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Introduction

* Alpha-mannosidosis (AM) is an ultra-rare autosomal lysosomal storage disorder caused by mutations in
the MAN2B1 gene which result in loss of activity of the alpha-mannosidase enzyme.

« AM affects between approximately 1/500,000 to 1/1,000,000 live births, and main clinical manifestations
iInclude immunodeficiency and high propensity to infections, skeletal abnormalities, mobility issues,
hearing and speech impairments, intellectual disability, and psychological disorders.'3

*Long term-prognosis Is poor, with many patients becoming wheelchair dependent as a result of slow
neuromuscular and skeletal deterioration.?

* Treatment options include hematopoietic stem cell transplantations (HSCT) and enzyme replacement
therapy (ERT).>

* To date, there are no studies on the economic burden of AM.

Objective

The primary aim of this study was to investigate the natural history and assess the worldwide
economic burden of AM.

Methods

An international online survey was conducted between November 2022 and February 2023 in
patients aged =210 years or caregivers of patients with a confirmed diagnosis of AM.

The study included untreated patients, patients receiving HSCT including bone marrow
transplantation (BMT), and patients treated with ERT.

Both qualitative and quantitative analyses were undertaken.
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This study found that patients treated with BMT/HSCT had a lower median age at disease onset and diagnosis than
those treated with ERT and untreated patients. Moreover, the time between diagnosis and treatment for BMT/HSCT

treated patients was shorter compared with ERT-treated patients.

Based on the lower median age at first symptoms and at diagnosis in patients receiving BMT and the shorter delay
between diagnosis and treatment initiation, BMT may have been chosen due to differences in disease severity or
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determined (treatment type and set of symptoms and severity).

Limitations
Sample sizes for this study were small, few patients were treated with BMT/HSCT.

Specialty physician and/or physical therapy visits were also not captured in this data set.

to the heterogenous severity and phenotype of the disease. This is the first study
reporting the remarkable economic burden of AM and suggests an unmet need for
Improved disease management in a substantial proportion of AM patients.
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