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1. Clinical safety assessment after subretinal injection of SIV-hPEDF for patients with retinitis

pigmentosa :

First trial subject was registered in March 2013, and we enrolled 5 subjects in the low titer
group. No severe drug-related adverse effects were observed through the observation period.
We can enroll next 15 subjects in the high titer group. However we now refrain from enrolling
a new subject, because preparation for our future clinical trial (Phase 1/1la) is doing well

and we will start it around March 2018. We will quit this clinical safety study.

2. Clinical efficacy assessment of neuroprotective gene therapy and genetic testing of the subjects

enrolled in our clinical study :

Therapeutic protein (hPEDF) was detected in the aqueous humor of all three subjects who
accepted to collect the sample at 6, 12 and 24 months after subretinal injection of SIV-hPEDF.
To identify the pathogenic mutations in 5 subjects enrolled in the low titer group, we
collaborated with Tohoku University, RIKEN Center for Integrative Medical Sciences, and
University of Lausanne in Switzerland. Whole exome analysis performed did not identify

pathogenic mutations in all 5 subjects.

3. Follow—up study based on good clinical practice :

We have completed the follow—up study for all 5 subjects enrolled in the low titer group and
prepare to fix these follow-up data. Follow—up observation after clinical study is now

underway.



4. Preparation of the SIV-hPEDF formulation for neuroprotective gene therapy :

As one of the most critical processes for the SIV-hPEDF formulation in clinical setting, we
have attempted to mass—produce it in China and Japan. The test production of the cGMP—-grade
SIV-hPEDF in Japan was completed. We performed the face to face advice with Pharmaceuticals
and Medical Devices Agency (PMDA) on non—clinical study (GLP). Moreover, we performed the
prior interview with PMDA on the clinical trial protocol and the drug production. The
preparation for our future clinical trial (Phase I/Ila) supported by other grant (Practical
Research Project for Rare/Intractable Diseases, #16ek0109074h0002, Project leader: Dr. Ikeda
who is a member of this clinical study) is now doing well, and we will start it around March

2018.
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