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We are planning to start a first-in-human clinical trial using amnion-derived mesenchymal stem cells

for Crohn’s disease, and we performed the following things.

1. Consult PMDA for advice

We performed quality tests as well as non-clinical safety tests under GLP according to PMDA
consultation, and finished them by March 2017. We then ordered PMDA consultation again, and
supposed to be held in May 2017. In addition, we ordered PMDA consultation regarding the protocol
for the clinical trial, and supposed to be held in June 2017.

2. Establishment of implementation system for the clinical trial

We supported PMDA consultation regarding quality tests, non-clinical safety tests and clinical trial
protocol. We prepared SOP and established the system for an investigator-initiated clinical trial. In
addition, we organized the system for the quality control, and consolidated paper works for SOP, and

finally established the system to supply GMP-compatible amnion-derived MSCs.

3. Establishment of the clinical trial protocol

We completed making a protocol for the clinical trial “A phase I/II trial of AM01 (amnion-derived
mensenchymal stem cells for the treatment of moderate and active Crohn’s disease not responsive to
other tramtments”. MSCs are going to be infused 1.0x106 cells/kg (day 0 and day?7) for the first three
patients, and 4.0x106 cells/kg (day 0 and day7) for further three patients. The primary endpoint is the
acute infusion reaction within 24 hours after infusion of MSCs. The secondary endpoints include
general safety assessment until 52 weeks after infusion of MSCs, trouble with MSCs, CDAI, SDSCD

and IBDQ 4 weeks after infusion of MSCs, and time course of those parameters.

4. Submission of clinical trial to PMDA
We are going to submit our clinical trial to PMDA by the end of September 2017, after completion of
the agreement with PMDA in terms of quality tests, non-clinical safety tests and protocol for the

clinical trial.



5. Manufacturing the MSCs

Amnion was provided at Caesarian delivery after obtaining the agreement from both mother and
father. We also performed donor-screening tests using cord blood. The amnion was transferred to the
cell processing center in Hokkaido University Hospital, digested with an enzymatic treatment,
cultured and expanded. Then cells were harvested and cryopreserved, and a part of them were used
for checking the quality. We also started to establish the manufacturing system in Kaneka corp. so

that we can start phase II clinical trial in that company.
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