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Implementation of gene therapy clinical trials for Wiskott-Aldrich syndrome (WAS)

We have had several consultations with PMDA regarding our clinical protocol, non-clinical safety tests, and
quality and stability of the product including biomaterials and we are prepared to start the clinical trial at the third
quarter this year after approval of IRB in our institute and submission of the IND application to MHLW.
Regarding the regulation of Type I Use of Living Modified Organisms in the Cartagena Law, our application has
been approved by the Committee in MHLW on Jane 17, 2016.

We decided to outsource to private companies about data monitoring and audits and to do works of DM,
coordinating operations, report of safety, document control, and supports in house.

We employed an exclusive CRC and let him learn how to manage the chain of events occurring during

preparation of the clinical trial.

Establishment of evaluation tests for safety and efficacy of the clinical trial

We have done Dry RUNSs using the large number of cord blood derived CD34* cells in the CPC of Takara Bio
Inc and transplantation tests of the products from the company to our Center several times.

We have established evaluation tests for safety and efficacy of the trials including general immunological tests
using digital PCR and New generation sequencer.

We studied the possibility of new gene therapy using genome editing by genetically modifing mutations of Btk,

the causative gene for X-linked agammaglobulinemia (XLA) using CRISPR/Cas9.

Survey of gene therapy in Japan and foreign countries

We participated gene and cell therapy meeting held in US and EU and obtained updated information on gene
therapy clinical trials. In addition, we held the international collaboration forum of human gene therapy for
genetic disease on January 19, 2017 and invited Drs. Fisher and Thrasher to present the current situation of gene
therapy in EU.

We see several patients with WAS who are not eligible for stem cell transplantation due to absence of proper
donors in our hospital and provided them with information on progress of the clinical trial. We also did survey
by questionnaire about consciousness about gene therapy from 95 patients with lysosomal diseases.

We had an exchange of view and shared each thought on the situation of gene therapy for inherited metabolic
disorders with a foreign company that is going to do several gene therapy clinical trials in US to incorporate them

into Japan.
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