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CARDIO-TTRansform TRIAL

Your guide to addressing frequently asked questions 
about the CARDIO-TTRansform study.
As you support prospective CARDIO-TTRansform study participants 
navigating the enrollment process, this guide provides information 
to help address common questions and concerns about the study 
for people living with amyloidosis and their caregivers.

What is the CARDIO-TTRansform study?
CARDIO-TTRansform is a clinical study to evaluate the safety  
and efficacy of an investigational RNA-targeted therapy called 
eplontersen. This therapy was designed as an antisense drug for 
people living with hereditary and wild-type transthyretin amyloid 
cardiomyopathy (ATTR-CM) to treat the root cause of the disease. 
The study will help determine the safety and effectiveness of this 
treatment in reducing cardiomyopathy symptoms, improving quality 
of life and decreasing the level of the disease-causing protein TTR.

The CARDIO-TTRansform trial is being conducted to help address 
the need for new treatments that can effectively and safely 
reduce the production of a protein (TTR) that causes the disease, 
while offering more flexibility for participants. Importantly, 
participants in this study may continue to receive medications  
that are currently approved for the condition, such as VYNDAMAX® 
(tafamidis) or VYNDAQEL® (tafamidis meglumine), at the 
physician’s discretion. 

Why should I participate in this study? 
Clinical trials are essential in determining if potential new 
medicines may advance care. Participation in clinical trials  
is especially important for less common conditions because  
fewer studies are conducted and there are a limited number  
of people who are eligible. People who participate in the 
CARDIO-TTRansform study would be among the first to receive  
a potential advancement in treatment for amyloidosis. 

This disease can also be hereditary. By participating, those with  
the hereditary form of amyloidosis are helping advance science  
for their family as well.

What is unique about CARDIO-TTRansform?

About Transthyretin-mediated Amyloid 
Cardiomyopathy (ATTR-CM)
Amyloidosis is a progressive and irreversible disease increasingly 
recognized as a significant cause of heart failure and other cardiac 
conditions.1 

Amyloidosis is the result of a protein called transthyretin (TTR) that 
forms in an unusual shape and clumps together into clusters 
called amyloid deposits. These amyloid deposits build up in the 
cardiac muscle, causing the heart wall to stiffen which can lead 
to progressive, disabling and potentially life-threatening heart 
damage.2

Amyloidosis can be hereditary (hATTR-CM) resulting from an 
inherited change (mutation) in the gene that produces TTR.  
In these cases, symptoms can appear as early as age 20 or as 
late as age 80.2 

Other cases are known as wild-type amyloidosis (wtATTR-CM) 
and develop sporadically. This means there is no genetic mutation 
passed on through families. Symptoms for wtATTR-CM, which may 
initially be mild, typically emerge after age 65.2

1 Mayo Clinic. https://www.mayoclinic.org/medical-professionals/cardiovascular-diseases/news/new-attr-amyloidosis-treatment/mac-20457052. Accessed June 2021.
2 What is Transthyretin Amyloid Cardiomyopathy (ATTR-CM)? American Heart Association. https://www.heart.org/-/media/files/health-topics/answers-by-heart/ 
what-is-attrcm.pdf?la=en. 2019. Accessed June 2021.

CARDIO-TTRansform is currently recruiting participants to 
evaluate eplontersen for the treatment of amyloidosis with heart 
failure. This trial aims to bring a new RNA-targeted treatment that 
is designed to treat the root cause of the disease.

As a participant, you will be provided with specialized care and 
support every step of the way to make your participation as simple 
and convenient as possible. As part of this commitment, for many 
of your appointments you will have the option of having a home 
health nurse come to you or visiting a local laboratory. 

This study is also unique in that you may continue to receive 
medications that are currently approved for your condition, such  
as VYNDAMAX® (tafamidis) or VYNDAQEL® (tafamidis meglumine),  
at your physician’s discretion.

This document is intended for healthcare providers to use to aid discussions with patients considering enrollment 
in CARDIO-TTRansform. This document is not intended for direct distribution to patients.
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What is the investigational drug used in the 
CARDIO-TTRansform study?
Eplontersen, the investigational drug being studied in CARDIO-
TTRansform, is an experimental antisense medicine which is a  
type of RNA-targeted therapy designed to address the root cause 
of the disease by stopping the production of disease-causing 
proteins before they can do further harm.

The investigational drug is designed to target TTR where it is  
made in the liver. It is designed to prevent the liver from making 
TTR, potentially reducing existing TTR that could cause 
symptoms and disease progression. A previous phase 1 clinical 
study found that monthly injections of the investigational drug 
could lower the levels of TTR by up to 90% in healthy participants.3  

How often is the investigational drug dosed?
Study medication (either the investigational drug or placebo)  
is given once every 4 weeks (monthly) as a simple subcutaneous 
injection (with a short needle just beneath the skin). 

How long is the CARDIO-TTRansform study? 
Participation in this study will last approximately three years,  
which includes a screening period and a treatment period of  
120 weeks, followed by 20 weeks of post-treatment evaluation,  
or participation in an open-label extension study if approved by 
regulatory authorities. The design of an open-label study ensures 
that all participants receive an active product, regardless of  
clinical trial arm.

How do I know if I am eligible to participate? 
Participants need to meet certain criteria to be eligible. You 
may be eligible if you are: diagnosed with mild or moderate 
cardiomyopathy due to transthyretin amyloidosis (hereditary 
or wild-type); between the ages of 18 and 90; and willing 
to take a vitamin A supplement. You may also continue to 
receive medications that are currently approved for your 
condition, such as VYNDAMAX® (tafamidis) or VYNDAQEL® 
(tafamidis meglumine), at your physician’s discretion.

If you have had a liver or heart transplant or have been previously 
treated with inotersen or patisiran, you will not be eligible to 
participate. The physician conducting the study will determine  
if you are eligible.

Will everyone who participates in the study receive 
the study drug?
No, you will be randomly assigned to receive either the 
investigational drug or placebo as well as current standard of  
care. Current standard of care means that you have approximately 
a 50% chance of being assigned to the investigational medication 
and approximately a 50% chance of being assigned to placebo on 
top of standard of care. This is a double-blind study, which means 
that neither you nor the study staff will know whether you are 
taking eplontersen or placebo. The design of this study ensures 
that it is ethical, as it allows you to receive standard-of-care 
treatment, regardless of clinical trial arm.

This study is also unique in that you may continue to receive 
medications that are currently approved for your condition, such 
as VYNDAMAX® (tafamidis) or VYNDAQEL® (tafamidis meglumine), 
at your physician’s discretion.

3 Viney, N. et al. Ligand conjugated antisense oligonucleotide for the treatment of transthyretin amyloidosis: preclinical and phase 1 data. ESC Heart Failure 
2021; 8: 652–661.
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Why will I need to take Vitamin A? 
One function of TTR is as the mechanism our body uses to carry 
vitamin A, which is important for normal vision, the immune system, 
reproduction and helping the heart, lungs, kidneys, and other 
organs work properly.4,5

Since the investigational drug is designed to reduce TTR,  
vitamin A supplementation of this important nutrient is required. 

What happens during the screening period?
The screening period will help determine your eligibility to 
participate, make general and disease-specific health assessments, 
and provide baseline testing results to compare with the end of 
treatment. 

If you have not yet been tested to determine if you have the TTR 
gene mutation, you will receive a test that assesses your TTR gene 
mutation status during the screening period. 

How many visits to the clinic will I be required 
to make over the duration of the study?
Before you begin the study, you will have 1 to 2 in-clinic visits 
during the screening period to determine your eligibility for  
the trial. After screening, the physician conducting the study  
will confirm if you are eligible for the trial.

The treatment period takes place over 120 weeks (30 months), 
with regular safety labratory monitoring and monthly medication 
administration. The CARDIO-TTRansform study provides 
specialized care and support every step of the way to make 
participation as simple and convenient as possible. As part of  
this commitment, you will have the option to have a home health 
nurse come to you or visit a local laboratory for the vast majority 
of these appointments. The post-treatment period takes place  
over 20 weeks, with 2 clinic visits every 10 weeks. 

More details will be provided to you by the study staff.

What precautions are being taken to ensure participants  
in the study remain healthy with minimal, if any, exposure  
to COVID-19 or other pathogens?
During the CARDIO-TTRansform study, your health is our number 
one priority. We are enhancing safety to minimize the risk of 
participants and site staff exposure to COVID-19. These safety 
precautions include allowing some visits and procedures to 
be conducted remotely and extending time windows for some 
visits/procedures to provide scheduling flexibility. Other medical 
guidelines are to be followed both in study clinics and by 
in-home nurses when they visit. This includes the use of gloves, 
properly prepping needles, and disposing of all materials. Masks, 
safety goggles, or face shields may also be used for added 
protection depending on and in line with local regulations and 
requirements.

Those who have received a vaccine for COVID-19 may participate 
in this study. Vaccination is not mandatory to participate.

Is there any cost associated with my participation? 
Will I be reimbursed for transportation, meals and parking?
All study related medication, medical visits and laboratory work 
are provided at no cost. We are also committed to helping people 
living with amyloidosis and their caregivers manage the logistics 
and expenses of participating in the trial. All study participants 
may receive reimbursement for travel, meals, parking and lodging 
where allowed by local regulations.

4 National Institute of Health. Vitamin A fact sheet for consumers. https://ods.od.nih.gov/factsheets/VitaminA-Consumer/. Accessed June 2021.
5 Cleveland Clinic. Amyloidosis: ATTR (transthyretin) https://my.clevelandclinic.org/health/diseases/17855-amyloidosis-attr. Accessed June 2021.
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