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We acknowledge the Sponsor's November 7, 2008 submission of the proposed Risk
Evaluation and Mitigation Strategy (RMS) for Lumizyme (alglucosidase alfa),BLA
125291, for the treatment ofPompe Disease. Due to the following outstading issues, the
Division of Gastroenterology Products (DGP) plans to issue a Complete Response (CR)
letter for this review cycle.

· Subpar E - postpproval study to verify clincal benefit of Lumzye. Discussions
continue regarding the study design, choice of primar endpoint, sample size, effect
size, and accrual feasibilty.

· REMS with ETASU - Discussion contiues regarding the primar goal of the REMS,
the fmal REMS, and the documents related to the REMS (attestation forms, letters to
patients and prescribers, etc).

· Facilty Inspection Issues - Durg a recent inspection of the Allston Landing
manufactug facilty for ths application, and Agency field investigator conveyed
deficiencies to the representative of the facilty. Satisfactory resolution of these
deficiencies is required before ths application may be approved.

FDA comments regarding the proposed REMS were sent to the Sponsor on, Februar 18,
2008 and subsequently discussed with Genze in the telecomerence on Februar 19,
2009.

The sponsor has sent FDA via email a revised REMS based on those comments and
discussions and while progress is being made, there has not been an offcial submission
and there is insufcient time left in the review cycle to come to complete agreement and

. resolution on the fmal REMS.

The Agency must reach. agreement on all aspects of the REMS and other outstading
issues before Lumizye can be approved. We will provide our final review of the
Sponsor's proposed REMS for Lumizyme when the outstading REMS issues have beenaddressed. .
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