*Simple regression analysis is carried out for each subject, and the gradient of the line representing the
changes over time is calculated to yield summary statistics. This is followed by analysis of covariance
and inter-group comparison, with the factors used for dynamic allocation serving as co-variables.

* Analyses with the time course taken into account, using statistical models (e.g., analysis with mixed
efficacy model, etc.), are carried out.

*Survival time analysis using the events defined by the ALSFRS-R score is carried out.

2) Secondary efficacy variables

To determine the time of death or disease progression to a certain state, survival time analysis is carried
out. For this analysis, defined events are death, loss of unassisted gait capability, loss of arm function,
loss of leg function, tracheotomy, attachment of a respirator and tube feeding, and discontinuation is
defined as cessation of treatment for other reasons. Analysis is conducted on %FVC, Modified Norris
Scale score, ALSAQ40 score, grip and pinching power, using a method similar to that employed for
analysis of the ALSFRS-R score. A shift table is prepared, representing the time course of ALS severity
grade for each group from “before the start of treatment” until “2 weeks after the end of 15 mg/day
treatment (after completion of the dose escalation period) or upon discontinuation of the treatment.”

(3) Safety variables

Safety is analyzed in the safety analysis set. For each group, the incidences of adverse events, adverse
reactions, serious adverse events and serious adverse reactions are calculated, followed by inter-group
comparison using Fisher’s exact test.

On each parameter of laboratory tests and one sensory test (vibration sense), the summary statistics at
each time point after the start of treatment and their difference from their measured values before the start
of treatment are calculated for each group. In addition, the percentage of subjects showing abnormal
changes in any parameter is calculated for each group.

A shift table is prepared, representing the time course of each parameter of urinalysis and sensory tests
(numbness and vertigo) at each time point after the start of treatment relative to the measured values
before the start of treatment for each group.

(4) Significance level

The significance level is set at 5% (two-tailed). The confidence interval (bilateral) is calculated with a
confidence coefficient of 95%. In view of the special circumstances at the time of planning of this study,
adjustment of the significance level for a multiplicity of tests in the primary analysis is skipped.

14. Publication of results

The privacy of each subject is preserved when the results of this study are made public.
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