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2 Introduction 2 Hex4 Concentrations in the Urine
« Pompe disease, also known as glycogen storage disease type IlI, is caused by mutations in acid a-glucosidase « JR-162 decreased Hex4 concentrations in the urine much more than rhGAA (Figure 3.).
(GAA) gene, resulting in an accumulation of lysosomal glycogen throughout the body. The infantile form is . The correlations between Hex4 concentrations in the urine and glycogen concentrations in peripheral tissues were
characterized by hypertrophic cardiomyopathy, motor developmental delay, and respiratory insuificiency. Although evaluated. Hex4 concentrations in the urine were highly correlated with glycogen concentrations in peripheral
enzyme replacement therapy Is currently available for the treatment of patients with Pompe disease, its efficacy in tissues. These results suggest that Hex4 in the urine reflects glycogen level in peripheral tissues (Figure 4.).
the skeletal muscles and brain is limited.
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Gaa-knockout mice, an animal model of Pompe disease. Figure 1. Structure of JR-162 _ _ _ _
Figure 3. Hex4 concentrations in the urine before and after treatment
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> Effect of JR-162 on Tissue Glycogen Concentration

Figure 4. Correlation between urinary Hex4 and tissue glycogen

« JR-162 decreased glycogen concentrations in the heart, liver, skeletal and respiratory muscles as or more effectively
than rhGAA, and was also effective for type Il fiber dominant muscles that were poorly responsive to rhGAA.

Furthermore, JR-162 markedly decreased the glycogen concentrations in the CNS tissues (Figure 2.). 2 Hex4 Concentrations in the CSF
(Type(ﬂ‘giﬂfr'lgﬁensuscle) (TyTpIeb|||adIcl>?nﬁ£ntten:£;e) Type d%?n'if;nf nuscle)  JR-162 decreased Hex4 concentrations in the CSF much more than rhGAA (Figure 5.).
10 10 12 « We found that Hex4 concentrations in the CSF were highly correlated with glycogen concentrations in the brain.
0T 8 8 12 These data indicate that Hex4 in the CSF reflects glycogen level in the brain (Figure 6.).
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WT KO  JR-162 TrhGAA WT KO JR-162 1 (vs KO group) « Hex4 may serve as a surrogate biomarker for the evaluation of drug effects in Pompe disease also in clinical studies.
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