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BACKGROUND METHODS

Based on observations from three small phase lla clinical trials with tirasemtiv, a larger phase
lIb clinical trial, BENEFIT-ALS, was conducted in patients with ALS. BENEFIT-ALS (n=711) was an
international, randomized, double-blind, placebo-controlled, parallel group study with
tirasemtiv administered twice daily at each patient’s maximum tolerated dose, up to 500 mg
daily for 12 weeks.

Tirasemtiv, a fast skeletal muscle troponin activator, sensitizes the sarcomere to calcium and
amplifies the muscle response to submaximal nerve stimulation. It is being developed to improve
skeletal muscle function in Amyotrophic Lateral Sclerosis (ALS).
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* 1 week open-label treatment with tirasemtiv at 125 mg twice daily
» 12 weeks double-blind, twice daily oral ascending doses of tirasemtiv vs. placebo
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RESULTS

— In all completed studies, tirasemtiv appeared generally safe and well tolerated

— In BENEFIT-ALS
e Percent predicted slow vital capacity (SVQ)
- Declined more slowly over 12 weeks on tirasemtiv versus placebo (-3.12 = 0.90 versus -8.66 = 0.80 percentage points, p < 0.0001)
- This difference (4.91 percentage points, p = 0.0002) persisted for at least 28 days after the last dose of double-blind treatment.
e The Muscle Strength Mega-Score (percent change from baseline) also declined more slowly on tirasemtiv versus placebo (p=0.016 for the difference in slope of decline).
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