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Various registries and goals

= Goals may be to facilitate recruitment into clinical trials,
collect and analyze clinical data, or mixed goals.

m Specific aims of registries can be to study:

m Genotype-phenotype correlations

m Health-related quality of life

= Prevalence and risk factors of diseases Many sub-

= Natural history categories;

= Standards of care and healthcare policies example,
“genotyping”

m Data collection can be from:
m Medical literature
m Patient reported outcomes
m Clinical exams
m Governmental or healthcare records




Challenges and opportunities of registries

= ORDR has as their goal to create a global patient
registry using standardized data elements and

linking the registry to bio-repositories for rare
diseases;

= Challenges in using standardized data elements:

m Example: “278 ways to describe fever for 465

patients in a one aday record from Children’s
Hospital in Philadelphia.” *

* Reference:

m *Creating a global rare disease patient registry linked to a rare diseases
biorepository database: Rare Disease-HUB (RD-HUB). Contemp Clin
Trials. 2010 Sep;31(5):394-404. Epub 2010 Jul 8

m www.rarediseases.info.nin.gov/PATIENT _REGISTRIES  WORKSHOP/



Challenges to link registries
with bio-repositories

Develop guidelines to counsel patients:

= Who takes responsibility for patients whose expectations about care
will be influenced by how well they understand the role of a registry-
based tissue repository or DNA gene testing?

Develop standardized methods to collect, store, and
analyze tissue samples;

Assure the privacy and de-identification of data;

Link to clinically meaningful outcomes:

m “greater the utility of the clinical data...the greater the risk of re-
/dentification....” (letter to FDA by Sharon Terry of Genetic Alliance);

Develop and assure standardized clinical exams.



National Registry of DM and FSHD
Patients and Family Members

= NIH Contract (2000-2010)

m Funded by NIAMS (National Institute of Arthritis and
Musculoskeletal and Skin Diseases) and NINDS
(National Institute of Neurological Disorders and Stroke)

= NIH Senator Paul D. Wellstone Muscular
Dystrophy Cooperative Research Centers
(MDCRC); (2010-2013)
m Transitioned funding of Registry in Sept 2010 to our

NIH Cooperative Specialized Research Center (U54)
Grant; (NINDS; 2003-2013)



Rochester Wellstone MDCRC
Scientific Core

m Repository and National Registry of DM
and FSHD Patients and Family
Members.

m Repository goals are to:

m Collect and distribute FSHD muscle and
nerve tissues:

m Collect and distribute biological materials
necessary for DM research;

m especially mouse models of DM and other
tissues samples.



Goals of National Registry

m Data: to develop an extensive repository of de-identified
patient information on pathophysiology and clinical
spectrum of disease manifestations in DM and FSHD

m With longitudinal follow-up to track disease progression

= Recruitment: to assist researchers in the recruitment of
well-classified subjects into clinical studies, especially
treatment trials

= Education: to disseminate information about advances in
DM and FSHD research and clinical care amongst
physicians, researchers, patients, and family members.

m Aspire to develop standards of care and develop
outcome measures to assess burden of disease



Application Materials

m Application packets consist of:

Cover Letter S ™
Informed Consent Form (2 copies)* ity
Patient Information Form e e Moo

Medical Release Form Consent Form - Affected Adul

Principal Investigator: Richard T. Moxley, lll, M.D.

Email Consent Form (2 cop ie S) S S R ot g

INTRODUCTION

B u S I n e SS R e p Iy E nve I O p e You are being asked to participate in a National Registry for research in myotonic

dystrophy (DM) and facioscapulohumeral muscular dystrophy (FSHD) and related
diseases (whose symptoms are identical to those of DM or FSHD) because you are
affected with either myotonic dystrophy or FSHD. The Registry has been established at
the University of Rochester with the support of The National Institutes of Health (NIH).
Please read this consent form carefully and ask any questions you may have before

* making a decision whether or not to participate. This form contains important
. n O r I I l e O n S e n O r I I l S information that might be helpful in the future.
PURPOSE

. Affe Cte d : The purpose of the Registry is to:
] C O n S e nt F O r m ( ad u It) Encourage more research on these diseases.

Facilitate research by collecting names of individuals who are either
affected or related to affected individuals.

. Asse nt FO rm (C h i | d re n 1 2 - 1 7) . rr]r'r:;'tg_;rg s;z\;licd by participants to understand how these
. PermiSSion Form (Children) IMPORTANT FTACTS ABOUT THE REGISTRY

ish contact between researchers and Registry participants.
. U n affe Cte d . Participation is totally voluntary.

k that your name be removed at any time.

I 2 lly identifiable information about you will be given to anyone.
. C O n Se nt F O rl I I a u t ing your own family members, can find out if you are listed

in the

m Assent Form (children 12-17) p— e ot posos s
m Permission Form (children)
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Cconsent process

= Enroliment into Reqistry — open consent process:

= Members provide consent for the analysis and
reporting of anonymous data in unknown future
studies.

m Recruitment for clinical studies — restricted
consent process:

= Members are sent descriptions about research studies
from investigators approved to use the Reqistry;

m Members contact investigators If interested,;

m Members provide consent to investigators:

m Protection of subjects Is best suited to investigators who are
most knowledgeable regarding their protocol, etc.
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Consent Process

m Registry has minimal risk to subjects and its IRB
does not require consent to be received In
person:

m Advantages

m It is more feasible and less costly to enroll patients throughout
the US;

m Likely to enroll a more diverse group of patients;
m Can provide application forms online.

m Challenges
m Potential confusion of risks/benefits;

m Potential to receive applications with missing, incomplete,
Incorrect, or expired consent forms;

m Recelve materials from vulnerable populations (ex: prisoners);

m Receilve materials from ineligible patients (ex: those outside
the US or those with an alternative diagnosis).
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Protection of Human Subjects

= Institutional Review Board (IRB)
m Annual review;

m Approval of any changes to enroliment forms,
recruitment tools, protocol, and operations;

m Review of unintentional breaches of confidentiality.

m Certificate of Confidentiality:

m Added protection due to the collection of sensitive
personal and genetic information;

m Helps Registry staff avoid involuntary disclosures (e.g.
audits) which could expose subjects and their families
to adverse economic, legal, psychological, and/or
social consequences.
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Quality Control

m Stringent review of medical records to
assure “accuracy” of diagnoses.

m Standard operating procedures to enter
and verify data.

m Standard operating procedures to re-
contact patients through annually updated
forms, recruitment letters, and newsletters.
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1,654 members

Unaffected
Nn=163 (10%)

Uncertain
n=52 (3%)

FSHD
N=574 (35%)

™
DM2

N=117 (7%)

DM1
_n=747
(45%)
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Characteristics
Characteristic DM1 (n=622); DM2 (n=117) FSHD (n=574)
excluding
congenital DM
Sex 51.1 66.7 52.3
(% Female)

Age 43.5 (12.1) 54.3 (12.4) 46.1 (15.9)
(mean (SD) yrs)
DNA confirmed 51.4% (320) 58.1% (68) 59.1% (339)

(% (n))

Genetic data*
(MEEREED))

419.0 (305.0)

12,292.2
(4,406.2)

26.7 (7.2)

* Reported as repeat size for DM1, base pairs for DM2, 4935
small allele size (kb) for FSHD.
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% returned

% of Annual updates returned

100+

80-

60-

40+

20-

/9.3  72.2

0 671 685 g5g 67.5

Follow-up years

64.3
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Methods for Investigator
Applications



Investigator Applications and Use of Redistry

Application submitted to Registry
|

Application reviewed by NIH and SAC
(Proper human subjects review, feasibility,
safety, scientific merit)
|

Determination of eligible Registry members by staff

/ \
Registry staff send Registry staff
description of study supply
and contact information to anonymous data
Registry participants to investigator




Partnership to link Registry and an
Independent repository

Collaboration amongst CDC, Coriell Cell

Repository, National Registry, & University of
Rochester:

m Goal: to increase the public availability of well-
documented, well-characterized, renewable cell lines

and genomic DNA for research and Improved genetic
testing.

Methods:

m Collect blood samples from affected patients and family

members to establish cell cultures in the NIH Coriell Cell
Repository;

m Open consent obtained for unknown future studies.
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Patient Education and
Collaboration with
Investigators



Examples of outreach

m Regular updates to Registry website
(dystrophyreqgistry.org), which includes:
m Relevant research information

m Information on DM and FSHD genetics, testing, and
counseling

m Columns about “aging well with muscular dystrophy”

= Annual newsletter mailings to members.

m Newsletter includes educational information
and research updates in DM and FSHD.
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Consultations in Registry Development

Quebec

NE G EER S

Alberta Germany

MDA
. p < . ;';\
Peru
\ ii Australia
v Qb
4
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Opportunities and
challenges of registries



Challenges

m Assure privacy of protected health information

m Loss of confidentiality — risk of participation
stated in consent
m Process thousands of letters each year

m [nadvertent disclosure of protected health
iInformation (PHI)

= Collect sufficient medical records of enrollees to
verify diagnosis.

= Assess potential language and socio-economic
barriers.
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Opportunities

= Develop questionnaires or additions to Registry to
assess burdens of disease and standards of care.

m Use Registry to recruit subjects into therapeutic

trials.
m Target recruitment (examples: DNA confirmation, age,
gender, location, etc).

= Collaborate and cost-share with pharmaceutical
companies.

= Enhance teamwork approach to patient,
Investigator, and clinician education and outreach.
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Discussion items

= How to balance privacy risks versus collecting
sufficient clinical and molecular data?

m How can we collaborate and share data?

m What is the purpose to compare data across disease
groups?
m Who has access to data?

= Will there be “competition” amongst industry and
academia?

= How do we develop and implement common data
items?

= How can registries influence standards of care?

= What matters most to patients?
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Thank you

Welcome recommendations and questions.

0 ROCHESTER

MEDICAL CENTER
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