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with transthyretin amyloid cardiomyopathy:

a plain language summary
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Author affiliations can be found at the end of this article.

First draft submitted: 1 April 2026; Accepted for publication: 7 July 2026

- Where can | find the original article on which this summary is based?

The full article, titled ‘Efficacy of acoramidis on all-cause mortality and cardiovascular hospitalization in transthyretin amyloid
cardiomyopathy; was published in the Journal of the American College of Cardiology and is available for free at:
https://www.sciencedirect.com/science/article/pii/S0735109724105566

Summary
How to say (download PDF and double

click sound icon to play sound)...

What is this summary about?  Acoramidis: AH-kor-AH-mid-dis >
Transthyretin amyloid cardiomyopathy (ATTR-CM for short) is a serious heart  « Transthyretin amyloid cardiomyopathy:
condition caused when a protein called transthyretin (TTR for short) becomes Trans-THY-re-tin AH-mi-loy-d

unstable. In this disease, unstable TTR protein breaks apart and misfolds to CARD-eo-my-OP-athee )

form harmful clumps called amyloid fibrils, which build up in the heart over

time, causing thickening of the heart muscle. This makes it difficult for the

heart to pump blood effectively, resulting in heart failure. There are two main types of ATTR-CM: wild-type ATTR-CM (caused by
unknown reasons) and variant ATTR-CM (caused by specific protein-destabilizing variants in the TTR gene). Medicines for ATTR-CM
help people with the disease live longer and stay out of hospital. Acoramidis is a medicine available in the US, Europe, and a few other
countries for treating ATTR-CM in adults.

This is a summary of an investigation of participants in a clinical trial called ATTRibute-CM, in which researchers looked at the effects
of acoramidis in reducing the risk of death from any cause or hospitalizations due to heart problems compared with placebo (which
is an inactive treatment).

What are the key takeways?
People who took acoramidis had a lower combined risk of dying from any cause or of being

hospitalized due to heart problems. These benefits started as early as 3 months after starting e Taylor & Francis

treatment with acoramidis and continued through 30 months of the study. by Informa
y I eoe
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Plain Language Summary of Publication Judge, Alexander, Cappelli and co-authors

The treatment worked consistently well across different groups of people, including men and women, people with different causes
of ATTR-CM (wild-type and variant), and participants from different study countries. No major safety concerns were reported with
acoramidis.

The results of this study may provide useful information about the use of acoramidis for the treatment of people with ATTR-CM.

IE Protein: A large complex molecule that is essential to the structure, function, and regulation of the body.

A protein is composed of long chains of amino acids that fold into specific 3D shapes to function correctly.

Amyloid fibrils: Clumps of misfolded proteins.
Genes: Short pieces of DNA. Many genes provide instructions for making specific proteins.

Death from any cause: Includes deaths that result from any kind of disease, other physical condition, injury,
or natural causes.

Placebo: A treatment that looks like the genuine medicine but has no active properties. Placebos are used to
help researchers distinguish between the true effects of treatment and other factors linked with being in the
study, such as being closely monitored and cared for by the research team, or simply expecting the treatment
to be helpful.

What is the purpose of this plain language summary?

Acoramidis is approved in the US, Europe, and a few other countries for the treatment of wild-type and variant ATTR-CM in adults. The
approval of acoramidis was based on the results of the ATTRibute-CM study. The results of this study may differ from those of other
studies. Health professionals should make treatment decisions based on all available evidence, not on the results of a single study.

Acoramidis is approved to treat the condition that is discussed in this summary. The purpose of this plain language summary is to
help you understand our research findings.

Who is this article for? Who sponsored this study?

This summary may be helpful to non-scientific This study was sponsored by BridgeBio Pharma, Inc.
professionals who are involved in the care

of people with ATTR-CM, people living with S

ATTR-CM and their families, caregivers, and o
. Sponsor: A company or organization that oversees
patient advocates. L
and pays for a clinical research study. The sponsor also

collects and analyzes the information from the study.
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Treatment with acoramidis in transthyretin amyloid cardiomyopathy Plain Language Summary of Publication

What is transthyretin amyloid cardiomyopathy (ATTR-CM)?

e

\_

Stable TTR proteins

ATTR-CM ‘

—\’ Misshapen TTR
. proteins

ATTR-CM is a serious heart condition that develops when
a protein called transthyretin or TTR (also known as
prealbumin) becomes unstable, breaks apart, and misfolds
to form harmful amyloid fibrils that build up in the heart.

The buildup of amyloid fibrils in the heart muscle causes it
to thicken and stiffen. This makes the heart less effective at
pumping blood around the body, resulting in heart failure.
Without treatment, ATTR-CM worsens over time and leads to
heart failure, frequent hospitalizations due to heart problems,
reduced ability to exercise or perform daily activities, a
reduced quality of life, and often death.

Amyloid &
fibrils
( Quality of life: The overall well-being of
‘ [\ a person, including physical, mental, and
Buildup of social aspects. In clinical studies, researchers
amyloid fibrils measure quality of life to understand how a
in the heart

disease and its treatment affect a person’s
daily life.

e

There are two types of ATTR-CM:

‘Wild-type’ ATTR-CM

« This type of ATTR-CM develops for unknown reasons.
« It typically affects people over 60 years old.
« Itis not hereditary, and family members do not need to be tested.

‘Variant’ ATTR-CM

+ This type of ATTR-CM is also called ‘hereditary’ ATTR-CM.

- Itis caused by a faulty gene and can be passed down from parents to their children.

« The age when a person first experiences symptoms of ATTR-CM depends on the
DNA variant, with some versions having onset as early as 30 years old and others being
more common after 60 years old.

« Variant ATTR-CM is less common than wild-type ATTR-CM.

Taylor & Francis
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What is acoramidis?

Acoramidis is an oral (taken by mouth) medicine designed to mimic (in Eﬂ

other words, imitate or copy) the protective benefits of a rare genetic Genetic variant: A piece of DNA that is

variant called p.T139M. People with the p.T139M variant have very different from the most common form of
stable TTR protein, which makes them less likely to develop ATTR-CM DNA that makes up a gene. A protective
and, if they do develop the disease, they are more likely to have milder genetic variant can protect a person from
symptoms. developing a disease. For example, the

genetic variant called p.T139M protects
people from developing ATTR-CM by
making the TTR protein extra stable.

Acoramidis works by tightly binding to the TTR protein and keeping it
stable, preventing it from breaking apart and forming harmful amyloid
fibrils that build up in the heart. This makes it different from another type

of ATTR-CM medication called TTR silencers that reduce the production
of TTR protein.

Stable TTR
proteins

Misshapen TTR
proteins

Acoramidis

Amyloid fibrils
\. J

Laboratory tests show that acoramidis stabilizes 90% or more of the TTR protein circulating in the body, thus nearly completely
stabilizing the protein.

In the ATTRibute-CM study, participants who took acoramidis had fewer deaths and fewer hospital stays for heart problems than
those who took a placebo. Participants who took acoramidis had less decline in physical function and quality of life over the duration
of the study than those who took a placebo.

Taylor & Francis
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What did this study look at?

The ATTRibute-CM study included 632 people with ATTR-CM. The potential benefits of acoramidis treatment on ATTR-CM were
investigated in 611 of the study participants, who received acoramidis or placebo. The safety and side effects of acoramidis were

investigated in all 632 study participants.
4 ° )
o ® .w. o

TI 1 )m

The potential benefits of
acoramidis treatment on ATTR-CM
were studied in 611 participants

| !

o0
'%.Tﬂ : .
409 people took 202 people took
acoramidis placebo

\. J

|

Medicines for ATTR-CM help people with the disease live longer and stay out of hospital. Therefore, in this analysis, researchers
wanted to look at the effect of acoramidis on the following outcomes:

( )
Risk of death Risk of death Hospitalizations
from any cause from any cause per year
or first or repeat because of
hospitalization hospitalization heart problems
because of because of

heart problems heart problems

. J

In this study, when researchers defined death from any cause, they also included heart transplantation and implantation of a
mechanical device to help the heart pump properly.

Researchers wanted to find out if acoramidis reduces the risk of a bad outcome (such as death or hospitalization) in people with
ATTR-CM, by how much and by when, compared with placebo.

Taylor & Francis
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Risk reduction can be measured by comparing the percentage of people experiencing a bad outcome while taking the medicine
compared with those taking placebo. For example, a bad outcome might occur in 30% of people taking the medicine and in 60% of
people taking placebo. This would be an absolute risk reduction of 30% (the difference in percentages between the two groups) and
a relative risk reduction of 50% (the difference in percentages divided by the placebo group’s percentage). Researchers use standard
statistical methods to identify the true effect of the treatment on the outcome.

In addition, researchers wanted to find out how likely it is that acoramidis will benefit an individual person with ATTR-CM. This can
be measured by using the Number Needed to Treat value, also called NNT, which is the number of people you would need to treat to
prevent one additional bad outcome. For example, if a medicine has an NNT of 5, it means that, on average, five people would need
to be treated with the medicine to prevent one additional bad outcome.

( )
In this investigation, the researchers wanted to know the:
Number needed to treat Number needed to treat
with acoramidis to prevent one with acoramidis to prevent one
additional person from dying or heart problem-related hospitalization
being hospitalized for the first time per year over 30 months
for heart problems over 30 months of treatment
of treatment
. J

Who took part in this study?

People with ATTR-CM (wild-type and variant) took part in this study. The characteristics of participants in this study were similar to
those of people with ATTR-CM in the general population.

( )
The potential benefits of acoramidis treatment on ATTR-CM were studied in 611 participants.
e 6 06 6 0 0 0 O
91% were men
Black or
African American
5%
alam's
E prmp— 2%
3 Other race
Average age: 90% had ‘wild-type’ 88% were White
7 years ATTR-CM
\_ J
Taylor & Francis
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What were the results of the study?

The percentage of people who died or had a first hospitalization due to heart problems during the study was 35.9% in the acoramidis
group and 50.5% in the placebo group.

Compared with people taking placebo, those taking acoramidis had a 36% lower risk of death due to any cause or having a first
hospitalization for a heart problem. This benefit compared with placebo could be seen as early as 3 months after starting acoramidis
treatment and continued over the study duration of 30 months.

The average number of events (death or heart problem-related hospitalizations) that people experienced during the study was lower
(0.64 per person) in people taking acoramidis compared with people taking placebo (1.10 per person). People taking acoramidis had
a 42% lower risk of death from any cause or repeat hospitalization for a heart problem.

The average number of hospitalizations per year because of heart problems was also lower (0.22 per person) for people taking
acoramidis compared with people taking placebo (0.45 per person). Thus, people in the acoramidis group had a 50% lower risk of
heart problem-related hospitalizations per year than people in the placebo group.

( )

36% Death from any cause or first
lower risk hospitalization because of heart problems

42% Death from any cause or repeat
lower risk hospitalization because of heart problems

<
=]
2
c
o
i
v
>
S
)
S
=7
]
o=

acoramidis vs placebo

50% Hospitalizations per year because of
lower risk heart problems

\. J

Researchers found that the protective effect of acoramidis on death from any cause or first hospitalization for a heart problem was
seen across different groups of study participants. These included men and women, people with wild-type and variant ATTR-CM, and
participants from different study countries.

Researchers found that, on average, seven people with ATTR-CM needed to be treated with acoramidis to prevent one additional
death or first hospitalization for heart problems over 30 months of treatment. Researchers also found that five people needed to be
treated with acoramidis to prevent one heart problem-related hospitalization per year over 30 months of treatment.

Taylor & Francis
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( )
e people needed to be treated e people needed to be treated
with acoramidis to prevent with acoramidis to prevent
one death or first hospitalization one heart problem-related
for heart problems over 30 months hospitalization per year over
of treatment 30 months of treatment
ﬁ [Q\
. J

What were the side effects of acoramidis treatment?

In this study, side effects of acoramidis treatment that occurred in a greater proportion of acoramidis participants than placebo
participants included stomach-area (upper abdominal) pain and diarrhea. Upper abdominal pain occurred in 6% of 421 people
taking acoramidis and 1% of 211 people taking placebo. Diarrhea occurred in 12% of 421 people taking acoramidis and 8% of 211
people taking placebo. Most of these side effects were mild.

Additionally, the side effects of acoramidis experienced in participants with variant ATTR-CM were similar to those with wild-type
ATTR-CM. These results can be found in other papers published on the ATTRibute-CM study, linked in the ‘Where can | find more
information about this study’ section.

What were the limitations of the study?

« After the first 12 months of the study, some participants also started taking another medication for ATTR-CM called tafamidis, based
on their doctor’s advice. More participants took tafamidis in the placebo group than in the acoramidis group. This could make
acoramidis look less effective than it really is and make placebo seem more effective than it really is.

« A small number of participants (2.1% overall) were taking a heart failure medication called a sodium-glucose cotransporter 2
(SGLT2) inhibitor at the start of the ATTRibute-CM study.

+ Because few participants in the ATTRibute-CM study were women or Black/African American, these results may not fully reflect
experiences of these groups.

What were the main conclusions?

+ In the ATTRibute-CM study, acoramidis treatment reduced the risk of death from any cause or hospitalization because of heart
problems compared with placebo.

« These positive effects of acoramidis were seen early in the study, after 3 months of treatment, and continued over the study duration
(through 30 months).

« The most common side effects with acoramidis were mild and included abdominal pain and diarrhea.

« The results of this study may provide useful information about the use of acoramidis for the treatment of people with ATTR-CM.

Taylor & Francis
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Where can | find more information about this study?

- The full citation to the original article is: Judge DP, et al. Efficacy of acoramidis on all-cause mortality and
cardiovascular hospitalization in transthyretin amyloid cardiomyopathy. JAm Coll Cardiol. 2025;85(10):1003-1014.
This article is available for free at: https://www.sciencedirect.com/science/article/pii/S0735109724105566

« The first paper published on the ATTRibute-CM study, ‘Efficacy and safety of acoramidis in transthyretin amyloid cardiomyopathy,
was published in the New England Journal of Medicine and is available for free at:
https://www.nejm.org/doi/full/10.1056/NEJMoa2305434

A paper published on the ATTRibute-CM study comparing participants with variant and wild-type ATTR-CM, ‘Efficacy of Acoramidis
in Wild-Type and Variant Transthyretin Amyloid Cardiomyopathy, was published in JAMA Cardiology and is available for free
at: https://jamanetwork.com/journals/jamacardiology/fullarticle/2841140

A plain language review of the key results of the ATTRibute-CM study was published in Future Cardiology and is available for free at:
https://www.tandfonline.com/doi/abs/10.1080/14796678.2025.2591426

« You can read more about ATTRibute-CM at ClinicalTrials.gov (www.clinicaltrials.gov): enter the NCT number, NCT03860935, into the
search field to find the ATTRibute-CM study.
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