) 137 (64.9)
RR (95% CI): 0.84 (0.74—0.96); P = 0.0132
157 (37.3 96 (45.5

Severe AEs ( ) ( )

RR (95% Cl): 0.82 (0.68-0.99); P = 0.0431

aThere were no statistically significant differences in overall rates of AEs.
AE, adverse event; Cl, confidence interval; RR, relative risk; SAE, serious adverse event.

Consistent effects were observed across subgroups

« Acoramidis led to consistent efficacy and safety results with no subgroup effect
modifications for New York Heart Association (NYHA) class, gender, and country.

— Signals were observed for age, genotype, and NT-proBNP, but with no
discernible pattern.

CONCLUSIONS

+ Qur findings reaffirm the efficacy and safety results from the primary mITT
analysis of ATTRibute-CM.8

This analysis, which includes all randomized patients, even those with
severely reduced kidney function (215 to <30 mL/min/1.73m?2), shows
sustained benefits of acoramidis treatment on clinical and functional
outcomes in all dimensions (mortality, morbidity, quality of life, and safety)
through 30 months of treatment.

— Achieving quality of life improvements in this population with a progressive
and life-threatening disease is particularly meaningful, as simply limiting
disease progression is currently considered treatment success.?

Consistently positive results were demonstrated across all subgroups,
reinforcing the efficacy and safety of acoramidis in all patients
with ATTR-CM.

Acknowledgements

The authors thank the patients, their families, all other investigators, and all investigational site members involved in this study.
The authors would also like to thank Dr. Lisa Prisner, Dr. Jens Oldeland, Dr. Eva-Maria Wolschon, and Dr. Johannes Klaus from
Ecker + Ecker GmbH, and the local dossier team at Bayer, for their contribution toward the German AMNOG process.

Medical writing support was provided by Sivanjaa Manoj, PhD, and editorial support was provided by Melissa Ward, BA, part of
Scion (a division of Prime, London, UK), according to Good Publication Practice guidelines (Link).

Funding

Funding for ATTRibute-CM was provided by BridgeBio Pharma, Inc., San Francisco, CA, USA. Funding for these analyses and
writing support was provided by Bayer AG, Berlin, Germany.

Conflicts of interest/disclosures
The presenting author, Henrike Charlotte Plate, is an employee of Bayer Vital GmbH.

References

1. Lane T, et al. Circulation. 2019;140(1):16-26; 2. Ferrari Chen YF, et al. Curr Heart Fail Rep. 2025;22(1):16; 3. Miller M, et al.
J Med Chem. 2018;61(17):7862-7876; 4. BridgeBio Pharma, Inc. Prescribing Information, Attruby (acoramidis). FDA, 2024.
https://www.accessdata.fda.gov/drugsatfda_docs/label/2024/216540s000Ibl.pdf. Accessed October 30, 2025;

5. BridgeBio Europe B.V. Summary of Product Characteristics, Beyonttra (acoramidis). EMA, 2025.
https://www.ema.europa.eu/en/medicines/human/EPAR/beyonttra. Accessed October 30, 2025; 6. Alexion. Summary of Product
Characteristics, Beyonttra (acoramidis). MHLW Japan, 2025.
https://www.pmda.go.jp/drugs/2022/P20221006002/670605000_30400AMX00412_B101_1.pdf. Accessed October 30, 2025;
7. Bayer plc. Summary of Product Characteristics, Beyonttra (acoramidis). MHRA UK, 2025.
https://mhraproducts4853.blob.core.windows.net/docs/a59718d1af5328302357b1f6a18908322e4eb7f8. Accessed October 30,
2025; 8. Gillmore JD, et al. N Engl J Med. 2024;390(2):132—142; 9. Spertus J, et al. Am Heart J. 2005;150(4):707-115;

10. Joseph S, et al. Circ Heart Fail. 2013;6(6):1139-1146; 11. Kelkar A, et al. JACC Heart Fail. 2016;4(3):165-175.



https://www.acpjournals.org/doi/10.7326/m22-1460
https://www.accessdata.fda.gov/drugsatfda_docs/label/2024/216540s000lbl.pdf
https://www.ema.europa.eu/en/medicines/human/EPAR/beyonttra
https://www.pmda.go.jp/drugs/2022/P20221006002/670605000_30400AMX00412_B101_1.pdf
https://mhraproducts4853.blob.core.windows.net/docs/a59718d1af5328302357b1f6a18908322e4eb7f8

	Slide 1: Clinical Effects of Acoramidis Versus Placebo in the ATTRibute-CM Study: Observations from the Intention-To-Treat Population

