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anaphylactic reactions are considered potentially life-threatening. Based on the
information provided, Patient 29708 meets the joint symposiin's criteria.

The other cases, however, do not meet criteria based on the information provided. These
events were characterized primarily by a single sign or symptom. While a sign such as
the urticaria observed in Patient 29705 is suggestive of drug hypersensitvity and may
indicate a patient at risk for anaphylaxis upon repeat exposure, this skin manifestation
alone does not meet diagnostic criteria for anaphylaxis. Similarly, symptoms such as
vomiting or chils are difficult to categorize as anaphylaxis without documentation of
accompanying skin-mucosal involvement, respiratory compromise, or derangement in
vital signs.

The improvement of some of these symptoms with a slower infusion rate suggests a non-
immunologic, non-specific activation ofthe complement cascade. This interpretation is
supported by the lack of serum tryptase elevation and anti-rhGAA IgE antibodies in the
cases, as well as successful rechallenges. However, negative test results do not rule out
an immunologic mechanism, as serum tryptase measurement is time-sensitive and 19E
antibody titers are occasionally low or undetectable immediately following an
anaphylactic event.

In conclusion, the 2000L product appears to cause anaphylaxis as has been previously
reported for the 1 60L product. Including Patient 29708, the calculated rate of
anaphylaxis for the 2000L product is 6.7% (4 out of 60 patients who received
alglucosidase alfa). This rate is higher than the -=1 % rate reported in the Myozyme
product label but not significantly greater than the estimated 5% based on cases identified
by the Applicant, especially given the small sample size. The higher rate may be
attributable to the structural differences between the 160L and 2000L product.
Alternatively, cases of anaphylaxis for the original Myozyme product may have been
underreported or may have been categorized as infusion reactions, given the overlap in
clinical symptoms and signs.




