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Abstract

Background Cardiac amyloidosis (CA) is a rare disease that can lead to poor quality of life, conduction disorders,
arrhythmia, heart failure, and even death. Fortunately, specific treatments that can modify the natural history of
the disease and the disease outcomes are now available. However, data on the prevailing patient management
procedures and long-term outcomes of CA are scarce.

Objective The Healthcare Amyloidosis European Registry (HEAR) is 34-centre registry initiated in France and
structured for European expansion through the French Clinical Research Infrastructure Network's Group for Research
on Amyloidosis and Care Excellence and the European Clinical Research Infrastructure Network. We expect to include
8500 patients between January 2021 and December 2027.

Methods The HEAR has been designed to capture detailed demographic, clinical, laboratory, imaging, and
therapeutic data from both suspected and confirmed cases of all cardiac amyloidosis subtypes, including
wildtype transthyretin amyloidosis, variant transthyretin amyloidosis, light-chain amyloidosis, and rarer forms. This
comprehensive approach has been designed to (i) improve our understanding of real-world diagnostic pathways,
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treatment practices, and patient outcomes and (ii) incorporate patient-centred innovations. To enhance the patient-
centred nature of the registry, patient-reported outcome measures (PROMs) will be systematically collected.

Conclusions By addressing diagnostic pathways, real-world management and PROMs and by applying technological
innovations and European scalability, the next-generation HEAR is establishing itself as a valuable resource for clinical
research, public health interventions, and better patient care in the field of CA.

Key summary points

«  The Healthcare Amyloidosis European Registry is a longitudinal, multicentre registry of patients referred for

suspected or confirmed cardiac amyloidosis.

« Since July 2021, 34 hospitals across France have joined the Healthcare Amyloidosis European Registry. The
registry has been designed for extension to other European countries, thanks to its accreditation as the French
Clinical Research Infrastructure Network’s Group for Research on Amyloidosis and Care Excellence.

Keywords Registry, F-CRIN GRACE network, Cardiac amyloidosis, Outcomes, Quality of life, Treatment

Introduction

Cardiac amyloidosis (CA) is a rare disease characterized
by the continuous accumulation of infiltrating, insoluble
fibrillar proteins in the extracellular matrix of various
organs, including the kidneys, nerves, liver, heart, and
skeletal muscles [1]. The prevalence of CA in Europe is
not known [2]; however, data from the Transthyretin
Amyloidosis Outcomes Survey (THAOS) suggest that
the prevalence of wild-type (non-hereditary) TTR amy-
loidosis (ATTRwt) in North America and Europe ranges
from 13 to 18 cases per million [3]. Cardiac involvement
is frequently observed for three types of systemic amy-
loidosis: (i) amyloid light chain amyloidosis (caused by
excess monoclonal light chain production by a plasma
cell clone), (ii) hereditary transthyretin (TTR) amyloido-
sis (ATTRy, inherited in an autosomal dominant manner
and caused by the deposition of mutant TTR protein),
and (iii) wild-type (non-hereditary) TTR amyloidosis
(ATTRwt).

For a patient with amyloidosis, the prognosis typically
depends on the state of cardiac involvement [4, 5]; unfor-
tunately, CA is often diagnosed late in the course of the
disease, when the prognosis is poor. ATTRwt mainly
affects men over the age of 60, whereas ATTRv affects
both women and men and usually appears between the
ages of 40 and 60 (depending on the mutation). This
diagnostic delay is due to several factors: (i) the level of
amyloid infiltration needed to generate symptoms; (ii)
the amyloid fibrils’ speed of accumulation; (iii) a low level
of awareness of CA among physicians; and (v) the lack
of simple diagnostic tools (biomarkers, imaging, etc.) for
early diagnosis. The absence of early diagnosis, the het-
erogeneity of the multisystem expression of amyloidosis,
and the complexity of patient management result in diag-
nostic delays, failure to treat organ damage, and degrada-
tion of the patient’s quality of life (QoL) and chances of
survival [4, 6-8].

Hence, physicians must better recognize the cardiac
and extracardiac signs of amyloidosis, characterize the

disease’s clinical and biochemical presentations and their
times of onset, improve diagnostic tools, and adopt stan-
dardized patient management procedures. International
and national registries and observatories [8] are impor-
tant tools for improving the quality of care [3, 6, 9-13].
These tools make it possible to spread information to the
entire community with regard to care practices and the
latter’s changes over time and impacts on public health.
This is particularly true in the field of cardiology. Thus,
it has been demonstrated that the countries that imple-
mented national registers a long time ago (such as Swe-
den) have improved their practices more quickly than
countries that took this step later (such as the United
Kingdom) [14].

Several national and international registries have been
developed, in order to better characterize CA and related
conditions. Among the most prominent are the THAOS
[3, 13], the Systemic Amyloidosis in Europe (EURAMY)
network [15], the UK-based National Amyloidosis Centre
[16], all of which have significantly improved the under-
standing of the disease’s natural history, genotype-phe-
notype correlations, and therapeutic outcomes. When
compared with existing registries, the Healthcare Euro-
pean Amyloidosis Registry (HEAR) presented here con-
stitutes an innovative, comprehensive approach (Table 1).

Existing registries differ in scope, geographic cover-
age, inclusion criteria, and long-term follow-up strate-
gies. Furthermore, most existing datasets are limited to
specific clinical settings, national frameworks, or phar-
maceutical-sponsored initiatives; this potentially creates
gaps in harmonized data collection across Europe. To
address this need, the HEAR was initiated as an inde-
pendent registry with scope for expansion across Europe.
The goal is to provide a unified, collaborative platform for
the collection of standardized clinical, genetic, and treat-
ment-related data across multiple countries. This should
support research, care optimization, and policy-making
in the field of amyloidosis, accelerate improvements in
practice, and thus extend survival times for patients [14].
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Table 1 Comparison of the HEAR with existing cardiac amyloidosis registries

Registry THAOS NAC Database EURAMY HEAR

Amyloidosis subtypes included ATTR-only All subtypes (ATTR, AL, AL mainly All subtypes (ATTR, AL,
others) others)

Suspected cases included No No No Yes

PROM s collected Optional/inconsistent ? No Yes (AmyloAFFECT-QOL,

MLHFQ, KCCQ)

Centralized imaging No No No Yes (Al-based via MIRACL.ai)

PREMs collected No No No Planned (Al patient chatbot)

Linkage to national databases No No No Planned

Linkage to clinical research and trial  No ? No GRACE

networks F-CRIN/E-CRIN

Governance Industry-sponsored Single-centre academic Centre-dependent Multicentre academic

Scalability and future strategy Terminated

Will include several

Terminated European expansion

centres in UK

THAOS: Transthyretin Amyloidosis Outcomes Survey; NAC: National Amyloidosis Centre; EURAMY: Systemic Amyloidoses in Europe; HEAR: Healthcare Amyloidosis
European Registry; ATTR: Transthyretin amyloidosis; AL: Light chain amyloidosis; PROM: MLHFQ: Minnesota Living Heart Failure Questionnaire; KCCQ: Kansas City
Cardiomyopathy Questionnaire; PREM: patient-reported experience measures; MIRACL.ai: Multimodality Imaging for Research and Analysis Core Laboratory and
Artificial Intelligence; Al: Artificial Intelligence; GRACE: Group for Research on Amyloidosis and Care Excellence: F-CRIN: French Clinical Research Infrastructure

Network; E-CRIN: European Clinical Research Infrastructure Network

In order to bridge this knowledge gap and collect rep-
resentative data, we have initiated the Healthcare Amy-
loidosis European Registry (HEAR) in France and are
planning to extend it to other European countries. The
HEAR is sponsored by Heart’s Foundation (Vincennes,
France) and is already Europe’s largest multicentre reg-
istry of CA. Its primary objective is to characterize the
natural history of CA by capturing detailed clinical and
diagnostic data at the time of diagnosis, documenting
current treatment practices, and assessing patient out-
comes in real-world settings. Building on this foundation,
collaborative efforts seek to advance the understand-
ing of this rare disease, generate critical evidence, and
thus inform future guidelines for optimal diagnosis and
management. The present report outlines the design and
implementation of the HEAR, which has been developed
in France as the new, operational platform for the French
Clinical Research Infrastructure Network (F-CRIN)’s
Group for Research on Amyloidosis and Care Excel-
lence (GRACE). The F-CRIN https://www.fcrin.org/en)
supports research, expertise and clinical investigation
networks in targeted medical fields linked to the Euro-
pean Clinical Research Infrastructure Network (E-CRIN,
https://ecrin.org/). Through the GRACE, the F-CRIN
and the E-CRIN, the HEAR will benefit from expertise
in harmonizing data collection tools, support in regula-
tory alignment across European countries, and access to
a network of national scientific coordinators (clinical trial
units and research infrastructures) across Europe.

Methods

Objectives of the registry

The HEARs primary objective is to describe the demo-
graphic, clinical, laboratory data and imaging character-
istics and the QoL of patients referred for suspected CA

and patients with a confirmed diagnosis of CA. It will
thus provide insights into real-world diagnosis pathways.

The registry’s secondary objectives are to (i) estimate
the prevalence and incidence of the different types of
amyloidosis and their changes over time, (ii) describe the
cardiac and extracardiac cardiac signs and their time of
appearance, depending on the diagnosis, (iii) describe
the course of care (diagnosis pathway and time) and its
change over time, (iv) assess the quality of diagnostic
tools (biomarkers, imaging, etc.) and algorithm diagnosis
[17], (v) describe patient QoL and well-being, using the
AmyloAFFECT-QOL [7] (a validated, amyloidosis-spe-
cific questionnaire), the Minnesota Living Heart Failure
Questionnaire (MLHFQ), and the Kansas City Cardio-
myopathy Questionnaire (KCCQ), (vi) describe the dis-
ease prognosis and its change over time, (vii) describe
cardiological and specific treatments and their benefits
and side effects, (viii) assess the number and reasons for
hospital admissions and medical and surgical interven-
tions, (ix) link to other databases (e.g. health insurance
databases), and (x) share good practice and thus evaluate
and optimize the quality of healthcare for patients with
CA in France.

Design and sampling

The HEAR is a French, multicentre, observational reg-
istry for patients with suspected or confirmed CA. We
expect to include 8,500 patients between July 2021 and
December 2027. The registry will comprise retrospective,
retroprospective and prospective cohorts.

Firstly, the HEAR RETROSPECTIVE cohort will com-
prise deceased patients with confirmed diagnosis of CA,
who met the inclusion criteria and were treated at the
centre after 2009. The data from this cohort will enable
us to characterize the natural history of the disease.
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Secondly, the HEAR RETROPROSPECTIVE cohort
will comprise live patients with a confirmed diagnosis
of CA and real-life follow-up from the date of inclusion,
who have been treated after 2009 and are still being mon-
itored at the centre. The patients will be asked to give
their written, informed consent for the retroprospective
and prospective collection of their personal data.

Thirdly, the HEAR PROSPECTIVE cohort will com-
prise patients referred to the participating centres for
suspected CA. The real-life data from this cohort will
enable us to characterize (i) diagnostic pathways for
patients with suspected amyloidosis and (ii) changes in
the management of CA. The patients will be asked to give
their written, informed consent for the prospective col-
lection of their personal data.

We are collecting demographic, clinical, laboratory,
imaging, and QoL data (via the systematic completion
of the AmyloAFFECT-QOL questionnaire, the MLHFQ
and the KCCQ) and diagnostic data at baseline for all
registered patients, by using a structured electronic case
report form (e-CRF)). We will also collect data on patient
management by the cardiologists and specific details of
treatments. Lastly, we intend to collect in-hospital data
on outcomes (deaths, cause of death, and hospital read-
missions) annually.

Furthermore, the HEAR will include a digital health
component through the development of an artificial-
intelligence-powered patient chatbot designed to (i) pro-
vide educational support and personalized guidance, (ii)
explain quality-of-life questionnaires in accessible terms,
(iii) facilitate the completion of patient-reported outcome
measures (PROMs), (iv) collect patient-reported expe-
rience measures), and (v) promote health literacy and
patient empowerment.

Participating centres

The lead investigator (an experienced researcher and a
cardiologist at the French National Cardiac Amyloido-
sis Reference Centre) identified 34 hospitals and invited
them to participate in the HEAR; all accepted (Appendix
A and Fig. 1). The 34 participating centres are represen-
tative of France’s geographic and ethnic diversity. Each
centre has been asked to register consecutive patients.
The distribution of patient inclusions by centre as of
March 1%, 2024, is shown in Fig. 2. Four centres had not
started recruitment at that date. Lastly, it should be noted
that we intend to extend the HEAR to other European
countries.

Definition, inclusion, and exclusion criteria

We apply the diagnostic criteria for CA given in the
European Society of Cardiology’s 2021 expert consensus
[17]. The criteria for patient inclusion in the HEAR are
as follows: age 18 or over, referral for suspected CA or a
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confirmed diagnosis of CA, and coverage by the French
social security system. The main exclusion criterion was
refusal to participate in the registry. Patients included in
the HEAR do not receive any financial compensation.

Study tools

Clinical data are collected using an e-CRF that can be
accessed over the Internet by the participating physi-
cians and the clinical study coordinator. Data related to
the centre and the details of each participating physi-
cian (family name, first name, postal address, e-mail
addresses, telephone number, fax numbers, age, sex,
medical specialty, and department) are collected via
another e-CRFE.

The patient-related data collected for the HEAR include
demographic variables (date of birth, sex, country of ori-
gin, and lifestyle) and medical variables (medical history,
symptoms, clinical, laboratory and imaging data, treat-
ments, and genetic test results for cardiomyopathies).

Longitudinal follow-up

Given that the study is observational, patients will be
followed up according to each centre’s standard proce-
dures; the patient’s management will not be modified
and no additional visits will be required. However, vital
status and clinically significant events will be collected
for all patients included in the HEAR RETROSPECTIVE
cohort. In the absence of a visit to the centre or inclu-
sion in the HEAR PROSPECTIVE cohort (see below), the
vital status (alive or dead) of patients will be confirmed
successively by (i) consulting the centre’s appointment
scheduling software, (ii) phoning the patient or a relative
if the patient had not attended the participating centre
after the study set-up, (iii) contacting the patient’s gen-
eral practitioner by phone or by post, and (iv) contacting
the town hall corresponding to the patient’s last known
address by phone or by post.

For all patients included in the HEAR PROSPECTIVE
cohort, vital status (alive or dead) will be checked annu-
ally. If a year goes by without the collection of data (i.e.
failure to visit the study centre), the investigators will seek
to document vital status and events that occurred in the
previous year by carrying out the procedures described
above for the HEAR RETROSPECTIVE cohort.

In accordance with the current French legislation and
regulations, adverse events (whether serious or not) will
be notified to the competent authorities by the study
investigators. These events will be recorded by the inves-
tigators throughout the study, using the dedicated sec-
tions of the e-CRFE.

Collection of the data
The data will be entered in the e-CRF directly by the
investigating physicians. Consistency tests will be run
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Fig. 1 A map showing the participating centres in France

on the study database, in order to check the consistency
of dates (given the timeline of events) and the most
important major variables. These checks will be defined
in a data validation plan validated by the study sponsor
(Heart’s Foundation).

The data’s completeness and quality and the level of
compliance with study procedures will be checked regu-
larly throughout the study.

2024

Patient inclusions and status will be monitored on a
regular basis by the study’s clinical research associates.
Investigators will be invited to contact any patients lost
to follow-up.

The principal investigator will use a specific remote
access to check that the e-CRF is completed correctly
with regard to data completeness and quality. The clini-
cal study coordinator will also be in charge of sending
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Fig. 2 The numbers of patients included at each centre (as of March 1%, 2024)

the participating physicians data queries generated by
the consistency tests and ensuring that the queries are
answered in full. To this end, regular telephone inter-
views between the clinical study coordinator and the
investigators will be help the latter to fill in and correct (if
required) the data.

The investigating physicians have authorized the spon-
sor or any person authorized by the sponsor to carry out
on-site audits (during or at the end of the study), in order
to check that the study is being conducted in accordance
with the approved protocol. The competent authorities
may order an inspection. The investigators must guaran-
tee the quality and authenticity of the data collected and
compliance with ethical principles.

Data collection category

The comprehensive set of variables collected within the
HEAR database have been structured to ensure robust,
standardized, and longitudinal data collection aligned
with international clinical research standards (Table 2).
Each variable falls under a defined data category and is
associated with specific time points of collection (such
as screening, follow-up, or both), in order to capture
the dynamic nature of disease progression, therapeu-
tic intervention, and patient outcomes. The registry
includes critical domains such as patient demograph-
ics, the amyloidosis subtype, genetic characterization,
detailed general and cardiological medical histories,
specific symptoms related to amyloidosis, and therapeu-
tic regimens. Furthermore, the registry includes vital

signs, biomarker data, multimodal cardiac imaging (e.g.,
echocardiography, MRI, and scintigraphy), biopsy find-
ings, and adverse event reports. Importantly, patient-
reported outcomes (e.g. QoL) are collected as a guide to
the impact of the disease and treatments on daily living.
This structured, exhaustive data framework is essential
for enabling longitudinal analyses, fostering translational
research, and supporting real-world evidence generation
in the field of CA.

Core laboratory for cardiovascular imaging

To enhance the robustness of the study for cardiovascu-
lar imaging findings, several participating centres will
used specialized software to send pseudo-anonymized
DICOM images to central labs for analysis. An innovative
aspect of the HEAR is centralized MRI using artificial
intelligence algorithms managed by the Multimodal-
ity Imaging for Research and Analysis Core Laboratory
and Artificial Intelligence (MIRACL.ai) at Lariboisiere
University Hospital (Paris, France). This process is
supervised by experts with European Association of Car-
diovascular Imaging Level III certification. The MIRACL.
ai will comprehensively assess each examination (includ-
ing inter- and intra-observer reproducibility) and apply
various post-processing techniques (such as strain analy-
sis and artificial intelligence algorithms).

Ethical considerations
The study will be conducted and reporting on in accor-
dance with the principles of the Declaration of Helsinki.
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Table 2 Variables collected in the HEAR database

Data category Examples of collected variables Time of collection Comments

Informed consent Date, version of consent form Screening |CH-GCP
compliant

Demographics Age, sex, weight, height Screening Baseline
characteristics

Cardiomyopathy Cardiac amyloidosis (ATTRv, ATTRwt, AL), ATTRv asymptomatic, AA, ApoAl,  Screening

ApoA2, ApoA3, ApoA4, Other cardiomyopathy

Type of mutation Cardiac genotype, neurologic genotype, mixed genetic Screening

General medical history Family history, allergies, comorbidities (AHT, diabetes, dyslipidaemia) Screening Baseline
characteristics

Cardiac medical history Heart failure, Cardiac Valvular disease, Cardiac Arrhythmia, Cardiac Device Screening Baseline

Amyloidosis-specific
medication
Concomitant medication

Symptoms

Vital signs

Laboratory data
Electrocardiogram data
Echocardiography data
Tissue biopsy

MRI

Scintigraphy
Medication

Cardiac adverse events

and vital status and cause

of death
Extracardiac adverse
events

Quality of life
questionnaire

ATTR (tafamidis, patisiran, vutrisiran, and inotersen) and AL (chemotherapy):
dosing regimen, start date, stop date

Drug name, dosing regimen, duration

First cardiac and extracardiac symptoms, deafness, orthostatic hypotension,
dysautonomia, carpal tunnel syndrome, neuropathy, Dupuytren contracture,
lumbar canal, hip prosthesis, knee prosthesis

NYHA, Blood pressure, heart rate

NT-proBNP, BNP, troponin T, troponin | creatinine, GFR, liver enzyme, albumin,
prealbumin, lipid panel, iron panel, interleukin-6, calprotectin (MRP8/14),
Heart rate, rhythm, QRS interval, PR interval

IVS, LVEF, LV global strain, TAPSE, PASP, E/A, E/E’

Salivary gland, cardiac biopsy, carpal tunnel biopsy, nerve biopsy,

LVEF, T1,T2, ECV

HMDP/DPD/PYP. Late phase visual scoring, H/CL lung ratio. Early phase:
heart-to-mediastinum ratio

All treatments and changes

Type, severity, relationship with treatment (heart failure, valve failure, throm-
boembolic event, coronary event, conduction event, arrhythmia event,
other cardiac event

Infectious event, dialysis, haemorrhagic event, other extracardiac event.

AmyloAFFECT-Qol, MLHFQ, KCCQ

Screening + follow-up

Screening + follow-up

Screening +follow-up

Screening +follow-up
visits

Screening + follow-up
visits

Screening + follow-up
visits

Screening +follow-up
visits

Screening +follow-up
(if needed)

Screening + follow-up
(if needed)

Screening +follow-up
(if needed)

characteristics

Potential
interaction with
treatment

Baseline and follow-up  Amyloidosis treat-

Follow-up

Follow-up

Screening + follow-up

ment and others
Reported in
accordance with
GCP

ICH-GCP: International Council for Harmonisation - Good Clinical Practice; ATTRv: Transthyretin amyloidosis, variant (hereditary); ATTRwt: Transthyretin amyloidosis,
wild-type; AL: Light chain amyloidosis; AA: Serum amyloid A amyloidosis; Apo: Apoprotein; AHT: Arterial hypertension;, NYHA: New York Heart Association; NT-
proBNP: N-terminal B-type natriuretic peptide; BNP: B-type natriuretic peptide; GFR: Glomerular filtration rate; IVS: Interventricular septum; LVEF: Left ventricular
ejection fraction; TAPSE: Tricuspid annular plane systolic excursion; PASP: Pulmonary artery systolic pressure; ECV: Extracellular volume; HMDP: Hydroxymethylene
diphosphonate; DPD: Diphosphonopropanodicarboxylic acid; PYP: Pyrophosphate; HCL: Heart-to-contralateral-lung; QoL: Quality of life; MLHFQ: Minnesota Living

Heart Failure Questionnaire; KCCQ: Kansas City Cardiomyopathy Questionnaire

The HEAR is registered with the French National Agency
for the Safety of Medicines and Health (Agence natio-
nale de sécurité du médicament et des produits de santé
(Paris, France); identifier: IDRCB 2019-A02010-57) and
ClinicalTrials.gov (identifier: NCT05101304, registered
on 2021-10-19). As stated above, the HEAR protocol
is strictly observational. It will not modify the patient’s
usual care and will not require additional consultations
or examinations.

Discussion

The European Society of Cardiology’s recently pub-
lished guidelines emphasize the importance of col-
laboration between centres and the establishment of
networks, so that patients can be referred to regional or
national centres for complex diagnostic procedures and
decision-making [17]. As the number of patients with
CA continues to grow, we have set up the HEAR with a
view to combating misdiagnosis, generating scientific
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HEAR inputs = real-world data on cardiac amyloidosis

Prevalence Natural
history

Clinical
characteristics

Quality of

incidence life

Diagnostic
pathway

Diagnostic
tools

Prognosis &
outcome

Patient screening INDUSTRIAL

MEDICAL Effectiveness of

for clinical trials OUTPUTS

Safety monitoring

PATIENT OUTPUTS

OUTPUTS clinical management

Better healthcare

Better
care

Cost-effectiveness

Better
QoL

Greater awareness
among physicians,

Longer
survival

Fig. 3 The HEAR's inputs and outputs for patients, physicians, and industrial partners

and medical knowledge, improving patient care, and
evaluating tools for diagnosis and for the assessment of
QoL. The HEAR will also help to raise awareness of CA
among healthcare professionals and to improve the care
of patients with CA (especially those diagnosed recently).
This multidisciplinary effort constitutes a unique oppor-
tunity to define early diagnostic findings, describe the
natural history of CA, monitor patient outcomes, and
improve our overall understanding of ATTR. The HEARs
inputs and outputs for patients, physician and industrial
partners are summarized in Fig. 3. For instance, HEAR
allowed the comparison of survival outcomes in patients
aged >80years with cardiac transthyretin amyloidosis
before and after the availability of tafamidis [18], which
underscores the registry’s value as a real-world data plat-
form for evaluating therapeutic effectiveness, patient tra-
jectories, and healthcare strategies in CA.

The HEAR will also foster the implementation of
clinical trials by bringing together research centres and
facilitating patient screening with regard to clinical trial
inclusion and exclusion criteria.

The guidelines recently published by the European
Society of Cardiology emphasize the critical impor-
tance of collaboration between specialized centres and
the development of structured care networks, allowing
patients to be referred to regional or national hubs for
complex diagnostic procedures and expert multidisci-
plinary decision-making [17]. In response to the grow-
ing number of patients diagnosed with CA, the HEAR
was initiated with the objective of addressing diagnos-
tic delays, generating robust scientific and medical data,
improving care pathways, and evaluating both diagnostic
tools and patient-reported outcomes, including QoL.

Beyond clinical data collection, the HEAR also seeks
to raise awareness of CA among healthcare profession-
als, especially in the context of early or recent diagnoses,

and to strengthen harmonized care approaches. This
multidisciplinary, collaborative platform offers a unique
opportunity to define early diagnostic features, docu-
ment the natural history of hereditary forms of amyloido-
sis, monitor patient outcomes longitudinally, and deepen
our understanding of transthyretin amyloidosis (AT TRv)
in real-world settings.

Importantly, the HEAR in F-CRIN is also positioned to
support clinical research and trial readiness by streamlin-
ing patient identification according to trial-specific inclu-
sion and exclusion criteria and by fostering synergies
across participating academic and clinical centres. As
part of our strategy to expand across Europe, we intend
to translate the eCRF into other European languages,
harmonize data collection with ESC guidelines, deploy it
through E-CRIN networks, and thus leveraging the lat-
ter’s operational and legal expertise.

With this framework, the integration of the HEAR into
established research infrastructures such as F-CRIN and
ECRIN is essential for maximizing the registry’s scien-
tific and operational impact. F-CRIN provides nation-
wide support for excellence in clinical research in France,
including methodological expertise, trial management,
and regulatory guidance. ECRIN will enables Europe-
wide coordination, harmonization of standards, and
logistic facilitation of multinational trials. Together, these
platforms enhance the credibility, sustainability and scal-
ability of the HEAR as a reference registry in Europe,
while reinforcing the latter’s ability to generate high-qual-
ity data, empower clinical trials, and ultimately improve
outcomes for patients with CA.

Conclusions

The HEAR will include a large number of patients with
suspected or confirmed CA and will provide an opportu-
nity to collect a large amount of data, better understand
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the disease and care pathways, and facilitate the inclusion
of patients in clinical trials.
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