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which is whether the change from baseline to the last obseration differs between 2000L-
treated subjects and placebo-treated subjects.

Further complicating the interretation of the study results is the scheme used to allocate
subjects to 2000L and placebo. Instead of a blocked randomization, which is typically used,
the study used a minimization allocation in order to maintain a 2: 1 (2000L:placebo) ratio
within study sites and within strata defined by baseline values for the 6MWT and FVC.

Re-randomization tests are the appropriate approach for assessing statistical signficance
when a minimization algorithm used. Usually, the result from a re-randomization test is
consistent with the result from the classical test. However, that is not the case in this
submission. For the ANCOV A of the 6MWT, the p-value changes from 0.035 to 0.06; and
for the LME model with the sandwich estimator, the p-value changes from 0.046 to 0.150. I
discount the applicant's arguent that subjects can be assumed to have arrved in a random
order, an assumption which leads to statistically significant results for the 6MWT.
Unfortnately, the allocation probabilities were not retained by the applicant's contract
research organization and I was unable to explore whether the probabilities of assignent
were somehow related to the differences between the standard test results and the re-
randomization test results. The results for FVC are statistically significant regardless of the
test used.

Although the p-value of 0.06 for the re-randomization test, which I believe is the appropriate
test, corresponding to the ANCOV A for the 6MWT is not statistically signficant at the
traditional alpha level of 0.05, I believe the orphan status ofthe indication needs to be
entertained when deciding on the effcacy of this product for the treatment of adult patients
with Pompe disease.
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