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SUBJECT: Maitenance Effect at Week 8 an 12 in Study 51 .

I mostly concu with Dr. Siddiqui's conclusions, other than the one concerng the
maintenance effeCt at Week 12 in Study 51. There are drpouts dung the 12 week tral,

and the signficat p-value for the primar endpoints at Week 12 is based on the LOCF
method to input missing data Carg on the ealier effcacy data to later weeks for the
maitenance claim is inapprpriate and potentially misleaing. A diffcult and long-
stading problem in insomna trals is how to acce the long ter maitenance effect
when there are drpouts. At the present, we do not have a satisfactory solution to ths
problem, so we generly like the sponsor to do their best to keep patients in the trals and
we would like to see signficant OC results for the priar endpoint The dropout
problem is similar to those in inmnia trals. In Study 51, the corresponding OC p-value
for the OC at Week 12 is 0.314. From ths, I do not see convincing evidence to conclude
that the effcacy is maitaied thugh Week 12.
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