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Fabry Registry Frequently Asked Questions

ABOUT THIS BOOKLET

In this booklet, we answer questions that are frequently asked by people (and their
families) who are participating or intend to participate in the Fabry Registry.

This booklet provides general information about the Fabry Registry and how it works,
it gives practical information about participation and enrollment, and it explains what
happens to data once they are entered in the Fabry Registry. It is intended to help
affected individuals and their families to better understand the Registry.

The booklet does not provide information about the treatments available for Fabry
disease, or the effects of treatment. For advice about medications or for help with
any further questions you have about the Fabry Registry, please talk to your doctor or
healthcare professional.

| FABRY REGISTRY: GENERAL INFORMATION

What is a disease registry?

A disease registry is a database that collects information on a wide population of
individuals with a specific disease. Registries can have different goals, but mostly they
are used for research in particular disease areas. Registries are very helpful in getting
information on diseases and treatments, and are especially important in rare diseases.
By definition, each rare disease has a small number of patients within any individual
country, making it difficult to collect information about the signs and symptoms of
the disorder in both treated and untreated patients.

What is the Fabry Registry?

The Fabry Registry is a large, ongoing, observational database with the aim of
monitoring the long-term natural course of the disease and treatment outcomes. The
Fabry Registry collects data from patients worldwide and will be maintained over a
long period of time, thereby providing information that would ordinarily be difficult
to obtain because the population would be too small.

The aims of the Fabry Registry are to:

- determine the characteristics and progression of Fabry disease with and without
treatment;

- establish if treatments are safe and effective;

- evaluate patient care;

- monitor patients’ quality of life;

- create disease management and monitoring guidelines;

- improve understanding of the disease within the medical community.

The Fabry Registry contributes to the medical community’s understanding of

Fabry discase in several ways. For example, management guidelines and scientific
publications developed by physicians who are participating in the Fabry Registry may
lead to earlier diagnosis, more appropriate timing of intervention and, ultimately,
better management of the disease.

This is especially important for patients with a rare disease, as knowledge about the
disease and experience with therapies is limited. For example, if therapeutic goals
are better defined, patients will also have a more accurate idea of what to expect from
therapy, and whether they are reaching those goals.

Part of the collective data is also provided to regulatory authorities such as the
European Medicines Agency (EMA) and the United States Food and Drug
Administration (US FDA) to fulfill post-approval commitments for enzyme
replacement therapy.

How the Fabry Registry works
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The Fabry Registry has a number of potential benefits. These include:

- contributing information about the disease to the medical community, enabling
development of recommendations to optimize patients’ care. This can be achieved
through publications and presentations at scientific conferences;

- collecting long-term data on a larger population of individuals — far more than is
usually available in a clinical trial alone;

- providing insight on the disease, and especially long-term outcomes associated with
safety and efficacy of the treatment. Regulatory agencies can monitor long-term
patient outcomes of treatment(s) they have approved; often these agencies require
the Registry to follow specific patient groups and to report the results annually.

- establishing links among doctors around the world. This can help to identify
patients who may be eligible for clinical trials. This is particularly important in
trials with patients who have rare diseases, due to the small numbers of patients and
study centers worldwide;

- providing individual “patient case reports,” which can be printed from the Registry
to help doctors and patients review status over time. The Fabry Registry can help
both the people who contribute their data and the medical community.

Perform Comprehensive  Establish Appropriate ndividualize
Initial Assessment Therapeutic Goals Therapy

The Registry can play

a central role in the
development of
recommendations for a
disease management tool
for individuals with Falbry
disease and physicians.
This tool can help monitor
patient progress, fo
determine if each patient
achieves and maintains
therapeutic goals, and help
to optimize short- and long-
term health outcomes.

Continue
Comprehensive
Regular Monitoring

The Fabry Registry is open to all people with Fabry disease, regardless of treatment
status or treatment choice.

You will not receive any payment or any other financial benefit as a result of
submitting your data to the Fabry Registry. However, your individual report or the
publication of Registry data may help your physician care for you.

Your participation in the Fabry Registry is crucial. For a registry to be effective,

it needs to include as many people with as much data as possible, to improve the
accuracy of the conclusions drawn from the data. Data from patients who are and
who are not receiving treatment are equally important to enable research into the
disease and the long-term effects of treatment. Without your help and cooperation,
this partnership between patients and the medical community cannot succeed. Your
participation in this program means that you will be helping science and research to
gain better insight into the disorder, with the aim of improving the management of
Fabry disease for every patient.

Sometimes more than one registry on a specific disease exists. This can happen
because registries are established by different stakeholders (scientists, industries,
patient organizations, or governments), or because they have different aims. For
example, one registry can monitor the medical problems experienced, while another
might track the costs associated with a given disease. You may also hear about
registries established on a national, regional, or international level.

Registries can collect different kinds of information, and can enable data from

a large number of people to be combined so that trends in disease progression,
management, and treatment outcomes can be identified. Better insight into a disease
can help physicians and researchers to improve your care and treatment. You may
wish to discuss with your physician the feasibility of taking part in more registries to
contribute to these endeavors.



Before you can participate, your physician needs to enroll in the Fabry Registry as a
participating physician. Subsequently, your physician usually needs to obtain approval
for the Registry from his/her hospital or center. The Independent Ethics Committee
or Institutional Review Board of the hospital carefully reviews and evaluates all
benefits and risks associated with the Registry before granting approval. Once your
physician is enrolled, you will be asked to read and sign the Patient Authorization and
Information Form. By signing this form, you authorize your physician to enroll your
medical information in the Fabry Registry.

PATIENT INFORMATION AND AUTHORIZATION
For release of Clinical Information to the

FABRY REGISTRY

A Patient Authorization and Information

Form (consent form) is a document to

inform you about the purpose, risks, and
benefits of participation in the Fabry
Registry. It is important to read the consent

form carefully, because it gives you all the

information you need to know before you

decide whether to participate. Your doctor

will explain the consent form to you. Your

signature represents your authorization for

collection of your data.

If you and your physician agree to participate in the Registry, clinical information will
be collected by your physician during your regular medical check-up. Your physician
or nurse, or sometimes a data entry specialist with a conﬁdentiality agreement, will
submit your data to the Registry. It is recommended that assessments be conducted at
least once a year.

The Fabry Registry should be regularly updated with patient data - at least once
ayear - by all participating physicians It should capture information from your
regular check-ups. As the aims of the Fabry Registry include monitoring the long-
term natural course of the disease and treatment outcomes, your information will
be collected over many years. At any time, you have the right to withdraw from the
Registry should you decide to do so.

The Quality of Life (QoL) questionnaire
asks a number of questions about your B

The SF-36® Health Survey

well-being. Over the years, researchers

have developed several ways to measure
the health-related well-being of people.
One of these is the Short Form 36
(SE-36) questionnaire, which asks
standardized questions about what you
are able to do and how you feel. During
a visit to your physician, you will be given

this form to complete, usually at your
annual check-up. Itis very important
that you take your time and answer all of
the questions in the SF-36, because your
data can only be used for research if all
questions are answered.

After entry, your data are made anonymous by using your initials and your date of
birth to create a Registry ID that is stored securely. Each year, your physician will
update the clinical data that were collected during your regular medical check-up, so
that your own data can be followed over a number of years. Once data are entered,
they are available for larger analyses. These are performed when a physician requests
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certain information from the Registry. For example, a physician may ask for “data of
all adult patients with pain in their stomach, selected in age groups 20-30, 30-40, and
40-50 years.” The details provided are “aggregate” data on a number of patients who
fulfill the criteria for the analysis, and will be examined for important information that
may have an impact on your disease management. Analysis of aggregate data from the
Fabry Registry may be published or presented within the medical community, with one
aim to share knowledge and to improve patient care and management of the disease.

Who has access to my data?

Your physician will have access to your personal data. He or she may also give
authorization to the nurse or data entry specialist who is entering the information in
the Fabry Registry. By consenting to participate, you enable your physician to use the
Registry to monitor your individual medical condition over time.

Your anonymized information that has been entered into the registry can be viewed
by designated Genzyme Fabry Registry team members, for example, a data manager, a
trainer, or a programmer. The data manager and trainer make sure that your data are
complete and correctly entered, and they help to answer questions about the database
from your physician or data entry nurse. The programmer has to ensure that the data
are properly prepared for analysis.

Representatives from public health regulatory agencies such as the EMA and the FDA
may also review collective data from the
Fabry Registry. In some particular cases,

Anonymized Information

national agencies may ask for individual
data, which can be given only by a
physician. Nonetheless, in all cases, only

your physician will know your personal

information.

2 onte Putan

Are the data protected for patient
privacy?

There are strict consent and privacy
regulations under the Health Insurance { o :
Portability and Accountability Act e s —_——s
(HIPAA) that ensure confidentiality. : . "
Data that are entered in the Fabry Registry ] R
are anonymized by removal of obvious o ‘ st
identifiers such as name or address. All )
patients are referenced by a Registry "
ID number only. Your individual data

will not be made available to employers,
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educational institutions, your spouse, children, or anyone else in your family. Your
physician is the only person who will be able to identify your data. Only anonymized
data could be shared with national regulatory or reimbursement agencies, at their
request.

Can | withdraw from participating in the Fabry Registry?

Your participation is voluntary. You have the right to withdraw from the Fabry
Registry at any time and can do so through communicating this decision to your
physician. He or she will then withdraw you from participating in the Fabry Registry.
As noted in the Patient Authorization and Information form, if you withdraw

from the Registry, Genzyme will remove your (or your child’s) personal ID number
and initials. The clinical data will remain in the database for use in aggregate data
reporting. Genzyme will maintain in its database only previously authorized data, and
only in a de-identified form.

Il FABRY REGISTRY: GOVERNANCE AND OWNERSHIP

How is the Fabry Registry governed?

The Fabry Registry is governed by Boards of Advisors, independent groups of
physicians who have extensive scientific and clinical expertise in the field of Fabry
disease. There is an International Board of Advisors, but regional boards also serve
Europe, North America, South America, and the Asia-Pacific region. These boards
oversee analyses of the information in the Registry, and frequently publish analyses of
the Registry data to educate the medical community. No data from the Fabry Registry
can be published without review and approval from the applicable Board of Advisors.

A

Scientific Board of Advisors

North
America

International
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What is the role of Genzyme? IV FABRY REGISTRY: OUTPUT

Genzyme sponsors the Fabry Registry maintenance, and supports the data collection,

data management, statistical analyses, and regulatory review under many of the same Who analyzes and reports
strict operating procedures used for clinical trials, and in compliance with local and Patient Case Report the data?

international privacy regulations. Genzyme also provides administrative support to
the Boards of Advisors worldwide.

Data can be analyzed and
reported at periodic time points

= == as well as upon specific request
As Genzyme is experienced in the development of therapies for rare diseases, the = e — by the medical community.
company sponsors registries for these conditions because registries have been proven r—— Physicians are encouraged to
to be very useful. e collaborate, share observations,
- I and generate hypotheses for
b é R, evaluation.
i " How can | see my status?
e L Your physician will regularly
i o _,_:‘_‘_';__'_‘:"_:_ enter the outcomes of your
= I medical check-ups in the
T el T Registry. Over time, enough
} SRR T data should be entered to provide
:,:.._......._.,.,._.... _ an overview in the form of a

summarized report of your
clinical status. Your physician
may request a report on your status from the Registry, and your physician may share
this with you.

Are patients able to get the data from the Fabry Registry?

Your physician is the only person who can give you information about your own
medical data from the Registry. In addition, further information that has been
gathered in the Fabry Registry about people living with the disease and the different
medical problems they encounter will be available in the “Fabry Registry Annual
Report for People with Fabry Discase and Their Families.” Talk to your physician
about this.

The Registry Reports, Publications, monitoring and
management guidelines are intended to contribute to:
— Early diagnosis of people with Fabry disease

— Timely treatment intervention

— Enhanced clinical evaluation and monitoring

— Improved support measures

— Optimized outcomes

Note: the output from the Registry directly depends on the quantity and quality of
the data entered. For example, it may take years of data collection to be able to

How can I find the published outcomes?
establish the Monitoring or Management guidelines

Scientific publications are accessible to everyone. Publications from the Fabry
Registry are made available to the participating physicians. You can ask your physician
for more information about the published data.

Where can | get more information about the Fabry Registry?
For additional information about the Fabry Registry, contact your physician.
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