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Denis Noble %10, LT OFFAfi= A M52 1T 7
I attended the 2012 International Symposium organised in Tokyo by Professors Kurachi and Kitano,
and at that time I wrote:

The project is making great progress, and all the international participants clearly recognised this. I
think that the HD Physiology team can feel very proud of their achievements. I was particularly
delighted to see the close collaboration between Physiome-type projects and Systems Biology. When
the Physiome Project was launched by IUPS in 1997, no-one realized how rapidly the idea of
systems biology would expand during the first decade of the 21st century. But it is impossible to
fulfill the mission of the Physiome Project without the contributions of biochemical level systems
biologists working with genes, proteins and networks. Nor can the aims of systems biology be
achieved without the Physiome level insights. As I said in my lecture, those insights form the
boundary conditions within which the biochemical level processes must function.

The range of work being done under the HD Physiology Project is also impressive. We heard about
new software developments, about new computational resources, about mechanisms and controls of
cardiac arrhythmia, and about how the approach is developing in areas of physiology other than the
heart. The posters from the younger scientists also attested to the range and depth of the project.

In addition to the formal presentations and posters, a very valuable part of the meeting was the
opportunity to discuss collaborations and new developments. It was particularly interesting to me
to discuss with Professors Kurachi, Suzuki and Kitano the ways in which Systems Biology and the
Physiome Project could be applied to traditional medicine, with multi-factorial diseases requiring
multi-component and low-cost remedies. This corresponds well with the work we are developing in
the University of Oxford Systems Biology and Oriental medicine Project, which currently focuses on
the Ishinpo, National Treasure of Japan.

Everything I wrote in that letter is reinforced by the work of the project since 2012.

I also co-organised a workshop held at The Royal Society’s discussion centre at Chicheley Hall in 2013
with the title “Multi-Scale Systems Biology - An ICSU Bio-Unions Satellite Symposium.” Professor
Kitano’s contribution to the symposium as widely acknowledged to be one of the great highlights of
the meeting.

I have been honoured to be associated with the Project and I believe it has fulfilled the aims of the
work.

Denis Noble
President, IUPS
President, VPH Institute

Peter Hunter ##% 10, DL FOFHlim A M5z T 7

On this occasion celebrating the conclusion of the HD Physiology Project I would like to acknowledge
and congratulate Professor Yoshi Kurachi and his colleagues for their wonderful foresight in taking
this initiative. The HD Physiology Project has made an enormous contribution to the international
Physiome Project and to its European counterpart, the Virtual Physiological Human. Disease (and
drugs) operates at the molecular scale but the expression of phenotype at the clinical level depends
very much on the interaction of these molecular events with complex environmental influences at the
cell, tissue and organ scale. The development and use of standards-based multi-scale physiological
modelling from the genome and proteome up to the tissue scale physiology of organ systems, as
exemplified by the HD Physiology Project, will be vitally important for future scientifically based
medical practice.

Professor Peter Hunter FRS
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
1401 Rockville Pike

Rockville, MD 20852-1448

June 12, 2015

Prof. Hiroshi Suzuki
Chair and Director, Department of Pharmacy
The University of Tokyo Hospital

Dear Professor Suzuki and Members of the Review Committee for HD-Physiology:

Collaboration between our program at the US Food and Drug Administration to develop systems
pharmacology approaches for the prediction of drug adverse events and the JSPS HD-Physiology
Project over the past few years have been extremely beneficial. The progress we are making in
bringing systems pharmacology into the mainstream of safety regulatory science has been and
continues to be enhanced by our collaboration with the HD-Physiology program. The opportunity
to participate in two of your International Symposia allowed the effective development of
collaborative science efforts between our program and scientists engaged in the HD project. Asyou
know, the continuing development of the science to model and simulate complex biological systems
is really the frontier of biological and pharmacological science, and it requires an international effort
to realize the full potential of these approaches. To that end, efforts such as HD-Physiology have
stimulated programs such as the DARPA “Big Mechanism” activity in the US, and also efforts in the
toxicological sciences at our NIEHS, as well as in Europe, with the Innovative Medicines Initiative
eTOX project, and the SysTox2013 and upcoming SysTox2016 efforts.

By anticipating the need for development of systems biology/pharmacology science, the HD-
Physiology program has been instrumental to inform these other efforts, and to foster international
collaborative science that is allowing the advance of integrative biological science. As such, in my
view it has been successful beyond all expectation, and | am hopeful that these efforts can continue
to be supported and flourish in Japan. The key efforts going on in Japan are critical for continuing
our progress with this science, and the collaborations the HD-Physiology Project has stimulated need
to be continued and expanded.

I look forward to our continuing collaborations. They are important for the future of regulatory
science in the US, and | believe in Japan, Europe, and worldwide as well.

Sincerely,

CLa 470

Darrell R. Abernethy, MD, PhD

Associate Director for Drug Safety

Food and Drug Administration

Professor of Medicine and Pharmacology and Molecular Science
Johns Hopkins University School of Medicine
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