RYR1-related diseases:
The patient perspective and patient participation

Webinar March 19, 2025
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Overview

Trials in neuromuscular diseases (NMDs) — experiences of participants (Lizan Stinissen)
Patient involvement (Nicol Voermans, Brentney Simon)

Current survey (Lizan Stinissen)
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Discussion / questions and answers (All)
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Who are we?

Lizan Stinissen

Brentney Simon
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Nicol Voermans
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1. Trials in NMDs — experiences of participants
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Background

Since 2014, trials in centronuclear myopathy:
* Natural history study in XLMTM (INCEPTUS)
* Gene transfer clinical study in XLMTM (ASPIRO)
* Early phase drug trial to investigate dynamin-101 (Unite-CNM)
* Etc.
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Experiences of patients

First results (effect and side effects) ( Jsionns]
associations
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Reports in medical Presentations at international
journals conferences

Scientific community



The experience of clinical study and trial participation in rare diseases:
A scoping review of centronuclear myopathy and other neuromuscular
disorders

Barriers . Facilitators
P'055|ble.5|de effects« Hafmito Child — Extending the life span
Worsening of disease state« - — — .. ——» Hope for a better future
. . child benefit .
Fear of physical and mental pain<«——— ——» Finding a cure
Receiving a placebo<«—— Opplc:)r::nlty_ we Altruism > Benefit for future patients
Travel time and overnight stay « —— Collateral

Missed days at school or work <« Burden benefit —*Better understanding of the disease
Out-of-pocket expenses «—— i

Results were used to draft study protocol
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Aim

* To investigate the burden of and the lessons learned from the first natural history studies

and trials from a patient perspective by a qualitative approach
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Methods Q@@.

*  Fourfocus groups, 6 — 12 participants each: 37 participants %@“’”‘”’“””‘“'“‘“°””“‘”
in total myotubular trust
FINDING STRENGTH
e Study participants
?{g’; ZNM - Zusammen Stark! e.v.
e Parents/caregivers of study participants J=y Verein fur Zentronukledre Myopathien

* Representatives from patient organisations v DISAPPOINTMENT
P P g THOUGHTS COST FEEDBACK BELIEFS TIMING

EXPERIENCES BURDEN AFRA|[D FOLLOW-UPS LOGISTICS

* At the ZNM Family conference and online via Teams HAPPY ExpecTATIONs UNDERSTANDING

* Patients were involved as researchers

A STUDY INTO THE

BURDEN OF AND
LESSONS LEARNT FROM TRIALS

PERSPECTIVES FROM
THE PATIENT COMMUNITY
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Focus group themes

Expectations and preparation

Trial participation

Communication

Recommendations
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Data analysis and interpretation

Teams
recording

Transcription
Coding
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Data analysis
Interpretation
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“A trial is not a treatment; it
can be a dangerous and high-
risk event to be in”

Results

Realistic expectations: small improvements of function and QolL
Great impact on many aspects of daily life
Challenge: keep in mind that a trial is not a treatment = balance between expected effects and risks

Importance of clear communication (timing, method, and content) = especially in case of side

effects
“So, for us it's how can we make sure “We would actually be taking more than
our little guy has as few barriers in life one month off just to be there... Which
and gets the most quality and quantity also meant taking huge time off, getting
of a life that he has given.” all our vacations and taking it in.”
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Recommendations for future clinical studies

Fit appointments that fit the patient’s care schedule as closely as possible

Sponsors should offer a service for emotional support

Awareness of impact on daily life, and possible financial costs

Patient organizations play important part in expectations management
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Conclusions

Importance of involving patients in the Important insights in clinical study
design, development and evaluation of experiences:
clinical studies and trials not only physical or medical outcomes
Partnership of sponsors, researchers, and Co-creation of clinical research by
patient organizations is crucial academic researchers and patient
organizations worldwide
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2. Patient participation
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Patient participation

Clinical
problem

Research
qguestion

Results

Conclusion
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Patient participation

Dissimination
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Patient engagement

Clinical
problem

Research
guestion

Study
design

Dissimination

<

Study

Results

\COnclusion
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Patient involvement

“PPI: Patient and Public Involvement in Research”
« Patient involvement
« Patient engagement
» Patient participation

* Link to video: Patient and Public Involvement in
Research — YouTube
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https://www.youtube.com/watch?v=rxfRr4NsTIs
https://www.youtube.com/watch?v=rxfRr4NsTIs
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Brentney’s experience

Journal of Nevromuscular Diseases 11 (2024) 1067-1083 1067
DOI 10.3233/IND-240029
105 Press
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Patient/Caregiver Perspective

Sanne A.J.H. van de Camp*', Lizan Stinissen®!, Andrew Huseth®, Brentney Simon®,

Jennifer Ryan®, Anna Sarkozy®, Filip Van Petegem?, Michael F. Goldberg”, Heinz Jungbluth®',
Johann Béshm#, Wija Qortwijn®, Robert T. Dirksen' and Nicol C. Voermans®*

2Department of N logy, Donders Institute for Brain, Cognition and Behaviour, Radboud University Medical
Center, Nijmegen, The Netherlands

YThe RYR-1 Foundation, Pitisburgh, PA, USA

©The Dubowitz Neuromuscular Centre. Great Ormond Street Hospital for Children and Institute of Child Health,
London, UK

depanmem af Biochemistry and Molecular Biology, The Life Sciences Institute, The University af British
Columbia, Vancouver, BC, Canada

“Deparmment of Paediatric N logy, N ular Service, Evelina Children's Hospital, Guy's and

St Thomas' Hospital NHS Foundation Trust, London, UK

TRandall Centre for Cell and Molecular Biophysics, Muscle Signalling Section, Faculty of Life Sciences and
Medicine { FoLSM), King's College London, UK

2nstitui de Générigue et de Biologie Moléculaire et Cellulaire (IGBMC), Inserm U 1258, CNRS UMR 7104,
Université de Strasbourg, Illkirch, France

Science Department 1Q Health, Radboud University Medical Center, Research Institute for Medical Innovation,
Nijmegen, The Netherlands

iDepamuem of Pharmacalogy and Physiology, University of Rochester School of Medicine and Dentistry,
Rochester, NY, USA

%Y HA.i; Radboudumc

FOUNDATION



3. RYR1-RD international patient survey
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| RESEARCH ARTICLE

Long-term Natural History of Pediatric Dominant and
Recessive RYRI-Related Myopathy

Background

* Several preclinical studies ongoing
* This calls for optimal trial readiness of the trial sites
* |dentification of patients that can be recruited
* Selection of the most appropriate outcome
measures
* Availability of study sites with well-trained
personnel

* Involvement of patient community

logy® 2023;101:¢1495-¢1508. doi:10.1212/WNL.0000000000207723

Natural history study in congenital
myopathies (ongoing)

Radboudumc

A Single-Center Prospective Natural History Study of RYR1-
Related Disorders

irene.chrismer@nih.gov m

National Institutes
of Health

Rycal 548168 (ARM210) for RYR1-related myopathies: a phase

one, open-label, dose-escalation trial

Lawal” Irene C Chrismer,” Angela Kokkinis,* Christ 3
wock,” Kia Brooks ™" Christ he',‘ Mendaza," Gir lorato,” Ken C aja Varma,

malie Emile-Backer,” Kat [: L.;:Pll ur,” Andrew R Marks,” " fael Webb, Eugene E. Marcantoni Ajl‘w’zg}mﬂ‘-m' m

nd Payam Mohasse!

Home - RyCarma Therapeutics
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https://rycarma.com/

Aim

To investigate:
*  What people with RYR1-RD and their caregivers expect from future clinical trials

*  What would encourage them to participate
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RYR1-RD patient survey

* Based on survey in FSHD patients Survey:

* Adjusted and translated (with help of patients

and ARMGO / RyCarma) °
*  Collects limited demographic information .
(treated entirely anonymous) .

*  Results will be published in medical scientific

journal .

Current management of RYR1-RD
Clinical trial experiences
Encouraging and discouraging factors in
clinical trials

Practical aspects of trial participation
Expectations of future clinical trials
Information about current condition
Difficulties with activities

Functional abilities

Symptoms that cause you concern
Concerns for future
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Brentney’s involvement

and others

Clinical
problem

Research
qguestion

Study H
design

Dissimination

Results ¢
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RYR1-RD patient survey

For all patients with a RYR1-RD (congenital myopathy)

*  Participants up to 16 years: parents should complete it (together)

* Available in 6 languages: English, Spanish, Portuguese, French, German, Dutch
*  Duration: approximately 45 min (possible to pause in between)

*  Available until 20th of April, 2025

* Interested? Send an email with preferred language to Lizan.Stinissen@radboudumc.nl

* Alink to the online survey will be sent

* Oryou can click on this link: RYR1-RD patient survey
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mailto:Lizan.Stinissen@radboudumc.nl
https://docs.google.com/forms/d/e/1FAIpQLSd-Y5ix26VBtqbomhBPuqsnlGtM_mOXviuoVjwXY8NxWuKzAQ/viewform?usp=dialog

What can you do?

Participation to current survey

* Participate in the current
survey by emailing Lizan

* Encourage others to
participate

* |deas about fundraising for
RYR-1 Foundation

Involvement in future research

Come up with research questions
Discuss this with Lindsay
Compose a Research Agenda
Think about roles: who wants to
be involved in which way

Start a Patient Advisory Board
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4. Discussion / questions and answers
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