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Uncertainties with Post-hoc Primary
Effectiveness Analysis
» Prespecified effectiveness endpoint:
» Model-based: p<0.0001
» Empirical: p=0.15
» Post-hoc effectiveness endpoint:
» Model-based: p=0.056
» Empirical: p=0.012
« Some alternative post-hoc GEE models do not achieve
statistical significance.
- None of the prespecified secondary endpoints achieve
statistical significance
» No observed data analyses achieve statistical significance
Panel Question2 &
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Uncertainties with Post-hoc Primary
Effectiveness Analysis
- Prespecified effectiveness endpoint:
» Model-based: p<0.0001
» Empircal: p=0.15
« Post-hoc effectiveness endpoint:
» Model-based: p=0.056 <4+—— p=0.0056
» Empirical: p=0.012
+ Some alternative post-hoc GEE models do not achieve
statistical significance.

= None of the prespecified secondary endpoints achieve
statistical significance

- No observed data analyses achieve statistical significance
Panel Question2 &4

Correction:

The model-based p-value that was for the post-hoc
model was presented as p=0.056 when it should have
been presented as p=0.0056.
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Secondary Effectiveness Endpoint

Results
Effecti dpoint i Sham P-value
50% Responder Rate 29% 27% 0.727
% Change in Mean Seizure Frequency _24%, A7% 0.238
Not
% Change in Days with Seizures -18.9% -18.3% | Reported
Liverpool Seizure Severity Score -47 -5.8 0.574

The study was powered on the expectation of a 20 % difference in
responder rates between the treatment and sham groups.

No interim analysis was performed.

Panel Questions 2 & 3a(i::x

Results
Effecti Endpoir Tr t Sham P-value
50% Responder Rate 29% 27% 0.727
Change in Mean Observed Seizure Counts -11.5 -5.0 0.238
— . — -y e =
% Change in Days with Seizures 189% | -183% | o N
Liverpool Seizure Severity Score -4.7 5.8 0.574

The study was powered on the expectation of a 20 % difference in
responder rates between the treatment and sham groups.

No interim analysis was performed.
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Correction:

The pre-specified secondary endpoints did not include %
Change in Mean Seizure Frequency but did include
Change in Mean Observed seizure Counts.




