Soticlestat vs Placebo as Adjunctive Therapy for Lennox-gastaut Syndrome:
Results from the Phase 3, Randomized SKYWAY Clinical Trial
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Rationale: Soticlestat (TAK-935) is a first-in-class potent, selective inhibitor of cholesterol 24-
hydroxylase, a brain-specific enzyme that catabolizes cholesterol to 245-hydroxycholesterol resulting in
reduced glutamatergic hyperexcitability. The phase 2 ELEKTRA study showed numerically favorable
effects in the LGS population with a favorable safety and tolerability profile. SKYWAY investigated the
efficacy, safety, and tolerability of soticlestat as adjunctive therapy in children and adults with LGS.

Methods: SKYWAY (NCT04938427) was a phase 3, randomized, double-blind, placebo-controlled trial.
The primary endpoint was percent change from baseline in major motor drop (MMD) seizure frequency
per 28 days during the full treatment period. Key secondary endpoints were the proportion of
participants with 2 50% reduction in MMD seizures from baseline; Caregiver Global Impression of
Improvement; Clinical Global Impression of Improvement (CGl-1); CGI-I Non-seizure Symptoms; Quality
of Life Inventory-Disability; and CGI-I Seizure Intensity and Duration. Participants aged 2-55 years were
enrolled and randomized 1:1 to either soticlestat or matching placebo. The diagnosis of LGS was



independently adjudicated by the Epilepsy Study Consortium. On study completion, participants could
enroll in an ongoing open-label extension study, ENDYMION 2 (NCT05163314).

Results: SKYWAY enrolled 270 participants (134 soticlestat; 136 placebo) with a mean (SD) age of 12.9
(8.1) years; 163 (60.4%) were male and 190 participants (70.4%) were on 3 antiseizure medications. The
median (range) MMD seizure frequency per 28 days at baseline was 53.33 (6.3 to 2128.8) and 66.18
(11.5 to 2794.6) for soticlestat and placebo, respectively. Median change from baseline in MMD seizure
frequency per 28 days over the full treatment period was —6.11% with soticlestat (n=134) and -6.69%
with placebo (n=136), a difference of -1.17% (p=0.785). No meaningful difference was observed
between soticlestat and placebo for most of the key secondary endpoints. The proportion of
participants showing any improvement on CGI-I Seizure Intensity and Duration was higher with
soticlestat (49.2% [n=122]) than placebo (35.1% [n=131]; odds ratio 1.67; nominal p value=0.029). The
most commonly reported treatment-emergent adverse events considered related to the study drug
were somnolence (13.4% vs 5.9%) and change in seizure presentation (11.2% vs 4.4%) in the soticlestat
and placebo groups, respectively.

Conclusions: In the SKYWAY study of individuals with LGS, soticlestat did not demonstrate efficacy vs

placebo on the primary or multiple secondary endpoints. Soticlestat was well tolerated with a safety
profile that was consistent with previous studies.
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