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Agenda
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Updates from sites and recruitment numbers (IAB members)

Research Project 1 (Ay for Ebrahimi-Fakhari)
Research Project 3 (Burns)

Research Project 2 (Zuchner)

Career Enhancement Core (Shy)

Pilot Project Core (Blackstone and Davis)
Video Grand Rounds (Christie)

Update from PAG (PAG representatives)



Publications & meetings from the consortium

SPG4 Symposium
SCIENTIFIC SYMPOSIUM ] |
ON SPG4 SP-CERN: . :

 Jar «S) - Stephan Zichner - Michael Shy

) Ko - Josh Burns - Craig Blackstone

DT - Beril Ay - Josh Rong

- Habibah Agianda - Darius Ebrahimi-Fakhari

Key takeway:

1. Collaborative work on gene therapy for SPAST
(Umass (Esteves, Gray), Drexel (Liang, Baas), U
Wisconsin (Lettman), BCH (Ebrahimi-Fakhari)

2. Big unmet need: blood-based biomarkers -> links
to SP-CERN CEC Fellow Project

3. Drug purposing for HDAC-inhibitors -> need additional proof of concept

4. Involving FDA to explore paths for gene based therapies without proof-of-concept in vivo
Suggestion: For collaborative work on gene therapy: Invite teams to present quarterly at SP-CERN |IAB
meeting (30min time slot)




Publications & meetings from the consortium

RESEARCH ARTICLE

The Movement Disorder Spectrum of ATP1A3-Related Disorders:

Cross-Sectional Analysis and Video Archive of 88 Patients

Katarina Bemardi, MD,"1 0 Anna Tnow, WD O Katheyn Yang, MBChE, FRCPC," @ Joshus Aong, BSe'
Vicente Cuiroz, MD,' & Julian E. Alecu, MO, PrD,” © Habibah A. P. Agianda, MD,’

Henn J. . Schmidi cand. med.." @ Amy Tam, BSc,' & Sicfra Carty, BSc,” Nataka Espasendin-Huster, MD,?
Alfona Macaya, MD, PRD.* O Maria Starmelow, MD.* Tamara Pringsheim, M0,° © Margaret Means, MD,®
Arpita Lakhotia, MEBS." Joanna Blackbumn, MD," & Alonse Zea Vera, MD," ' Laonie Felicia Becker, MD.* ™
Morbert Broggemeann, MD," O Alexancer Mdnchau, MD, ™ & Yury Selverstov, MD, PR,

Lindsey Vogt, MD, MSc,™ & Carolina Gorodetsky, MD, M52, 2 Jasse M. Levina, MD, PhD, ™™™

Alyssa D, Runco, MD,"*"*" Daniel G. Calame, MD, PhD," ™" Lifang Dai, MD,*T" & Changhong Ding, MD,*™

and Dariue Eorahimi-Faknarn, M0, PRD™

Bernardi, Katerina et al. “The Movement Disorder
Spectrum of ATP1A3-Related Disorders: Cross-
Sectional Analysis and Video Archive of 88
Patients.” Movement disorders : official journal of
the Movement Disorder Society,
10.1002/mds.70227. 18 Mar. 2026,
doi:10.1002/mds.70227

12-year-old male with spastic paraparesis and no
extrapyramidal features. On exam, patient ambulates
with posterior walker for longer distances



Updates from sites

e Pt | oenocol | e

Boston Children’s (BCH) Approved Pending 83
Mass General Hospital (MGH) Approved Pending 0
Cincinnati Children’s (CCH) Approved Pending 5
U Michigan (UMI) Approved Pending 0
U lowa (UOI) Approved Pending 9
St Jude Children’s (SJC) Approved Pending 0
Scottish Rite (SRC) Approved Pending 0
Texas Children’s (TCH) Approved Pending 0
U Washington (UWA) Approved Pending 1
Seattle Children’s (SCH) Approved Pending 4




Updates from sites

From East to West:

« Boston Children’s Hospital Beril for Darius and team
« Massachusetts General Hospital Chris and Craig

» University of Miami Stephan

» Cincinnati Children's Hospital Don

« University of Michigan John

« St. Jude Children’s Research Hospital Richard and Josh
« University of lowa Mike

« Texas Children’s Hospital Dan

« Scottish Rite for Children Dallas Michelle

« University of Washington Marie

« Seattle Children’s Hospital Pam

Pending affiliate sites:

« Northwestern University (final signature on reliance agreement pending, submitted for NIH
review)

» Children’s Hospital of Philadelphia -> submitted for NIH review



Research Project 1

Updates:

« Update central IRB to include projects 2 and 3 (Darius)
« Submitted to NIH for review
* Need additional information for project 3

« Re-building REDCap database with DMCC standards (Josh)
« Now in validation phase with DMCC

« (Contracts need to be updated (Katie)

Cincinnati Children’s
Hospital, December 2025

To dos:
1. Give us feedback on the list of individuals interested in coming to
your site

2. Have your coordinators reach out about samples that need to be §
shipped this quarter (Jan-Mar 2026)

3. For pediatric sites: Please confirm PT availability for the GMFM88
assessment (missing: Baylor, Seattle Children’s, Scottish Rite);
St. Jude will be central site for training

4. Next monthly coordinator meeting — April 16
* Please remind your coordinators to attend

U of lowa Medical Center,
January 2026



Project 1: Patient Groups

Group A: Patients with molecularly confirmed HSP forms listed in Aim 1: CROM, PROM and

SPG3A, SPG4, SPG5A biospecimen

Group B: Patients with molecularly confirmed HSP forms listed in Aim 2: CROM + GMFM88, PROM

SPG47, SPG49, SPG50, SPG51, SPG52, SPG56, SPG83, GPT2 deficiency | and biospecimen

Group C: Patients with other forms of molecularly confirmed HSP CROM and PROM and
biospecimen

Group D: Patients with clinical diagnosis of HSP and pending clinical CROM and PROM, but no

genetic testing biospecimen

Group E: Patients with clinical diagnosis of HSP and negative clinical CROM, biospecimen and

genetic testing (that is HSP multigene panel or WES/WGS) enrollment in Project 2

We suggest making site-specific recruitment lists at this point.
Site can continue to enroll probands under the SP-CERN Pilot Project IRB-approved protocol for
Groups A, B, and C. Updated consent forms will be provided with the next IRB amendment.
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Research Project 1

Beril Ay,
MD

Gene therapy readiness map for all HSPs:

Design instrument for data collection

A

A\ 4

Review of instrument by IAB

Conduct literature review

*

Data analysis and review by Gene
Therapy Working Group

\4

Prepare publication

\4

Publish results




Research Project 3

« Status: Working on the BCH IRB amendment to
iIncorporate project 3

« Aim 1: Characterize habitual physical activity of children
and adults with HSP using wearable activity monitors

« Aim 2: Validation of wearable inertial sensors to measure
gait and balance in young children with HSP




Research Project 2




Career Enhancement Core (CEC)

* NIH approved the fellowship applications.



Pilot Project Core (PPC)

John B. ‘Sanderson, MD

Transcutaneous Spinal Cord Stimulation in
Hereditary Spastic Paraplegias



SP-CERN

SpOshc POropiegeo Canbers of
Excelience Reseanch Nebwork

Video Grand Rounds

N
GII

SP-CERN Virtual Grand Rounds: 2025-2026
Fridays; 12:00 PM EST - 1:00 PM EST

Next: April 10th

Date Speaker Topic
BOStOﬂ Chlldren,s HOSpltal 11/14/25 | Guest speakers: Michasl Pacold, M.D., Ph.D. & lreating HPDL
Claire Miller M.D., Ph.D. encephalopathy (SPGB3)

Katerina Bernardi, M.D. NYU Langone with CoQ10 headgroup

intermediates

12/12/25 Julian Alecu, M.D., Ph.D. Genotype-Structure-Phenoty

Spectrum of movement and motor disorders in KIF 1A-relatec Blogicn Otildren's Hosptta 1y, Pe Corelationa Define
neurological disorder (KAND)

Early-Onset SPG4

1/9/26 Scottish Rite for Children (Michelle Christie, Case Presentations
M.D.) & Massachusetts General Hozpital (Chris
Cashman, M.D.)

2/13/26 University of lowa - Carver College of Medicine Case Presentations
[Mike Shy, M.D. & Cincinnati Children's Hospita
Don Gilbert, M.Dv)

3M13/26 3t Jude Children's Research Hospital {(Joshua FDA Draft Guidance:
Burns, Ph.D. & Richard Finkel, M.D.) Plausible Mechanism
Framework to Develop
ndividualized Therapies

410026 Katerina Bemardi, M.D. Spectrum of movement and
Boston Children's Hospital motor discrders in
KIF1A-associated
neurological disorder
5/Bf26 Guest Speaker: Eric Morrow, M.D., Ph.D. A Targeted Therapy for GPT2
Brown University Deficiency
B/M12/26 Texas Children's Hospital (Daniel Calame, M.D., Case Presentations

Ph.D.) & Massachusetts General Hospital (Chris
Cashman, M.D & Reza Sadjadi, M.D..)

https://docs.google.com/document/d/1PRIfFHm_CQPgk-1S3tOGOvHgmMLO5QImjOz4jq-skvTg/edit ?tab=t.0



Update from PAGs




Update on international collaboration

“Global Convergence of Trial Readiness Networks for HSPs.”

Preliminary Program — May 7th, 2026 — Morning Reference time zone: Porto Alegre / Brasilia (UTC-3)

*08:15-08:20 (5 min) Welcome and Introduction

Speaker: Jonas A. M. Saute, IAXON-HSP

+08:20-08:35 (15 min) Trial Readiness Networks for HSPs: TreatHSP, iAXON-HSP, and SP-CERN
Speaker: Darius Ebrahimi-Fakhari, SP-CERN

*08:35-08:50 (15 min) Major Gaps in Trial Readiness for HSPs

Speaker: Jonas A. M. Saute, IAXON-HSP

*08:50-09:05 (15 min) Framework for Trial Readiness in HSPs and Meeting Dynamics

Speaker: Rebecca Schule, Treat-HSP

*09:05-10:05 (60 min) Trial Readiness: Clinical Outcome Assessments (COAs) and Digital Health Technologies (DHTSs)
Chair: Rebecca Schiile, Treat-HSP

***10:05-10:20 (15 min) - **Break

*10:20-11:10 (50 min) Biomarkers: Imaging and Wet Biomarkers

Chair: Marcondes Franca Jr., iAXON-HSP

*11:10-12:00 (50 min) Genetic Diagnosis and Genomic Technologies: Harmonized Databases and Analytical Pipelines
Chair: Stephan Zuchner, SP-CERN

+**12:00-14:00 (120 min) - ***Break *

*14:00-14:20 (20 min) Summary of Working Group Discussions (5 minutes per topic)

Speakers: Jonas A. M. Saute & Rebecca Schile

*14:20-14:40 (20 min) Final Discussion and Consolidated Report

Participants: All

Chair: Rebecca Schule, Treat-HSP



Call for collaboration

Beril Ay, MD: Identifying Genetic Modifiers of

Age at Onset in SPG4

Aims: We will perform comprehensive short- and

long-read genome sequencing in large

multigenerational SPG4 families to systematically

evaluate the apparent anticipation pattern

observed in clinic and identify genetic modifiers

that contribute to earlier age at onset in younger

generations.

We are looking for:

* Multigenerational family history of SPG4 (=2
affected generations, 3 preferred)

» Clear difference in the age at onset between
generations

* Living in the US

F

amily i Rnode \sland,




Outlook: Annual meeting of IAB

Please save the date: September 25 (afternoon) & September 26 (all day)

« EAC invited
* Presentation of annual report
« Rater and investigator training for project 1 and 3



Discussion and Questions
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