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Background & Rationale

* FSHD is one of the most common muscular dystrophies. Identification of DUX4 expression as the core disease mechanism has driven

rapid therapeutic development, with multiple clinical trials now actively enrolling.

shared set of clinical monitoring measures.

* Despite this progress, no consensus exists on a minimum dataset for routine clinical monitoring. Clinical settings differ fundamentally Specific aims & deliverables:

from trial settings: appointment time is limited, populations are unselected, and resources vary widely between countries.

support post-marketing surveillance.

Workshop Aims & Deliverables

Overall aim: to foster cross-collaboration between FSHD initiatives (FSHD CTRN, FSHD ETN, PaLaDIn) and align efforts in determining a

e Reach consensus on a minimum dataset for routine clinical monitoring

e Align on key clinical and genetic factors for patient stratification
* As disease-modifying therapies approach approval, standardised monitoring protocols will be critical to guide treatment decisions and e |dentify gaps and unmet needs (pain, fatigue, sleep)

Establish working groups for neglected aspects of clinical care

e Enhance engagement between FSHD networks and patient organisations globally

WORKSHOP SESSIONS

Current Clinical Monitoring Practices

Chairs: Bugiardini & Statland

Country-specific overview and Pre-Workshop Survey

* Five national / regional perspectives : EU (V. Sansone), UK (E. Bugiardini), US (J. Statland), France
(T. Evangelista), and Oceania (M. Rodrigues) -together with the FAIR Data session (L. Schuckert)

e All presentations highlighted shared real-world constraints: limited consultation time (often < 30
minutes), uneven access to physiotherapy, and resource heterogeneity across countries and
centres.

Pre-workshop survey n = 66, 18 countries
e Standardisation gap on clinical
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Session Outcomes

Draft a tiered dataset structure: core minimal - expanded - expert centre full dataset
Other action items

— Training plan for clinical evaluators (esp. MMT consistency)

— Define which measures require a physiotherapist vs trained clinician

— Draft SOPs for data collection = consistency and staff-turnover resilience

— Develop a digital PRO workflow integrated into clinic

Clinical Outcome Measures Harmonisation

Chairs: Eichinger & Dubuisson

Session and survey

e Session 2 focused on harmonising clinical outcome measures across sites and integrating emerging digital technologies for FSHD monitoring

* Presentations: MOVE / MOVE+ battery (Eichinger), Adapted Reachable Workspace for clinical visits (Hatch), Activity Monitoring & Wearables (Duong, Koopman), Digital
Technology Overview (Dubuisson), FSHD UK Clinical Assessments (Muni Lofra) Knowledge gained from clinical trials (Statland), Current and upcoming FSHD standard of care

guidelines (Voermans)

» After the presentations, an anonymous survey was delivered to participants to score each measure as Essential / Desirable / Not needed.

Session OQutcomes

COAs - Minimal Data Set: 10MWR and TUG endorsed by agreement - FVC sitting Essential 57% - MIP/MEP, Peak Cough Flow Desirable 57% - MRC sum Desirable 47% - Facial exam

Desirable 47%

Multi-item batteries (consider as additional tier): FSHD-COM - NSAD-FSHD - MOVE Battery (modify: omit 6MWT, SSGS, sit-up; add stacking cans) - RWS (revamp needed)

PROs: Agreement to collect periodically (yearly). No single PRO reached 60% consensus. New tools to consider: PROMIS Physical Function - CAS - UEFI. . Three coverage categories:

QOL - Functional - Extra-muscular symptoms
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Digital Technology: Working group to be established (consider integration with FSHD-CTRN digital group) - Define standard elements / Core Outcome Items - Device-agnostic

approach - Tiered framework - SOPs to be developed

KEY DELIVERABLE - Tiered Outcome Measures Framework (v2.0)

295th ENMC FSHD Tier 1 GPs and Non-NMD Specialists
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MEASURES

1 Measures 6 measures

AIM: referral to TIER 2

B Low-burden | No specialist equipment | Telemedicine-compatible

Patient Stratification

Chairs: Bugiardini & Ricci

Sessions and survey

Presentations: The new FSHD Clinical Evaluation Form and FSHD clinical categories (Ricci) -
Childhood-onset FSHD: 279th ENMC findings and implications for clinical monitoring
(Willis) - FSHD progression in individuals aged >65 (Mongini) - Genetic modulators in FSHD1
and FSHD2: methylation, SMCHD1 (Erdmann)

After the presentations, an anonymous survey was delivered to participants to score key
stratification questions.

Session Outcomes

* CCEF: Useful stratification tool. Not designed to capture progression, but categories
inform trajectory. Includes FSHD severity score.
Annual update endorsed by 83% . Adopt as stratification tool

* Childhood-onset FSHD: Data from the 279th ENMC presented; classification agreed and
standards of care drafted. Clear need for paediatric-specific outcome measures.
Priority: build paediatric-specific COMs

* Non-ambulatory patients: Current outcome measures are largely ambulatory-centred,
creating a floor effect. These patients are poorly captured in routine monitoring.
Identify upper-limb and function-based measures

* Age 265: Population-level challenges from confounding factors, sarcopenia,
comorbidities, activity level. Disease progression appears similar to younger patients but
these factors may play a role.

Keep current measures, adapt case-by-case - More data needed

* Genetic modulators: Methylation gradient can help explain variability within families
carrying the same repeat size. Important for research planning, not yet ready for routine
practice.
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Addressing Unmet Clinical Needs

Chairs: Schoser & Voermans

Session and survey

Presentations: Patient perspective on extra-muscular involvement (Badiani) - Monitoring
extra-muscular involvement: bowel/bladder, sleep, lung function (Papadimas) - Pain and
fatigue in FSHD (Filosto)

A patient & carer survey (n=100, 17 countries) was also presented by Badiani
After the presentations, an anonymous survey was delivered to participants to score
assessment tools

Patient voice

Patient Voice — FSHD UK / FSHD Europe / World FSHD Alliance Survey n=100, 17
countries

Symptoms most affecting daily life: Mobility (80%) - Fatigue (76%) - Work/daily activities
(57%) - Pain (55%) - Social impact (49%) - Mental wellbeing (47%) - Sleep (24%)

What patients want clinicians to understand: Pain & fatigue underestimated (~35%) - Day-
to-day variability poorly captured (~28%) - Care must be coordinated, (~¥25%) Mental
health burden overlooked (~22%)

Session Outcomes

Pain: NRS preferred primary tool. BPI for research. Working group to be established.

Fatigue: Essential in routine monitoring. FSS primary - PROMIS Fatigue secondary. 65%
endorsed every visit. Distinguish from fatiguability.

Extra-muscular: Sleep, bowel/bladder, mental health rarely systematically assessed.
Periodic structured screening; objective testing on indication.

Enrollment + Annual

MEASURES

18 measures

AIM: referral to TIER 4

295th ENMC FSHD Tier 3 FSHD Center Outcome Measures
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Extramuscular

Patient-Reported Motor Function

CAS
NRS . FVC % Predicted (Sitting)
Fatigue Severity Scale [FSS) Manual Muscle Testing ECG

10 MWR ,
BPI TUG Audiometry — Pure-Tone (PTA)
Patient Global Impression [PGIS) Ophthalmaology (Coat :
Clinician Global Impression (CGI) FSHD-COM/SOFT n BY {Coats screening)

Pittsburgh Sleep Quality (PSQ)

B Medium-burden | Certified raters required | Partial specialist equipment | Partial Telemedicine-compatible

PaLaDIn & Patient Organisations

Chairs: Schoser & de Haas

Session

Presentations: PaLaDIn overview and mission (Hill, Schoser) - Project Mercury (Hill) -
Patient perspectives - FSHD Europe (de Haas) - EURO-NMD (Evangelista) - TREAT-NMD
FSHD Registry overview (Rodrigues)

No formal voting was conducted in this session, the focus was on alighment between
initiatives, registries and patient organisations
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