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AGI focus projects

• target the key bottlenecks in ataxia trial-readiness - in particular: endpoints

• jointly prioritized and worked upon by academia, industry, CPTA and PAOs

• early interaction with regulators

Modification of SARA

Trial-ready analysis of NfL (incl anchoring in patient meaningfulness)

Capturing change in the the preataxic stage

Trial-ready analysis of top digital-motor gait measures (incl anchoring in patient meaningfulness)
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SARA modification
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The Scale for the Rating and Assess-
ment of Ataxia (SARA) is a clinical rating 
scale based on a standard neurological 
exam. SARA has 8 items (gait, stance, 
sitting, speech, finger-chase, nose-
finger, fast alternating movements, 
heel-shin). 

Five validation trials in 617 ataxia 
patients (SCA, FRDA, sporadic ataxia) 
providing evidence for

- reliability
- validity
- linearity
- sensitivity to change

Scale for the Assessment and Rating of Ataxia (SARA)

Schmitz-Hübsch et al. Neurology 2006;66:1717-20



Shortcomings

1. Patient meaningfulness of SARA has not been systematically addressed

2. SARA metrics not straight-forward, e.g.
• items differentially contribute to the SARA sum score and have different sensitivity to change

• SARA items have a different scoring range

3. Practical problems with the application of SARA

4. we should avoid an ever-increasing number of SARAs (SARA, fSARA, mSARA,…..)



• Items differentially contribute to 
the SARA sum score and have 
different sensitivity to change.

• … but also means:

- different information value in an 
IRT model of the SARA score

- avoids co-linearity

potential shortcomings: different contributions and dynamics of the items

Traschütz et al. 2022, medRvix/under review

SARA score items (884 patients)



• Some items, such item 2 (stance), involve 
different tasks.

potential shortcomings



shortcomings

SARA items 5 to 8:  

• might measure the same clinical sign: dysmetria (FDA)

• do not directly assess the ability to function in daily life (FDA; Maas et al, 2021 PRD)



SARA modification

Objective
Develop SARA into a generally accepted clinician-reported outcome (ClinRO) that can be used 
in upcoming clinical trials

joint work by: academia, industry, statisticians, CPTA, + early interaction with regulators

• 1st Consensus conference (24+25th Jan 2023)
- Should SARA cover the entire range of severity - or focus on specific stages?
- Which are the criteria for patient relevance and clinical meaningfulness?
- Which are the major shortcomings in metrics and practical application?

• Data analysis (Feb – July 2023)
- Develop an analytical plan based on outcome of consensus conference
- Form working groups and perform analysis

• 2nd consensus conference (Aug 2023)
Consolidate results and agree on modified version

• Validation study
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Principles to guide data and sample sharing
from treatment trials in degenerative ataxias

AGI position perspective
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AGI perspective: 
Principles to guide data and sample sharing from treatment trials in degenerative ataxia

the problem/need
1. data from treatment trials  are of high importance for improving trial designs & analysis of upcoming trials

è even if not effective and in particular from the placebo group 
2.   ethical responsibility to trial participants (particpate even for placebo!) to use and share these data 

trial sponsors (pharma, academia) should:
1. adhere to ataxia trial data sharing guidelines 

• to be articulated by AGI (cf. CAP guidelines, Weninger et al, 2016, for AD)

• allow to learn & use these data (even if not effective, and from placebo treatment) 
• should be made accessible to the ataxia field (academia, pharma, PAOs)



example from Alzheimer’s field
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Ataxia Data Archive

example from Prevention Initative (FPI)  - Minimal Data Sharing Platform
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unique global ID for each ataxia patient 

NIH BRICS Global unique Identifier

to be used in all observational studies and clinical trials
• enable data sharing
• enable correction of NHS trajectories for participation in treatment trials

è recommend all sponsors to include appropriate wording in consent forms to allow GUIDs to be created 

EUPID –European Patient Identity Management
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AGI white paper 

• academia
• industry
• PAO
• regulators

• leverage learning from other fields (AD, MS, ALS) on how to improve data sharing from industry 


