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1. Objectives

The aim of the Hypothalamic-Pituitary Brain Tumors Patient Registry is to conduct a planned
and efficient natural history study in individuals presenting with rare hypothalamic-pituitary
brain tumors that primarily affect the hypothalamus leading to endocrine, visual, metabolic,
and neurological symptoms. This will lead to a better understanding of these diseases and
their course and pace over time. Other registry objectives include the following:

e To better understand the relationship between the tumor type, tumor location, tumor
treatments and long-term sequalae.

e To better characterize and describe the long-term comorbidities following tumor
treatment including their course and pace over time, medical and non-medical
treatments.

e To provide a convenient online platform for participants (i.e., the person with the
disease) or caregivers to self-report experience with and impact of rare hypothalamic-
pituitary brain tumors on their lives.

e To develop a contact registry within the Hypothalamic-Pituitary Brain Tumors Patient
Registry (e.g., to notify participants of research studies and clinical trials).

e To characterize and describe the population affected by rare hypothalamic-pituitary
brain tumors as a whole, enhancing the understanding of disease prevalence,
phenotype, and the rate of progression of signs and symptoms over time.

e To examine factors that influence prognosis and quality of life.

e To describe care patterns of tumors and long-term comorbidities, including
appropriateness of care and disparities in the delivery of care.

e To help the rare hypothalamic-pituitary brain tumors community develop
recommendations, standards of care, and facilitate the development of best practices
for treatments of tumors and long-term comorbidities.

e To monitor safety and risks of new treatments for tumors and/or long-term
comorbidities.

e To be a case-finding resource for researchers either retrospectively studying the
pathophysiology of rare hypothalamic-pituitary brain tumors or intervention outcomes
or designing prospective trials of novel treatments.

The registry will initially focus on individuals with craniopharyngioma. The registry will
include other hypothalamic-pituitary brain tumors in the future.

2. Background and Introduction

Craniopharyngiomas (CPs) are rare embryonic epithelial brain tumors of the sellar and
parasellar region. They represent 1.2-4.6% of all intracranial tumors, 1-3 % of all pediatric
brain tumors (Bunin et al., 1998) and account for up to 80% of pediatric tumors in the
hypothalamic—pituitary area. CPs are diagnosed with two peaks of incidence: one peak in
individuals aged 10-19 years and a second peak in adults aged 30-49 years. Prevalence does
not differ between the sexes. Overall mortality is reported to be three to five times higher
than those observed in the general population. CPs annual incidence is estimated at 1.6 per
million people in the United States (Momin et al.,2021). In other parts of the world, like
Japan or certain parts of Africa, incidence seems to be higher but studies from low- income
and middle- income countries are lacking. Though classified by the World Health
Organization as benign (Louis et al., 2007), the tumor and its treatment leave survivors with
many adverse effects owing to its high propensity for recurrence, its infiltrative tendencies

NORD Template Version 3.0; 11January2023
RAWEF Ver. 1.0; 07 March 2024
Page 3 of 16



and anatomical proximity to the pituitary gland, hypothalamus, optic pathways, the circle of
Willis, and the third ventricle. CP is the most frequent cause of hypothalamic syndrome, a
rare disorder caused by disease- related and/or treatment-related injury to the hypothalamus
(Muller et al., 2022).

There are two types of CPs based on histology named adamantinomatous craniopharyngioma
(ACP) and papillary craniopharyngioma (PCP). Although it can affect adults, ACP is mostly
a pediatric tumor and represents the most common pituitary tumor in children and frequently
invades the hypothalamus (Muller et al., 2019). In contrast, PCP affects predominantly adults
(Muller et al., 2019).

The diagnosis of childhood CP is often made late, frequently years after the initial
manifestation of symptoms, with a clinical picture at the time of diagnosis characterized by
nonspecific symptoms of increased intracranial pressure and endocrine abnormalities.
Diagnosis is based on family and patient history, biochemical assessment and a detailed
neuroradiological imaging assessment.

The clinical manifestations of CPs are multiple and often lifelong (Muller et al., 2019). They
depend on the tumor location, its size, its growth pattern, and relationship to adjacent cerebral
structures. Childhood-onset CP is characterized by a combination of symptoms, including
headache, visual impairments, and growth retardation. Further primary manifestations are
endocrine deficits frequently caused by tumor-related and/or treatment-related disturbances to
the hypothalamic—pituitary axis that affect growth hormone secretion, gonadotropins,
thyroid-stimulating hormone, and adrenocorticotropic hormone. Endocrine deficits are often
the first clinical manifestation in the history of patients diagnosed with ACP, including
central diabetes insipidus. Pathologically reduced growth rates before a diagnosis of CP are
observed in patients as young as 12 months of age. Significant weight gain, predictive of
hypothalamic obesity, tends to occur as a later manifestation. Tumor or treatment-related
psycho-social and cognitive problems are also common. In adult-onset CP, reduced sexual
function due to hypothalamic—pituitary gonadotropin deficiency and hyperprolactinaemia, is
a major symptom. Additionally, typical symptoms of adult-onset PCPs are high intracranial
pressure and hypothalamic symptoms, including psychiatric alterations (Zoicas et al., 2012).

Tumor treatment consists of either gross total (GTR) only or subtotal partial (STR) resection,
with or without radiotherapy. Best practices for the treatment of CP are controversial due to
the higher risk of tumor recurrence with STR and the increased risk of adverse iatrogenic
effects with GTR. Besides endocrinopathies that can be addressed with hormone replacement
therapies, many of the health sequelae cannot be corrected due to the lack of existing or
effective treatments (e.g., weight/appetite management, arginine-vasopressin deficiency
(diabetes insipidus), adrenal insufficiency).

The Hypothalamic-Pituitary Brain Tumors Patient Registry is an online registry for
individuals with rare hypothalamic-pituitary brain tumors. The registry will initially focus on
individuals with craniopharyngiomas. The registry will include other hypothalamic-pituitary
brain tumors in the future. It will be hosted by the National Organization for Rare Disorders
Inc. (NORD®) on their secure, web-based, IAMRARE Registry Platform. NORD is an
independent non-profit patient advocacy organization dedicated to individuals with rare
diseases and the organizations who serve them. NORD is committed to the identification,
treatment, and cure of rare disorders through education, advocacy, research, and patient
services. The registry will collect information about individuals who are affected by rare
hypothalamic-pituitary brain tumors heretofore referred to collectively as “participants”. This
information will be entered into the registry by the participant, their legally authorized
representative, or designated representative.
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3. Study Design

The Hypothalamic-Pituitary Brain Tumors Patient Registry is a prospective, longitudinal,
web-based, observational natural history study. Participants with rare hypothalamic-pituitary
brain tumors will be followed throughout the course of their lives with either the participant
(e.g., the person with the disease) or authorized representatives contributing data at varying
intervals throughout the course of the study. Data will be collected at the start of the study
(baseline) and at least annually. Data will be collected on topics such as demographics,
quality of life, medical history, disease phenotypes, disease-related events, personal
experience with rare hypothalamic-pituitary brain tumors, general health status, medications
and diagnoses. This registry will utilize the Hyperphagia Questionnaire for Clinical Trials
(HQ-CT). Contact information and permission to use: Foundation for Prader-Willi Research
(www.fpwr.org); The Food Safe Zone (FSZ), Contact and permission to use: E. Roof,
Vanderbilt University; and Impact of Hyperphagia, Contact and permission to use: Rhythm
Pharmaceuticals Inc.

This registry will permit caregivers of deceased individuals who had rare hypothalamic-
pituitary brain tumors to enter retrospective data about the deceased individual’s experience
with these tumors. This individual will be referred to as the Designated Representative. The
designated representative will only enter data into surveys one time and will not return on a
longitudinal basis to apply updates. Nor will they be asked to provide data within the Quality
of Life assessments. An Informed Consent document specific to the designated representative
explaining their role in the study will be provided.

This registry will also ask caregivers who are legally authorized representatives or designated
representatives to enter data about their individual demographic information and their
experience as a caregiver for an individual affected by rare hypothalamic-pituitary brain
tumors.

The Hypothalamic-Pituitary Brain Tumors Patient Registry provides a convenient online
platform for participants (i.e. the person with the disease), facilitates communication between
Registry staff and individuals affected by rare hypothalamic-pituitary brain tumors, gives
researchers the ability to characterize the rare hypothalamic-pituitary brain tumors population
as a whole, assists the rare hypothalamic-pituitary brain tumors community with the
development of recommendations and standards of care, and serves as a case-finding
resource to be used for researchers to study the pathophysiology of rare hypothalamic-
pituitary brain tumors.

To further the goal of having the Registry be a resource for researchers, study participants
will be asked to establish and provide a CRID identifier (Clinical Research ID), though this is
not required. CRID is a free service that enables patients involved in research the opportunity
to create their own Unique Universal ID. Participants may establish a Clinical Research ID
(CRID) at https://thecrid.org. The CRID is a unique identification number that allows
participants to share their information with researchers while maintaining their privacy.
While the creation of a CRID number requires the participant to provide limited identifying
information, allowing the use of these identification numbers facilitates linking available
clinical data and biological samples in a de-identified manner. CRID has been reviewed and
approved by the Veritas Charitable Institutional Review Board. There is no affiliation
between NORD, the Raymond A. Wood Foundation, and the CRID.org.

The registry will use a web-based interface to allow participants (i.e., the person with the
disease) and caregivers to participate worldwide. Once they document their voluntary and
informed consent, participants will be invited to enter their data and information which will
be stored indefinitely or until a participant revokes their consent to participate in the study
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and requests that their data be removed. No experimental intervention is involved in the rare
hypothalamic-pituitary brain tumors registry study.

A Registry Advisory Board that may include scientists, doctors, and patient advocates, will
be assembled to oversee the conduct of the study. The Advisory Board will advise on the
development of surveys, review aggregate registry data and the use of this registry, ensure
proper evaluation and oversight of protocols requesting to use registry data and/or contact
registry participants (i.e., the person with the disease), and review any protocol or
confidentiality deviations on a case-by-case basis and ensure that any such deviations are
reported to the IRB.

4, Duration
This registry will be open for five years with the option to extend beyond that time. Annual

maintenance will be funded by the Raymond A. Wood Foundation.

5. Eligibility and Recruitment of Participants

5.1 Inclusion Criteria

Individuals of any age with a confirmed diagnosis of craniopharyngioma are eligible for
inclusion.

e The diagnosis is based on clinical history and physical exam, laboratory tests, and
imaging tests (e.g. computerized tomography (CT), magnetic resonance imaging
(MRI)).

e Individuals must be willing to provide informed consent. Participants (i.e., the persons
with the disease) can be:

o Legal adult individuals who are able to provide their own consent For the
purposes of this registry, a legal adult is defined as a person who is at least 18
years of age, the age of majority in their state, province or country, and able to
consent for themselves or on behalf of an individual in their care.

o Children and adults unable to provide their own consent, for whom consent
must be provided by a Legally Authorized Representative (LAR) who is a
legal adult.

o Deceased individuals who had rare hypothalamic-pituitary brain tumors,
whose information will be provided by a Designated Representative. The role
of the Designated Representative is defined as a legal adult who was the
spouse, parent, sibling, offspring, close relative, close friend, guardian and/or
significant other of the individual with rare hypothalamic-pituitary brain
tumors who had knowledge of and participated in their medical care.

e Individuals must have at least periodic access to the internet and be able to comply
with all web-based study procedures and data collections.

¢ Employees of and volunteers working with the Raymond A. Wood Foundation are
eligible to enroll as a Study Participant (i.e., the person with the disease) or LAR and
contribute data to the Hypothalamic-Pituitary Brain Tumors Patient Registry

e Study Participants who are pregnant may enroll in the registry and contribute data;
Study Participant (i.e., the person with the disease) who become pregnant while
participating in Hypothalamic-Pituitary Brain Tumors Patient Registry may remain in
the registry and contribute data.
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5.2 Exclusion Criteria

e Individual is unable to read and understand English, French or Spanish (as available
and applicable)

e Prisoners: The Hypothalamic-Pituitary Brain Tumors Patient Registry will not
knowingly enroll Study Participants (i.e., the persons with the disease) who are
incarcerated. If this occurs in error, the IRB will be notified as soon as possible.

5.3  Sample Size

There is no upper limit for the number of participants (i.e., the persons with the disease) in
this study.

5.4  Recruitment of Participants

Information about the existence of the registry will be communicated by NORD and the
Raymond A. Wood Foundation via mass media (email, website advertisements, flyers,
patient foundations and other means of mass communication) to interested members of the
hypothalamic-pituitary brain tumors community including patients, physicians, and
researchers. In addition, information about the registry will be disseminated through clinical,
professional, research, and support groups as well as patient foundations, including but not
limited to:

e European Reference Network on Rare Endocrine Conditions (Endo-ERN):
https://endo-ern.eu/

e Pacific Pediatric Neuro-Oncology Consortium (PNOC): https://pnoc.us/

e Dutch Pituitary Foundation: https://www.hypofyse.nl/informatie-in-andere-
talen/english/

e FEuropean alliances for rare diseases (Eurordis): www.eurordis.org

National Organization for Rare Disorders, Inc.: https://rarediseases.org/;

www.rarediseases.org/rare-diseases/craniopharyngioma/

Children’s Brain Tumor Network (CBTN): https://cbtn.org/

Pituitary Foundation UK: https://www.pituitary.org.uk/

World Alliance of Pituitary Organizations (WAPO): https://www.wapo.org/

Pediatric Endocrine Society: www.pedsendo.org

Japanese Pediatric Endocrine Society http://jspe.umin.jp/eng/

European Society for Paediatric Endocrinology (ESPE): www.eurospe.org

German Pituitary and Adrenal network: https://www.glandula-online.de/

Study-related contact may include auto-generated reminders from the registry platform,
telephone calls, email, study-wide announcements, and prompts using the organization’s
website and social media channels.

6. Process of Obtaining Consent

Submission of information by participant or their representative: Registry participants (i.e.,
the person with the disease) or, their legally authorized representative or designated
representative will be asked to read an online consent form explaining the purpose of the
Hypothalamic-Pituitary Brain Tumors Patient Registry and must agree to allow the use of
their personal and medical information, including information that identifies them.
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Whenever possible, the data will be de-identified. De-identification means the name of the
person with the disease, all dates and addresses will be removed from the data, and only a
randomly assigned identification code will be included. There may be cases where more
detailed information is important to the success of the project. After putting in additional
protections, the Patient Registry Advisory Board may approve the release of dates or some
geographical information. In cases where more identifiers are necessary to the study, the
Advisory Board may choose to release this data. This type of data will only be shared under
conditions where absolutely necessary to the goal of the research. Maximum security and
privacy practices will be followed. The consent form will outline how and to whom data
reported to the Registry can be shared. Individuals giving consent will be asked to confirm
that they are the participant (i.e., the person with the disease), the legally authorized
representative or designated representative of the participant. These individuals will be asked
to attest that they are legal adults. Consent from a legally authorized representative is
required for participants who are minors or who are adults unable to provide legal informed
consent for themselves. When consent is given by a legally authorized representative, every
effort will be made to explain the study to the participant within their ability to understand.
Consent is required by a designated representative when information about a deceased
individual is included in the registry.

The informed consent document will inform study participants (i.e., the person with the
disease) or their legally authorized representatives that the registry cannot provide medical
advice or answer specific medical questions and will be provided information as to where
they may find out about resources to support people with rare hypothalamic-pituitary brain
tumors and referred to their medical provider.

Voluntary and informed consent to participate will be documented by an electronic signature.
The informed consent form will be presented online; potential participants (i.e., the person
with the disease) must read it and answer a list of questions that demonstrate or attest to their
understanding and that all their questions have been answered to their satisfaction. Once all
questions are answered “yes,” they can signal their consent to participate by checking a
consent box.

By consenting to participate in the registry, participants (i.e., the person with the disease),
their legally authorized representatives, or their designated representatives are consenting to
allow the registry staff to contact them as it relates to study procedures. Staff may contact
participants to ask them to upload new test results or other medical information, update their
surveys or clarify data they have entered. Registry Staff may also notify participants of major
changes to the Registry or IRB of record.

Participants (i.e., the person with the disease) will be asked if they wish to be provided with
contact information for researchers seeking participants for future research studies outside the
registry. If participants opt-in to receive information about such studies, they will have to
contact those study investigators and provide separate informed consent. The registry consent
does not obligate individuals to participate in any outside studies, nor does it allow the
registry staff to share participants’ contact information with outside researchers.

Study Participants (i.e., the person with the disease) or their LAR or Designated
Representative can view and revise their study opt-ins at any time by logging into their
registry account. They will select their/the Participant’s name and the Hypothalamic-Pituitary
Brain Tumors Patient Registry. Then, click the button labeled ‘Consent/Opt-ins’ followed by
the button that says ‘Opt-ins’. Study Participants can select from a variety of optional contact
subjects, such as hearing about other studies, genetic testing, and information from the study
Sponsor. A list of these permissions is found in the Opt-in list document.
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There will be no hard-copy informed consent with a written signature associated with this
online registry, but an electronic version of a participant’s signed informed consent form will
be available and can be downloaded from their registry account at any time. In addition, a
copy of the electronically signed consent form will be e-mailed to the study participant or
their authorized representative when they first enroll. Since consent for this minimal risk
registry study will be provided online for the convenience of potential participants (i.e., the
person with the disease), no real-time discussion of the information in the consent form will
routinely be provided. If potential participants have questions, they can contact the study staff
by email or telephone; contact information will be provided with the consent form. Unless
required by the IRB, the consent of one parent or legally authorized representative will be
considered sufficient for participation of a minor in this registry.

Consent to participate in the registry will allow registry information to be used by registry
investigators, staff, and third parties granted access after review and approval by the Registry
Advisory Board.

Participants (i.e., the person with the disease) will be able to withdraw from the study at any
time through the platform’s ‘revoke consent’ option. When a participant revokes consent,
they withdraw from the registry. Any ongoing research using identifiable data collected by
the registry before a participant formally withdraws their consent will continue, but no new
information will be collected. In addition to the ‘revoke consent’ option, a participant or their
legally authorized representative can withdraw by notifying the study team in writing. To
revoke consent, Study participants or their LAR should log in to their registry account. Select
their/the Participant’s name and the Hypothalamic-Pituitary Brain Tumors Patient Registry.
Then, click the button labeled ‘Consent/Opt-ins’ followed by the button that says ‘Revoke’.

1. Facilities and Performance Sites

NORD will store Hypothalamic-Pituitary Brain Tumors Patient Registry data on NORD
encrypted servers and/or encrypted servers of third-party vendors hosted in Canada,
providing regular back-up at commercially acceptable intervals. Servers are compliant with
US and international regulations, including GDPR.

Data may be entered into the registry world-wide through a web-interface.

8. Ethical Considerations

8.1 Potential Benefits

There are no direct benefits of participating in the Hypothalamic-Pituitary Brain Tumors
Patient Registry. The Hypothalamic-Pituitary Brain Tumors Patient Registry may facilitate
collaboration between clinicians at multiple sites and may assist in recruitment of participants
(i.e., the person with the disease) for clinical trials. Indirect or future benefits could include
the knowledge gained from the registry or other studies it makes possible, knowledge that
may increase understanding and the availability of therapeutic options for rare hypothalamic-
pituitary brain tumors patients. In addition, if they opt to do so, participants in the
Hypothalamic-Pituitary Brain Tumors Patient Registry will be informed of future research
studies involving rare hypothalamic-pituitary tumors for which they may be eligible. Some
participants may directly benefit from inclusion in future treatment studies that result from
the registry.
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8.2 Potential Harms

There are no foreseeable risks of physical harm from participating in the study. The registry
surveys may ask questions about the impact of rare hypothalamic-pituitary brain tumors on
life-experience, economic status, mood, and other topics that some participants (i.e., the
person with the disease) may find unpleasant or disquieting.

The registry is a repository of sensitive personal data about individuals. With any such
repository, there is always the possibility that a participant’s confidentiality could be
breached, either through unauthorized release of information or through unauthorized access
to the data. This risk will be reduced as far as practically possible by following applicable
data security regulations and standards, as described below.

Note that, since hypothalamic-pituitary brain tumors are rare, it may be possible to identify
participants (i.e., the person with the disease) from the data they provide, even without direct
identifiers. Any non-registry researchers granted access to the registry data by the Registry
Advisory Board will be required to agree not to attempt to identify participants from the data
to which they are given access.

8.3  Privacy and Confidentiality

Risks will be minimized by ensuring adherence to applicable regulations and through the
following measures: (1) use of random numeric codes as unique identification numbers in
place of direct identifiers; (2) restricting access to direct identifiers and the link between
codes and identifiers to authorized members of the registry staff and authorized registry
researchers; (3) requiring that non-registry researchers be approved by the Registry Advisory
Board, and not providing links between codes and identifiers to such researchers.

In addition to these design measures, participants (i.e., the person with the disease)’ privacy
and the confidentiality of their information will be safeguarded by using appropriate technical
measures. Confidentiality will be protected by limiting access to data and keeping PHI
(protected health information) data password protected on a secure server. Access to PHI in
the database will be limited to members of the study sponsor’s registry research team and
NORD staff, who will use password-based security measures. Best practice will be followed
for password selection and maintenance, and administrative controls will minimize password
exposure and prohibit password sharing. NORD staff may access PHI in cases where
technical support is needed and will only do so with the permission of registry staff. The
informed consent will describe these terms for access to PHI. The PHI associated with this
study will be retained indefinitely. There is no plan to destroy data or the key that links a
participant’s identifying information to their random code. If a participant uses the “revoke
consent” option on the platform or contacts the registry staff or investigators and requests in
writing that they be withdrawn from the registry, their coded data will be retained and may be
used for future research, unless they explicitly contact the sponsor, Raymond A. Wood
Foundation and request that their data be removed from the platform.

8.4 Privacy and Confidentiality Protections for International Users of the Platform

The Registry is maintained on servers that are physically present in Canada. For persons
living outside the United States who choose to share information about themselves, the same
protections for privacy and confidentiality are offered as in the United States; in addition, as
explained below, residents of the European Union and Switzerland have additional rights
related to personal information. By signing this consent, participants (i.e., the person with the
disease) acknowledge that they are disclosing information that would otherwise be private.
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Privacy laws in the participant’s country may have different protections than those provided
in the United States.

For persons who are residents of the European Union and Switzerland, transfers of the
participant’s personal information outside of the European Union and/or Switzerland will
comply with the General Data Protection Regulation under an appropriate transfer
mechanism provided for by that regulation, including the use of standard data protection
clauses adopted by the European Commission. Please be aware that, under the General Data
Protection Regulation, the European Commission is permitted to issue a decision that the data
protection laws of a third country are adequate to the protection of personal information and
that, to date, the European Commission has not done so with respect to the United States.

For persons who are residents of the European Union and Switzerland, processing of personal
information will also be undertaken in such a manner as to ensure the rights of data subjects
provided for by the General Data Protection Regulation. Specifically, Registry participants
who are residents of the European Union and Switzerland are entitled to:

Request to obtain access to and rectification or erasure of personal data;

To receive personal data in a portable, readily-accessible format;

To restrict or withdraw permission for the processing of personal information;
To lodge a complaint with an appropriate supervisory authority.

Please note that the rights to erase personal data or restrict or withdraw permission for the
processing of personal information are subject to limitations provided for by Article 17 of the
General Data Protection Regulation, namely, that such rights may be limited as necessary to
protect the public interest in the area of public health or for archiving purposes in the public
and scientific interest.

8.5  Diversity, Equity, and Inclusion

The registry will allow participants (i.e., the person with the disease) to voluntarily provide
data on their race and ethnic identification, as well as on relevant social determinants of
health. Such data will allow researchers to look for differential impact of rare hypothalamic-
pituitary brain tumors based on social determinants, and to ensure that, to the extent
practically possible, the data in the registry appropriately represents the population affected
by rare hypothalamic-pituitary brain tumors. Such assessment is particularly important given
the technical requirements (i.e., internet access) for participation.

9. Data Analysis and Reporting

Statistical analyses will focus on addressing the research objectives to characterize and
describe the rare hypothalamic-pituitary brain tumors population as a whole, enhance the
understanding of disease prevalence and phenotype and understand the rate of progression of
disease characteristics. Data analyses will begin with simple characterization of the
demographic, clinical and quality-of-life data reported in the registry. Descriptive statistical
measures will be calculated to summarize registry information. Specifically, frequencies,
percentages, means, medians, ranges, etc. will be generated. Subgroup analyses may also be
performed to further delineate registry data. Bivariate statistical analyses will be performed
using t-tests / Wilcoxon rank-sum tests and Pearson correlations for continuous measures; for
categorical variables, chi-square and Fisher exact tests and Spearman correlation coefficients

may also be performed. Multivariate statistical models may be developed to characterize risk
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factors for disease or other endpoints or determine factors associated with disease subtypes
and phenotypes. Longitudinal data will be assessed using repeated measures or time to event
models to investigate disease progression or changes in quality-of-life measures over time.

10. Data Requests and Release

It is anticipated that the Hypothalamic-Pituitary Brain Tumors Patient Registry will be a
valuable resource for current and future research. A Hypothalamic-Pituitary Brain Tumors
Patient Registry Advisory Board will ensure proper evaluation of protocols that request use
of registry data and/or contact registry participants (i.e., the person with the disease). To
promote use of the repository and to keep study participants and the community updated on
the progress of the registry, aggregate information about database contents may be updated
quarterly or semi-annually and made available to the public. Such information may include
number of registrants, prevalence of common diagnoses of registrants, group demographic
information, and percent willing to be contacted for future research.

Investigators wanting to use the registry data or notify study participants about another study
will need to apply to the Advisory Board. Applications to notify participants about another
study will need to provide the name of the study Sponsor, the study Principal Investigator, the
aims of the study, a brief overview of what is required from study participants and
information about why the study is important to the community. Additionally, they will need
to provide documentation of IRB approval for the study and an IRB approved recruitment
flyer.

If the application is approved, then the recruitment flyer will be distributed to all registry
participants who have agreed to receive such contacts, along with contact information for the
researcher. It is then the participants’ choice whether they would like to participate in the new
research and, if so, to reach out to the other study investigators.

Applications for data from the platform will require information concerning: Principal
Investigator, aims and hypotheses of the proposed research, study design and the analytic
methods that will be used to address the study aims, where the research will be performed,
measures to protect the confidentiality of research data, and if / how the research will be
funded. Additionally, investigators will need to provide a detailed listing and rationale for the
specific data elements that they require to accomplish their research. At the time of
application, they must at minimum show that an IRB application has been submitted.

The Registry Advisory Board will review the applications for scientific merit and ensure that
the research aims can be feasibly addressed by the analytic plan using the available data. If an
application is approved, the Advisory Board will need to determine the type and level of data
to release to the investigators. The goal is to provide researchers with the minimum data
necessary to accomplish the research study. Expenses for the cost of data retrieval and
analyses may be passed on to future investigators as deemed appropriate by the Advisory
Board.

The Advisory Board will have the following data release options to consider:

e For small, simple requests, the Registry staff may choose to conduct the analyses on
behalf of the investigators and provide the investigators with aggregate results.
e For requests that require record-level data the following options will be considered:
o De-identified data — this data set removes all 18 personal health information
identifiers as outlined by HIPAA, which includes names, dates, and
geographic entities smaller than states. Given the possibility of combining
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information from additional data sets, investigators who request de-identified
data must agree in a formal Data Use Agreement not to try and identify
individual study participants (i.e., the person with the disease).

o Limited data set — For some studies, exact dates or geographic information
may be necessary to accomplish the research goals. In these cases, the
Advisory Board may choose to provide a limited data set which removes all
identifiers but may include dates and zip codes. When a limited data set is
shared, the investigators receiving the data must agree in a formal Data Use
Agreement not to try and identify individual study participants.

o ldentifiable data — In cases where identifiers are critical to the conduct of a
study, the Advisory Board may choose to release a data set with identifiers.
This type of record-level data will only be shared under conditions where such
data elements are necessary for the scientific goals of the research. Maximum
security and privacy practices will be followed. Such requests will be
submitted to the Hypothalamic-Pituitary Brain Tumors Patient Registry IRB,
which will review the data protections and determine the need for additional
consent. For any such data, the minimum number of identifiers will be shared,
and investigators must agree, in a formal Data Use Agreement, not to further
share the data provided by the registry.

If a member of the Advisory Board wishes to apply for access to the data or inform
participants (i.e., the person with the disease) of a clinical trial or research study the Member
IS running, the Member will be treated as an outside researcher and will recuse themselves
from the discussion and voting process concerning their research.

Increasingly the value of data sharing and providing increased access to data is being
recognized and, in some situations, required. The Advisory Board may determine that it
would be valuable to include the registry data on a data sharing platform. An example would
be the FDA-sponsored Rare Disease Cure Accelerator — Data and Analytics Platform
(RDCA-DAP). Such data will be shared without identifiers.

For registry maintenance and support purposes, NORD registry and IT staff will have access
to all entered data, including identifiable data. NORD is collecting detailed information about
names, sex and place of birth in order to use algorithms to establish Global, Unique
Identifiers (GUID). These data were collected prior to the signing of the consent form;
however, the intent is that these data elements are included as part of the research data. These
identifiers will allow for de-duplication across the IAMRARE platform. It will provide
opportunities to conduct data linkages using the GUID, thus removing the need to share
identifiers and promoting privacy protections. In addition to platform maintenance activities,
after notifying the study sponsor, NORD may choose to conduct IRB-approved, cross-disease
research using record-level data.

11. Data Safety Monitoring Plan

The Advisory Board will meet at least once per year and review aggregate registry data and
the utilization of this registry. Because this is a low risk study and does not include any
interventions, no stopping rules apply. The Advisory Board will also review any protocol or
confidentiality deviations on a case-by-case basis and report any such deviations to the IRB
for their consideration. Protocol violations or unanticipated problems will be handled per: 45
CFR part 46 HHS Regulations for the Protection of Human Subjects; 45 CFR parts 160 and

164 Health Insurance Portability and Accountability Act (HIPAA) Regulations for Standards
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for Privacy of Individually Identifiable Health Information; and 21 CFR part 56 FDA
Regulations for the Protection of Human Subjects.

This study will be submitted to an Institutional Review Board, which is a board formally
designated by an institution or investigator to review, approve the initiation of, and conduct
periodic review of research involving people. The primary purpose of such an assessment is
to assure the protection of the rights and welfare of the participants (i.e., the person with the
disease) in the study. The protocol, informed consent form(s), survey questions (data
dictionary), recruitment and all other participant-facing materials will be submitted to the
Institutional Review Board (IRB) for review and approval. Approval of both the protocol and
the consent form must be obtained before any participant is enrolled. Any amendment to the
protocol, data dictionary, and other documents will require review and approval by the IRB
before the changes are implemented to the study. In addition, all changes to the consent form
will be IRB-approved and a determination will be made by the IRB regarding whether a new
consent needs to be obtained from participants who provided consent using a previously
approved consent form.

12.  Cost of Participation

There is no cost to participants (i.e., the person with the disease) of the registry. Initial design
and implementation of the registry will be funded by the Raymond A. Wood Foundation and
NORD.

13.  Payment for Participation

There will be no reimbursements made to participants of the registry.
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15. Signature Page

The undersigned confirm that the above protocol has been agreed upon and accepted and that
the Raymond A. Wood Foundation and Principal Investigator agree to conduct the research
in compliance with the approved protocol.
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Each signatory agrees to ensure that the confidential information contained in this document
will not be used without the prior written consent of the Sponsor for any purpose other than
the evaluation or conduct of the research.

Principal Investigator, as authorized by the Raymond A. Wood Foundation:
Signature: Date:

Name (please print): Nathalie Kayadjanian, Ph.D.

Position: Scientific Advisor, Raymond A. Wood Foundation

For and on behalf of the Raymond A. Wood Foundation (if different from PI):

Signature: Date:

Name (please print): Amy Wood

Position at the Raymond A. Wood Foundation:

Co-Founder and Executive Director

NORD Template Version 3.0; 11January2023

RAWF Ver. 1.0; 07 March 2024
Page 15 of 16



16.  Appendices
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16.3  Appendix C: Data Dictionary

NORD Template Version 3.0; 11January2023
RAWEF Ver. 1.0; 07 March 2024

Page 16 of 16




