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Amyloidosis is a systemic disease resulting from the deposition of usually misfolded
proteins in the form of amorphous fibrillar material in various tissues, potentially
causing progressive dysfunction [1]. The prevalence of amyloidosis varies
depending on the population and the type of amyloid. While the prevalence in the
general population is unknown, estimates from the Mayo Clinic suggest it is 1 in
90,666% in the US [2]. In England, it generated approximately

0.0084% (1367/16232579) of the total hospital consultations between April 2008
and April 2009[3].

The most frequent clinical manifestations are cardiac, renal, and hepatic
involvement, but these vary widely depending on the type of amyloidosis, the
affected organ, and the extent of the deposits [4]. Amyloid infiltration can produce
signs and symptoms that may be very similar to other rheumatological pathologies
[5]. This potentially polymorphic clinical presentation may suggest underdiagnosis
due to low clinical suspicion.



Records are organized systems for the systematic collection of data from a large
number of patients in a fast and efficient manner, about a particular disease, at a
given time [6, .].

The main difficulty with registries is ensuring the quality of their data. The main
objectives of registries are [7]:
1. Understand the risk and prognostic factors of the disease.

2. Evaluate the diagnostic and therapeutic management by comparing it with
current standards.

3. To advance knowledge of diseases in order to optimize the assessment,
treatment and follow-up of patients.

4. Analyze the effectiveness of new therapies.
5. Study the differences between different populations.

6. Quickly estimate morbidity, mortality, and resource utilization associated
with a pathological entity.

7. Examine the course of a disease

8. Formulate novel hypotheses for the subsequent performance of prospective
studies.

Currently, there are registries for patients diagnosed with transthyretin amyloidosis
(TAHOS) [8], and a global transplant registry for patients with familial amyloid
polyneuropathy [9]. There are also indirect registries such as those for kidney
transplantation, heart transplantation, and others [10].

We found no data on the prevalence, incidence, progression, or prognosis of
amyloidosis in our country. There are also no current amyloidosis registries.

national or Latin American studies that could describe the behavior of this disease
in our setting are essential. Because it is a chronic disease with amyloid infiltration
and can produce signs and symptoms that are very similar to other rheumatological

pathologies [5, 11], this potentially polymorphic clinical presentation may suggest

underdiagnosis due to low clinical suspicion. Furthermore, there is no curative
treatment, and some patients experience persistent symptoms despite appropriate
therapy [12, 13]. Therefore, the creation of [a research group/research
group/research group] is fundamental.

A monitoring system that generates data on disease progression and prognosis.
Data from these registries can be used to develop new treatment guidelines and
recommendations, and to inform and educate physicians on the management of
this disease.

Because the Italian Hospital of Buenos Aires is a high-complexity referral center for
this type of pathology and given that the hospital's prepaid health plan provides a
unique opportunity for denominators to generate a population registry of its



members, we propose to create an Institutional Amyloidosis Registry.

Goals
Primary objectives

Creation of a system ofPopulation Registry of Amyloidosiswith prospective
survey of epidemiological data, risk factors, diagnosis, prognosis, treatment,
follow-up and survival.

Secondary objectives

1. Describe the occurrence ofAmyloidosisin the population of HIBA in the
Central Hospital.

2. Describe the characteristics of the clinical presentation, evolution, and
predisposing factors ofAmyloidosis.

3. Describe epidemiological data through registry participation Latin American
Amyloidosis Association.

Population and methods.
Design

Multicenter Cohort Study
Population

The study population will consist of adults over 17 years of age diagnosed with
amyloidosis.
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Scope

The scope consists of the sectors of each senior citizens' hospital
17 years with amyloidosis from the participating centers.

The scope of the registry is the Italian Hospital of Buenos Aires. The registry will be
institutional in nature, without excluding any area within the hospital setting.
including the outpatient area (outpatient clinics, emergency room, demand and
hospitalization in all areas of the central hospital).

In a second stage, other centers will be incorporated according to a preliminary
feasibility assessment and a training program designed to train the different
components.

Eligible population

All patients over 18 years of age and from any health provider who have
amyloidosis or are suspected of having it will be included.

Selection criteria

Inclusion Criteria

Patients over 18 years of age with:

Confirmed amyloidosis
Demonstration of amyloid deposition by Pathological Anatomy in abdominal fat,
bone marrow, rectum or involved organ (e.g., kidney, liver, sural nerve)

Clinical case compatible with Amyloidosis but not confirmed:

Cardiac: The presence of 2 or more of these points:

Right and/or left heart failure

ECG: decreased QRS complex voltage

Echocardiogram: increased wall thickness with hyperechoic ventricular walls and
increased interatrial septum thickness. No other clear cause of increased ventricular
thickness (hypertension, valvular heart disease).

Cardiac MRI: increased diffuse subendocardial gadolinium uptake on late images.
Renal:

Renal involvement plus serum lambda free chains

Evidence of clonal proliferation of plasma cells. This includes serum/urinary
monoclonal protein, plasma cells in bone marrow, abnormal serum light chain ratio,
without evidence of amyloid deposition composed of light chain fragments by
immunofluorescence or immunohistochemistry, both lambda and kappa

Blood relatives of patients with confirmed familial amyloidosis



who present with a clinical picture of polyneuropathy without an alternative
cause and a confirmed mutation of the amyloidogenic protein gene

Exclusion criteria

1. Refusal to participate in the study or the informed consent process by the
patient or legal representative or refusal to consent to participate in the study
in the case of minors.

Designs

1. Prospective registration, with capture of consecutive cases and annual
follow-up.

2. Cross-sectional descriptive studies for prevalence studies.
3. Follow-up cohort of patients with Amyloidosis or suspected Amyloidosis.
4. Retrospective cohort in the Latin American Amyloidosis Registry.5.

Data quality assessment and record validation.

Data capture and collection circuit

The system for capturing evaluable patients will detect suspected or confirmed
cases of amyloidosis in real time and issue an alert (see below). A list of potentially
eligible patients, called the watch list, will be generated. The registry coordinator
will manage this list sequentially, assigning assessments to participating
physicians.

Patients meeting inclusion criteria and none of exclusion criteria will be evaluated
in a standardized manner and the corresponding forms for the evaluation of the
registry will be completed.

Data logging

The evaluation for patient inclusion and the collection of data from the standardized
interview will be carried out by specially participating physicians and uploaded to a
form for each included episode.

It will be the physician's responsibility to complete all fields of the CRF. Monitors will
check the completeness of each patient's record before

Provide the data to the data entry clerk. Any missing or clearly erroneous data may

be completed by reassessing or re-interviewing the patient, if possible.



Follow-up

A fixed schedule of annual telephone evaluations will be used. Surveillance lists will
be used to detect readmissions, mortality, and new requests for re-evaluation due
to a new episode of amyloidosis in the electronic medical record.

Loaded with data

Data entry will be performed by the data entry clerk. Laboratory results and
supplementary test results will be obtained from secondary databases using the
highest quality validated source available. Administrative and inpatient data will be
cross-referenced with secondary databases for patient interactions and the
institutional registry.

Data quality and completeness

Laboratory and administrative data will be obtained from high-quality secondary
databases. The remaining data will be collected by monitors using forms designed
for that purpose.

The data entry system will check for incomplete fields, which will then be sent back
to the doctor for completion. This will occur after the data has been uploaded to the
reqgistry database.

Supervisors will subsequently check the data for consistency and the presence of
obviously erroneous data. Any detected anomalous data will be sent back to the
monitor for completion and re-entering into the database. If there is no reliable
source for the data, it will be considered lost.

Data management and workflow for incorporating data into the CEPI 7014
rare disease registry and biobank

Retrospective data is expected. In the case of a biobank, from 16 years onwards,
the current version of the biobank (currently version 3, approved 5-2024, attached)
will be used for future research.

Patient recruitment will be done through a help desk request.

Research information management and/or direct reporting by interdisciplinary
attending physicians will be used. Data collection will be carried out through review
of electronic health records (EHRs) and/or requests to secondary databases for
information management. Retrospective data on biological samples will be
requested from the corresponding service (pathology, laboratory). Administrative



and inpatient data will be cross-referenced with the secondary databases of the
institutional and inpatient registries.

A standardized form designed specifically for this purpose will be used to collect
the information.

To ensure that the data is reliable and complete, the forms will be structured and
the person responsible for collecting the data will be trained.

For follow-up, a retrospective review of the electronic health record (EHR) and/or a
request to the information management help desk are planned. If contact with the
patient or family member is required, the Informed Consent form will be customized
with details of the contact method, such as a fixed schedule of telephone
evaluations and/or email and/or REDCap and/or internal EHR messaging,
depending on the Rare Disease Program unit 7014, with notification to CEPI.
Surveillance lists will be used to detect events such as hospitalizations, mortality,
and new requests for evaluation for new episodes in the EHR.

Data loading and storage

The registration form will be submitted through REDCap using validation rules to
minimize data entry errors. REDCap adheres to confidentiality and security
protocols, with access restricted to researchers who log in with their username and
password. It allows for the identification of data fields according to established
standards.

The data will be stored in REDCap, a repository recommended by the Research
Department and the Health Informatics Department for research. The mechanism
for sharing and transferring databases will be as follows: access via passwords,
with passwords sent through a different method than the database itself.A working
group is planned, comprised of advanced students from the IUHI ESIN Program, a
scholarship recipient (the project will be submitted for permanent funding), and the
leaders of each Amyloidosis and EPF unit. The research professors will be
responsible for the base and its maintenance. The corresponding task delegations
will be presented with the periodic reports.

Data validation

It is essential to ensure that the data is reliable, clean, and clear. Validation will be
provided during the form design phase and subsequently for analysis. Data
cleaning will be performed through frequency analysis, searching for and verifying
implausible values, and identifying missing data.

Data processing and analysis

Once the database is complete, all identifying information about the participants
must be removed. When using statistical software, some variables will need to be
recoded for analysis. The final data are usually stored on the hospital network with



restricted access.

The de-identification process will be carried out in accordance with HIPAA
regulations, using the REDCap form's identification tool to remove identifying data
so that it is not downloaded for analysis.

The possibility of using the data for other research projects derived from the
registry is foreseen. These projects must be submitted to CEPI.

for its corresponding evaluation and opinion in accordance with the legal framework
that regulates the investigation in CABA or Province of Bs As.

For de-identified retrospective data, including data from secondary databases and
retrospective data from biological samples, the informed consent requirement
established by the CIOMS guidelines is waived (see section on ethical
considerations). For projects involving prospective data collection, data reuse, or
the use of samples in a prospectively collected biobank, the Informed Consent
process of the amyloidosis registry in effect since November 20, 2019, will be
incorporated, as well as biobank version 3.

Projects associated with the Research Protocol Ethics Committee will be presented
in accordance with hospital standard No. 93/23Access to data from research
studies conducted at the institution

1 Data analysis

Annual written reports and open oral presentations will be held at the central
conference. At the hospital level, information will be disseminated on the intranet
with the same frequency to ensure access within the HIBA (Hospital Interzonal de
Albacete).

The presentations will include data on the evolution and development of the
registry structure, data descriptions, and assessments of data quality and registry
processes. The main objectives of these reports will be to implement improvements
in the structure and data quality, and to generate hypotheses to be tested on the
registry data.

Statistical analyses will be performed by a team of physicians trained for this
purpose. Continuous variables will be expressed using summary measures and
measures of central tendency, selected according to the distribution of each
particular variable. Qualitative variables will be expressed as proportions. Statistical
tests will be selected according to the hypotheses and the characteristics of the
data, as appropriate.

The following will be calculated using the data recorded upon registration:
Annual incidence/prevalence of amyloidosis in the HIBA population, crude,
specific by sex and age group (age groups will be established by decade of



life).
Case descriptions:
- Demographics:age, sex, place of origin
- Symptoms: Frequencies of each of the symptoms with which the cases
present themselves
- Diagnosis:frequency of each of the diagnostic methods used.
- Therapeutic:Frequency of use of each of the initial therapies,
frequency of associated complications, duration of treatments
Multiple logistic regression. Known risk factors and those under investigation
will be included.
With the tracking data:
Survival analysis of these patients within the Italian Hospital. (Cox
regression) Known and potential prognostic factors will be considered.

Budget

The registry is based on the systematic collection of observational data; therefore,
it does not alter in any way the costs associated with patient evaluation, diagnosis,
hospitalization, or treatment. These expenses will continue to be covered by each
patient's individual insurance plan.

Registration fees cover administrative and staff expenses. Administrative expenses
include stationery costs, including all registration forms for each case. Both costs
are covered by the Internal Medicine Department of the Hospital Italiano de Buenos
Aires.

The staff of the Amyloidosis Registry includes the Physicians, the Coordinator, the
Data Entry, and the Area Supervisors.

The fees and schedules for the Monitor Coordinator, Data Entry, and Supervisors
will be agreed upon later.

Currently, it does not have direct funding. For BIOBANCO, the EPF samples were
identified as strategic institutional samples. Amyloidosis samples will be
incorporated through the institutional amyloidosis registry 1675 and the rare
disease registry 7014.

Ethical considerations, data confidentiality and security

Participation in the registry will be voluntary in all cases and certified through the
oral informed consent process. There are many examples in the literature of
disease registries that use oral consent. When the patient is unable to express their
consent, it will be requested from their legal representative or a suitable family
member [13-16].

At all times, the protection of the patient's identity and data will be observed in
accordance with current legal regulations, specifically the National Law on the



Protection of Personal Data 25.326 (Habeas Data), and in accordance with
international regulations on disease registration and the protection of personal and
private data, as established by the 18th World Medical Assembly in Helsinki (1964),
where applicable. The right to opt out of registration will be respected at all times,
and this will not imply any type of discrimination, differential treatment, or
mistreatment.

All documents or forms containing patient data from the registry are confidential
and will be kept under lock and key with access restricted to authorized personnel
of the institutional Amyloidosis registry.

The head of the department and the hospital director are aware of the protocol

In the case of other centers in the country, the principal investigator at each center
will be responsible for presenting the proposal to their committee and requesting
approval. The amendment for approval of the Protocol and additional centers will
be submitted to CEPI, and the principal investigator at each center will be
responsible for submitting the regulatory material requested by CEPI in order for it
to be accepted.

The HIBA Committee has no jurisdiction over centers in other countries, and the
protocol must go through the regulatory procedures corresponding to that center
and country.

6. Ethical considerations for incorporating data into the register of rare

diseases CEPI 7014 and biobank

This research will be conducted in compliance with ethical principles in accordance
with the regulatory standards for human health research at the national and
international levels, in accordance with the regulatory standards for human health
research at the national level (Resolution of the Ministry of Health of the Nation
1480/2011 and Law 3301/09 of CABA), the Declaration of Helsinki of the World



Medical Association and all its amendments, and respecting the ICH E6 Standards
of Good Clinical Practice.

All data from the study will be treated with maximum confidentiality, with restricted
access only for personnel authorized for the purposes of the study in accordance
with current legal regulations National Law on the Protection of Personal Data
25.326/00 (Habeas data Law) and Law 26.529/09.

Retrospective data - waiver of consent

Given that, as stated in Chapter 10 of the International Ethical Guidelines for
Health-Related Research Involving Human Subjects CIOMS/2017, this research:
1-would not be feasible or viable to carry out without such a waiver or modification,
given that it will involve a retrospective review of medical records or anonymized
retrospective biological samples, and informed consent is not feasible to obtain,
and within the framework of Law 26.689 on rare diseases, which establishes the
creation of a national network and promotes the creation of a National Registry of
people with a rare disease; 2-it has significant social value given that there is
limited information on the clinical-epidemiological and anatomopathological
characteristics of this population, given that amyloidosis is a rare disease; and 3-it
entails only minimal risks for the participants, given that the data will be presented
in a grouped and de-identified form; we request a waiver of the requirement to
obtain informed consent.

The plan is to collect retrospective data for the amyloidosis registry, the Rare
Diseases Registry (7014), and the National Ministry of Health's Rare Diseases
Registry via SISA, which contains general information about the individual, the
diagnosis, data from the healthcare facility, and the treating professional. This
health data is combined with other data also managed through SISA.Citizen's
Record, which centralizes the various records associated with the same person
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in a single and individual repository, because the law on rare diseases requires
mandatory reporting.

Prospective data

In the case of projects that include prospective data collection, the Informed
Consent process of the current amyloidosis registry (20-11-2019) will be
incorporated.

Data for the biobank

The comprehensive consent form for BIOBANCO version 3 explicitly outlines the
collection of biological samples to promote science as a common good, respecting
patients' rights and the rights of citizens. The ethical and legal regulations

14



considered in this informed consent form are: National Law 25.326 on data
protection, National Law 26529 on patients' rights, Resolution 1480 - Guide for
Health Research of the Ministry of Health of Argentina (2011), the UNESCO
Declaration on the Protection of Genetic Data and Declaration on Bioethics and
Human Rights, the World Medical Association's Declaration of Helsinki (2008
version), and the CIOMS Guidelines (2009). For biobanking, the current version of
the biobank (currently version 3, approved 5-2024) will be used for individuals aged
16 and over.
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