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Okayama University continued its efforts to expand the function of ARO to be able to conduct
high-quality clinical research and investigator initiated clinical trials, and to be economically
independent without AMED/government assistance as an organization in FY2016. To achieve the
above objectives, we improved the system to manage projects and pipelines. We actively supported

cooperation of Central West Japan Clinical Research Consortium as ARO by producing SOP



documents to collect seeds from outside of Okayama University in Chugoku-Shikoku region, and
support to make a development plan from the beginning of the project. As results of the activity,
we were successfully entrusted with investigator-initiated clinical studies and clinical research,
which is sponsored by pharmaceutical company. In addition, we discussed mega-hospital vision with
the related ministries and agencies to prepare to realize the vision and we eventually intend a tie-
up with the mega-hospital vision and Central West Japan Clinical Research Consortium.

We initiated to charge a fee on biobank business, clinical research and investigator-initiated
clinical study that is cooperated with CPC facility and supported by ARO. We maintained SOP
documents and revised the management system to improve Quality Management System (QMS) to
fulfill the demand of regulatory authorities to contribute to be economically independent without
AMED/government assistance.

We forcefully drove forward clinical studies such as gene therapy targeting to refractory solid
tumors and regenerative medicine, which is represented by the therapy for pediatric heart failure
based on our original plan in FY2016. In addition, we improved our system to explore and collect
seeds at Okayama University and from outside and strengthened the evaluation process by
organizing an evaluation committee, whose memberships are consist of Okayama University and
from outside. We planned a clear exit strategy of each seed and improved research environment
based on regional community, which resulted in the dramatic increment of the number of applicants
from both at Okayama University and outside.

The support office of translational research tried to expand its responsibility to collect and
manage the information on all seeds. To achieve the objectives, we hired a subject matter
expertise, who has experienced in industry and is supposed to support to create development plan
and the evaluation of the seeds as well as work as a project manager.

The department of next generation medical device took the challenge to establish the
development bases by consolidating unmet medical needs from both medical practice and nursing
care field and tried to find out new seeds that are match to medical needs and marketability.

The number of the seeds adopted in FY2016 is 34, 11 and 5 for seed A, seed B and seed C,
respectively. We supported other seeds candidates, which were not adopted as seed, by filing them
in our seeds list, having consultation and providing the information on development. In addition,
we supported three seeds related to the business of Project of Translational and Clinical Research
Core Centers.

We submitted one notice of claimed investigational exemption of new drug (Seeds C4) and
prepared for two investigator-initiated studies, and initiated one clinical trial in FY2016. We also
run our organization cooperating with Project of Translational and Clinical Research Core Centers

to aim at being independent of the grants from the government.
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Research for REIC-mediated cancer therapy (using the developed vector). Sawahara H, Shiraha
H, Uchida D, Kato H, Kato R, Oyama A, Nagahara T, Iwamuro M, Horiguchi S, Tsutsumi K,
Mandai M, Mimura T, Wada N, Takeuchi Y, Kuwaki K, Onishi H, Nakamura S, Watanabe M,
Sakaguchi M, Takaki A, Nouso K, Yagi T, Nasu Y, Kumon H, Okada H. J Gastroenterol Hepatol.
2017. (in press)

Research for REIC-mediated cancer therapy (using the developed vector). Sakaguchi M¥*,
Sadahira T* (*: equal contribution), Ueki H, Kinoshita R, Murata H, Yamamoto KI, Futami J,
Nasu Y, Ochiai K, Kumon H, Huh NH, Watanabe M. Oncol Rep. 2016. (in press)

Research for REIC-mediated cancer therapy (using the developed vector). Putranto EW,
Kinoshita R, Watanabe M, Sadahira T, Murata H, Yamamoto KI, Futami J, Kataoka K, Inoue Y,
Ruma IM, Sumardika IW, Youyi C, Kubo M, Sakaguchi Y, Saito K, Nasu Y, Kumon H, Huh NH,
Sakaguchi M. Oncol Lett. 2016. (in press)

Research for S100-mediated tumor progression (using the developed vector). Saho S, Satoh H,
Kondo E, Inoue Y, Yamauchi A, Murata H, Kinoshita R, Yamamoto KI, Futami J, Putranto EW,
Ruma IM, Sumardika IW, Youyi C, Suzawa K, Yamamoto H, Soh J, Tomida S, Sakaguchi Y, Saito
K, lioka H, Huh NH, Toyooka S, Sakaguchi M. Cancer Microenviron. 9, 93-105, 2016.

Research for REIC-mediated cancer therapy (using the developed vector). Suzawa K, Shien K,
Peng H, Sakaguchi M, Watanabe M, Hashida S, Maki Y, Yamamoto H, Tomida S, Soh J, Asano H,
Tsukuda K, Nasu Y, Kumon H, Miyoshi S, Toyooka S. Anticancer Res. 37: 301-307, 2017.
Research for HER2 (using the developed vector). Ohtsuka T, Sakaguchi M, Yamamoto H, Tomida
S, Takata K, Shien K, Hashida S, Miyata-Takata T, Watanabe M, Suzawa K, Soh J, Youyi C, Sato
H, Namba K, Torigoe H, Tsukuda K, Yoshino T, Miyoshi S, Toyooka S. Sci Rep. 6:39557. doi:
10.1038/srep39557. 2016.

Research for atopic dermatitis (using the developed vector). Sakaguchi M*, Yamamoto M* (*:
equal contribution), Miyai M, Maeda T, Hiruma J, Murata H, Kinoshita R, Ruma IM, Putranto
EW, Inoue Y, Morizane S, Huh NH, Tsuboi R, Hibino T. J Invest Dermatol. 136: 2240-2250, 2016.
Research for REIC-mediated cancer therapy (using the developed vector). Sawahara H, Shiraha
H, Uchida D, Kato H, Nagahara T, Iwamuro M, Kataoka J, Horiguchi S, Watanabe M, Sakaguchi
M, Takaki A, Nouso K, Nasu Y, Kumon H, Okada H. Cancer Gene Ther. 23:278-283. 2016.
Research for cancer metastasis (using the developed vector). Ruma IM, Putranto EW, Kondo E,
Murata H, Watanabe M, Huang P, Kinoshita R, Futami J, Inoue Y, Yamauchi A, Sumardika IW,
Youyi C, Yamamoto KI, Nasu Y, Nishibori M, Hibino T, Sakaguchi M. Clin Exp Metastasis. 33:
609-627, 2016.
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Research for REIC-mediated cancer therapy (using the developed vector). Oka T, Kurozumi K,
Shimazu Y, Ichikawa T, Ishida J, Otani Y, Shimizu T, Tomita Y, Sakaguchi M, Watanabe M, Nasu
Y, Kumon H, Date I. Sci Rep. 6: 33319, doi:10.1038/srep33319, 2016.

Research for RAGE (using the developed vector). Ichiki T, Koga T, Okuno T, Saeki K, Yamamoto
Y, Yamamoto H, Sakaguchi M, Yokomizo T. FASEB J. 30: 1811-1822, 2016.

Research for HER2 (using the developed vector). Suzawa K, Toyooka S, Sakaguchi M, Morita M,
Yamamoto H, Tomida S, Ohtsuka T, Watanabe M, Hashida S, Maki Y, Soh J, Asano H, Tsukuda
K, Miyoshi S. Cancer Sci. 107: 45-52, 2016.

Research for SI00A8/A9 (using the developed vector). Futami J, Atago Y, Azuma A, Putranto EW,
Kinoshita R, Murata H, Sakaguchi M. An efficient method for the preparation of preferentially
heterodimerized recombinant S100A8/A9 coexpressed in Escherichia coli, Biochem Biophys Rep.
6: 94-100, 2016.

Neuronal inhibition and seizure suppression by acetoacetate and its analog, 2-
phenylbutyrate.Kadowaki A, Sada N, Juge N, Wakasa A, Moriyama Y, Inoue T. Epilepsia, 2017,
in press.

TR PRI KSR REIEA. JEL |, 2 #. PRACTICE, 2017, 34(1), 36-40.
PCANARDRIZEZ BFE L C, -k W, #£H ¥&. Epilepsy, 2016, 10(1), 23-28.

Characterization of Gene Expression Patterns among Artificially Developed Cancer Stem Cells
Using Spherical Self-Organizing Map. Seno A (equal contributor), Kasai T (equal contributor),
Ikeda M, Vaidyanath A, Masuda J, Mizutani A. Cancer Inform. 2016 Aug 16; 15:163-78. doi:
10.4137/CIN.S39839.PMID:27559294

iPSC-derived cancer stem cells provide a model of tumor vasculature. Prieto-Vila M, Yan T, Calle
AS, Nair N, Hurley L, Kasai T, Kakuta H, Masuda J, Murakami H, Mizutani A, Seno M. Am J
Cancer Res. 2016 Sep 1;6(9):1906-1921.PMID:27725898

Anew PDAC mouse model originated from iPSCs-converted pancreatic cancer stem cells (CSCcm).
Calle AS, Nair N, Oo AK, Prieto-Vila M, Koga M, Khayrani AC, Hussein M, Hurley L, Vaidyanath
A, Seno A, Iwasaki Y, Calle M, Kasai T, Seno M. Am J Cancer Res. 2016 Dec 1;6(12):2799-2815.
eCollection 2016.PMID:28042501

Label-free detection of low-molecular-weight samples using a terahertz chemical microscopy, T.
Kuwana, M. Ogawa, K. Sakai, T. Kiwa and K. Tsukada. Applied Physics Express 9,2016. 042401
A super gene expression system enhances the anti-glioma effects of adenovirus-mediated
REIC/Dkk-3 gene therapy. Oka T, Kurozumi K, Shimazu Y, Ichikawa T, Ishida J, Otani Y,
Shimizu T, Tomita Y, Sakaguchi M, Watanabe M, Nasu Y, Kumon H, Date I. Sci Rep. 2016
14;6:33319.

Quantitative analysis of brain edema in patients with malignant glioma treated with BCNU
wafers. Murai S, Ichikawa T, Kurozumi K, Shimazu Y, Oka T, Otani Y, Shimizu T, Date I.

J Clin Neurosci. 2016. 33:148-153

Phenotypic Transition as a Survival Strategy of Glioma. Ichikawa T, Otani Y, Kurozumi K, Date
I. Neurol Med Chir (Tokyo). 2016 15; 56(7):387-95.
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NADH fluorescence imaging and the histological impact of cortical spreading depolarization
during the acute phase of subarachnoid hemorrhage in rats.Shimizu T, Hishikawa T, Nishihiro
S, Shinji Y, Takasugi Y, Haruma J, Hiramatsu M, Kawase H, Sato S, Mizoue R, Takeda Y, Sugiu
K, Morimatsu H, Date I. J Neurosurg. 2017 27:1-7.
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Regulation of the inflammasomes by autophagy. *Saitoh T, Akira S. J Allergy Clin Immunol,
2016, Vol. 138, No. 1, Page 28-36.
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Vol.74, No.9, Page 31-36.

Oh H. Cell Therapy Trials in Congenital Heart Disease Circ Res. 2017; 120:1353-1366.

Ishigami S, Ohtsuki S, Eitoku T, Ousaka D, Kondo M, Kurita Y, Hirai K, Fukushima Y, Baba K,
Goto T, Horio N, Kobayashi J, Kuroko Y, Kotani Y, Arai S, Iwasaki T, Sato S, Kasahara S, Sano
S, Oh H. Intracoronary Cardiac Progenitors in Single Ventricle Physiology: The PERSEUS
Randomized Phase 2 Trial. Circ Res. 2017; 120:1162-1173.

Oh H, Ito H, Sano S. Challenges to success in heart failure: Cardiac cell therapy to treat patients
with heart disease. Journal of Cardiology, 2016; 68:361-367.
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Liu S, Matsuo T, Hosoya O, Uchida T. Photoelectric dye used for Okayama University-type retinal

prosthesis reduces the apoptosis of photoreceptor cells. Journal of Ocular Pharmacology and
Therapeutics 2017, ePub ahead of print. &5tV

Alamusi, Matsuo T, Hosoya O, Uchida T. Visual evoked potential in RCS rats with Okayama
University-type retinal prosthesis (OURePTM) implantation. Journal of Artificial Organs 2017,
20: ePub ahead of print. #&HtdH v
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Induction of protective immunity and maintenance of its memory against influenza A virus by

nasal vaccination using a new mucosal adjuvant SF-10 derived from pulmonary surfactant in
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A super gene expression system enhances the antitumor effects of adenovirus -Mediated
REIC/Dkk-3 gene therapy. M8H_Kurozumi K, Oka T , Shimazu Y , Ichikawa T , Shimizu T ,
Ishida J , Otani Y, Sakaguchi M , Watanabe M , Nasu Y, Kumon H , Date I. 21st International
Conference on Brain Tumor Research and Therapy. 2016/4, [E4%}

The significance of ¢c-Kit proto-oncogene in iCSC-derived PDAC model. 78 A % —, Anna Sanchez
Calle, Kenta Hoshikawa, Neha Nair, Marta Prieto-Vila, Arun Vaidyanath, Tomonari Ksai,
Masaharu Seno, KES AR 2016 , 2016/4/16~4/20, [ESf.

Cancer stem cells as the novel origin of cancer-associated fibroblast-like cells , 78 A% —, Neha
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Neuroendscopictransnasal surgery for pituitary tumor with high-definition system & magnetic
navigation. [ 8H, Kurozumi K, Date I. 7th Academic Congress of International Chinese
Neurosurgical Sciences. 2016/5, [E4}.
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Cardiac progenitor cell therapy for congenital heart diseases. [ 8H, Hidemasa Oh, 3rd Munich
Conference on Cardiac Development, 2016/6/1-3, [E .
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Development of novel method for risk assessment of chemical compounds in the induction of
cancer stem cells from iPS cells. 8" A #—, T. Kasai, S. sasada, T. Matusmoto, A.S.Calle, N.Nair,
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Preclinical study for tumor-targeted and armed oncolytic vaccinia virus for systemic cancer
virotherapy. HH. Nakatake M, Kurosaki H, Yamane M, Horita K, Ishii K, kuwano N, Hasegawa
K, Fujiwara K, Nomura M, Parada R and Nakamura T. % 22 [0l H A& /= MRIEE S,
2016/7/29, EW.

Upregulated IncRNA-UCA1 enhances therapeutic effect of oncolytic vaccinia virus in paclitaxel
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Development of Terahertz Chemical Microscope for Detecting Small Molecules, A 8H, T. Kuwana,
Y. Hanaoka, K.Sakai, T. Kiwa, K. Tsukada, Progress In Electromagnetics Reserch Symposium,
2016/8/11, [E4.
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Single chamber circulation enhances cell engraftment after intravenous delivery of cardiac
progenitor cells in rat models of univentricular heart disease. 78 2 % —, Takuya Goto, Shuta
Ishigami, Daiki Ousaka, Takahashi Sho, Hirai Kenta, Shingo Kasahara, Shunji Sano, Hidemasa
Oh European Society of Cardiology, 2016/8/29, [E4}.

Cardiac progenitor cell therapy in right heart failure with preserved ejection fraction Best Poster

Award, 7R A % —, Daiki Ousaka, Takuya Goto, Shuta Ishigami, Shinichi Ohtsuki, Shingo

Kasahara, Shunji Sano, Hidemasa Oh European Society of Cardiology , 2016/8/29, [E4}.

The selected peritoneal mesothelial cell therapy is effective to prevent peritoneal fibrosis. [15H,
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