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care systems. Here, ‘readiness’ refers to both the readiness of a given technology and the ability of a
given setting to adopt a new technology. We compare two settings that have taken active yet dissonant
approaches to improve readiness: the UK and Japan. Existing scholarship observes that disruptive tech-
nologies such as regenerative medicine require many adaptations to become useable and function along
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Regenerative medicine (RM) is a novel therapeutic modality that involves replacing or regenerating human cells,
tissues or organs, to restore or establish normal functions. The field incorporates a variety of technologies including
stem cells, gene therapy, gene editing and related technologies (base editing, RNA editing et cetera), 3D bioprinting
and novel biomaterials [1,2]. The therapeutic potential of RM — to cure rather than merely manage chronic diseases
— along with the economic benefits of advancing a frontier industry, has spurred many governments and firms to
invest in the field [3-5].
Amidst international efforts to realize the transformational potential of RM, this paper responds to a call to
examine how ‘regenerative readiness’ varies between different national research and healthcare systems. ‘Readiness’
here refers to both the readiness of specific technologies, typically assessed in terms of technology readiness levels
(TRLs) (6] and to the ability of a given environment to adopt a new technology. Scholars across disciplines have
noted that radical, disruptive or unfamiliar technologies require users and user contexts to adapt, in order to enable
the technology to become usable and function according to the principles of its design (7,8]. RM undoubtedly falls
into this category, owing to the distinctive use of cells, tissues and genes to treat disease and repair bodily damage.
Acquiring ‘readiness’ requires adjustments across diverse areas. Around the world, various regulatory adaptations
have been made to support RM [9,10]. Providing RM also requires an appropriate infrastructure, from sourcing
the starting material, through manufacturing, to clinical delivery, as well as clinical skills, business models and
reimbursement strategies [6,11-15].
This paper focuses on ‘system-level” regenerative readiness in two countries: the UK and Japan. Both nations are
leading centers of RM, where there has been a collective effort by government, academic and industry stakeholders Future ==
to advance the field. In both settings, there has been a range of initiatives to improve regenerative readiness: from Medi Ciné

10.2217/rme-2020-0136 © 2021 Maki Umemura & Michael Morrison Regen. Med. (2021) 16(3), 269-282 ISSN 1746-0751 269


https://orcid.org/0000-0002-1623-099X
https://orcid.org/0000-0001-6870-6673

Perspective

Umemura & Morrison

the education of healthcare workers; introduction of expedited regulatory pathways; as well as the creation of
specialist clinical treatment centers. At the same time, measures to support readiness have reflected the distinct
features of the local settings, such as the organization of healthcare, or the existing legal system. The British and
Japanese experiences in RM therefore offer an informative comparison of ‘system-wide’ readiness strategies, as the
two countries have taken different approaches to enhancing readiness in dissonant health contexts. As works on
experimental governance have noted [16], collaboration and mutual learning between countries can help support
the realization of promising technologies. Such comparisons help us to learn from experience and improve best
practice involving ‘regenerative readiness’ and collectively accelerate translation to the clinic. The international
harmonization of such practices may also facilitate the future translation of therapies across borders.

Defining regenerative readiness at the level of national systems

Moving advances in scientific research from bench to bedside’ to develop new clinical products and services is not
straightforward. The concept of ‘translational research’ developed in response to the recognition that ‘upstream’
investment in basic or exploratory research, while often yielding important scientific knowledge, requires further
work to transform the findings into ‘downstream’ clinical applications [17]. Translational research can also be divided
into different components. The first of these, sometimes designated as “T'1,” describes the process of developing
findings from basic research into a functional product or process [18]. The degree of functional performance can
be described in terms of TRLs. TRLs were originally developed by NASA as way of measuring the degree of
development of components or systems for the space shuttle (6]. They operate through a scale consisting of nine
levels, where level one ‘basic principles observed and reported’ roughly equates to basic research, and level nine
‘actual system flight proven through successful mission operations’ equates to a finished product — similar to a
medicinal product that has successfully received marketing authorization and approval from a national regulatory
agency. Given that a number of cell and gene therapies are already on the market [19], while many more are in
various stages of development [20-23], it clearly makes sense to ascribe different TRLs to specific products within
the broad field of RM.

The second component of translational research, “T2,” describes the work needed to promote the dissemination
and adoption of new technologies or processes. The challenges to be overcome, and the knowledge and skill sets
required to achieve them, are substantially different from T1: “T'1 struggles more with biological and technological
mysteries, trial recruitment and regulatory concerns. T2 struggles more with human behavior and organizational
inertia, infrastructure and resource constraints, and the messiness of proving the effectiveness of ‘moving targets’
under conditions that investigators cannot fully control” [18].

This illustrates another dimension of ‘readiness’: the extent to which healthcare institutions, especially clinical
sites, are ready to employ RM therapies in clinical care. This dimension has been captured in the idea of ‘institutional
readiness’ (IR) [24]. IR assesses the degree to which a clinical site needs to adapt, in order to successfully adopt RM
products, and the extent to which changes have been implemented. For example, hospitals need the capacity [15]
to cope with the requirements of these new therapeutic modalities: from appropriate staff training [12]; ensuring
access to a GMP-licensed facility [25]; to putting appropriate systems in place to monitor outcomes and costs [24].
While TRLs assess a technology in terms of adequate functionality, IR assesses the degree of compatibility with
‘real world’ clinical sites.

However, most RMs are ‘disruptive’ technologies, in that they are significantly different from conventional
small-molecule pharmaceuticals, biological drugs such as monoclonal antibodies, or medical devices. This is due to
the novel technological base of RM: in cells, tissues or genes [26]. Accordingly, the challenges involved in translation
remain considerable. These include scale up and manufacturing [27-29); establishing appropriate regulatory pathways
to approval; as well as forming viable business and reimbursement models [11,21,30-32]. It also includes ensuring
that there are enough people with the right skill sets at all stages of the translational pathway — from biomedical
scientists, engineers, material scientists and physicians from medical, surgical, radiological and laboratory medicine
specialties, to Qualified Persons capable of signing off on batches of RM products —and the availability of appropriate
physical infrastructures [12,24]. In keeping with the move toward patient-centric medicine, there is a recognition
that patient charities and organizations have a role to play in developing the way clinical services are structured
and delivered, such as providing feedback on how different options impact on the quality of life, and helping to
develop suitable patient-reported outcome measures to evaluate treatments [24,33].

All of this requires broader system-level adaptations and constitutes a third dimension of regenerative readi-
ness beyond TRLs and IR, while overlapping with both. It makes sense to consider systemic readiness at the level of
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Figure 1. Generic representation of the sociotechnical system for clinical therapies (pharmaceuticals and medical
devices).

Modeled after Figure 1 from [36].

CMO: Contract manufacturing organization; CRO: Contract research organization; VC: Venture capital.

nation states, as different countries usually have distinct regulatory and healthcare systems, differing degrees of in-
vestment in the academic science base, and differently constituted commercial sectors. This view aligns with recent
scholarship on sociotechnical systems [34,35], which argues that system-wide adaptations are necessary to enable the
transition to using a new technology. Previous scholarship on innovation and technology transitions has noted that
any sector consists of ‘an interdependent and coevolving mix of technologies, supply chains, infrastructures, mar-
kets, regulations, user practices and cultural meanings’ (35]. These elements comprise a sociotechnical system [34-36],
which in turn, can be considered as different areas that require adaptation to improve the system-wide readiness
needed to support the transition to the use of a new technology. Figure 1 illustrates a generic sociotechnical system
for medicinal products, based on that for pharmaceuticals and medical devices.

Figure 1 identifies important supply-side and demand-side elements whose dynamic interactions and coevo-
lutionary processes are key to enabling the system-wide adoption of novel innovations. These include: markets
and practices (including reimbursement mechanisms); government bodies and regulators; healthcare and physical
infrastructure (e.g., clinical GMP-certified clean rooms, cryopreservation facilities); human capital and networks;
the production system; cultural and symbolic meanings; as well as technology. It is important to note that, in
practice, these different elements of the sociotechnical system are not discrete but interconnected. For example,
specialized physical infrastructure (e.g., cryopreservation facilities) is not functional without appropriately skilled
staff to operate it (i.e., human capital). Figure 1 should, therefore, be seen as an idealized, heuristic device to facilitate
understanding rather than an account of any given real world situation. To understand the challenges involved in
delivering RM, we need to focus on the ecosystem beyond specific projects in RM. We therefore analyze how the
different elements of the existing sociotechnical systems for therapeutic products has been adapted for RM in each
country.

Rationale for comparing the UK & Japan

There are a number of reasons why the UK and Japan offer good case studies to examine and compare national
efforts to enhance regenerative readiness through strategic adaptations of their existing sociotechnical systems for
medicinal products. First, both countries are global leaders in the field of RM with robust scientific capacity. For
example, the 2012 Nobel Prize was jointly awarded to professors John Gurdon in the UK and Shinya Yamanaka in
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Table 1. Major features of the national healthcare systems relevant to regenerative medicine in the UK and Japan.

System feature UK Japan Ref.
Healthcare Primarily public NHS, with some private healthcare provision Primarily private healthcare system, with access subsidized
provision by the government through NHI
Reimbursement of Provision on the NHS subject to prior cost-benefit analysis Provision under NHI follows approval by the Central Social
approved medicinal by the NICE. Impact of a therapy calculated in QALY and Insurance Medical Council (Chaikyd). Pricing is mostly based
products compared with existing standard of care, set against a on a similar efficacy or cost-based accounting method; some

predefined threshold of cost-per QALY are subject to cost-benefit analysis
Adaptations for Alternative options have been proposed and discussed, Provisions for insurance coverage for conditionally and fully [41-47]
RM? including VbA, risk-sharing and ‘payment for performance’  approved therapies under the PMD Act (2014). Out of

schemes, ‘commissioning by evaluation’ and alternatives to  pocket payment for unapproved therapies provided by

direct reimbursement but none of these have been physicians subject to safety review under the ASRM (2014).

implemented to date Mixed billing is permitted under certain conditions
RM industry Primarily SMEs, often commercializing discoveries from Historically based on in-licensing products from abroad. [5,38,48]
development university-based research. Smaller number of long-standing  Currently, a mixture of large, pharmaceutical and

RM firms and some interest in CAR-T and gene therapy from nonhealthcare firms, such as Takeda and FUJIFILM, investing

large pharmaceutical companies in RM as well as recent ‘born global’ SMEs
Regulatory agency MHRA PMDA
responsible for
medicines and
medical devices
Product Advanced Therapy Medicinal Product category, divided into Regenerative Medical Product category within the [43,45,46]
classifications for four subcategories: Pharmaceutical and Medical Devices Act, defined as:
RM sCTMPs (1) Processed human or animal cells intended for:

GTMPs (a) the reconstruction, repair or formation of the structure

TEMs or function of the human (or animal) body

Combined ATMPs (integrating an ATMP and one or more or (b) the treatment or prevention of human (or animal)

medical devices) diseases

(2) Gene therapy products for the treatment of disease in
humans (or animals)

Regulatory No RM-specific pathway but ATMPs can be eligible for Conditional and time-limited approval specific to RM [43]
mechanisms for conditional marketing products under the PMD Act
conditional Authorization, or ‘exceptional circumstances’ approval
approval of RM
products?
Regulatory ‘Hospital exemptions': unapproved advanced therapies can ~ ASRM provides a separate pathway for use of unapproved [44,49]
pathway for be provided through a clinical establishment, provided they RM products in research and experimental therapy in a
premarket are not industrially manufactured or for routine clinical setting, including private practice
provision of administration
unapproved RM "Hospital specials’ provision allows a physician or other
therapies? provider to commission an unlicensed therapy where there

is specific unmet patient need
Specific to RM? Hospital exemptions are specific to advanced therapies RM delivery is subject to review according to a three-tiered [44-46]

Hospital specials are a generic provision for pharmaceuticals

classification of risk

ASRM: Act on the Safety of Regenerative Medicine; ATMP: Advanced therapy medicinal product; GTMP: Gene therapy medicinal product; MHRA: Medicines and Healthcare
products Regulatory Agency; NHI: National Health Insurance; NHS: National Health Service; NICE: National Institute for Health and Care Excellence; PMD Act: Pharmaceuticals,
Medical Devices and Other Therapeutic Products Act; PMDA: Pharmaceuticals and Medical Devices Agency; QALY: Quality-adjusted life year; RM: Regenerative medicine; SCTMP:
Somatic cell therapy medicinal product; SME: Small-to-medium sized enterprise; TEM: Tissue-engineered medicine; VbA: Value based assessment.

Japan for the discovery of induced cellular pluripotency [37]; and both countries have universities that lead frontier
research in this field.

Second, governments in both countries have made dedicated efforts to capitalize on their strong scientific base to

advance the field of RM from basic research to clinical delivery. While both countries have struggled to replicate the
kind of successful commercialization of biotechnology demonstrated by the USA (38}, the UK and Japan have had
long-standing industrial involvement in the field of RM [39]. Recent efforts to support commercialization, whether
as part of the Life Sciences Industrial Strategy in the UK [40] or as part of Japan’s economic revitalization program,
often referred to as ‘Abenomics,” provide an opportunity to compare different national strategies to support the
growth of a home-grown RM industry.

A comparison of the two countries also offers an opportunity to examine the impact of different national systems,
from regulation to reimbursement and infrastructure, and the ways they have been adapted to support the adoption
of RMs. Some of the key features of existing national healthcare frameworks are summarized in Table 1.
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Figure 2. Sociotechnical adaptations for regenerative medicine in the UK.

ATMP: Advanced therapy medicinal product; ATTC: Advanced Therapy Treatment Center; CHAIN: Contact, Help,
Advice and Information Network; CMO: Contract manufacturing organization; CRO: Contract research organization;
EAMS: Early access to medicines scheme; HFEA: Human Fertilization and Embryology Authority; HTA: Human Tissue
Authority; MHRA: Medicines and Healthcare products Regulatory Agency; NHS: National Health Service; NHSBT: NHS
Blood and Transplant service; NICE: National Institute for Health and Care Excellence; RMEG: Regenerative Medicine
Expert Group; RMP: Regenerative Medicine Platform; SNBTS: Scottish National Blood Transfusion Service; UKRI: UK
Research and Innovation.

Enhancing regenerative readiness in the UK

The UK has taken a number of measures to build system-level ‘regenerative readiness.” Figure 2 highlights the
adaptations made from a sociotechnical systems perspective, and identifies specific examples of the UK elements.
This section focuses on the measures to enhance readiness in the areas of: regulations and regulatory agency
activity; physical infrastructure; human capital; policies and practices; as well as markets and reimbursement.

Developing regulatory readiness: shaped by advanced therapies regulation
The regulatory landscape of the UK has been heavily shaped by the country’s former membership of the EU. The EU
legislation set Europe-wide standards for intellectual property in biotechnology, collection and storage of human
blood and tissues, orphan drug legislation, among others. The 2007 EU Advanced Therapies Medicinal Products
(ATMP) Regulation created a dedicated, centralized European regulatory pathway for cell and gene therapies [s0].
Although the ATMP Regulation created a pathway to market, with the first product, ChondroCelect (Tigenix,
Belgium) approved in 2009, a limited number of advanced therapies have been approved to date. Furthermore,
of the twelve approved products to date, four, including ChondroCelect, have subsequently been withdrawn
from the market [19,20]. Data is patchy at best, but the UK does not appear to make much use of the hospital
exemptions route (see Table 1) for advanced therapies [20], perhaps because the Medicines and Healthcare products
Regulatory Agency (MHRA) takes a tougher stance than some other European national regulators, on what counts
as nonroutine use [49]. Most RM provided through these alternative pathways in the UK appears to be one-off,
patient-specific treatments [51] or compassionate use/early access to products in development [52]. It is notable that
none of the approved ATMP products so far have come from a UK developer.

The UK Regenerative Medicine Expert Group (RMEG), commissioned in 2013, was designed to bring together
a variety of stakeholders in the UK RM, including small-to-medium sized enterprises, representatives of major
pharmaceutical companies, clinicians, representatives of patient groups, charitable funders such as the Wellcome
Trust, NHS England (NHSE) and National Institute for Health and Care Excellence (NICE) policy staff [49].
RMEG was directed to consider three aspects of RM considered potential impediments to successful commercial
translation of RM in the UK: regulation and licensing, evaluation and commissioning, as well as delivery and
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adoption within the healthcare system (15]. In keeping with this trend of integration and collaboration, the MHRA
Innovation Office now acts as a ‘one-stop-shop.” It gives developers a single point of access to regulatory advice
from the Human Fertilisation and Embryology Authority, and Human Tissue Authority — which regulate sourcing
of human biological material — the MHRA, and the Health Research Authority — which is responsible for ethical
oversight of human subjects research, including clinical trials, in the UK [s3].

Creating physical infrastructure: dedicated support to RM development

The UK Cell and Gene Therapy Catapult (CGTC) was founded in 2012 with an initial £70 million funding from
the state and an explicit mission to support the growth of an RM industry in the UK (54]. The Catapult’s mission
includes supporting technology transfer and IP strategy to better link the university and industry sectors in the
UK. It provides ‘translational services’ for advanced therapy developers [31], including advice on financial strategy,
business models and clinical trial design, and on occasion acting as a sponsor for clinical trials [54].

The CGTC has helped to enhance physical infrastructure for RM. In 2014, the UK had 13 GMP plants with
56 manufacturing clean rooms, most of which were in the public sector or university based [31]. Noting that the
UK’s limited manufacturing capacity for advanced therapies could impede larger-scale Phase III clinical trials (1],
the CGTC began developing a £55 million GMP manufacturing plant, which developers can hire out rather
than invest in building their own highly expensive GMP-accredited manufacturing sites [31]. The facility opened
in April 2018. The government also set up an Advanced Therapies Manufacturing Taskforce, in conjunction with
the UK Biolndustry Association and the Association of the British Pharmaceutical Industry, to develop a national
strategy to attract and retain further manufacturing capacity for advanced therapies to the UK.

Consideration of clinical delivery and adoption came to fruition in the formation of three Advanced Therapy
Treatment Centres (AT TCs) in 2018. The ATTCs are regional hubs involving NHS clinical staff, academic scientists
and small-to-medium sized enterprises acting in concert to facilitate clinical delivery of advanced therapies. The
ATTC model recognizes that clinical readiness entails more than simply addressing a ‘skills deficit’ in clinical staff.
Instead, both the clinical environment and the therapies in development are aligned with one another in a process
of mutual development [6,24].

Developing human capital: organizational learning & information sharing

In addition to the recent ATTCs, the UK also has established centers of excellence for the clinical delivery
of emerging RM therapies. These are mainly teaching hospitals linked to leading academic institutions such as
University College London Hospitals NHS Foundation Trust, Great Ormond Street. A further reservoir of expertise
is to be found in the NHS Blood and Transplant service and its Scottish counterpart, the Scottish National Blood
Transfusion service. These services have well-developed physical and technical infrastructure and skills to collect,
store, track and transport human cells at the quality standard required for clinical use [s5]. As well as considerable
translational endeavors funded through the first and second iterations of the UK Regenerative Medicine Platform
funding schemes for academic research, a limited number of specialist qualifications in ‘translational regenerative
medicine’ are beginning to be offered by major UK Universities. The NHS Contact, Help, Advice and Information
Network also has a subgroup for health professionals interested in RM to share advice, news and information.

Challenging paths to market & reimbursement: navigating multiple processes

Through the involvement of NICE in the evaluation and commissioning stream of RMEG, policy attention at last
began to address issues of health technology assessment (HTA) and the valuation of regenerative therapies. NICE
is the primary agency responsible for HTA in England and Wales, although NHSE also conducts some of its own
assessments where guidance from NICE is absent. Although a higher threshold of cost-per-QALY (see Table 1)
exists for rare diseases, this methodology has been seen as challenging to RM, where large datasets from randomized
control trials are rare, patient populations are often small and manufacturing costs are high (14,56]. While several
alternative measures have been considered (Table 1), the next steps are not yet clear. Moreover, HTA evaluations from
NICE or NHSE are only one part of the challenge. Advanced therapies must also navigate NHS commissioning
procedures, which may operate through regional Clinical Commissioning Groups or NHS Executive-centralized
commissioning services, under different tariffs and budgets depending on whether the product treats a common or
rare condition and the care setting in which it is likely to be administered [56].
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Figure 3. Sociotechnical adaptations for regenerative medicine in Japan.

ASRM: Act on the Safety of Regenerative Medicine; CMO: Contract manufacturing organization; CRO: Contract
research organization; FIRM: Forum for Innovative Regenerative Medicine; JSRM: Japanese Society for Regenerative
Medicine; Ki-CONNECT: Kyoto Innovation Center for Next Generation Clinical Trials and iPS Cell Therapy; LINK-J; Life
Science Innovation Network Japan; METI: Ministry of Economy, Trade and Industry; MEXT: Ministry of Education,
Culture, Sports, Science and Technology; MHLW: Ministry of Health, Labour and Welfare; PMD Act: Pharmaceuticals,
Medical Devices and Other Therapeutic Products Act.

Enhancing regenerative readiness in Japan

To capitalize on domestic scientific capabilities and ‘realize’ RM, Japan has also made various adjustments to
facilitate its adoption. Figure 3 highlights some adaptations made from a sociotechnical systems perspective. The
following sections elaborate on how Japanese initiatives to improve technological readiness were made in much of
the same areas as the UK, but often in rather different ways.

Developing regulatory readiness: formulating adaptive laws

Japan has made various adjustments to develop a regulatory framework tailored to the complex technological
modalities involved in RM compared with conventional small molecules or biologics [45,46,57]. Following lobbying
by the Japan Society of Regenerative Medicine (JSRM), the government introduced two regulations — the Act on the
Safety of Regenerative Medicine (ASRM) [44]; and the Pharmaceuticals, Medical Devices, and Other Therapeutic
Products Act (PMD Act) 43]. The ASRM governs the clinical path to the delivery of RMs, through the regulation
of clinical studies carried out in academia and private practice among physicians [44]. The PMD Act governs the
industrial path for RM, governing the manufacture of RMs in industry [43,58]. Similar to the MHRA, the PMDA
offers consultations on clinical trials [59].

The revised regulations indicated in Table 1 addressed much needed adaptations. First, in the clinical setting,
the ASRM provided for the monitoring of experimental cell therapies offered by clinicians, who have long held
the authority to offer experimental therapies to consenting patients under the Medical Practitioners Law (1948).
Second, ASRM opened up the market in cell processing services, by allowing human cells to be cultivated outside
the hospital setting [44). Third, the PMD Act not only created a new category of regenerative medical products,
it introduced a system to approve and reimburse potential therapies on a conditional and time-limited basis after
two, rather than three phases of clinical trials. RM firms could market their products, subject to further safety and
efficacy tests for full approval [c0].

However, the extent to which these adjustments have been transformational in advancing RM has been ques-
tioned. For instance, there has been steady clinical provision of unproven RMs (61,62]. Cell manufacturing requires
further development, from technology, skills to infrastructure [63]. Many therapies in early-stage development can-
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not take advantage of the conditional approval scheme. Furthermore, a new clinical research law was introduced in
2017, while intended to ensure proper protocols for clinical research has made it difficult for many academics to
pursue clinical studies [64,65].

Creating readiness in the production system: bridging academia & industry

In Japan, the so-called ‘industrialization of regenerative medicine’ is often considered key to enable the delivery of a
large volume of affordable, standardized, quality therapies to a large population [s6]. Partly to revitalize the Japanese
economy and to support the development of an industry at the technological frontier, the government has played
a strongly supportive role in advancing the field, particularly since the discovery of induced pluripotent cells by
Shinya Yamanaka in 2007, and his Nobel Prize Award in 2012 (67]. Since the Millennium Project in 2000 [68] to
Japan’s recent economic revitalization program, Abenomics [69], the development of RM has involved a recognition
that a large-scale, collaborative ‘All Japan’ effort is essential to realize the delivery of RMs (70]. At the same time,
reconciling the different end goals between academia and industry for collaboration has remained a challenge. Some
have suggested that, in Japan, this distance is exacerbated by a Confucian culture in which academics can be more
sceptical of industry [71].

It is worth noting that Japanese RM research has been distinctly oriented to induced pluripotent stem cells (iPS
cells, or iPSCs) when compared with other jurisdictions [72,73]. The Center for iPS Cell Research and Application
(CiRA), a world leading organization dedicated to iPS cell research, has been involved in the iPSC Stock Project,
whose goal is to create a human leukocyte antigen homozygous iPSC haplobank and support associated research [74].
To a certain extent, the additional technical difficulties involved in iPS cell-based therapies (23] compared with
somatic stem cell therapies may slow the commercialization of RM in Japan. The coordination between different
communities of researchers — such as between stem cell scientists (who tend to prioritize discovery research) and
biomedical engineers (who tend to be interested in clinical application) — has also frustrated advancement in this

field [73).

Experiments to healthcare infrastructure: exploring paths to clinical delivery

While Japan does not have an equivalent of the ATTC network, experimentation to the healthcare infrastructure
is occurring at various levels: at single clinical settings, at specialist hubs, as well as local ecosystems. Examples of
clinical delivery in specialist settings include the Kobe Eye Center [75], located in the Kobe Biomedical Innovation
Cluster [76], which aims to incorporate various modalities to best treat eye disease. As a specialist hub, Ki-
CONNECT (771, based at Kyoto University Hospital, aims to connect volunteers, pharmaceutical companies and
medical organizations to facilitate clinical research and clinical trials of iPS cell-based therapies. A local ecosystem
to help develop next-generation medicines is being created at the Tonomachi district of Kawasaki, Kanagawa
Prefecture supported by national, prefectural, municipal and local governments, as well as academia (e.g., Keio
University, RIKEN) and industry (e.g., ReproCell, FujiFilm) [78]. Support schemes here include assistance for
financing, business plans, partnering, IP management, regulatory affairs and skills development.

Developing human capital: from up-skilling to collaborative networks

Japanese stakeholders have recognized that skills development will be essential to the delivery of RM. For example,
the Consortium for Developing Human Resources in Regenerative Medicines Research, supported by the Ministry
of Education, Culture, Sports, Science and Technology, has aimed to educate cell culture techniques, bioethics and
safety among medical technicians at Osaka University, Kyoto University and Tokyo Medical and Dental University
since 2014 [79]. JSRM also runs certification schemes for cell cultivation technicians [80].

Various stakeholder networks have also offered a forum for information exchange. These include the industry
association, Forum for Innovative Regenerative Medicine, which comprises of firms across the value chain —
from equipment suppliers to insurers — and aims to cultivate an industry ecosystem [81]. JSRM, Japan’s academic
society, is distinct in its sizeable membership, composition of stakeholders across academia and industry, and its
influence toward policymakers. JSRM has also worked to create a national consortium to promote RM as well as
a Regenerative Medicine Database — a large-scale clinical data registry (82). The Life Science Innovation Network
Japan, an initiative between Mitsui Real Estate, academia and industry, further promotes stakeholder networking
and information exchange, to encourage innovation in the life sciences field, including RM [83,84].
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Table 2. Comparison of several key UK and Japanese adaptations to develop sociotechnical readiness for

regenerative medicine.

Adaptive activity UK Japan Ref.
Regulation of Strict and limited to hospital exemptions and hospital specials ~ ASRM establishes basis for clinical innovation separate from

clinical innovation/ industrial pathway

unapproved

therapies

Manufacturing State supported capacity building through the CGTC Stevenage ASRM enabled growth of commercial cell processing services. [32]
capacity facility. Enables SMEs to rent GMP cleanrooms instead of Technical staff accreditation provided by JSRM

building them, but has been criticized for potential to
‘crowd-out’ commercial supplier

Integration of High-level ‘taskforce’ approach through the RMEG and Network based; LINK-J, FIRM, as well as translational initiatives

different Advanced Therapies Manufacturing Taskforce such as Ki-CONNECT and Tonomachi district RM ecosystem.

stakeholders Integration of regulatory advice through MHRA Innovation Integrated policy and funding through ‘All Japan’ initiative
Office and RM advice service

Education and Traditionally relies on multiple, local or regional networks such  Coordinated consortium for developing human resources in

up-skilling as the Scottish Stem Cell Network or the Manchester Tissue RMs to up-skill workforce as well as a very active professional

Regeneration and Stem Cell Network. This is replicated in the society of RM practitioners
recent Regenerative Medicine Platform and ATTC funding
schemes

ASRM: Act on the Safety of Regenerative Medicine; ATTC: Advanced Therapy Treatment Centre; CGTC: Cell and Gene Therapy Catapult; FIRM: Forum for Innovative Regenerative
Medicine; JSRM: Japan Society for Regenerative Medicine; LINK-J: Life Science Innovation Network Japan; MHRA: Medicines and Healthcare products Regulatory Agency; RM:
regenerative medicine; RMEG: Regenerative Medicine Expert Group; SME: small-to-medium sized enterprise.

Paths to market access: formulating an affordable pricing & reimbursement regime

An important concern in realizing the delivery of RM is the affordability of treatment. Japan operates a universal
healthcare system in which most patients pay up to 30% of the costs. Medical expenses are capped for expensive
treatments according to age and income [85], and mixed billing is available under certain conditions [47]. While this
reduces the cost of RMs, it is still a substantial cost out of the reach of many. In this context, Japanese academics
have queried the prevailing pricing and insurance system [86,87], investigating how adaptations to pricing schemes
can facilitate the broader adoption of RM [ss.

Concluding discussion: advancing regenerative readiness

This paper builds upon existing work on ‘readiness,” particularly those that look at the readiness of particular
environments to adopt new technologies [12,24]. The specific contribution of this article is to move beyond clinical
readiness to look at adaptations at the broader level of national sociotechnical systems of healthcare delivery and
medical innovation, and to apply this analytic perspective in a comparative study of the system-level regenerative
readiness with the UK and Japan. Reflecting on the different approaches taken in each country illustrates the
variety of options available to address common challenges in enhancing system-level readiness. The following
table highlights selected actions made within and across the various elements of the sociotechnical system, such
as: regulation of unapproved therapies; enhancing manufacturing; integrating different stakeholder groups; and
developing human capital through education and up-skilling.

Given the absence of a large number of home-grown RM products in routine use or an RM industry with
demonstrated long-term sustainability in either country, it is premature to declare either country’s approach to
building systemic readiness an unequivocal success. Nonetheless, some evaluations can be made. Japan has taken
the more ambitious regulatory approach, in crafting a distinct pathway to support clinical innovation that operates
in parallel to, but distinct from, the regulatory pathway for commercial RM products. This creates a supportive
environment for clinical translation, but has been criticized for reducing safety standards and potentially exposing
patients to dangerous and exploitative practices [62,89]. Japan has also experienced reputational harm from private
clinics offering unproven cell therapies on a for-profit basis (61,621. The UK approach has been much more restrictive
of access to unproven RM therapies (see Table 2). This appears to offer greater protection against private clinics
providing unlicensed cell therapies, but is also less supportive of clinical innovation beyond the research context.
Promoting innovation while limiting the delivery of therapies of unproven efficacy is one of the most difficult
aspects of regulating the RM field.

The All Japan’ national mobilization of funding, regulatory reform and policy initiatives toward RM,
with early emphasis on iPSC  technology, shows that systemic approaches to readiness can also be orientated
to a particular technology [73]. Inter alia, this suggests that a sociotechnical systems approach to readiness is com-
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patible with TRLs, in as much as system-level adaptations can be made with the aim of supporting the translation
of a specific product type, and even to create the circumstances that would facilitate the testing needed to achieve
the later ‘mission ready’ stages of TRL. Similar work has been done elsewhere to integrate the tools of TRLs and
IR (6]. Regulatory reform, especially the ASRM pathway for clinical research, combined with generous state funding
for translational research, has contributed to Japanese success in achieving many of the world’s first, ‘first-in-man’
trials of iPS-derived cell therapies in a range of conditions: from macular degeneration and retinitis pigmentosa to
Parkinson’s disease and heart failure [23].

At the same time, Japan may be reaching the limits of this approach. Production and application of clinical grade
iPSC is proving to be highly expensive, and the government is expected to reduce its financial support for CiRA,
its flagship translational organization [90]. By contrast, the UK approach has been more agnostic about specific
technologies within the umbrella of RM. While the UK does host some leading work in clinical application of
pluripotent stem cells (e.g., first-in-man provision of human embryonic stem cells for macular degeneration), most
of the RM products being trialed in the three AT TCs utilize more established cell types. This may be a less ‘headline
grabbing’ strategy, but presents a less risky, more expedient measure to get selected RM therapies in routine clinical
use.

Japan has trialed a conditional access program for RM, where patients and National Health Insurance both
contribute to the costs, but overall, both countries have struggled with alternative reimbursement models for RM
products. The type of national RM database developed by Japan to capture data about RM therapies could be a
useful model for both countries, if some form of ‘payment by results’ regime is adopted in the future for RM and
other high-cost products. In theory, such a database can also serve as a source of ‘real world evidence’ on outcomes
from experimental treatments, but collecting high-quality data and enforcing compliance are challenges yet to be
overcome. In the interim, patient access to RM therapies through private clinics in Japan risks reducing the available
recruitment pool for clinical trials of industrial RM products in development.

This perspective paper illustrates how the UK and Japan have made considerable efforts to realize the adoption
of RM. As the sociotechnical systems framework highlights, adjustments have been made across different areas,
from regulation to infrastructure. These efforts to advance regenerative readiness have not been uniform, and many
of their effects are still yet to be seen. It is worth noting that readiness is not a unidirectional process, and that
advances are often accompanied by setbacks, with a considerable amount of ‘learning by trial and error,” as well as
learning through comparative insight into the efficacy of different approaches.

Future perspective

This analysis of ‘regenerative readiness’ of sociotechnical systems in the UK and Japan could form the basis
for further empirical investigation in both countries to identify how disparate elements of the system interact.
Qualitative social science research can elicit the perspectives and experiences of different stakeholders — academic
scientists, clinicians, regulators, commercial developers, policy makers, patients and healthcare payers — about how
attempts to translate RM products and services operate in practice. There is potential to clarify the hidden barriers
to achieving regenerative readiness. This could include, for example, examining conflicting imperatives between
stakeholders or unanticipated disincentives to collaboration and translation.

Much work has already been carried out in the UK, through projects such as REGenableMED (ES/L002779/1,
2014-2017) and Biomodifying Technologies (ES/P002943/1, 2017-2020). Future work could expand on com-
parative work, including, but not limited to, the UK or Japan. The Institutional Readiness tool currently employed
by some of the UK ATTCs could also be adapted to generate quantitative data on clinical readiness in other
countries. Taken together, this combination of further qualitative and quantitative data could generate a more
nuanced and rich account of regenerative readiness across different national systems and institutions, to better
support mutual learning and policy implementation. Future research could also examine readiness in the context
of international translational projects, when elements of more than one sociotechnical system are involved, so as to
facilitate the delivery of RM across borders.
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Executive summary

e This paper responds to a call to examine how ‘regenerative readiness’ varies between two different national
research and healthcare systems: the UK and Japan.

Defining regenerative readiness at the level of national systems

e ‘Readiness’ refers both to the readiness of specific technologies, typically assessed in terms of technology
readiness levels, and to the ability of an environment to adopt a new technology.

e A dimension of readiness, institutional readiness, assesses the degree to which healthcare organizations can
employ regenerative medicine (RM) therapies.

e The sociotechnical systems framework helps expand this concept of readiness, and the elements that require
adaptations in order to enable system-wide adoption of a new technology.

Comparing the UK & Japan

e The UK and Japan offer good case studies because, while both countries are scientific leaders in the field and
have enjoyed government support, their healthcare systems and adaptative measures taken to advance RM have
varied.

Enhancing regenerative readiness in the UK

e EU regulation has heavily shaped the UK regulation with the EU Advanced Therapies Medicinal Product
regulation. Most RM provided through alternative pathways are one-off patient-specific treatments.

e The Cell and Gene Therapy Catapult has provided a range of translational services.

e Advanced Therapy Treatment Centres were established in 2018 to facilitate clinical delivery.

e The UK has further well-developed physical and technical infrastructure for clinical delivery (e.g., Centres of
excellence, blood and transplant services).

e Health technology assessment evaluations and National Health Service Commissioning processes are regarded as
challenging to the widespread adoption of RM.

Enhancing regenerative readiness in Japan

e Japan has made various adjustments to develop a regulatory framework tailored to the complex technological
modalities involved in RM (e.g., Act on the Safety of Regenerative Medicine; Pharmaceuticals, Medical Devices
and Other Therapeutic Products Act).

e Experimentation to clinical delivery occurs at various levels: specialist clinical settings (e.g., Kobe Eye Center),
specialist hubs (e.g., Ki-CONNECT) and local ecosystems (e.g., Tonomachi).

e In addition to skills training for medical technicians, various stakeholder networks for information exchange
support innovation (e.g., Forum for Innovative Regenerative Medicine, Japan Society of Regenerative Medicine
and Life Science Innovation Network Japan).

e National Health Insurance caps maximum monthly payments and allows for mixed billing under certain
conditions.

Concluding discussion & future perspective

e The British and Japanese experiences offer an informative comparison of ‘system-wide’ readiness strategies, and
use of the sociotechnical framework expands upon existing conceptualizations of ‘readiness.’

e Such comparisons help us to improve best practice and collectively accelerate translation of RM to the clinic. The
international harmonization of such practices may also facilitate the future translation of therapies across
borders.

Financial & competing interests disclosure

M Morrison has received grant funding from the UK Economic and Social Research Council (grant no. ES/P002943/1): ‘Biomod-

ifying technologies and experimental space: Organisational & Regulatory Implications for the Translation & Valuation of Health

Research’ (2017-2020) and the Leverhulme Trust (grant no. RPG-2017-330): ‘BioGOV: Governing Biomodification in the Life Sci-

ences’ (2018-2021).The authors have no other relevant affiliations or financial involvement with any organization or entity with a

financial interest in or financial conflict with the subject matter or materials discussed in the manuscript apart from those disclosed.
No writing assistance was utilized in the production of this manuscript.

Open access

This article is distributed under the terms of the Creative Commons Attribution License 4.0 which permits any use, distribution,
and reproduction in any medium, provided the original author(s) and the source are credited. To view a copy of the license, visit
http://creativecommons.org/licenses/by/4.0/

References

Papers of special note have been highlighted as: ee of considerable interest

Perspective

future science group www.futuremedicine.com

279



Perspective

Umemura & Morrison

21.

22.
23.
24.

25.

26.
27.

Mao AS, Mooney DJ. Regenerative medicine: current therapies and future directions. Proc. Natl Acad. Sci. 112(47), 14452-14459
(2015).

Cossu G, Birchall M, Brown T et a/. Lancet commission: stem cells and regenerative medicine. Lancet 391(10123), 883-910 (2018).

Hogarth S, Salter B. Regenerative medicine in Europe: global competition and innovation governance. Regen. Med. 5(6), 971-985
(2010).

Webster A. Regenerating medicine. BMJ 358(j4245), (2017). https:/ /www.bmj.com/content/358 /bmj.j4245
Raises a range of adjustments required to enable the delivery of new regenerative treatments.

Umemura M. Challenging the problem of ‘fit’: advancing the regenerative medicine industries in the United States, Britain and Japan.

Bus. Hist. 61(3), 456-480 (2019).

Webster A, Gardner J. Aligning technology and institutional readiness: the adoption of innovation. Technol. Anal. Strareg. Manag.
31(10), 12291241 (2019).

Discusses ‘readiness’ — in terms of the adoption of innovation — in relation to ‘technology readiness’ levels and incorporates it
into a broader model of ‘institutional readiness.’

May C, Finch T, Ballini L ez /. Evaluating complex interventions and health technologies using normalization process theory:

development of a simplified approach and web enabled toolkit. BMC Health Serv. Res. 11(245), 1-11 (2011).

Greenhalgh T, Procter R, Wherton J, Sugarhood P, Hinder S, Rouncefield M. What is quality in assisted living technology? The
ARCHIE framework for effective telehealth and telecare services. BMC Med. 13(1), 1-15 (2015).

Rosemann A, Bortz G, Vasen F, Sleeboom-Faulkner M. Global regulatory developments for clinical stem cell research: diversification

and challenges to collaborations. Regen. Med. 11(7), 647-657 (2016).

Sleeboom-Faulkner M, Chekar C, Faulkner A ez 2. Comparing national home-keeping and the regulation of translational stem cell
applications: an international perspective. Soc. Sci. Med. 153(Suppl. C), 240-249 (2016).

Behfar A, Terzic A. Regeneration for all: an odyssey in biotherapy. Authors from the Mayo Clinic discuss the evolution of the
regenerative paradigm and look to the future. Eur. Heart J. 40(13), 1033-1035 (2019).

Involves a discussion of the involvement of a broad community of practice required in order to capitalize on discovery, attain
translational and therapeutic success, as well as expand access.

Wyles S, Terzic A. Building the regenerative medicine workforce of the future: an educational imperative. Regen. Med. 14(7), 613615
(2019).

Expands upon the need to educate the healthcare workforce of the new knowledge and skills required to deliver regenerative
medicine and enhance regenerative readiness.

House of Lords. Science and Technology Committee — Regenerative Medicine House of Lords. Stationery Office, London, UK (2013).

Gardner J, Faulkner A, Mahalatchimy A, Webster A. Are there specific translational challenges in regenerative medicine? lessons from

other fields. Regen. Med. 10(7), 885-895 (2015).
House of Commons. Science and Technology Committee — Regenerative Medicine. Stationery Office, London, UK (2016).

Sabel C, Zeitlin J. Experimentalist governance. In: The Oxford Handbook of Governance. Levi-Faur D (Ed.). Oxford University Press,
Oxford, UK, 169-183 (2012).

Morrison M, Dickenson D, Lee S. Introduction to the article collection “Translation in healthcare: ethical, legal, and social implications’.

BMC Med. Ethics 17(1), 74 (2016).
Woolf S. The meaning of translational research and why it matters. JAMA 299(2), 211-213 (2008).
Seimetz D, Heller K, Richter J. Approval of first CAR-Ts: have we solved all hurdles for ATMPs? Cell Med. 11, 1-16 (2019).

Eder C, Wild C. Technology forecast: advanced therapies in late clinical research, EMA approval or clinical application via hospital
exemption. . Mark. Access Health Policy 7(1), 1600939 (2019).

Ronfard V, Vertes A, May M, Dupraz A, van Dyke M, Bayon Y. Evaluating the past, present, and future of regenerative medicine: a
global view. Tissue Eng. Part B Rev. 23(2), 199-210 (2017).

Aly R. Current state of stem cell-based therapies: an overview. Stem Cell Investig. 7(8), 1-10 (2020).
Yamanaka S. Pluripotent stem cell-based cell therapy: promise and challenges. Cell Stem. Cell 27(4), 523-531 (2020).

Gardner J, Webster A, Barry ]. Anticipating the clinical adoption of regenerative medicine: building institutional readiness in the UK.
Regen. Med. 13(1), 29-39 (2018).

Highlights challenges involved in delivering regenerative medicine and suggests that suitable locations for cell and gene therapy
treatment centers require an assessment of their institutional readiness.

Vigand M, Giordano R, Lazzari L. Challenges of running a GMP facility for regenerative medicine in a public hospital. Regen. Med. 2(7),
803-813 (2017).

Mason C. Regenerative medicine 2.0. Regen. Med. 2(1), 11-18 (2007).

Levine A. The cell manufacturing imperative. Reg. Med. Net. (2017). http://www.regmednet.com/the-cell-manufacturing-imperative/

280

Regen. Med. (2021) 16(3) future science group


https://www.bmj.com/content/358/bmj.j4245
http://www.regmednet.com/the-cell-manufacturing-imperative/

28.
29.

30.

31.

32.

33.
34.

35.

36.

37.

38.

39.

40.

41.

42.
43.

44.

45.
46.
47.

48.
49.

50.

51.

52.

53.
54.

Lessons in regenerative readiness, UK & Japan

Parsad B. The engineer’s perspective: evolution in cell therapy bioprocess automation. Cell Gene Ther. Insights 6(11), 1615-1621 (2020).

Stephens N, Morrison M, Martin P, Hogle L. Spatiotemporal readiness is key to preparing regenerative medicine for the clinic. Regen.
Med. 16(3), DOI: 10.2217 /rme-2020-0164 (2021).

Goula A, Gkioka V, Michalopoulos E et a/. Advanced therapy medicinal products challenges and perspectives in regenerative medicine.
J. Clin. Med. Res. 12(12), 780-786 (2020).

Banda G, Tait J, Mittra J. Evolution of business models in regenerative medicine: effects of a disruptive innovation on the innovation

ecosystem. Clin. Ther. 40(7), 1084-1094 (2018).

Banda G, Mittra J, Tait J, Watkins A, Omidvar O. Understanding the emergence and evolution of new business models in the UK
regenerative medicine sector. Tech. Anal. Strat. Manag. 33(3), 320-333 (2021).

de Iongh A, Erdmann S. Better healthcare must mean better for patients and carers. BMJ 361, k1877 (2018).

Geels F. From sectoral systems of innovation to socio-technical systems: insights about dynamics and change from sociology and

institutional theory. Res. Policy 33(6-7), 897-920 (2004).

Introduces the sociotechnical systems framework with a multilevel perspective, which can help analyze long-term dynamics,
shifts between sociotechnical systems, along with the coevolution of technology and society.

Geels F. Disruption and low-carbon system transformation: progress and new challenges in socio-technical transitions research and the
multi-level perspective. Energy Res. Soc. Sci. 37, 224-231 (2018).

Advances the utility of the sociotechnical systems framework when considering disruptive innovations for systems transitions in
the context of low-carbon systems transformations.

Geels F. The dynamics of transitions in socio-technical systems: a multi-level analysis of the transition pathway from horse-drawn

carriages to automobiles (1860-1930). Technol. Anal. Strateg. Manag. 17(4), 445-476 (2005).

Illustrates the utility of the multilevel perspective to illustrate how transitions in sociotechnical systems occur with a historical
case study.

Abbott A. Cell rewind wins medicine Nobel: researchers awarded prestigious prize for their work on reprogramming mature cells to a

pluripotent state. Nature 490(7419), 151-152 (2012).

Owen G, Hopkins M. Science, the State and the City: Britain’s Struggle to Succeed in Biotechnology. Oxford University Press, Oxford, UK
(2016).

Lewis G. Regenerative medicine at a global level: current patterns and future trends. In: The Global Dynamics of Regenerative Medicine: A
Social Science Critique. Webster A (Ed.). Palgrave Macmillan, Basingstone, UK,18-57 (2013).

Office for Life Sciences. Life sciences: industrial strategy. (2017). assets.publishing.service.gov.uk/government/uploads/system/uploads/a
ttachment_data/file/650447/Lif eSciencesIndustrialStrategy _acc2.pdf

Carr D, Bradshaw S. Gene therapies: the challenge of super-high-cost treatments and how to pay for them. Regen. Med. 11(4), 381-393
(2016).

Gardner J. Distributive justice and regenerative medicine. Regen. Med. 12(7), 865-874 (2017).

Ministry of Health Labour and Welfare. On revisions to the pharmaceutical affairs law. (2013).
http://www.mhlw.go.jp/stf/seisakunitsuite/bunya/0000045726.html

Ministry of Health, Labour and Welfare. On ASRM. (2014).
http://www.mhlw.go.jp/file/06-Seisakujouhou-10800000-Iseikyoku/0000079192.pdf

Azuma K. Regulatory landscape of regenerative medicine in Japan. Curr. Stem Cell Rep. 1(2), 118-128 (2015).
Konomi K, Tobita M, Kimura K, Sato D. New Japanese initiatives on stem cell therapies. Cell Stem Cell 16(4), 350-352 (2015).

Ministry of Health, Labour and Welfare. Central Insurance Council (285th session). (2014).
http://www.mhlw.go.jp/stf/shingi2/0000063842.html

Ilic D. iPSC in the past decade: the Japanese dominance. Regen. Med. 11(8), 747-749 (2016).

Faulkner A. Special treatment? flexibilities in the politics of regenerative medicine’s gatekeeping regimes in the UK. Sci. Cult. 28(2),
149-173 (2019).

Faulkner A. Regulatory policy as innovation: constructing rules of engagement for a technological zone of tissue engineering in the

European Union. Res. Policy 38(4), 637-646 (2009).

Hollander A. A case study of experimental stem cell therapy and the risks of over-regulation. In: Contested Cells: Global Perspectives on the
Stem Cell Debate. Capps B, Campell A (Eds). Imperial College Press, London, UK, 57-62 (2010).

Qasim W, Zhan H, Samarasinghe S ¢¢ /. Molecular remission of infant B-ALL after infusion of universal TALEN gene-edited CAR T
cells. Sci. Transl. Med. 9(374), 10.1126/scitranslmed.aaj2013 2017).

MHRA. MHRA Innovation Office. (2021). http://www.gov.uk/government/groups/mhra-innovation-office

Gardner J, Webster A. Accelerating innovation in the creation of biovalue: the cell and gene therapy catapult. Sci. Technol. Hum. Values
42(5), 925-946 (2017).

Perspective

future science group www.futuremedicine.com

281


http://www.assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/file/650447/LifeSciencesIndustrialStrategy_acc2.pdf
http://www.mhlw.go.jp/stf/seisakunitsuite/bunya/0000045726.html
http://www.mhlw.go.jp/file/06-Seisakujouhou-10800000-Iseikyoku/0000079192.pdf
http://www.mhlw.go.jp/stf/shingi2/0000063842.html
http://www.gov.uk/government/groups/mhra-innovation-office

Perspective

Umemura & Morrison

55.

56.

57.

58.

59.
60.

61.

62.
63.
64.

65.

66.

67.

68.

69.

70.
71.
72.

73.
74.
75.
76.
77.
78.
79.

80.
81.
82.

83.
84.
85.

86.

87.

88.

89.
90.

NHS Blood and Transplant. Tissue supply chain. (2021).
http://www.nhsbt.nhs.uk/tissue-and-eye-services/about-us/tissue-supply-chain/

Mahalatchimy A, Faulkner A. The emerging landscape of reimbursement of regenerative medicine products in the UK: publications,
policies and politics. Regen. Med. 12(6), 611-622 (2017).

Hara A, Sato D, Sahara Y. New governmental regulatory system for stem cell-based therapies in Japan. Ther. Innov. Regul. Sci. 48(6),
681-688 (2014).

Maeda D, Yamaguchi T, Ishizuka T, Hirata M, Takekita K, Sato D. Regulatory frameworks for gene and cell therapies in Japan. In:
Regulatory Aspects of Gene Therapy and Cell Therapy Products. Galli M, Serabian M (Eds). Springer, Cham, Switzerland, 147-162 (2015).
PMDA. Consultations. (2021). http://www.pmda.go.jp/english/review-services/consultations/0002.html

Jokura Y, Yano K, Yamato M. Comparison of the new Japanese legislation for expedited approval of regenerative medicine products with
the existing systems in the USA and European Union. J. Tissue Eng. Regen. M. 12(2), e1056-¢1062 (2018).

Fujita M, Hatta T, Ozeki R, Akabayashi A. The current status of clinics providing private practice cell therapy in Japan. Regen. Med.
11(1), 23-32 (2016).

Cyranoski D. Stem cells 2 Go. Nature 573(7775), 482-485 (2019).

Kinooka M. Study on cell manufacturability toward regenerative medicine. Seibutsu Kogaku Zasshi 98(1), 14-21 (2020).

Japanese Cancer Trials Network. Recommendations for fundamental revisions to the clinical research law. (2019).
jctn.jp/doc/JCTN_20190819.pdf

Hata K, Samejima M, Suzuki T et a/. Discussion 2, the system required top industrialise regenerative medicine. Nihon Saisei Iryo Gakkai
Zasshi: Saisei Iryo 19(2), 15-25 (2020).

Ministry of Economy, Trade and Industry (METTI). Report on the realization/industrialization of regenerative medicine, final summary.
(2013). http://www.mhlw.go.jp/stf/shingi/2r9852000002v591-att/2r9852000002v5dn.pdf

Nobel Foundation. The Nobel Prize in Physiology or Medicine 2012, Press release. (2012).
http://www.nobelprize.org/prizes/medicine/2012/press-release/

Prime Minister’s Office. On the Millennium Project (New Millennium Project). (1999).
heep://www.kantei.go.jp/jp/mille/991222millpro.pdf

Prime Minister’s Office. Strategy to Rebuild Japan, Revised 2014. (2014).

heep://www.kantei.go.jp/jp/singi/keizaisaisei/ pdf/honbun2]P.pdf

JSRM. JSRM Declaration. (2020). http://www.jsrm.jp/news/news-4964/

Miyoshi M. The university and the ‘global’ economy: the cases of the United States and Japan. Souzh Atl. Q. 99(4), 669-696 (2000).
Mikami K, Stephens N. Local biologicals and the politics of standardization: making ethical pluripotent stem cells in the United
Kingdom and Japan. BioSocieties 11(2), 220-239 (2016).

Mikami K. State-supported science and imaginary lock-in: the case of regenerative medicine in Japan. Sci. Cult. 24(2), 183-204 (2015).
Hanatani T, Takasu N. CiRA iPSC seed stocks (CiRA’s iPSC Stock Project). Stem Cell Res. 50, 102033 (2021).

Kobe Eye Center. (2021). http://www.kobeeyecenter.jp

Kobe Biomedical Innovation Cluster. (2021). http://www.fbri-kobe.org/kbic/english/

Ki-CONNECT. (2021). http://www.ki-connect.kuhp.kyoto-u.ac.jp/en/

Keio University. Tonomachi Wellbeing Research Campus. Implementation system. (2021). http://www.tonomachi-wb.jp/about/system
Consortium for Developing Human Resources in Regenerative Medicine. Concept. (2020).
http://www.dmi.med.osaka-u.ac.jp/cdhr/en/index.html

JSRM. Certification system: cell cultivation operator. (2020). http://www.jsrm.jp/certification/cpo/

FIRM. Nenji Hokokusho [Annual Report], Tokyo, 11 (2020).

Okada K, Sato Y, Sugiyama D, Sawa Y. Establishment of the national consortium for regenerative medicine and national regenerative
medicine database in Japan. Clin. Ther. 40(7), 1076-1083 (2018).

Soyama A. Nihonbashi, Tokyo as a hub for regnerative medicine. Farumashia 53(4), 333-337 (2017).

LINK-]J. (2021) http://www.link-j.org/en/

MHLW. On our country’s medical insurance system. (2021).
hetp://www.mhlw.go.jp/stf/seisakunitsuite/bunya/kenkou_iryou/iryouhoken/iryouhoken01/index.html

Okada K, Miyata T, Sawa Y. Insurance systems and reimbursement concerning research and development of regenerative medicine in
Japan. Regen. Med. 12(2), 179-186 (2017).

Osaka Yominuri Shimbun 10 Groups including Kyoto University to Investigate the Status of Cost in Regenerative Medicine (Evening
Edition, 8 February). 12 (2017).

Yashiro Y. JST Basic Research Programme Heisei 29 Research and Development Project Report. (2017).
heep://www.jst.go.jp/ristex/funding/files/JST_1115110_16822673-2017 _yashiro_YR.pdf

Lysaght T. Accelerating regenerative medicine: the Japanese experiment in ethics and regulation. Regen. Med. 12(6), 657-668 (2017).

Nihon Keizai Shimbun As CiRA Foundation begins, Kyoto University’s Shinya Yamanaka will work hard without reliance on
government support (Morning Edition, 23 March). 11 (2020).

282

Regen. Med. (2021) 16(3) future science group


http://www.nhsbt.nhs.uk/tissue-and-eye-services/about-us/tissue-supply-chain/
http://www.pmda.go.jp/english/review-services/consultations/0002.html
http://jctn.jp/doc/JCTN_20190819.pdf
http://www.mhlw.go.jp/stf/shingi/2r9852000002v591-att/2r9852000002v5dn.pdf
http://www.nobelprize.org/prizes/medicine/2012/press-release/
http://www.kantei.go.jp/jp/mille/991222millpro.pdf
http://www.kantei.go.jp/jp/singi/keizaisaisei/pdf/honbun2JP.pdf
http://www.jsrm.jp/news/news-4964/
http://www.kobeeyecenter.jp/
http://www.fbri-kobe.org/kbic/english/
http://www.ki-connect.kuhp.kyoto-u.ac.jp/en/
http://www.tonomachi-wb.jp/about/system
http://www.dmi.med.osaka-u.ac.jp/cdhr/en/index.html
http://www.jsrm.jp/certification/cpo/
http://www.link-j.org/en/
http://www.mhlw.go.jp/stf/seisakunitsuite/bunya/kenkou_iryou/iryouhoken/iryouhoken01/index.html
http://www.jst.go.jp/ristex/funding/files/JST_1115110_16822673_2017_yashiro_YR.pdf


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (Coated FOGRA39 \050ISO 12647-2:2004\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 400
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 400
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /ENU ([Based on 'PPG Indesign CS4_5_5.5'] [Based on 'PPG Indesign CS3 PDF Export'] Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks true
      /AddPageInfo false
      /AddRegMarks true
      /BleedOffset [
        8.503940
        8.503940
        8.503940
        8.503940
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions false
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 600
        /LineArtTextResolution 2400
        /PresetName (Pureprint flattener)
        /PresetSelector /UseName
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 8.835590
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


