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The SARA - generic scale, generic problems?

» Regulatory and academic concerns
» Suggested modifications
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 Better understanding of its metric properties as COA are urgently needed

- Aim: Characerization of generic COA properties
based on real-world prospective longitudinal data

EOA/ARCAs with 86 genotypes

1637 SARA assessments in 887 patients
370 patients with 2-8 longitudinal follow-up

‘Common ARCAS’: FA, ARSACS, SPG7, AOA2, SYNE1, AVED,COQ8A, AT, POLG
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FIGURE 2 | Contributing centers. The ARCA Registry is a growing,
cross-continental multicenter registry, with more than 30 contributing sites in
15 countries by the end of 2020.

Traschutz et al., Front Neurol, 2021
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Subitem-level responsiveness
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Gait

Metric limitation: Incomplete use of subscore levels ] N=1637
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N = 202 patients with 1-year follow-up (12.8 months, range: 9-19)
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Metric limitation: Non-progression

Hardly any progression from
score level 3to 4

37% and 41% improvement
from score level 3 and 4

Under-representation of
score levels 5 and 6
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Speech disturbance

N = 202 patients with ~1-year follow-up
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Metric limitation: Variability of appendicular subitems

Finger chase
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Nose-finger test

Alternating hand movements
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Sensitivity to progression declines in advanced ataxia

Total SARA score
Disease stage
padl . All stages ] 1
- 1600+
o 0.37 (0.19 d " 4 |1 - AllARCA/EOAs
o ,_._o—t—""‘-‘-l = ::x 23525 1400 ~* Common ARCAs
304 4 § - - 1
— SARA <10 1200
251 0.64 (0.09) 257 f o ]

1000

2
@
E
20 20+ - - g
800
& 060(0.08) | l » § _
5 600
10 0- 5 i = 1
0.67 (0.12) ! 4oo-.
5 5 » g 200
n=113 n=209 n=48 !
0 0 - . 3
I T T T 1 T T T 1 T T T 1 T T T 1 ! L !
0o 2 4 6 8 0 2 4 6 80 2 4 6 80 2 4 6 8 =10 10-25 >25

Years since baseline visit SARAat bassline

Ataxia Global Conference 2022 | 7



EBERHARD KARLS

UNIVERSITAT
TUBINGEN

" Hertie Institute

for Clinical Brain Research

Sensitivity to progression consistent with limited subitem responsiveness
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Rank-optimized SARA generically reduces trial size by 20-25%

Optimal sensitivity without subitems
finger-chase and nose-finger

Better, but still suboptimal sensitivity
with selection of 3-4 subitems
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Trial size estimate
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Thank you for your attention.
Questions?

THE PREPRINT SERVER FOR HEALTH SCIENCES
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Metric, not validity problems limit responsiveness
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