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Abstract ATB200 Contains Bis-M6P N-glycans and Has Very High-Affinity for

CIMPR

Stability of rhGAA ERT Vastly Improved with
CHART Technology

Pompe disease is an inherited lysosomal storage disorder that results from a deficiency in acid
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€ N-glycan analyses via MALDI-TOF mass spectrometry confirmed that on average, each ATB200 molecule contains 4 Chaperone binds to and stabilizes ATB200

ATB200 was evaluated in vivo and shown to be much more effective for clearing accumulated glycogen in the natural bis-M6P N-glycan structure
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skeletal muscles of Gaa KO mice than alglucosidase alfa. Our results indicate that bi-weekly

€ Higher bis-M6P N-glycan content on ATB200 directly correlated with high-affinity binding to CIMPR in M6P

L @ Chaperone improves tolerability
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administrations of 5 mg/kg ATB200 were equivalent to 20 mg/kg rhGAA for reducing glycogen, while

substantially greater glycogen clearance was observed with 20 mg/kg ATB200 compared to 20 mg/kg

rhGAA in key skeletal muscles. These results were confirmed by histological examination. The addition of

ATB200 is Internalized Efficiently into Cells

@ pharmacological chaperone (PC) enhanced glycogen reduction by ATB200. Protein stability of ERT at unfavorable conditions substantially improved with
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Taken together, these data demonstrate that the higher M6P content of ATB200 results in better lysosomal
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ATB200 Clears Glycogen Significantly Better than Alglucosidase Alfa in

Bis-Phosphorylated Oligosaccharides Required for High-
Affinity Binding to CIMPR Receptor

Skeletal Muscles of Gaa KO Mice
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@ Bis-phosphorylated N-glycans have ~3,000-fold tree MGP 7,000 for clearing glycogen in heart

greater affinity for the CIMPR receptor than 100

mono-phosphorylated N-glycans DatafromTonget al., 1983 V 20 5 10 20

Goal: develop an rhGAA ERT with natural bis-M6P N-glycans for alglucosidose ™ o os
efficient drug targeting to lysosomes
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