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Introduction

Pompe disease Is an inherited lysosomal storage disorder that results from a deficiency in acid alpha-glucosidase (GAA) activity, and is characterized by progressive accumulation of lysosomal glycogen in cardiac and skeletal muscles. Enzyme replacement therapy (ERT) using
recombinant human GAA (rhGAA) is the only approved treatment available for Pompe disease. While rhGAA provides some clinical benefits, the infused enzyme shows insufficient uptake into key disease-relevant muscles, which is likely due to sub-optimal levels of mannose-6-phosphate
(M6P), a carbohydrate that binds cation-independent M6P receptors (CI-MPR) at the cell surface resulting in enzyme internalization and lysosomal targeting. In order to increase the targeting efficiency of ERT, we have developed a proprietary mammalian cell line and purification process

that yields a novel form of rnGAA (designated as ATB200) with a significantly higher M6P content compared to the alglucosidase alfa. In this study, we have examined the effects of ATB200 on tissue exposure and substrate reduction with and without the addition of a small molecule
pharmacological chaperone (PC) AT2221.

1. ATB200 Has a Higher M6P Content and Results in Better Tissue Uptake and Greater
Glycogen Reduction in vivo Compared with Alglucosidase Alfa

3. AT2221 Co-administration Leads to Greater ATB200-mediated Glycogen Reduction and Reduces Lysosome Proliferation In
Disease-relevant Muscles of Gaa KO Mice
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