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Establishing a patient-specific approach to ALS
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2000 compound screen: only rare targets rescue ALS motor neuron degeneration broadly
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The “ALS” Harrington Discovery Institute Therapeutics Development Team
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CASE STUDY

2018  Harrington Discovery Institute Rare Disease Grant Awarded

[ | Identified risks associated with modality and target
[ | Redefined project scope
[ | HDI Acceleration Funding Granted

n Defined ASO project plan

ALS mouse
drug test

] Generation of in vitro proof-of-concept in human
derived induced motor neurons from both sporadic and
familial ALS patients

Short tail: il

Human ASOs designed

P I ace bo [ Primary screening of human ASOs completed
] 2020
Long tail:
D ru g [ | ASO based toxicity risk mitigated
u In vivo mouse proof-of-concept established

[ | ASO technology in-licensed from USC into
AcuraStem, Inc. for further development







Clinical Trials: length of trials, outcome measures, and surrogate endpoints
ALSFRS-R
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Early-start tofersen

ALSFRS-R total score
Adjusted mean difference at
Week 52:

3.5 (95% Cl, 0.4-6.7)
p = 0.0272

Placebo -> delayed-start tofersen
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Week 52 percent reduction
(GMR) from baseline:

41% (95% CI, 26-54%)
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Adjusted mean difference at
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ALS nerve cells

A cancer drug candidate
prevents

ALS nerve cell death

but has poor exposure in
the brain
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