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Masanori Fukushima

R&D management PDCA study group on
Research Project on Practical Application for
Rare/Intractable Diseases, Research Project — (AM) SGIPEAHRM IERRARENT L~ & —
on Practical Application for Renal Diseases, fgf”;“fffj}‘ﬂ“ﬁ

and Research Project on Elucidation of SRR

Chronic Pain Director and Chairman,
Translational Research Informatics Center (TRI),
Foundation for Biomedical Research and Innovation (FBRI)
Prof. Emeritus, Kyoto University
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Since fiscal year 2012, MHLW has been recruiting Health and Labour Sciences Research Grant by applying
whole new recruiting guideline, for researches focusing on drug and medical devices development. Regula-
tory science was rigorously applied to evaluate adopted major researches- Step 1 and 2; funded sufficiently to
implement GMP, GLP and IND trial based on the Pharmaceutical Affairs Law (PAL) in Japan. Additionally, the
Program Directors and Program Officers took command by performing powerful R&D Project Management.
As a result of these measures, within 34 adopted researches thus far, 16 researches have come into IND tri-
als; 1 of which has obtained approval from the government, 2 of which will submit NDA within this fiscal year.
Anticipating the kick-off of AMED from April 1, 2015, our study group has been reviewing and upgrading the
PDCA cycle to create effective mechanism to drive R&D management. We have conducted rigorous check
and review on site, as well as documentation surveys in the purpose of maximizing all 126 adopted researches
to the 3 grants project by Specific Disease Control Division of MHLW. At this conference, progress will be
reported mostly from the researches based on PAL, in Rare/Intractable Diseases Research Project. There will
be symposium on establishing all-Japan gene analysis medical treatment structure, as well as Renal Diseases
and Chronic Pain Research Project, to discuss remarkable research in the area. Every other research will be
reported by posters.
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With comprehensive experience spanning over the past 31 years as a medical oncologist at Aichi Cancer Center and
Kyoto University Hospital, Dr. Fukushima has engaged in the practice and dissemination of standard cancer treatment
and reform of Japan's medical care system, and is active to date contributing to building up the infrastructure of clini-
cal trial, particularly focusing on translational research. He is also in charge of supervising the national translational
research promotion programs conducted by the government of Japan.
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_@ List of Grant Adopted Researches (2012) in
Rare and Intractable Disease Control Project
<STEP2 (IND trial) Researches>

Grant Start IND Trial ~ Advanced
Adopted Year Medical Treatment

As of June 30, 2014

N0 Trialstarted:
2012 inactable e
Gy (o o St AL
“‘”“" within FY 2014
Multiple sclerosis Novel oral drug NCNP 2012 2014 IcND 7""'1‘;"2‘;!‘;
IND Trial started:
Skin lesions of tuberous Osaka
o Siroimus External Use | 508 12 204 Decemberid, 2013
within FY 2014
Severe pulmonary arterial Nanoparticle-mediated  Kyushu 2012 2014 'NOTral planned to
hypertension drug University start: FY2014
Multicenter IND Trial started:
Lymphangioleiomyomato Nilgata June 29, 2012
sis fong termsirolimus STOIMUS University 2012 2018 \poa Approved:
trial for safety (MLSTS) June 24, 2014
Mitochondrial disease Kawasaki IND Trial started:
MELAS Taiie Medical School 2012 2014 oerghers, 2013
Intractable Skin Ulcers of Extracorporeal Shock  Tohoku 2012 2014 INDTral started:
Systemic Sclerosis Wave Therapy University November 22, 2013
Advanced Medical
Congenital Continuous subcutaneous Osake Y 2012 2014 Treatment
Fopeimsalinaeria Injection of octrectide s o Application:
January 1, 2014
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,@ List of Grant Adopted Researches (2013/2014) in
Rare and Intractable Disease Control Project
<STEP2(IND trial) Researches> N

Grant End IND Trial /~Advanced
Adopted Year Medical Treatment
e

IND Trial sared:
y. jovember 28, 2013
Thrombotic
2013 IND Trial started:
. Secondary m‘nml;plnk Rituximab Keio University 2013 2014 January 20, 2014
Relapse of neuromyelitis
IND Trial started:
secondary o888 disorders _Rituximab UtanoHospital | 2013 2014 [P Trialtart
2013 Distal myopathy with Tohoku IND Trial started:
Secondary rimmed vacuoles Neacatyineuraminicacid - (jnparstty, 013 204 Goigher 17,2013
2013 i [ee e A e Kyoto IND Trial started:
‘secondal Prefectural 2013 2014
™ ocular disorder University June 4,2014
Cultivated oral mucosal
Corneal epithelial stem Osaka IND Tral planned to
! 2014 Coll deficiency :.:‘m‘::«?-"w’,f"“ University b start: March 2015
Adductor spasmodic Kumamoto IND Trial planned to
. 2014 Gysphonia et beidgs University o1y start: March 2015
Tokyo Medical
Polymyositis- IND Trial planned to
' 2014 germatomyositis e ETMD'.,«"S' i start: March 2015
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Consolidated Strategic Management
for seizing Rare Disease
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Target setting: noa& global development
Inventory of all researches — by disease area
2. Classification between Basic Research+Drug Development
Research-Clinical Study
—Strategic Mapping
3. Extract Drug Development Research
—Positioning of R&D Pipeline System
Project Management
5. Consolidated strategic management for Disruptive Innovation
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Shigeki Kuzuhara
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Professor, School of Nursing, Suzuka University of Medical Science
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Research Project on Practical Application for Rare/Intractable Diseases (RPPARID) of the Health and Labour
Sciences Research Program of the Ministry of Health, Labour and Welfare of Japan (MHLW), is a national en-
deavor which started from the fiscal year (FY) 2012, aiming to overcome and seize the rare disease. Its stra-
tegic innovation-oriented research conducted by rigorous management has achieved remarkable success in a
short period. In FY2014, 126 researches were adopted and are going well. They include 112 research subjects
of RPPARID , 8 subjects of Research Project on Renal Diseases, and 6 subjects of Research Project on Elucida-
tion of Chronic Pain. The research subjects are either at the pre-clinical research (drug exploratory and animal
experimentation), clinical research step-1 (drug safety examination and securing product supply), or step-2
(investigator-initiated trial for human testing) stage. Also included are development of cell-transplantation ther-
apy, substances for drugs, and clinical application of robots and medical devices. Networking project include
registry system for rare disease patients, and collection and utilization of biological specimens.

Today' s conference is convened to give an opportunity to all the researchers not only to report their achieve-
ment to the public, but also to deepen knowledge and exchange information between researchers. Research
subjects to be presented with in this symposium on RPPARID are those which are close to achieve the goal of
practical use. In the symposium on Renal-diseases, Chronic Pain, and Gene-Testing Network, their present situ-
ation and prospects will be discussed.

Understanding and cooperation of the patients and their family members, as well as support from the public
are very important for accelerating the research and treatment approach to rare diseases. We hope you all
would enjoy this symposium and actively participate the Projects.
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1970 Graduated from School of Medicine, the University of Tokyo and got licensed MD.
1982 PhD of Medicine, the University of Tokyo.

1990 Professor, Department of Neurology, Mie University School of Medicine.
2001 Director, Mie University Hospital.

2007 Director, National Center of Neurology and Psychiatry Hospital.

2006-2010 President, Japanese Society of Neurology.

2010 Professor, Faculty of Health Science, Suzuka University of Medical Science.
2014 Present office

Major medical field and interest: Neurodegenerative diseases and Dementia, especially ALS and Parkinson’ s disease
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Professor and Chairman, Department of Nephrology,
Toho University, School of Medicine
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I would like to appreciate all presenters for practical research for renal diseases in the meeting and expect
that most cutting-edge and important research projects in Japan would be fruitful. In this meeting, five excel-
lent scientists will report such results of research projects as the theme of prevention from advance of renal
diseases and identification of new biomarkers. Earlier diagnosis and treatment for diabetic renal disease which
is a major cause of chronic kidney disease (CKD) would be promising in terms of new biomarkers and epide-
miological research. Diagnosis of IgA nephropathy would be possible in the first stage when microhematuria
is found and pathology of IgA nephropathy would be clarified in terms of the biomarkers. The major task to
prevent from development of CKD is management of hypertension and hyperlipidemia by introducing new
drugs. It is also important to establish regional and national clinic system for CKD in terms of epidemiological
approach in which the data of health screening are utilized. In this meeting, the results and the progress of
ongoing research projects are presented and evaluated officially. I hope that these novel research projects are
made practical for renal disease.
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1979 Graduated from Keio University, School of Medicine

1981 Instructor, Department of Urology, Keio University Hospital

1993 Assistant Professor, Department of Nephrology, Toho University, Faculty of Medicine
2006 Professor and Chairman, Department of Nephrology, Toho University, School of Medicine
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Director-General and Executive Director of Toyonaka Municipal Hospital
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Chronic pain is not a simple nociceptive experience and is complex biopsychosocial disorders. Although dra-
matic new Insights into fundamental mechanisms of nociception promise therapeutic breakthroughs, clinical
and basic research appear to be diverging. Translational research that incorporates preclinical insights into
clinical investigation holds the key of the development of new therapies for chronic pain.
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1973 Medical School, Osaka University

1976 Assistant Professor of Department of Anesthesiology, Osaka University Medical School

1999 Professor and Chairman of Department of Anesthesiology, Osaka University Graduate School of Medicine
2012 Director-General of Toyonaka Municipal Hospital
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Prof, Emeritus, Tokyo Medical

i I and Dental University
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Nobuyuki Miyasaka has been extensively working
in the field of rheumatology and clinical immunol-
ogy for many years. He has been the President of
the Japan College of Rheumatology and established
the Japanese guidelines to treat rheumatoid ar-
thritis. He is currently appointed to the auditor of
Chiba University, an advisor of the Pharmaceuticals
and Medical Devices, Japan (PMDA), and a member
of Science Council of Japan.
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Hiroshi Watanabe
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Professor, Department of Clinical
Pharmacology and Therapeutics,
Hamamatsu University School of
Medicine
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1977-1983 M.D. Hokkaido University School of Medi-
cine

Research Fellow in the laboratory of Prof.
H.M.Piper, Physiological Institute, University
of Diisseldorf, F.R.G.

Assistant Professor, Cardiovascular Division,
Department of Internal Medicine III, Hama-
matsu University School of Medicine
Associate Professor, Department of Clinical
Pharmacology and Therapeutics, Hamamatsu
University School of Medicine

Professor, Department of Clinical Pharmacol-
ogy and Therapeutics, Hamamatsu Univer-
sity School of Medicine

1989

1994

1998

2005
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Director, Medical Corporation,
Jinsenkai
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1964 School of Medicine, Keio University, Degree :
M.D. 1969 Graduate School of Medicine, Keio Uni-
versity, Degree: D.M.Sc., 1969 Research Fellow
in Immunology, 1972 Instructor in Medicine and
Pathology, 1974 Assistant Professor in Internal
Medicine, University of Texas Medical Branch, 1976
Associate Professor of Medicine, 1987 Professor of
Medicine, Tokai University

Professional carrier: 2005 Superintendent, Pre-
fectural Hospital Agency, Kanagawa Prefectural
Government, 2010 Chief Adviser to the General
Director, Keio University Hospital, 2013 Director,
Medical Corporation, Jinsenkai

Society responsibilities: Prev. Director, Asian Pa-
cific Society of Nephrology, Prev. board of direc-
tors, International Society of Nephrology, Emeritus
member, Japanese Society of Nephrology, Emeritus
member, Japanese Society of Diabetic Complications
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Multidisciplinary Pain Center
and Physical Fitness, Sports
Medicine and Rehabilitation Cen-
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1996-1997 Clinical Staff, Department of Orthopaedic
Surgery, Nangoku-Chuo Hospital

1997-1998 Clinical Staff, Department of Orthopaedic

Surgery, Kochi Medical School

oard certified member of the Japanese Or-

thopaedic Association

1998-1999 Research associate, Operation Center,
Kochi Medical School Hospital

1999-2000 Clinical Staff, Department of Orthopae-
dic Surgery, Kochi Medical School

2000-2002 Research associate, Operation Center,
Kochi Medical School Hospital

2002-2004 esearch associate, Department of Ortho-
pedics, Kochi Medical School Hospital

2003 Board certified adviser member of the Japa-
nese Spine Research Society

2004-2007 Assistant professor, Department of Ortho-

pedics, Kochi Medical School Hospital

Board certified member of Japanese Society

of Clinical Neurophysiology

Professor of Multidisciplinary Pain Center,

Aichi Medical University

Clinical Professor, Department of Orthopedic

Surgery, Kochi Medical School

Director of Multidisciplinary Pain Center,

Aichi Medical University

1998

2007
2007
2008
2010

2012 Director of Physical Fitness, Sports Medicine
and Rehabilitation Center, Aichi Medical Uni-
versity

2014 President business assistant, Aichi Medical
University
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Katsushi Tahara

-----

Director, Specific Disease Control Division, Health
' Service Bureau, Ministry of Health, Labour and Welfare
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trol Division, Health Service Bureau

We would like to express our appreciation for your
continued efforts and understandings in the promo-
tion of Health and Labour Sciences Research Proj-
ects. Additionally, we would like to thank everyone
involved in today's achievement workshop.

We believe that today's workshop is a good oppor-
tunity for sharing of leading-edge researches among
widely everyone.

The progress of research on diseases leads to the
development of new treatments, which is one of the
important wishes of patients.

We will continue to support the Research Project
for overcoming diseases, and therefore we appreci-
ate everybody' s further understandings and efforts.

BSEATBOEN DRSE PR AR S B (PMDDA)

Tatsuya Kondo
Chief Executive
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Pharmaceuticals and Medical Devices Agency (PMDA)

1968 Graduated from Medical Department of
BARE, v 7 R - 77 7058 the University of Tokyo
W, ENLEPRSE# Y O 7 — P8R 7% | 2003 Hospital Director of the International
ERRET, 20034E [ & v & — e CEE Medical Center of Japan
ff:o 20084EPMDA FEZ £ |2 kT 2008 Chief Executive of PMDA
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Dr. Kondo's medical specialty is neurosurgery

Pharmaceutical affairs is essential in leading the out-
comes of basic research in academia into practical
application. The purpose of pharmaceutical affairs
is to ensure quality, efficacy and safety of medical
products under assured reliability. Therefore, it is
necessary to have ethical and scientific judgment
with fairness, and that is Regulatory Science which
serves for society and citizens. Based on Regula-
tory Science, PMDA will facilitate translational
research by continuing to provide advice through
Pharmaceutical Affairs Consultation on R&D Strat-
egy. Through such operations, PMDA will tackle
to defeat intractable diseases, and contribute to the
improvement of public health.



