










b) because there is limted dosing flexibilty with Amx.

In addition, use of Amix is not rycOIIended in elderly, considering a 40% increase in
cyclobenzaprine plasma levels following administration of immediate-release
cyclobenzaprine and a 56% increase in plasma half-life following administration of
Amix in elderly subjects as compared to young adults.

Upon submission of the complete response dated 8/7/2006, Agency issued the following
information request to the sponsor on 10/9/2006 with respect to the alcohol interaction
potential of the product:

"Provide data on in vitro drug release using the test procedure
. described in the NDA but with the media containing varying amounts
of ethyl alcohoL. Choose the media containing 0, 4,20, and 40 %
alcohol and the time points sufficient to cover the entire release profile
from initial time to the time when asymptote is reached.

Alternatively, provide a rationale that in the setting of ingesting
alcohol, any resultant rapid release of cyclobenzaprine from this
modified-release formulåtion would not resulfin a serious adverse
event."

Following data shows the in vitro dissolution of Amixtablets in the NDA media
containig alcohol;
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