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> Introduction > Effect of Pabinafusp Alfa on Pathological Changes
* Mucopolysaccharidosis type Il (MPS-II) is caused by mutation in the gene encoding iduronate 2-sulfatase (IDS), « Vacuolization and swelling were observed both in the brain and peripheral tissues of disease control mice.
leading to accumulation of glycosaminoglycan (GAG) including heparan sulfate (HS) throughout the body. Patients - In pabinafusp alfa treatment groups, these histopathological abnormalities were suppressed both in the brain and
with I\/II_DS-II are treated with enzyme r_eplace_ment t_herapy (ERT) using recomblnant human IDS (rhIDS). However, peripheral tissues. By contrast, in IDS treatment group, histopathological abnormalities were suppressed only in
ERT with rhIDS does not treat the braln_manlfestatlon, because the enzyme is a large molecule drug that does not peripheral tissues but not in the brain (Table 1. and Figure 5.).
cross the BBB. To enable BBB penetration from blood. We have developed a BBB-penetrable IDS designated
pabinafusp alfa, which is a genetically engineered fusion protein consisting of an anti-human TfR (hTfR) antibody and Organ Findings iW"d_‘ype_ _| D:eaSiCO““_O' — Pab'"aiusp 2o fmalks 1| Pab'“affp Ao smoko W n CLR—
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Figure 1. Mechanism of BBB penetration

> Effect of Pabinafusp Alfa on HS Accumulations

« Pabinafusp alfa decreased the brain HS concentration to the level comparable to that of the wild type control. A
significant HS reduction in the peripheral tissues were also observed in pabinafusp alfa-treated group at a similar level
to that in IDS-treated group (Figure 3, 4). HS concentration in the CSF but not in the serum were correlated well with
HS concentration in the brain (Figure 5).
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Figure 4. Correlation between HS concentrations in the brain and CSF or serum biomarker reflecting treatment response of the CNS disease in MPS 1.
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