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Pompe's disease is treatable by enzyme replacement of GAA with recombinant GAA
(rhGAA). Genzyme's licensed rhGAA product, named Myozyme, is infsed into
Pompe's patients, binds primarily to the 

 and is transported to the lyosomes, where it can degrade
glycogen inclusion bodies that build up as a result of the GAA deficiency.

Cardiac muscle in infantile Pompe's with Myozyme (at least with 160 L product) shows a
relatively good response to treatment with Myozyme. However treatment of skeletal
muscle is more difficult in both infantile and late-onset disease, and has also proven to be
a greater challenge than substrate removal for other lysosomal storage disorders (LSDs)
that have been successfully treated with ERT. Enzme Replacement Therapy for
Pompe's has proved to be challenging for a number of reasons. First, the density of the
target  receptor on muscle cells is paricularly low. Moreover, there is potential for
mis-targeting of the rhGAA due to uptake by the abundant manose receptors on antigen-
presenting cells, and in liver, as well as the asialoglycoprotein receptors, or ASGR, in the
liver-in fact the great majority of infused rhGAA is cleared by the liver.

In addition, the high affinity ligand for the  receptor, which mediates the major
pathway for therapeutic uptake, is the 

The important CMC issues arising from the review of this BLA are sumarized as
follows:

Drug Substance Process
Although the 2000L process is the focus of this review, it is critical to discuss the
relationship between the 2000L process and the 1 60L process because a large amount of
CMC information pertinent to this product resides in the license application for the 160L
process and product. Thus, describing the relationships between the two processes and
what additional information is necessary for the 2000L process is important to evaluate
this application. Myozyme 160L product is manufactured at Genzyme's Framingham,
MA facility, while the 2000 L Myozyme is produced at their Allston, MA plant. For both
the 160L and the 2000 L processes, rhGAA production cells are (b) (4)
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