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Ataxin-2 intermediate-length
polyglutamine expansions are associated
with increased risk for ALS

Andrew C. Elden'*, Hyung-Jun Kim™=, Michael P. Hart'*, Alice S. Chen-Plotkir™**, Brian S. Johnson’,

Xiaodong Fang’, Maria Armakela’, Felix Geser”, Robert Greene®, Min Min Lu', Arun Padmanabhan’,

Dana Clay-Faicone”, Leo McCluskey®, Lauren Elman®, Denise Juhe®, Peter J. Grubes”, Udo Rib®, Georg Auburger,
John Q. Trojanowski, Virginia M.-Y. Lee’, Vivianna M. Van Deerlin’, Nancy 8. Bonini- & Aaron D. Galer!

Nature 466: 1069-75, 2010

Younger onset age with
longer repeat expansion of ataxin-2

Life span of TDP-43 ALS model changes
depending on the extent of
Ataxin -2 repeat expansion
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Therapeutic reduction of ataxin 2 extends lifespan and reduces
pathology in TDP-43 mice

Lindsay A. Beckerl,2, Brenda Huangl, Gregor Bieril,2, Rosanna Mal, David A. Knowles1, Paymaan Jafar-Nejad3, James
Messing4, Hong Joo Kim4, Armand Soriano3, Georg Auburger5, Stefan M. Pulst6, J. Paul Taylor4,7, Frank Rigo3, and Aaron D.

Gitler1,8 Nature 544: 367-371, 2017
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GuidelineE&D

e 1L CVDIAE

In large phase 3 trials the trialist should consider in particular
stratifying for riluzole use, trial site and disease progression.

Clinical trialists should collect DNA from all participants to allow
genetic post-hoc analyses.
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Responder analysis (enrichment) (CDU\T

GuidelinezE&D

The investigator may include responder analyses (enrichment) in
their analysis of ALS clinical trial data, but these should be

presented as hypothesis generating, rather than hypothesis
confirming.

Enrichment designs implement screening or lead-in analysis to
determine candidates most likely to benefit from treatment, thus
reducing heterogeneity, and while criticism about biased effect
estimates and lack of generalizability are important to bear in mind,
enrichment may substantively reduce ALS heterogeneity.
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Real world analysis

ALS Clinical Trials Guidelines 2016 =E{RSNTL\IAD
Real world evidence®Ww =%

GuidelineE&D

Successful interventions, both symptomatic and disease modifying,
may benefit from subsequent evaluation in the pragmatic trial
setting for safety and efficacy in the ‘real-world’ ALS population.
Investigators should perform well-designed pragmatic (Phase 1V)
trials on therapeutic interventions for ALS symptoms and for ALS

disease-modifying agents.
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Disease-modifying therapy(2FiEf;a5%) & NAERVE (HFERHE)

23

Rt

AR

B

MAERGE / TR

Symptom relief therapy

)

L-DOPA & N\—F> Y >k

ZEFIIV> © PIWIAI—R

P\

™
B AR

Disease-modifying therapy
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