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We aimed to have the following three treatments for intractable diseases approved by conducting
investigator—initiated GCP or non—GCP clinical trials since they do not fit with business

evolution.

Project 1: Advanced Medical Treatment of autologous CD34+ stem cell-selected transplantation
for severe systemic sclerosis

We planned to conduct a phase Il trial as a Senshin Iryo in which autologous hematopoietic
stem cell is transplanted to patients with severe systemic sclerosis presenting advanced skin
sclerosis, internal organ damage and 50-60% of 5-yr survival rate. Pre—IND meeting with PMDA
in November 2014 revealed that it is possible to conduct the trial as Senshin Iryo but we
may need another trial for final approval. MHLW told us a review by the “special authorized
regenerative medicine board” as it would be conducted under the “new regenerative medicine

»

law. An MHLW Senshin Iryo specialist instructed us to compare the result with historical
control in December 2015

The protocol was approved by Kyushu University “special authorized regenerative medicine
board” in December 2016. It was then regarded suitable in the 56" Senshin Iryo technical
review committee in April 2017. We will re—file the corrected protocol to Kyushu University

“special authorized regenerative medicine board” and start the trial as Senshin Iryo B when

approved.



Project 2: Phase Il investigator—initiated clinical trial of cancer vaccine OCV-COl in
standard therapy-refractory advanced and recurrent biliary tract cancer

Biliary tract cancer is a group of refractory malignancies as it often is non-resectable when
diagnosed and is accompanied by 50-80% recurrence rate even if curatively resected. We,
therefore, planned a phase II investigator—initiated clinical trial in order to develop a new
cancer vaccination therapy for biliary tract cancer. We filed an IND on December 18, 2013 and
started patient recruitment in May 2014.

Seven patients included 4 patients positive for HLA*24:02 were enrolled in this study. OS and
PFS in positive for HLA%24:02 were unavailable and 56 days. On the other hand, OS and PFS in
negative for HLA*24:02 (2 patients) were 566 days and 410.5 days. Disease control rates was
25.0% and 100.0% in the patients positive and negative for HLA*24:02, respectively. Immune
analysis showed that CTL positive rate was 0. 0% and 50. 0% in the patients positive and negative
for HLA*%24:02, respectively. Although 2 patients with CTL response showed good clinical
responses (best overall response was PR and SD), both of them were negative for HLA%*24:02.
As a next step, we plan to elucidate the mechanism for this dissociation between HLA type and

immune response using TCR analysis.

Project 3: A randomized control study to evaluate the prevention of recurrence and the safety
of BCG (Bacillus Calmette—Guerin) instillation therapies between induction alone and
induction + low—dose maintenance in non—muscle invasive bladder cancer

This study was designed to verify through a randomized controlled trial (RCT) that post—TURBT
standard—-dose BCG induction therapy plus low—dose BCG maintenance therapy is superior to
standard dose BCG induction therapy alone in preventing recurrence in NMIBC patients with
moderate to high recurrence risk. The primary point is recurrence—free survival and the
secondary endpoints are progression—free survival, overall survival, protocol treatment
completion rates and adverse events. The patients’ entry was finished in September 2016 (64
patients in group A and 63 patients in—group B). The follow-up periods are 36 months after

the registration; therefore, we are following the patients closely according to the protocol.
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