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Hereditary Spastic Paraplegias (HSP)
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A Cross-sectional Study by the Italian DAISY Network Universita La Sapienza, Roma
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Table 2 Age at Onset, Age at Examination, Disease . o .
Duration, and Severity Scales Universita di Perugia
n Median min Max Mean SD fire 2 Frequency of Neurologic Features in the Whole SPAST-Hereditary Spastic Paraplegias Cohort
Age at onset (y) 634 35 0 80 3246 17.41
LL hyperreflexia (n = 645) 636 (98; 60%)
Age at examination (y) 631 47 2 95 4525 17.70
Spastic gait (n = 659) 619 (93; 90%)
Disease duration (y) 593 7 0 64 12.87 13.68
Babinski sign (n = 641) 461 (71; 90%)
SPATAX disability scale 393 3 0 7 3.15 1.59
Rest spasticity (n = 641) 366 (57; 10%) le 4 Schematic Representation of the Molecular Data
SPRS score 339 16 0 50 1822  12.69
LL proximal weakness (n = 637) 345 (54; 20%) A B
Abbreviation: SPRS = Spastic Paraplegia Rating Scale. Duplications
Urinary disturbances (n = 620) 271 (43; 70%) (3; 2%) _
Missense (280) 39; 40%
Hypopallesthesia at ankles (n = 604) 179 (29; 60%)
Deletions Frameshift (137) 19; 30%
Pes cavus (n =612) 181 (29; 60%) (27; 15%)
Deletions (108) 15; 20%
UL hyperreflexia (n = 634) 135 (21; 30%) Missense
Frameshift (77; 41%) .
Hoffmann sign (n = 595) 57 (9; 60%) (38; 20%) Nonsense/(103) 14 5%
Nystagmus (n = 617) 27 (4; 40%) Splicing (72) 10; 10%
Saccadic intrusions (n=596) 11 (1; 80%) Duplications (10) = 1; 40%
0 10 20 30 40 50 60 70 80 90 100
Splicing 0 5 10 15 20 25 30 35 40 45
Frequency (%) (15; 8%) Frequency (%)
chart (A) illustrates the relative prevalence of different variants found (total number: 186). The histogram (B) schematizes their relative prevalence in
the whole SPAST-HSP cohort (n = 710).




STOP-HSP.net
Storing a collection Of Patients with HSP - network

* In-depth fenotyping all different form . L
Fixed visit intervals

of HSP 12 months £+ 3 months
* Tracking longitudinal progression and  — —_— _—
disease trajectories 1 I 1 1
Retrospective Baseline 1-year FU 2-year FU

e Assessing and validating potential

molecular, clinical and instrumental

endpoints for clinical trials * Target: >300 patients
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eCRF

Patient forms: once per patient,
updated at each visit

Visit forms: one form per visit;
longitudinal data

STOP-HSP v RE DCap

(D Record Home Page

© Record "1" is a new REDCap ID. To create the record and begin entering data for it, click any gray status icon below.

The grid below displays the form-by-form progress of data

entered for the currently selected record. You may click on mmalu s

the colored status icons to access that form/event. If you ) Incomplete (L) Incomplete (no data saved)
wish, you may modify the events below by navigating to the Unverified Partial Survey Response
Define My Events page. Complete &) Completed Survey Response

@) Many statuses (mixed) (§

NEW REDCap ID 1 i ;

Data Collection Instrument Baseline FUP1 FUP2 Retrospective

QE;_.:. Many statuses (all same)

Registration and informed consent (survey) ©
Demographics ©
Family History )
Molecular Data ©
Clinical history @
Clinical Assessment © © ©
Pregnancy And Early Life (@)
Neuroimaging ©
Neurophysiology ®© ©
Treatment © © ©

Spastic Paraplegia Rating Scale (SPRS) © ©

Modified Spastic Paraplegia Rating Scale (mSPRS) © © ©
SPATAX © © ©
FARS-DISABILITY STAGE © © ®
Activities of Daily Living (FARS-ADL) © © ©
Scale for the assessment and rating of ataxia (SARA) © © ©
Time up and go (TUG) © © ©
9HPT: Hole-Pegboard-Test © © ©
EQ 5D 5L © © ©
HSP-SNAP © © @




Reported outcome and samples

Comprehensive & Harmonized

Clinician-reported Outcomes (ClinRO):

- Spastic Paraplegia Rating Scale (SPRS)
- Scale for the assessment and rating of ataxia (SARA)

Patient-reported Outcome Measures (PROM):

- Quality of life questionnaire EQ-5D-5L

- FARS functional Staging and activity of Daily living (FARS-stage/FARS-ADL)

- Hereditary Spastic Paraplegia-Self Notion and Perception Questionnaire (HSP-SNAP)

Biosampling

Core: DNA, serum, plasma
Optional: urine, RNA, PBMC, Dried Blood Spot, fibroblast, CSF, muscle



Registry Update

80
N patients Roma Messina Treviso Bologna Pisa Tot
M 18 15 2 28 32 95
F 11 11 2 2 40 86
181
Mean Age (y) 53 47 56 51 27 46.8

Recruitment started in January 2024

Total N patients recruited: 181
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Closing remarks

The establishment of STOP-HSP.net will facilitate the collection and management
of patients’ data over time, encouraging the research and development of clinical

trials and disease-modifying therapies.

We can pave the way for innovative therapies in patients living with these

challenging conditions.



