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i) Investigator initiated clinical trial for patents with mucopolysaccharidosis

type II with cognitive impairment.
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Supervision and operation of the investigator initiated clinical trial
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Operation of the investigator initiated clinical trial
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Several somatic problems in patients with Mucopolysaccharidosis (MPS) type II can be treated
or prevented by intravenous administration of enzyme. However, progressive mental retardation
and neurological regression cannot be treated by the currently available enzyme replacement
therapy, because blood brain barrier (BBB) prevent penetration of the enzyme administered
intravenously. To overcome this problem, we planned the clinical trial of intracerebroventricular
injection of enzyme to patients with MPSII.

We obtained an approval of the initiation of clinical trial by institutional IRB at March 2016,
and submitted the protocol of the clinical trial to PMDA at May 2016. We started the initial
intracerebroventricular administration of enzyme to the first enrolled patient at August 2016.
Enrollment of the last sixth patients was done at March, 2017. Currently, this study is going well

without any serious adverse event.
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