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Foreword

The Foundation for Intellectual Property, Institute of Intellectual Property conducted the 2024
Collaborative Research Project on Harmonization of Industrial Property Right Systems under a
commission from the Japan Patent Office (JPO).

Various medium-term issues need to be addressed to encourage other countries to introduce
industrial property right systems helpful to the international expansion of Japanese companies and to
harmonize the industrial property right systems of major countries, including Japan. Accordingly,
this project provided researchers well-versed in the Japanese industrial property right systems with
an opportunity to carry out surveys and collaborative research on these issues with the goal of
promoting international harmonization of industrial property right systems through use of the
research results and researcher networks.

As part of this project, we invited researchers from abroad to engage in collaborative research
on target issues. This report presents the results of research conducted by Dr. Daria KIM, Senior
Research Fellow, Max Planck Institute for Innovation and Competition, Germany, an invited
researcher at our Institute.” We hope that the results of their research will facilitate harmonization of
industrial property right systems in the future.

Last but not least, we would like to express our sincere appreciation for the cooperation of all

concerned with the project.

Institute of Intellectual Property
Foundation for Intellectual Property
March 2025

* Period of research in Japan: From January 6, 2025, to February 18, 2025
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Summary

The transformative potential of genome-editing technology extends across economic sectors and
promises substantial social benefits. The realisation of these benefits is contingent on the alignment
of multiple socio-economic and legal factors. Among important preconditions are a well-structured
system of innovation incentives and a well-functioning framework for allocating patent rights.
Earlier research predicts that the highly complex patent landscape surrounding breakthrough
technologies — particularly CRISPR/Cas-based systems and methods of genome editing — is likely to
lead to technology underutilisation.

The study addresses the perceived need to enhance freedom to operate (FTO) and balance innovation
incentives in the context of a complex patent landscape of CRISPR/Cas technology. It explores how
CRISPR/Cas-enabled innovation has entered the market in Japan, with a particular focus on
licensing arrangements. Additionally, it examines key legal factors that can help mitigate
overlapping patents and, in turn, improve FTO. Overall, the analysis finds that focusing solely on
‘success stories’ provides a limited perspective and highlights the need for a more comprehensive
empirical assessment of licensing practices in this field. Moreover, it confirms that the interpretation
and application of existing patent law standards can play a significant role in reducing the complexity

of the patent landscape.

The transformative potential of genome-editing technology extends across economic sectors and
promises substantial social benefits. The realisation of these benefits is contingent on the alignment
of multiple socio-economic and legal factors. Among important preconditions are a well-structured
system of innovation incentives and a well-functioning framework for allocating patent rights. Earlier
research predicts that the highly complex patent landscape surrounding breakthrough technologies —
particularly CRISPR/Cas-based! systems and methods of genome editing — is likely to lead to
technology underutilisation.

Accordingly, this study explores the perceived need to enhance FTO and balance innovation
incentives in the context of a complex patent landscape surrounding genome-editing technology. In
doing so, it draws on the framework applicable to genome-editing innovation in Japan, which has
become home to the first commercially available genome-edited — CRISPR/Cas-derived — products.
This was not least due to Japan’s early adoption of regulations that exempt certain types of genome

edits from regulations applicable to transgenic products. More specifically, the study has addressed

! The abbreviation ‘CRISPR’ stands for ‘clustered regularly-interspaced short palindromic repeats’, a naturally occurring mechanism
discovered in bacteria that grants the bacteria a certain level of immunity against viruses. ‘Cas’ refers to ‘CRISPR-associated protein’,
a molecule utilised to produce targeted modifications within DNA sequences. Together, it represents a molecular system or,
metaphorically, ‘scissors’, that can induce SDN modifications.



the following questions: How have CRISPR/Cas-enabled innovations reached the market in Japan?
To answer this question, case studies of CRISPR/Cas-derived products commercialized in Japan are
conducted, with a specific focus on patent licensing practices.

Furthermore, the study has examined how the Japanese patent system compares to the European
patent system in terms of selected legal determinants of freedom to operate (FTO). The focus is on
the legal factors of overlapping patent claims which largely contribute to the density, complexity, and
uncertainty of a patent landscape. In particular, the analysis has addressed the standards for novelty
and functional claims, as well as the scope of derivative (product-by-process) protection in both
jurisdictions, exploring their implications for FTO in the field of genome editing.

The focus on CRISPR/Cas technology is justified by its position as the leading technology in
precision biotechnology. While findings related to CRISPR/Cas should be interpreted with caution —
particularly in terms of their generalizability — the insights gained from this technology may hold
broader relevance for the patent landscapes surrounding genome-editing tools.

Accordingly, the report unfolds as follows. Part I sets the scene and frames the study by outlining the
technological context and normative concerns regarding the proliferation of patents genome-editing
technology. The effective allocation of access and usage rights in patented technology is crucial for
realizing its societal benefits. However, this becomes challenging in dense and contested patent
landscapes, such as that of CRISPR/Cas technology, which includes vast patent families currently
estimated at 17,000. This situation has been described as an ‘anticommons’ problem and a ‘patent
thicket’, reflecting concerns that valuable innovations go underutilized due to difficulties in securing
necessary permissions. In particular, the efficient allocation of patent rights for technology use can
be hindered by coordination challenges and high transaction costs associated with aggregating rights
from multiple holders due to overlapping patents. In genome editing, these barriers can lead to
delayed or abandoned R&D projects, resulting in missed opportunities for developing end products.
Part II presents case studies on genome-edited products that have successfully reached the market in
Japan, drawing on the available information regarding patent licensing. It shows that CRISPR/Cas-
enabled innovations have successfully reached the market in Japan, driven by a combination of
regulatory clarity, policy support, and patent licensing. Japan was among the first countries to
establish a regulatory framework that exempts certain genome-edited products from the strict
regulations applied to transgenic products. This approach has fostered a favourable environment for
the development and commercialization of genome-edited food products.

To date, three genome-edited products —the GABA tomato, Madai red sea bream, and tiger pufferfish
— were developed and were commercialised in Japan through university-led initiatives in
collaboration with private companies and with government support. Patent licensing is an essential

factor in bringing innovation to market. Research found that for each of the three commercialized
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products, only one patent license was reported. For the GABA tomato, Sanatech Seed obtained a
non-exclusive commercial license from Corteva Agriscience and the Broad Institute of MIT and
Harvard. For the genome-edited fish, the University of California, the University of Vienna, and
Emmanuelle Charpentier (CVC group) granted a non-exclusive license to the Regional Fish Institute,
with a geographical limitation to the Asia-Pacific region and a use limitation to aquaculture.

While limited information and resources do not allow for a full-scale FTO analysis, the question of
the sufficiency of a single license remain open. At best, the findings can be interpreted as
demonstrating that bringing genome-edited products to market is possible despite the complexities
of the patent landscape — though this is subject to caveats regarding the representativeness and
replicability of these experiences. Moreover, it remains unclear whether the companies studied have
navigated the process ‘the right way’ and whether their innovations will ultimately succeed — both in
terms of private cost-benefit considerations and broader societal acceptance.

The three examined use cases may, in fact, reflect survivorship bias, capturing only the tip of the
iceberg — the visible successes — while the hidden body of unsuccessful projects, including those
hindered by patent licensing complexity, remains submerged and impossible to evaluate. What the
cases underscore is that, in the current CRISPR/Cas patent landscape, companies seeking to advance
genome editing innovations from discovery to commercialization must take legal risks, the full extent
of which remains uncertain due to many ‘unknowns’. If the risk of patent infringement is unavoidable
due to patent complexity, the unauthorized use of technology, somewhat paradoxically, almost by
necessity becomes a means of overcoming the ‘tragedy of the anticommons’.

A meaningful examination of the ‘anticommons’ hypothesis requires looking beyond successful
projects — such as those where genome-edited food has reached the market — to uncover evidence of
those that failed to materialize, not least due to patent-related complexity. The methodological
challenges of such an inquiry are well-known. To begin with, the challenge lies in the conceptual
imprecision of effects such as ‘missed opportunities’ and ‘research blockages,” making them difficult
to identify, for instance by designing an effective survey and reliable indicators — and assess. The
lack of tangible records on abandoned or uninitiated projects, combined with missing or incomplete
licensing data, limits the observability of such effects. Moreover, human factors — including memory
limitations, cognitive biases in recalling decisions, and hindsight bias in evaluating opportunities —
introduce subjectivity into reporting, further affecting data quality. All these methodological
limitations undermine the ability to draw firm conclusions. Beyond these limitations, stablishing a
clear cause-and-effect relationship between patents and innovation is inherently difficult, as
innovation decisions are shaped by multiple factors beyond patents alone.

Part III discusses the findings of the analysis of legal determinants of FTO, from a comparative

perspective on the Japanese and European patent systems. It focuses on three types of patent overlaps,
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namely (i) multiple patents claiming essentially the same subject matter; (ii) broad functional claims
directed to a method potentially subsuming subsequent inventions related to specific applications;
and (ii1) extension of patent protection for a genome-editing method to products derived through that
method.

Precluding overlapping patents claiming largely similar subject matter are a function of the novelty
standard and its application. Analysis finds that both JPO and EPO consider hidden prior art and take
into account only explicit teachings but also those derived by a PSITA from an earlier patent
application. EPO has been viewed to follow a more ‘photographic’ approach to novelty. The JPO and
the IP High Court appear more flexible in interpreting the identity of a claimed invention relative to
a prior art reference. From an FTO perspective, the more differences the novelty standard permits,
the lower the likelihood of overlapping patents, which is more conducive to FTO. As seen in
CRISPR/Cas case law, Japan’s standard may be more flexible in determining what constitutes
‘identical’ subject matter, leading to a lower threshold for rejecting patents on novelty grounds and
making the system more FTO-conducive. However, drawing direct comparisons between the systems
remains challenging due to the lack of comparable decisions. In the CRISPR/Cas case, the patent
rejected by the JPO — a decision later upheld by the IP High Court — was also rejected by the EPO,
but on different grounds.

In the case of broad claims directed at generic functions, overlaps can emerge if they are interpreted
to subsume subsequent inventions related to specific applications. In this regard, the requirements
for sufficient disclosure and enablement are crucial for delineating the justified scope of patent
protection. When subject matter is claimed broadly, the invention must be enabled across the entire
claimed area. This principle is reflected in the assessment standards of both JPO and EPO.

The scope of protection for functional claims under both the JPO and EPO generally extends to the
embodiments and variations explicitly disclosed or inferable by a person skilled in the art (PSITA).
However, uncertainty in claim interpretation becomes a challenge, particularly for complex,
emerging technologies like CRISPR/Cas9. The patents held by CVC and Broad, covering a Cas9
polypeptide and a Cas protein, respectively, have been criticized for their broad scope, potentially
encompassing an entire genus of Cas9 proteins without sequence limitations. Concerns about
sufficiency of disclosure and enablement stem from the uncertainty, at the time of filing, regarding
which Cas9 enzymes could effectively modify DNA, as differences in sequence identity can greatly
influence functionality, and the key characteristics determining successful application had not yet
been established.

In cases where working with certain Cas9 variants requires skills beyond those of a PSITA, new
applications may be considered inventive and lead to standalone patents, particularly when

significant uncertainty exists about successfully adapting CRISPR/Cas9 to a specific problem. In
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principle, this should prevent overlap between broad foundational patents and more specific follow-
on inventions if such variants were not enabled in the earlier patents. However, ambiguity regarding
the scope of functional patents can compel technology users — especially those unfamiliar with claim
interpretation or risk-averse — to obtain multiple licenses, not only from patent holders for
foundational technology but also from other rights holders with patents on specific variants of
CRISPR/Cas9 systems and method. Where the later inventions do not technically fall within the
scope of CVC’s and Broad’s patents, uncertainty in claim interpretation can lead to an unnecessary
proliferation of licensing fees, constituting unjustified reward and economic inefficiency.

In the case of derivative patent protection — i.e. extension of patent protection for a genome-editing
method to products derived through that method — overlapping patents may arise where downstream
products obtained through a genome-editing process are also patented as standalone inventions. For
instance, Japanese institutions have filed patent applications for both the GABA tomato and genome-
edited fish. If these applications succeed, FTO might be complicated if different entities hold patents
on upstream methods and downstream products, especially where it is unclear which products
obtained by a patented process fall within derivative protection and whether a downstream product
patent is actually valid in light of the prior disclosure of the upstream method. In this regard, a clear
delineation of derivative protection to products directly obtained through genome-editing methods
would reduce legal uncertainty and alleviate potential burdens on agricultural innovation and
commercialization.

Under Japanese patent law, product-by-process protection, where a product itself is not claimed, on
a plain reading, extends to products directly obtained through a patented manufacturing process, in
line with the TRIPS standard. The EU Biotechnology Directive, however, extends protection beyond
directly obtained biological material to subsequent generations if they retain the same characteristics
conferred by the patented process, while the interpretation of what constitutes ‘specific
characteristics as a result of the invention’ in genome editing remains unclear. In this respect, Japan’s
approach is seen as more conducive to FTO, as extending protection beyond directly obtained
biological material could encompass any product containing modified DNA. A stricter interpretation
that limits protection to directly obtained products would exclude commercial seeds, propagating
materials, or harvested goods from successive reproductive cycles.

In conclusion, both Japan and Europe face significant challenges due to the complexity of the
CRISPR/Cas patent landscape. Compared to Europe, Japan’s patent system may be more conducive
to FTO by reducing the potential for overlapping patents in genome-editing technologies. Moving
forward, improved licensing mechanisms, such as patent pools, could help address coordination and

rights allocation challenges, facilitating broader access to genome-editing technologies.
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I. Background and the study roadmap

(1) Technological context

Within the field of precision biotechnology, genome editing marks a significant milestone in
biotechnological innovation. While it lacks a universally agreed-upon definition, ‘genome editing’
serves as an umbrella term for a variety of techniques that enable targeted, site-specific alterations of
DNA sequences.! These alterations are achieved through nucleic acid damage, repair mechanisms,
replication, and/or recombination to achieve precise DNA modifications.?

Among genome-editing methods, CRISPR/Cas technology stands out for its superior precision,
safety, cost-efficiency, and versatility. Rather than being a single technology, CRISPR/Cas
comprises a cluster of techniques that enable targeted genetic modifications. The technology is
widely recognised for its transformative potential across economic sectors. In the food sector,
genome-editing applications can enhance nutritional value, facilitate environmentally sustainable
breeding practices, and improve climate resilience, all of which are expected to make a profound
contribution to future food and nutritional security.® To illustrate the innovation potential of genome
editing, Table 1 presents a non-exhaustive SWOT summary of CRISPR/Cas technology, focusing on

the agricultural sector.

! I1SO 5058-1:2021(en) Biotechnology — Genome editing, para 3.1.2, https://www.iso.org/obp/ui/en/#iso:std:is0:5058:-1:ed-1:v1:en
(accessed 6 March 2025). In the context of plant and animal biotechnology, literature often refers to such techniques as ‘new
breeding techniques’. In the European Union, the term new genomic techniques is commonly used to refer to methods that have
emerged or been developed since 2001, when the EU’s GMO legislation was established.

2 1SO (n 1) para3.1.2.

3 See eg Smyth SJ, ‘Contributions of Genome Editing Technologies Towards Improved Nutrition, Environmental Sustainability and
Poverty Reduction’ (2022) 4 Front. Genome Ed.,
doi: 10.3389/fgeed.2022.863193; Brandt K and Barrangou R, ‘Applications of CRISPR Technologies Across the Food Supply
Chain’ (2019) 10 Annual Review of Food Science and Technology 133-150, doi: 10.1146/annurev-food-032818-121204.



https://www.iso.org/obp/ui/en/#iso:std:iso:5058:-1:ed-1:v1:en

Table 1: SWOT summary of CRISPR/Cas technology

Strengths Weaknesses

* Precision, specificity, and efficiency in |® Potential for off-target effects, leading to

modifying specific DNA segments unintended genetic alterations and immune
= Lower cost and greater ease of use compared to responses (subject to variations across
the existing alternatives applications)
= High versatility across various fields = Difficulties in designing efficient delivery
*  Ability to edit multiple genes in parallel systems for CRISPR components to target cells

= Substantially shorter development, cultivation,
and commercialisation timelines for new
varieties with desired traits, compared to

traditional breeding techniques

Opportunities Threats (Challenges)

» Fulfilling societal needs in food and therapeutic | = FEthical concerns regarding interventions in

products nature
= Enhancing food security and diversity = Societal perception and acceptance, marked by
» Expanding and emerging markets ambiguity and controversy

= Potential for strategic partnerships and | = Regulatory hurdles (although the situation is
collaborations in research and development dynamic)
= Uncertainty about the long-term effects and

related safety concerns

Source: Author’s compilation*

To clarify, this study does not evaluate the claims concerning the risk-benefit profile of genome-
editing technology or its end products. One thing is certain — ongoing scientific research expands our
understanding of how to maximise the benefits while mitigating the risks of genome-editing
applications. The shift towards deregulation of genome-edited feeds and foods in traditionally

cautious jurisdictions like the EU reflects this progress® and acknowledges a broad consensus that

4 Literature review included Liu W et al., ‘Applications and Challenges of CRISPR-Cas Gene-Editing to Disease Treatment in
Clinics’ (2021) 10(4) Precis Clin Med 179-191, doi: 10.1093/pcmedi/pbab014; Munywoki N and Munywoki J, ‘A SWOT Analysis
of the Implications of CRISPR/Cas9 Technology in Crop Production: A Review’ (2021) 10(11) Agrotechnology 236, doi:
10.35248/2168-9881.21.10.236; Nidhi S et al., ‘Novel CRISPR—Cas Systems: An Updated Review of the Current Achievements,
Applications, and Future Research Perspectives’ (2021) 22(7) Int J Mol Sci 3327, doi: 10.3390/ijms22073327; Yang Y et al.,
‘CRISPR/Cas: Advances, Limitations, and Applications for Precision Cancer Research’ (2021) 8 Front Med, doi:
10.3389/fmed.2021.649896; Wang GJY and Doudna JA, ‘CRISPR Technology: A Decade of Genome Editing is Only the
Beginning’ (2023) 379(6629) Science, doi: 10.1126/science.add8643.

> Below at I(3)(II).



CRISPR/Cas poses risks comparable to those of conventional breeding methods.® While medical
applications are generally associated with higher uncertainty, agricultural applications are more
technologically mature and, consequently, commercially viable.” This explains the study’s focus on
the food sector, which includes both plant and animal products.

Ideally, legal frameworks for managing technological risks and fostering innovation incentives
function in tandem to ensure the social benefits of innovation. This complementarity also explains
why deregulating certain genome-edited applications makes patent-related issues increasingly
pressing.® While acknowledging this interplay, this study focuses on patent-related concerns and

questions.
(2) Concerns regarding blocking effects of patents and technology underutilisation

Between 2012 and early 2013, several entities filed patent applications within months of each other,
covering different aspects of CRISPR/Cas9 technology.’ Such simultaneous developments are not
historically uncommon — anticipating a scientific or technological breakthrough, multiple research
teams often engage in parallel research, leading to patent races. '

From an economic perspective, genome editing can be characterised as an enabling technology,'!
meaning it does not serve as a final consumable product but rather as a tool that facilitates the
development and production of downstream applications. In the food sector, for example, genome
editing functions both as a research tool!? and as a breeding tool. Enabling technologies share
similarities with general-purpose technologies, as they support complementary innovations across

various sectors.!? The social value of these technologies subsists in their downstream applications,

% See eg Pixley KV and others, ‘Genome-Edited Crops for Improved Food Security of Smallholder Farmers’ (2022) 54 Nature
Genetics 364, doi: 10.1038/s41588-022-01046-7.

7 See eg Nationale Akademie der Wissenschaften Leopoldina, Deutsche Forschungsgemeinschaft und Union der deutschen
Akademien der Wissenschaften, ‘Wege zu einer Wissenschaftlich Begriindeten, Differenzierten Regulierung Genomeditierter
Pflanzen in der EU/ Towards a Scientifically Justified, Differentiated Regulation of Genome Edited Plants in the EU’ (2019) 52,
http://www.leopoldina.org/uploads/tx_leopublication/2019_Stellungnahme Genomeditierte_Pflanzen web_02.pdf, accessed 6
March 2025.

8 Below at I(3)(ii).

° For a timeline highlighting the priority dates of key CRISPR/Cas9 patents and scientific publications as relevant prior art references,
see Storz U, ‘The CRISPR Cas Patent Files, Part 1: Cas9 — Where to We Stand at the 10 Year Halftime?” (2024) 379 Journal of
Biotechnology 46.

19 Examples include the structure of DNA (Rosalind Franklin, Maurice Wilkins, James Watson and Francis Crick, 1953), the discovery
of insulin (Nicolas Constantin Paulescu, Frederick Grant Banting and Charles Herbert Best, 1920s), and the telephone invention
(Alexander Graham Bell and Elisha Gray, 1876).

1" Cohen J, ‘How the Battle Lines over CRISPR Were Drawn’ (Science, 15 February 2017), doi: 10.1126/science.aal0763 (noting that
the general-purpose technology nature of the CRISPR/Cas genome-editing tool was first highlighted in a 2008 Science paper by
Erik Sontheimer and Luciano Marraffini).

12 Defined as ‘compositions or methods used in conducting experiments’. OECD, ‘OECD Guidelines for the Licensing of Genetic
Inventions’ (28 November 2006) 37, https://www.oecd.org/en/publications/oecd-guidelines-for-the-licensing-of-genetic-
inventions 9789264018273-en-fr.html, accessed 6 March 2025.

13 Teece DJ, ‘Profiting from Innovation in the Digital Economy: Enabling technologies, standards, and licensing models in the
wireless world’ (2018) 47(8) Res Policy 1367-1387, 1369,
doi: 10.1016/j.respol.2017.01.015 (explaining that general purpose technologies and enabling technologies differ by the
magnitude of their cumulative economic impact, which is greater in the case of general purpose technologies).



http://www.leopoldina.org/uploads/tx_leopublication/2019_Stellungnahme_Genomeditierte_Pflanzen_web_02.pdf
https://www.oecd.org/en/publications/oecd-guidelines-for-the-licensing-of-genetic-inventions_9789264018273-en-fr.html
https://www.oecd.org/en/publications/oecd-guidelines-for-the-licensing-of-genetic-inventions_9789264018273-en-fr.html

which — in the case of genome editing — span diverse areas of biotechnology, including in agriculture
and health.

The efficient allocation of access and usage rights in patented technology is a key precondition for
realising its societal benefits. The complexity of the patent landscape surrounding CRISPR/Cas
technology — due to uncertain ownership and vast patent families, currently numbering as many as
17, 000, according to a recent study'* — has been vividly described as a ‘patent jungle!® and a
‘minefield’.'® Patent ownership disputes over the foundational technology are often referred to as

7 or ownership ‘battle’,'® highlighting both the immense value of the technology and

patent ‘wars’!
the intensity of competition.

The issue has been framed as an ‘anticommons’'® and a “patent thicket’.? The former, in its general
conception, refers to underutilisation of a valuable resource due to the failure to secure all

2 can be

permissions enabling its use.?! A ‘patent thicket’, while lacking a uniform definition,?
considered as a subcase of the ‘anticommons’.?®> In both cases, the common denominator is the
notion of missed opportunities in innovation — abandoned or uninitiated R&D projects — stemming
from the ineffective and inefficient allocation of usage rights. In the context of genome editing, this
translates into foregone or substantially delayed development of end products, such as genome-edited
food products with improved traits or medicinal products. The opportunity cost of such unrealised

projects scales proportionally with their societal value.

14 SCBT-Centredoc et al., ‘CRISPR Technology: Patent & License Landscapes’ (Swiss Center for Business and Technology
Intelligence, commissioned by the Swiss Federal Institute of Intellectual Property 2024),
https://www.ige.ch/fileadmin/user_upload/recht/national/e/20231388 IPI CRISPR Patent License Landscape revised Final 16
_02_24.pdf (accessed 6 March 2025).

15 Cynober T, ‘CRISPR: One Patent to Rule Them All’ (Labiotech, 11 February 2019, updated 24 June 2022
https://www.labiotech.eu/in-depth/crispr-patent-dispute-licensing/ (accessed 6 March 2025).

16 Kock MA, ‘Open Intellectual Property Models for Plant Innovations in the Context of New Breeding Technologies’ (2021) 11(6)
Agronomy 1218, doi:10.3390/agronomy11061218.

17 Krumplitsch S, ‘The CRISPR Patent Wars’ (DLA Piper, 16 November 2022),
https://www.dlapiper.com/en/insights/publications/intellectual-property-news/2022/the-crispr-patent-wars  (accessed 6 March
2025).

18 Cohen (n 11); Churi A and Taylor S, ‘Continuing CRISPR Patent Disputes May Be Usurped by Its Potential Role in Fighting Global
Pandemics’ (2020) 39 Biotechnology Law Report 184.

19 Heller MA and Eisenberg RS, ‘Can Patents Deter Innovation? The Anticommons in Biomedical Research’ (1998) 280 Science 698
(positing this tragedy especially in the context of biotechnological research due to patents on research tools).

20 Ricroch A, ‘CRISPR Processes Patents in Green Biotechnology - Intellectual Property Licensing Platforms and Clearing Houses’
(2024), https://www.4ipcouncil.com/research/crispr-processes-patents-green-biotechnology-intellectual-property-licensing-
platforms-and-clearing-houses-summary# (‘The profusion of CRISPR patents has raised concerns that it could result in a patent
thicket: a set of overlapping patent rights, requiring those seeking to commercialize a new technology to obtain licenses from
multiple patent holders.”).

21 In its classical postulation, the ‘anticommons’ problem arises where ‘multiple owners are each endowed with the right to exclude
others from a scarce resource, and no one has an effective privilege of use’. Heller MA, ‘The Tragedy of the Anticommons: Property
in the Transition from Marx to Markets’ (1998) 111 Harvard Law Rev. 621, 624. In the law-and-economics literature, a ‘tragedy of
anticommons’ is defined as a situation where multiple independent actors control separate, complementary inputs that are
‘collectively [...] necessary in order to utilize a resource or generate a product or make a decision deemed to have positive social
value’. King RF, Major I and Marian CG, ‘Confusions in the Anticommons’ (2016) 9(7) J Polit Law 64-79, 70.

22 Egan EJ and Teece DJ, ‘Untangling the Patent Thicket Literature’ (Working Paper, Tusher Center for Management of Intellectual
Capital, 2015), https://www.bakerinstitute.org/sites/default/files/2015-09/import/McN-PatentThicket-Egan-092215.pdf (accessed 6
March 2025).

23 Teece DJ, ‘The “Tragedy of the Anticommons” Fallacy: A Law and Economics Analysis of Patent Thickets and FRAND Licensing’
(2017) 32 Berkeley Technology Law Journal 1489, doi: 10.15779/Z38RR1PM7N.
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https://www.bakerinstitute.org/sites/default/files/2015-09/import/McN-PatentThicket-Egan-092215.pdf

Previous research has identified several factors contributing to the complexity of the CRISPR/Cas
patent landscape, which serve as preconditions for licensing failures. These include, first and
foremost, legal uncertainty regarding patent ownership, the scope of functional patent claims, along
with the extension of patent protection from genome-editing methods to genome-edited biological
material and end products, high transaction costs of aggregating usage rights from multiple patent
holders, rapid advancements in genome-editing technology resulting in multiple interdependent
patents, overlaps between patents and plant breeders’ rights, and the ‘stacking of traits’ in genome-
edited plant varieties.>* Compounded by divergent decisions on patent ownership for foundational
CRISPR/Cas technology across jurisdictions and emergence of surrogate licenses, the challenge of
clearing patent rights to enable downstream innovation has been pointedly described as ‘licensing

the unlicensable’,% with the situation remaining ‘clear as mud’.2

(3) The study relevance

(1) Why Japan?

Japan has emerged as a pioneer in introducing food products developed using CRISPR/Cas
technology for commercial sale. Globally, the number of genome-edited products available on the
market remains relatively small.?”  Japan holds a significant position in this regard, with three
genome-edited products developed and commercialised by local companies to date. 2 The
authorized products in Japan are not only the first in the country but also internationally, with the
GABA tomato®’ being the world’s first tomato variety and the tiger pufferfish®® the world’s first
animal food product derived through CRISPR/Cas technology. This makes Japan a pertinent case for
analysing how the widely discussed complexities of the patent landscape surrounding this

foundational technology have been navigated.

24 Kim D and others, ‘New Genomic Techniques and Intellectual Property Law: Challenges and Solutions for the Plant Breeding
Sector — Position Statement of the Max Planck Institute for Innovation and Competition’ (2024) 73 GRUR International 323.

25 Storz U, ‘CRISPR Cas9 — Licensing the Unlicensable’ (2018) 265 Journal of Biotechnology 86. See also Lukasiewicz JM and
others, ‘Intellectual Property Rights and Plants Made by New Genomic Techniques: Access to Technology and Gene-Edited Traits
in Plant Breeding’ (2024) 53 Outlook on Agriculture 205 (a recent summary in section ‘License agreements and legal uncertainty
of CRISPR foundational patents’); Ricroch A, ‘CRISPR Processes Patents in Green Biotechnology: Collaborative Licensing Models’
in: Ricroch A and others (eds.) 4 Roadmap for Plant Genome Editing (Springer 2024) 453.

26 Schwaiger C, ‘Gene Editing Patent Landscape Remains “Clear as Mud,” Say Patent Attorneys’ (BioSpace, 4 September 2024),
https://www.biospace.com/business/gene-editing-patent-landscape-remains-clear-as-mud-say-patent-attorneys (accessed 6 March
2024).

27 Global Gene Editing Regulation Tracker, https://crispr-gene-editing-regs-tracker.geneticliteracyproject.org/#jet-tabs-control-1401
(accessed 6 March 2025).

28 ibid (the three products being Red Seabream, Tiger Pufferfish, and the Sicilian Rouge GABA tomato). These cases are further
discussed at Part II Section (2).

2 Below at 11(2)(i).

30 Below at 11(2)(ii).
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(i1)) Why now?

While patents are generally regarded as innovation incentives, they are not the sole legal determinant
of the rate and direction of innovation. Technological development is strongly influenced by
compliance frameworks — first and foremost, technological risk regulation. Viewing patents as
‘positive’ incentives and risk regulation as ‘negative’ is one-sided — both frameworks have dual
implications for innovation. Risk regulation, while imposing compliance costs, guides innovation in
a safe direction, whereas patents, intended to promote innovation, generate transaction costs and can
create access barriers. Rather than being in opposition, the relationship between these frameworks
should be seen as complementary in steering innovation toward socially beneficial outcomes.

The key consideration for innovators is whether their projects offer a net positive return. Historically,
high regulatory costs have hindered genome-editing research and development (R&D). However, the
global trend toward a more nuanced approach, distinguishing between different types of site-directed
nucleases (SDNs) and deregulating certain genome-edited products, has lowered compliance costs
and increased the commercial viability of genome-editing technologies. Studies show that this
deregulation has spurred R&D, especially in agriculture.’! Given these dynamics, concerns about
patent blocking effects have shifted from a theoretical realm to a pressing practical reality, making

research on the need for effective FTO and licensing practices especially timely.

(4) Study roadmap

Against this backdrop, the study research questions and methods are defined as follows.

a) How have CRISPR/Cas-enabled innovations reached the market in Japan?

To address this question, case studies of CRISPR/Cas-derived products that have been

commercialised in Japan were conducted, with a specific focus on patent licensing practices.

b) How does the Japanese patent system compare to the European patent system in terms of the

legal determinants of freedom to operate (FTO)?

31 See eg Whelan Al, Gutti P and Lema MA, ‘Gene Editing Regulation and Innovation Economics’ (2020) 8 Frontiers in
Bioengineering and Biotechnology 303, doi: 10.3389/fbioe.2020.00303. See also Wesseler J, Politie H and Zilberman D, ‘The
Economics of Regulating New Plant Breeding Technologies — Implications for the Bioeconomy Illustrated by a Survey among Dutch
Plant Breeders’ (2019) 10 Frontiers in Plant Science 1597, doi: 10.3389/fpls.2019.01597; Lassoued R and others, ‘How Should We
Regulate Products of New Breeding Techniques? Opinion of Surveyed Experts in Plant Biotechnology’ (2020) 26 Biotechnology
Reports €00460.



In principle, the method for addressing this question would involve a systematic examination of legal
factors contributing to the inefficient allocation of usage rights in patented technologies. However,
due to the limited duration of the research stay, a few factors — particularly, those accounting for
overlapping patent claims — were selected and examined.

The remainder of the report is structured as follows. Part II examines case studies of genome-edited
products that have reached the market in Japan, focusing on the available information on patent
licensing and its interpretation. Part III outlines the analytical approach to assessing the factors
contributing to technology underutilisation and presents findings on the legal determinants of FTO,

drawing comparative insights between the Japanese and European patent systems.

I1. Landscaping of genome editing innovation in Japan

This section outlines the policy and innovation landscape of genome editing in Japan, followed by

case studies of commercially available CRISPR/Cas-edited food products.

(1) Policy framework promoting genome editing innovation in Japan

The Government of Japan (GOJ) has prioritized biotechnological innovation through initiatives such

3 and biocommunities

as Japan Bioeconomy Strategy,** the National Innovation & Bio Strategy,?
development.>* Efforts to advance genome-edited crop research and innovation are reflected in the
establishment of the ‘New Plant Breeding Technique Study Group’ by the Ministry of Agriculture,
Forestry, and Fisheries in 2013, the Science Council of Japan’s report on genome editing
technologies for agricultural breeding, the Cabinet Office’s Cross-ministerial Strategic Innovation
Promotion Program’s support for genome editing research, crop development, and social
implementation, as well as the funding of genome editing research through the Japan Society for the
Promotion of Science Kakenhi program.>>

Furthermore, aspiring to foster an enabling environment for innovation, the regulator clarified the

requirements for placing genome-edited products on the market and streamlined the approval

32 EU-Japa Centre for industrial Cooperation, ‘Japan Bioeconomy Strategy’, https://www.eu-japan.eu/news/japan-bioeconomy-
strategy; ‘The Cabinet Office Formulates a Bioeconomy Strategy — Aiming for 100 Trillion Yen Market Size by 2030’ (Science
Japan, 25 June 2024), https://sj.jst.go.jp/news/202406/n0625-02k.html; Lottering B, ‘Japan’s bio-Economy Push: A Future Driven
by Innovation and Global Collaboration’ (Gene Online, 12 November 2024), https://www.geneonline.com/japans-bio-economy-
push-a-future-driven-by-innovation-and-global-collaboration/ (accessed 6 March 2025).

3 Siddiqui A, ‘Rebooting Japan’s Biotech Growth Engine’ (BioSpectrum, 1 September 2024),
https://www.biospectrumasia.com/analysis/25/24797/rebooting-japans-biotech-growth-engine.html (accessed 6 March 2025).

3 ¢Japan Biocommunity’ (GOJ Cabinet Office, 2024),
https://www8.cao0.g20.jp/cstp/english/bio/community_pamphlet e.pdf (accessed 6 March 2025).

35 BioSTation, SIP, NARO, ‘Proceeding for R&D Development S’ https://bio-sta.jp/en/development/ (accessed 6 March 2025).
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procedures.?® This undoubtedly contributed to Japan’s emergence as one of the first countries to

develop and introduce locally produced genome-edited products.
(2) Genome editing innovation landscape in Japan

Various sources provide insight into recent and ongoing R&D in the food sector.>’ Although the
number of known projects is relatively small — depending on the benchmark used for comparison —
they exhibit common features: all are university-led, often supported by the National Agriculture and
Food Research Organization. Most rely on the CRISPR/Cas method, though some reference TALEN.

Notably, several products are designated for research use only.

Table 2: The list of genome-edited food products notified to Consumer Affairs Agency (CAA)?8

Product Description Status Company
Waxy corn Corn with high starch content developed Approved: Corteva Agriscience
using CRISPR. Japan (2024)
Potato High tuber set trait Completed GOJ’s J.R. Simplot
notification process
(2024)
Seabream Red Seabream Fish developed using Approved, available: |Regional Fish
CRISPR disabling a gene suppressing Japan (2021) Institute

muscle growth, allowing the fish to grow

larger.

36 See eg Tachikawa M and Matsuo M, ‘Divergence and Convergence in International Regulatory Policies Regarding Genome-
Edited Food: How to Find a Middle Ground’ (2023) 14 Frontiers in Plant Science 1105426; Matsuo M and Tachikawa M,
‘Implications and Lessons From the Introduction of Genome-Edited Food Products in Japan’ (2022) 4 Frontiers in Genome
Editing 899154.

37 Sato S, ‘Agricultural Biotechnology Annual. Japan’ (3 December 2024) JA2024-0055,
https://apps.fas.usda.gov/newgainapi/api/Report/DownloadReportByFileName?fileName=Agricultural%20Biotechnology%20An
nual_Tokyo Japan JA2024-0055.pdf (accessed 6 March 2025); Sato S, ‘Agricultural Biotechnology Annual. Japan’ (19 October
2021) JA2021-0140, 5
https://apps.fas.usda.gov/newgainapi/api/Report/DownloadReportByFileName?fileName=Agricultural%20Biotechnology%20An
nual_Tokyo_Japan_10-20-2021.pdf. See Japan: Crops / Food - Global Gene Editing Regulation Tracker, https://crispr-gene-
editing-regs-tracker.geneticliteracyproject.org/japan-crops-food/ (listing projects spanning the period between of 2016 through
2019, including rain-resistant wheat by researchers from NARO and Okayama University used CRISPR to develop a rain-
resistant wheat that may be used as a parent to future wheat used for food; seedless tomatoes (researchers at Tokushima University
developed seedless tomatoes for research purposes only); new technique for high-yield crops (University of Tokyo researchers
used a technique called mitoTALENS to develop high-yield strains of rice and canol); high-yield rice (field trials began by the
National Agriculture and Food Research Organization for rice that produces more than traditional varieties); and Albino apple
(researchers at NARO used CRISPR developed albino apple strains for research purposes only). For more recent R&D projects in
both agricultural and animal biotechnology, see Sato 2024 (n 37) 6 (mentioning that ‘[c]urrent research includes, but is not limited
to, high yield rice with less fertilizer, environmental stress tolerant rice, wheat with reduced preharvest sprouting of grains on
spikes, pollen-free Japanese cedar (to combat hay fever), and potato with reduced toxicity levels’).

38 Upon completion of the notification process, the summary information is published on CAA website:
https://www.caa.go.jp/policies/policy/standards_evaluation/bio/genome_edited food/list (accessed 6 March 2025).
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Fast growing | Tiger Pufferfish Fish developed using Approved, available: |Regional Fish
pufferfish CRISPR disrupting a gene controlling Japan (2021) Institute
appetite, allowing the fish to eat more and

grow faster.

GABA tomato | Sicilian Rouge Tomato edited using Approved, available: |Sanatech Seed
CRISPR to contain more GABA, a Japan (2021)

compound in tomato fruits and known to

lower blood pressure.

Consumer perception and acceptance of technologies and innovations are critical factors influencing
the commercialisation of genome-edited food products. Overall, studies indicate a general trend
towards increasing consumer acceptance of genome-edited foods in Japan.>® However, despite this
positive shift in perception, the prospects for commercialisation remain uncertain, as illustrated by
the experiences with the first genome-edited food products. A significant proportion of these products
have been developed by public institutions, which face less financial pressure to recover R&D
investments compared to private entities. Furthermore, Japanese farmers and food companies,
reportedly, remain hesitant to adopt genetically engineered crops.*°

In what follows, we will take a closer look at the three products, developed and notified by Japanese

firms, approved for commercialisation in Japan.

(1) GABA tomato

The Sicilian Rouge High GABA Tomato represents a significant milestone in genome-edited food
products, being the first CRISPR/Cas-edited food approved in Japan and the first CRISPR/Cas-edited
tomato variety commercially available worldwide. *' Utilising CRISPR/Cas9, researchers
deactivated genes that suppress y-aminobutyric acid (GABA)** synthesis, resulting in the level of
GABA, known for its potential to lower blood pressure, five to six times higher than those in

conventional tomatoes. GABA is known for its potential to lower blood pressure. With the product

39 Sato 2024 (n 37) 19 (reporting findings on Japan consumer acceptance of GE foods from 2004 through 2023 and referencing FSC
Food Safety Monitoring).

40 As evidenced by both secondary sources and insights gathered from the interview with Dr. Keiko Honda, President and CEO of
TODAI TLO, who kindly accepted the interview request.

41 Reported inter alia in FAO, ‘Gene Editing and Food Safety. Technical Considerations and Potential Relevance to the Work of
Codex Alimentarius’ (FAO 2023), Sato 2024 (n 37), and the impact assessment report by the European Commission
accompanying its proposal for the Regulation on plants obtained by certain new genomic techniques (SWD(2023) 412 final),
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX:52023SC0412 (accessed 6 March 2025). See also Waltz E, ‘GABA-
enriched tomato is first CRISPR-edited food to enter market’ (2021) 40 Nature Biotechnology 9-11, doi: 10.1038/d41587-021-
00026-2.

4 GABA is a non-proteinogenic amino acid found in bacteria, animals, and plants. It is a neurotransmitter with calming effects on
the central nervous system, associated with lowering blood pressure and promoting sleep. While tomatoes naturally contain
GABA, its levels peak when unripe and decrease as the plant metabolizes it.
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was developed after several years of research,* with Tsukuba University collaborating with
Sanatech Seed Co. and receiving government support.** While earlier attempts to enhance GABA
content in tomatoes using CRISPR technology were made in China,* the success of Tsukuba
University researchers marks a significant achievement.*

In 2021, CAA approved the Sicilian Rouge High GABA tomato as the first genome-edited product
in Japan to receive non-GMO status.*” Product marketing and distribution have been managed by
Pioneer EcoScience. Initially, the high price posed a barrier to market penetration,*® but Pioneer
EcoScience adapted its strategy by distributing free sample kits to 4,000 home gardeners via the
Aozora Tomato Gakuen community platform, aiming to engage health-conscious consumers and
home gardeners.

Consumer perception is controversial/not clear cut. The monitoring program conducted through the
Aozora Tomato Gakuen platform among 4,000 home gardeners in Japan, who received free sample
growing kits, revealed that participants were primarily interested in the health benefits of GABA, not
the genome-editing technology. ¥ However, some consumer groups expressed criticism and
reservations.>’

Consumer feedback indicated that participants were primarily interested in the health benefits of
GABA, with 90% of respondents neutral about the use of genome-editing technology. They

expressed a willingness to purchase the product based on its quality, regardless of whether it was

genome-edited.

43 Gramazio P, Takayama M and Ezura H, ‘Challenges and Prospects of New Plant Breeding Techniques for GABA Improvement in
Crops: Tomato as an Example’ (2020) 11 Front. Plant Sci., doi:

10.3389/1pls.2020.577980.
Sato 2021 (37) 5.
‘CRISPR-Cas9-mediated Engineering of the y-Aminobutyric Acid Pathway in Tomato’ (ISAA44 Inc., 9 August 2017),
https://www.isaaa.org/kc/cropbiotechupdate/article/default.asp?ID=15675 (accessed 6 March 2025).
Gramazio, Takayama and Ezura (n 43).
https://www.caa.go.jp/policies/policy/standards_evaluation/bio/genome_edited food/list/assets/genome_edited food 20241031
01.pdf (accessed 6 Mach 2025) (‘There is no difference from the conventional use of the plant as food.’).
Citizens’ Biotechnology Information Center (CBIC), ‘Genome-Edited Food Companies Find Inventive Ways to Promote
Products’ (Bio Journal, March 2022), https://www5d.biglobe.ne.jp/~cbic/english/2022/journal2203.html (accessed 6 March
2025). On commercialisation of the GABA tomato, see also Matsuo and Tachikawa 2022 (n 36).
Ezura H, ‘Gene Editing Products from Research to Farmers: The Case of High-GABA Tomatoes’, presentation given in
September 2024 at the Workshop on Plant Breeding Innovations for Sustainable Agriculture and Agroeconomic Development,
https://www.thasta.com/pdf/2024/ged/day1/3_Hiroshi%20Ezura.pdf (accessed 6 March 2025) (reporting that survey results
indicate that 90% of respondents were neutral about the technology and would purchase the product based on its quality,
regardless of whether it was genome-edited or not).
CBIC, ‘Japan’s First Genome-Edited Food Item, a Tomato, Gets Green Light for Distribution’ (Bio Journal, January 2021),
https://www5d.biglobe.ne.jp/~cbic/english/2021/journal2101.html; ‘Japan: CRISPR Tomato to Be Launched on the Market without
GMO Assessment’ (VLOG Lebensmittel ohne Gentechnik, 15 March 2021),
https://www.ohnegentechnik.org/en/news/article/japan-crispr-tomate-ohne-gentechnik-pruefung; ‘CRISPR Tomatoes Approved
in Japan’ (Test Biotech, 3 February 2021), https://www.testbiotech.org/en/news/crispr-tomatoes-approved-japan/ (accessed 6
March 2025).
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While GABA tomato has been commercially available only in Japan, Pioneer EcoScience has
reportedly received regulatory approvals for the product in the U.S. and the Philippines®' and is

planning to expand its marketing globally.>?
(ii) ‘Madai’ red sea bream and ‘22-seiki fugu’ Tiger Puffer

In 2021, Japan approved the commercial sale of two genome-edited fish species — red sea bream
(Madai)>® and tiger pufferfish®* — developed by the Kyoto-based startup Regional Fish Co., Ltd. in
collaboration with Kyoto University, Kinki University, and with the support of Japan’s Ministry of
Health, Labour and Welfare, and Ministry of Agriculture, Forestry and Fisheries.>> Challenges of
overcrowded fish farming and disease outbreaks are expected to drive the aquaculture industry
toward embracing genome-editing technology.>® The development of these genome-edited fish were
seen as a way to invigorate Japanese aquaculture and regional economies.>’

The fish were developed using CRISPR/Cas technology: the myostatin gene, which inhibits muscle
growth, was knocked out in the Madai to increase the edible portion by 20%, while four leptin
receptor genes were removed from the tiger pufferfish to enhance appetite and weight gain.’® Madai
red sea bream became the first genome-edited animal food approved for commercial sale through
national procedures. Its distribution has primarily focused on the domestic Japanese market. In
October 2021, Regional Fish began accepting reservations for 190 servings of ‘Eatable Red Sea
Bream’ through a crowdfunding campaign called ‘CAMPFIRE,” which included information on
genome-editing technology and production methods.>® Despite this innovative marketing approach,

challenges with distribution have been reported.

31 Sato 2024 (n 37) 6.

32 https://sanatech-seed.com/en/20210915-2/ (accessed 6 March 2025).

33 https://www.caa.go.jp/policies/policy/standards_evaluation/bio/genome_edited_food/list/assets/genome_edited food 20241031
02.pdf (accessed 6 March 2025).

34 https://www.caa.go.jp/policies/policy/standards_evaluation/bio/genome_edited _food/list/assets/genome_edited food 20241031
04.pdf (accessed 6 March 2025).

35 Dionglay C, ‘Japan’s Three Genome-Edited Food products Reach Consumers’ (IS444 Inc., 19 January 2022),
https://www.isaaa.org/blog/entry/default.asp?BlogDate=1%2F19%2F2022; ‘Gene-Edited Sea Bream Set for Sale in Japan’ (The
Fish Site, 22 September 2021), https://thefishsite.com/articles/gene-edited-sea-bream-set-for-sale-in-japan; Dionglay C, ‘Red Sea
Bream and Tiger Puffer: Japan approves two new gene edited fish for sale’ (Genetic Literacy Project, 26 January 2022),
https://geneticliteracyproject.org/2022/01/26/red-sea-bream-and-tiger-puffer-japan-approves-two-new-gene-edited-fish-for-sale/
(accessed 6 March 2025).

6 BioSTation, SIP, NARO, ‘Proceeding for R&D Development S’ https://bio-sta.jp/en/development/ (accessed 6 March 2025)

(highlighting ‘growing concerns about the depletion of natural fishery resources’ that may explain why ‘a global shift from fishing
to aquaculture is anticipated’).

7 Dionglay/ISAAA4 Inc. (n 55); ‘First Gene-Edited Fish Goes on Sale in Japan’ (Fishfarmingexpert, 22 September 2021),
https://www.fishfarmingexpert.com/gene-edited-bream-japan-kindai-university/first-gene-edited-fish-goes-on-sale-in-

japan/1261224 (accessed 6 March 2025).
38 ‘Gene-Edited Sea Bream Set for Sale in Japan’ (n 55). Estimates slightly differ among sources.
% Dionglay/ISAA4A4 Inc. (n 55).
60 CBIC (n 48).
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(3) Available information on the use of CRISPR/Cas technology and respective patent licenses

Journal publications and notification documents published by CAA related to genome-edited
products in all three use cases describe the application of CRISPR/Cas9 technology to induce the
targeted changes within DNA.%! This raises the question of how the relevant patent rights were
licensed. The study faced limited data availability in this regard. In Japan, only exclusive licenses
must be registered with the JPO to be legally effective and enable the licensee to pursue legal action
in cases of infringement. Unlike the US Securities and Exchange Commission, Japan does not have
disclosure requirements for patent licenses, which has been a source of information about
CRISPR/Cas patent licensing.%® Interview inquiries with Sanatech Seed and the Regional Fish
Institute were unsuccessful. As a result, this study relied on publicly available information.

For the GABA tomato, finding information was relatively straightforward as Sanatech Seed website
discloses that, in order to edit their Sicilian Rouge High GABA tomato, the company ‘secured a non-
exclusive research and commercial license to CRISPR-Cas9 genome editing technology from
Corteva Agriscience and the Broad Institute of MIT and Harvard’.%®> The reference to ‘a license’
suggests that a single license was obtained from several right holders. Corteva Agriscience is indeed
the leading patent assignee for CRISPR/Cas technology in plant agriculture, holding a large number
of patent families, including patent licenses from major patent holders of foundational CRISPR/Cas
technology with the right to sublicense. ®*

As for patent licensing for Madai red sea bream and 22-seiki fugu fish, a secondary source provides
insight into the licensing arrangement. According to the 2024 report,® the University of California,
the University of Vienna, and Emmanuelle Charpentier (CVC) granted a non-exclusive license to the
Regional Fish Institute, with a geographical limitation to the Asia-Pacific region and a use limitation
— aquaculture of non-mammal marine animals, primarily fish, and for developing new fish breeds.
In summary, the available information suggests that each genome-edited product developed and
commercialized in Japan — the tomato and both fish breeds — was brought to market under a single
patent license. Given that foundational CRISPR/Cas technology is covered by almost a dozen

‘seminal’ patents,® this raises the question of whether one license could suffice.

61 Above (nn 47, 53 and 54).

2 Contreras JL and Sherkow JS, ‘CRISPR, Surrogate Licensing, and Scientific Discovery’ (2017) 355 Science 698.

3 https://sanatech-seed.com/en/20201211-2-2/ (accessed 6 March 2025).

% SCBT-Centredoc et al. (n 14) 24 (noting that ‘Corteva holds a commanding lead in the use of CRISPR technology in plant
agriculture”’).

6 ibid.

% Storz (n 9) 47.
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(4) Interpretation

The findings so far suggest that no significant licensing and coordination activity to bundle multiple

67 and ‘licensing the

authorisations was involved, despite concerns over ‘patent jungle’
unlicensable’.%® This outcome is subject to caveats and uncertainty: Was complete information
provided, and was only one license involved? If so, was a single license sufficient to secure FTO in

each case?

(1) Disclaimer

The question of sufficiency of a license can be answered only based on a full-scale FTO analysis.
Conducing a qualified FTO analysis for a complex patent landscape like CRISPR/Cas can take
several weeks to months, depending on factors such as the scale of technological complexity involved,
the number of relevant patents and jurisdictions, and the specific circumstances of technology
utilisation. This process demands expertise from patent attorneys, technical experts, and IP specialists
to perform patent searches, interpret the scope of patent claims, analyse overlaps with existing patents,
and evaluate risks within a given legal framework. The cost of this work can reach up to $100,000.%°
Given the multidisciplinary nature of this task and the substantial resources required, conducting
FTO within the scope of this study would not be feasible. At the same time, without such a thorough
legal and technical assessment, making any claims about the sufficiency of licenses in the studied
use cases would be inappropriate and irresponsible. The following considerations, therefore, remain

tentative and more conceptual in nature.

(i1)) Why, in principle, at least two licenses would be necessary

According to expert opinions in Japanese and German patent law literature, applying the basic

CRISPR/Cas9 genome-editing method in eukaryotic cells would, at a minimum,

require licenses
from both CVC and Broad in jurisdictions where these entities hold valid patent rights.”! Other

assessments are less specific, referring to the need to obtain ‘multiple patents from multiple

7 Above (n 9) and the accompanying text.

% Storz (n 25).

% ‘How to Master Your Freedom to Operate Strategy’ (Rapacke Law Group, 3 March 2023),
https://arapackelaw.com/patents/master-freedom-to-operate-strategy/ (accessed 6 March 2025).

70 According to some commentators, more than two licenses might be required, depending on the product at issue. See eg Kock (n
16) (‘Depending on the specific use of the Cas9 enzyme four or more licenses may be necessary for a simple edit in a plant.”).

71 Storz (n 25) 87. Matsutoya Y, ‘Patent on Genome Editing CRISPR/Cas9—From Aspects of Patent and Licensing’ (2018) 59(4)
LES Japan Nesws 19-28; Matsutoya Y, ‘Challenges of CRISPR/Cas9 Patents in Relation to Patent Law’ (3) Licensing and Patent
Pool (2019) p. 65. See also SCBT-Centredoc et al. (n 14) 34 (‘Regardless of this dispute, the sheer amount of patents will require
any commercial actor to obtain licenses for multiple patents from multiple groups.’).
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groups’.”? From a lay perspective, one may wonder why multiple licenses are necessary to use what
appears to be ‘the same’ technology, as a straightforward correlation — one technology, one patent,
one license — is often assumed. In reality, however, a single technology may be protected by a ‘patent
estate’ — a collection of dozens or even hundreds of patents held by a single entity, each covering
different aspects of the technology, as the CRISPR/Cas patent landscape illustrates. CVC’s

73 meaning that even if one

CRISPR/Cas9 patent portfolio alone reportedly comprises 55 patents,
patent is invalidated or expires, the remaining patents may still provide sufficient protection to
necessitate a license.”*

The major distinction between the subject matter claimed by CVC and Broad lies in the use of the
CRISPR/Cas system for DNA modification in eukaryotic cells. Broad explicitly claimed this
application, while CVC’s patent is interpreted to cover all cell types — an analogy Jennifer Doudna
described as owning ‘all tennis balls’ versus ‘only green ones’.”> Both Japanese cases of genome-
edited tomato (plant) and fish (animal) products involve DNA modifications in eukaryotic cells and
by this logic, licenses from both CVC and Broad would be required to secure FTO.

The prospect of a cross-license for CRISPR/Cas9 technology between CVC and Broad”® suggesting
patent dependency is another indication that third parties would need to obtain both right holders.
For instance, commentators note that, in the USA, where Broad’s patents were maintained,
technology users would need to obtain licenses from both CVC for the general application of CRISPR
technology and from Broad for its use in eukaryotic cells, including plants.”” Research on licensing
arrangements reports that some companies have followed this approach and others have not.”

An FTO analysis would require detailed information about how the technology was used to identify

whether such use falls within the scope of patent claims. In this regard, notification documents

72 SCBT-Centredoc et al. (n 14) 34.

73 Arciero M, ‘Five Things You Need to Know about Using CRISPR/Cas9 Commercially’ (Labiotech, 16 February 2023),
https://www.labiotech.eu/expert-advice/five-things-crispr-cas9-license/ (accessed 6 March 2025).

74 ibid.

75 Pollack A, ‘Harvard and M.LT. Scientists Win Gene-Editing Patent Fight’ (The New York Times, 15 February 2017),
https://www.nytimes.com/2017/02/15/science/broad-institute-harvard-mit-gene-editing-patent.html (accessed 6 March 2025)
(emphasis added).

76 Jewell C and Balakrishnan VS, ‘The Battle to Own the CRISPR—Cas9 Gene-Editing Tool (WIPO Magazine, 21 April 2017),
https://www.wipo.int/web/wipo-magazine/articles/the-battle-to-own-the-crisprcas9-gene-editing-t001-39957 (accessed 6 March

2025).

77 SCBT-Centredoc et al. (n 14) 34. The report further notes that ‘the USA is the largest producer of genetically modified crops, and
the foundational Broad patents are valid there (unlike in Europe), and thus rights to patents from both groups are needed for most
agricultural uses in the USA’. ibid 38

78 ibid 37, Table 3.5.1.
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submitted to CAA” and patent applications filed for products obtained through CRISPR/Cas

technology could serve as the primary sources of information. *
(ii1) Mapping information from the notification documents into patent claims

The notification document for the GABA tomato describes CRISPR/Cas9 mutation induction as
follows: ‘In this case, a mutation was introduced using CRISPR/Cas9 by cleaving and removing the
self-inhibition domain located at the C-terminal region, thereby increasing the activity of GAD and
enhancing the accumulation of GABA in ripe tomato fruits’.8! The document also mentions the use
of sgRNA expression cassette to introduce mutations, while the CRISPR target sequence is located
before the self-inhibition domain in the C-terminal region of SIGAD3 (Solyc01g005000).%
If we map this information to the independent claim of the CVC patent granted by the JPO,** we
can identify the following correspondences:
= Method of target DNA modification:
— The CVC patent claims a method of modifying DNA by contacting the target DNA
with a complex. In the case of GABA tomato, the target DNA is the gene encoding
GAD (Glutamate Decarboxylase), specifically SIGAD3. The mutation is introduced
in the C-terminal region of SIGAD3 to enhance its activity and increase GABA
accumulation in tomato fruits.
= The complex:
— Cas9 Polypeptide: The Cas9 polypeptide in the claim refers to the Cas9 protein, which
is used to induce a double-stranded break in the target DNA. In the GABA tomato

79 As of 1 April 2024, the responsibility for food safety standards shifted from MHLW to the CAA, which now manages the
procedures for food and additives. For a brief overview in English of the regulatory developments and approval procedures for
genome-edited products in Japan, see Sato 2024 (n 37). Even though notification is not mandatory by law in Japan, government
requests are generally expected to be followed in Japan. See Matsuo and Tachikawa 2022 (n 36).

80 Primary sources refer to first-hand information, such as documents submitted by companies notifying the relevant authorities
about genome-edited products or applying for patent protection. This is distinct from secondary sources, such as scholarly
assessments.

81 https://www.caa.go.jp/policies/policy/standards_evaluation/bio/genome_edited food/list/assets/genome_edited food 20241031
01.pdf (accessed 6 March 2025).

82 https:/www.caa.go.jp/policies/policy/standards_evaluation/bio/genome_edited food/list/assets/genome_edited food 20241031
01.pdf (accessed 6 March 2025).

8 JP,6343605,B — A method of modifying a target DNA comprising:

Contacting the target DNA with a complex
The complex,
(a) In a Cas9 polypeptide row
(b) a single molecule DNA-targeting RNA comprising:
(1) a DNA-targeting segment comprising a nucleotide sequence complementary to a sequence in the target DNA,;
and
(ii) a protein-binding segment that interacts with the Cas9 polypeptide, wherein the protein-binding segment
comprises two complementary stretches of nucleotides that hybridize to form a double-stranded RNA (dsRNA),
wherein the dsRNA comprises: Complementary nucleotides of a tracrRNA and a CRISPR RNA (crRNA),
wherein the two complementary stretches of nucleotides are covalently linked by an intervening nucleotide; [...]
The English translation available at the J-PlatPat website comes with a disclaimer that the translation was done by computer and
‘the translation may not reflect the original precisely’.
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case, the Cas9 protein is employed to cleave the DNA at the target site located before
the self-inhibition domain in SIGAD3, thereby disrupting the domain and enhancing
GAD activity.

— Single-molecule DNA-targeting RNA: The sgRNA (single-guide RNA) in the GABA
tomato document serves the same function as the DNA-targeting RNA described in
the patent claim. This RNA molecule has two key components:

o DNA-targeting segment: This is the sequence that guides the Cas9 protein
to its target DNA sequence, which, in this case, is located before the self-
inhibition domain of SIGAD3. The sgRNA sequence is complementary to
the target sequence in the DNA.

o Protein-binding segment: The sgRNA also contains the protein-binding
segment that interacts with the Cas9 protein, allowing for the complex to
cleave the target DNA.

This mapping suggests that the use of the CRISPR/Cas9 method described in the GABA tomato

notification document aligns with the independent claim of CVC’s patent in several key aspects.

However, the level of detail is too general to draw conclusions about the sufficiency of Sanatech’s

self-reported license from Broad and Corteva.** For now, the question remains open due to several

unknowns, particularly the subject matter covered by the license and the detailed use of the
technology.

In the case of Madai red sea bream, the notification document contains the following information:
Overview of genome editing technology and gene modification used — Cas9 mRNA and
gRNA that specifically targets 20 bases in the sequence of the red sea bream myostatin gene
were introduced by microinjection into fertilized eggs obtained by crossbreeding
conventional varieties, and a line with a 14-base deletion in the red sea bream myostatin gene
was selected.®

Reference to a complex of Cas9 mRNA and guide RNA (gRNA) indicates the use of CRISPR/Cas

technology,®® which was employed to target a 20-base sequence and induce a 14-base deletion,

ultimately aiming to increase the edible portion of the fish. The same level of technological detail
was provided when notifying genome-edited tiger pufferfish: The complex of Cas9 mRNA and guide

RNA was used to specifically target a 20-base sequence of the Tiger-pufferfish-leptin receptor gene

and induce a 4-base deletion to enhance the edible portion of the fish.®’

8 Above (nn 63-64) and the accompanying text.

85 https://www.caa.go.jp/policies/policy/standards_evaluation/bio/genome_edited_food/list/assets/genome_edited _food 20241031 _
02.pdf (accessed 6 March 2025), point 2

8 Recall that ‘Cas’ refers to ‘CRISPR-associated protein’.

87 https:/www.caa.go.jp/policies/policy/standards_evaluation/bio/genome_edited food/list/assets/genome_edited food 20241031
04.pdf (accessed 6 March 2025), point 2
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Could the license from CVC suffice to secure FTO? The Broad’s presence in Japan might be viewed
weaker, given that some foundational patents®® were rejected by JPO. However, some patents were
granted, including the Japanese patent application JP,2016-500262,%° corresponding to the first
patent awarded to Broad in the US — patent 8,697,359.°°  While initially notified of the grounds for
refusal — particularly, the lack of novelty and inventive step — the patent was eventually granted by
JPO.

If we map the information in the notification documents for fish products regarding CRISPR/Cas9

1°! of the Broad patent granted by the JPO, we can derive the following

use to the independent claim
correspondences:
* ‘A method of altering expression of one or more gene products’

— The described use involves modifying the myostatin gene, which regulates muscle
growth. The deletion of 14 bases in this gene likely alters its expression, fulfilling this
criterion.

* ‘Introducing into a cell containing and expressing a DNA molecule encoding the one or more
gene products’

— In the described method, Cas9 mRNA and guide RNA (gRNA) were introduced into
fertilized eggs. Since fertilized eggs express the myostatin gene, this aligns with the
claim’s requirement.

= An ‘engineered non-naturally occurring CRISPR-Cas system comprising a Cas protein and
one or more guide RNAs targeting the DNA molecule’

— The method uses an engineered CRISPR/Cas9 system, consisting of:

o Cas9 mRNA, which encodes the Cas protein.
o A guide RNA (gRNA) specifically targeting a 20-base sequence in the
myostatin gene.

— This matches the requirement for an engineered CRISPR-Cas system with a Cas

protein and guide RNA targeting a DNA molecule.

8 Building on Storz (n 9), research has examined the status of ‘seminal’ patents in the JPO database. Subject to a disclaimer regarding
the availability of information in English, at least the following patents were refused by JPO following examination:
JP2016165307A (WO/2014/093712), which was rejected by the JPO examination division and the Board of Appeal, with the
decision upheld by IP High Court, and JP2016505256 (W0/2014/093595).

8 https://patentscope.wipo.int/search/en/detail.jsf?docld=JP274274305& fid=W02014093661.

%0 “Broad Institute Awarded First Patent for Engineered CRISPR-Cas9 System’ (Broad Institute, 15 April 2014),
https://www.broadinstitute.org/news/broad-institute-awarded-first-patent-engineered-crispr-cas9-system (accessed 6 March 2025).

91 Claim 1 of JP,2016-500262 reads:

A method of altering expression of one or more gene products, the method comprising introducing into a cell containing
and expressing a DNA molecule encoding the one or more gene products and engineered non-naturally occurring
CRISPR-Cas system comprising a Cas protein and one or more guide RNAs targeting the DNA molecule, and Whereby
the one or more guide RNAs target a genomic locus of the DNA molecule encoding the one or more gene products, and
the Cas protein comprises: Cleaving the genomic locus of the DNA molecule encoding the one or more gene products,
thereby altering expression of the one or more gene products; wherein the Cas protein and the guide RNA do not naturally
occur together.
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*= ‘Whereby the one or more guide RNAs target a genomic locus of the DNA molecule
encoding the one or more gene products’
— The guide RNA targets a specific 20-base sequence in the myostatin gene, which is a
genomic locus encoding a gene product (myostatin protein).
= The Cas protein comprises: Cleaving the genomic locus of the DNA molecule encoding the
one or more gene products, thereby altering expression of the one or more gene products:
— Cas9 induces a cleavage at the targeted locus in the myostatin gene.
— The cleavage leads to a 14-base deletion, which alters the expression of the myostatin
protein.
*  Wherein the Cas protein and the guide RNA do not naturally occur together:
— CRISPR/Cas9 is not naturally found in red sea bream but was introduced artificially.
Accordingly, the described CRISPR/Cas9 use in red sea bream appears matches the key elements of
Claim 1, indicating that the patented method likely covers this specific application.

(iv) Information gained from patent applications for products derived through CRISPR/Cas9

One would expect that the use of CRISPR/Cas method to derive the desired traits would be disclosed
in the patent applications filed for the products of its application. However, they provide even less
detail than notification documents. Notably, CRISPR/Cas technology is mentioned only in passing,
being listed among other state-of-the-art methods for inducing the intended DNA modifications. The
patent application for the GABA tomato states:
Genome editing is a technique for editing and genetically modifying genomic DNA using an
artificial cleavage enzyme, e.g., TALEN (TALE nuclease), a CRISPR-Cas system, and the
like. Any genome editing technique can be used in the method of the present invention, and
the CRISPR-Cas system is preferably used.?
The patent application®® filed by the Regional Fish Institute, the University of Kyoto, and the
University of Kinki claims:**
The loss of function of the nt5e gene can be caused, for example, by introducing a mutation
into the nt5e gene of the target fish using a conventional method. The method for introducing
the mutation can be carried out, for example, by homologous recombination; genome editing
technology using ZFN, TALEN, CRISPR-CAS9, CRISPR-CPF1, etc., and the like. [...]

92 EP 4 023 057 Al, https://patentimages.storage.googleapis.com/c8/f3/b0/1b11bb29aade6¢/EP4023057A1.pdf, para 0057
(emphasis added).

93 https://patents.google.com/patent/W02023243660A 1/en?q=(crispr)&assignee=regional+fish+institute.

%% ‘Fish, method for producing fish, and method for producing fish exhibiting accelerated maturation’ (Application
PCT/JP2023/022090), https://patentscope.wipo.int/search/en/detail.jsf?docld=W02023243660& cid=P22-M7XKC7-37245-1.
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Furthermore, the method for introducing mutations may be performed, for example, by

random mutagenesis.”>
References to alternative methods for inducing the required modifications may reflect an FTO
strategy, in which initial research is conducted using CRISPR-Cas9 technology, followed by a later
‘switch to alternative non-CRISPR gene-editing methods, e.g. TALENS’, as suggested by high-
profile patent attorneys.”® Some interview respondents suggested that a plausible explanation could
be developers’ reliance on the experimental use exception, though the lawfulness of this approach is
far from certain.’’ Japanese patent law provides an exception®® that allows patented inventions to
be used for experimental or research purposes without constituting infringement. This provision is
intended to promote further inventive activities by allowing the public to freely engage in research
without infringing patent rights.*® The public policy goal behind this exception is to foster
innovation and the advancement of knowledge, and the law does not differentiate between
commercial and not-for-profit entities conducting such experiments.'?® While there seems to be a
broadly shared view that academic use does not require a license (‘freely available’!°!), the situation
is far less straightforward, especially in university-company collaborations.
To conclude this section, it is important to emphasize that the identification of a single license in
each examined use case of CRISPR/Cas technology cannot, in any way, be construed as a statement
on the lawfulness of patent handling. Determining legality requires a comprehensive FTO analysis,
which was beyond the scope of this study for the reasons outlined earlier, while legality may

ultimately only be confirmed through a judicial decision.

(5) Broader implications

Do the findings from the three examined case studies offer conclusive insights into the broader debate
on the ‘anticommons’ effect of patents? Hardly. At best, they provide limited evidence,
demonstrating that bringing genome-edited products to market is possible despite the complexities
of the patent landscape — though this is subject to caveats regarding the representativeness and

replicability of these experiences. Moreover, it remains unclear whether the companies studied have

9 ibid, translation available at:
https://patents.google.com/patent/W02023243660A 1/en?q=(crispr)&assignee=regional+fish+institute.

% Trvine C, ‘Navigating the CRISPR IP Confusion’ (HGF, January 2023), https://www.hgf.com/healthcare-scanner/navigating-the-
crispr-ip-confusion/.

7 Interview with Ms. Yuko Matsutoya, Patent Attorney with OHNO &PARTNERS, and that with Dr. Keiko Honda, President and
CEO with TODAI TLO, who both kindly accepted the author’s interview request, respectively.

% Art. 69(1) PAJ.

9 Japan Patent Office, ‘JP Answers to WIPO Study on Patent Limitations’ 3,

https://www.wipo.int/export/sites/www/scp/en/exceptions/replies/japan_2.pdf (accessed 6 March 2025).
100 jbid.
101 See Ezura (n 49) slide 3.
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navigated the process ‘the right way’ and whether their innovations will ultimately succeed — both in
terms of private cost-benefit considerations and broader societal acceptance.'*

The three examined use cases may, in fact, reflect survivorship bias, capturing only the tip of the
iceberg while the hidden body of unsuccessful projects, including those hindered by patent licensing
complexity, remains submerged and impossible to evaluate. What the cases underscore is that, in the
current CRISPR/Cas patent landscape, companies seeking to advance genome editing innovations
from discovery to commercialization must take legal risks, the full extent of which remains uncertain
due to many ‘unknowns’. If the risk of patent infringement is unavoidable due to patent complexity,
the unauthorized use of technology, somewhat paradoxically, almost by necessity becomes a means
of overcoming the ‘tragedy of the anticommons’.!%}

A meaningful examination of the ‘anticommons’ hypothesis requires looking beyond successful
projects — such as those where genome-edited food has reached the market — to uncover evidence of
those that failed to materialize, not least due to patent-related complexity. The methodological
difficulties of such an inquiry are well-known. To begin with, the challenge lies in the conceptual
imprecision of effects such as ‘missed opportunities’ and ‘research blockages,” making them difficult
to identify — for instance by designing an effective survey and reliable indicators — and assess. The
lack of tangible records on abandoned or uninitiated projects, combined with missing or incomplete
licensing data, limits the observability of such effects. Moreover, human factors — including memory
limitations, cognitive biases in recalling decisions, and hindsight bias in evaluating opportunities —
introduce subjectivity into reporting, further affecting data quality. All these methodological
limitations undermine the ability to draw firm conclusions. Beyond these limitations, stablishing a
clear cause-and-effect relationship between patents and innovation is inherently difficult, as
innovation decisions are shaped by multiple factors beyond patents alone.

With these reservations in mind, the next section shifts focus to the patent law determinants of FTO.
While patents are not the sole determinant of innovation, they play a significant role, making it

essential to ensure that access to technology functions effectively.

III. A comparative perspective on selected FTO determinants

In the patent context, FTO refers to the ability to commercially develop, manufacture, use, or sell a
product or technology without infringing on valid third-party rights. Non-infringing conduct can be

ensured either by staying outside the scope of existing patents or by obtaining necessary

102 For a critical perspective, see CBIC (n 48). See also Sato 2024 (n 37) 6 (‘as reluctance to handle GE products still prevails in
Japanese industry and society in general, it is uncertain if/when these studies will translate into marketable commercial products’).
103 Teece (n 23) 1493 (referencing the corresponding acknowledgement by Professor Eisenberg).
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authorisations (rights clearance). For that, parties interested in practising technology need to conduct
a thorough FTO analysis encompassing patent landscape evaluation, identifying all the relevant right
holders, assessment of patent validity and interpreting the scope of patent claims, conducting
licensing negotiations and concluding licensing agreements, and in some cases, devising designing-
around strategies. Especially in complex patent landscapes, the ability to allocate access and usage

rights efficiently is key to technology diffusion through utilisation.

(1) Selection of FTO determinants

FTO challenges are particularly pronounced in patent landscapes characterised by high patent density,
which drives legal uncertainty. This phenomenon is often referred to as a ‘patent thicket’. While no
uniform definition exists, a meta-analysis of patent thicket literature identifies four key economic
issues often associated with the term, namely (i) ‘diversely-held complementary inputs’, creating
coordination challenges as patent holders set licensing rates independently; (ii) overlapping patents,
where ‘imperfectly defined property rights’ lead to excessive licensing costs; (iil) ‘gaming the patent
system’, a form of ‘moral hazard” where patent applicants ‘take hidden actions’ that impose costs on
innovators; and (iv) ‘saturated invention spaces’ where a few firms control all relevant patent rights
in a particular field, leading to imperfect competition.!® Each of these factors complicates the
efficient allocation of patent rights and calls for FTO solutions.

Given the time constraints of the research stay, conducting a full-scale analysis of these factors and
their potential mitigation would be unfeasible. Instead, the research focuses on the issue of
overlapping patents, which require the aggregation of multiple authorisations to realise the value of
technology. In the presence of imperfect information and high transaction costs, overlapping patents
pose significant coordination challenges — particularly when multiple patent holders independently
determine licensing conditions and fees, resulting, in some cases, in wasteful multiplication of
licensing costs.!® The focus on patent overlaps is justified by the legal nature of their determinants,
which can be addressed with legal methodology. This contrasts with FTO constraints arising from
behavioural factors, such as strategic actions or ‘gaming’ the patent system. The subsequent analysis
adopts a comparative law perspective to consider three instances where patent overlaps can occur, as

summarised in Table 3.

104 Egan and Teece (n 22) 4.
105 ibid.
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Table 3: Types of patent overlaps and corresponding causal legal factors

Types of patent overlaps

Causal legal factors/FTO determinants

1.

Multiple patents claiming essentially the

same subject matter

Application of the standards for novelty and, in certain

cases, inventive step assessment

editing method to products derived through

2. Broad functional claims directed to a method | Application of sufficiency of disclosure and
potentially subsuming subsequent inventions | enablement requirements in the assessment of
related to specific applications functional claims

3. Extension of patent protection for a genome- | Delineation of the scope of product-by-process

protection, particularly in cases involving self-

that method, potentially overlapping with reproducing biological material

separate patents for products as such

Quite obviously, the more complex a patent landscape — the more challenging it is to ensure FTO.
Often, complexity as such is viewed as an indication of the patent system’s dysfunctionality.
However, the need to obtain multiple authorisations to utilise technology, in and of itself, should not
be equated with a ‘systematic failure’ of the patent system — businesses routinely need to aggregate
multiple inputs to create a product or service and generate value and it becomes rather a question of
how to efficiently manage complexity.'%

This analysis takes the view that one should distinguish between justifiable and unjustifiable reasons
for complexity of a patent landscape. A certain degree of patent overlaps is inevitable by the very
nature of innovation where advancements build on prior achievements. This is reflected in the notion
of dependent patents resolved through cross-licensing arrangements ‘on reasonable terms’. "’
However, the larger the patent claim overlap — the more difficult it is to justify the existence of
multiple patents.

The following analysis was conducted in an issue-spotting manner due to time constraints and does

not claim to provide an in-depth investigation of the question. The findings should be viewed as

tentative, presenting plausible hypotheses for further examination.

196 Tn the telecommunications sector, for example, the complexity surrounding multiple patents is typically managed through patent
pools and technical standardization. The reasons why these solutions have not (yet) found application in the CRISPR/Cas patent
landscape fall outside the scope of this report. This insight was also emphasised in the interviews — see above (n 97).

107 Art 31 (1) TRIPS.
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(2) Overlaps due to largely similar subject matter

The basic rationale for the novelty requirement is to prevent the granting of duplicative patents. When
duly applied, it should exclude redundant patents being granted.

Under Japanese patent law, an invention is not patentable if it is identical to an earlier application,
including the hidden prior art (Art. 29-2 PAJ). The JPO Examination Guidelines define ‘identical’
inventions as those that share ‘substantial identity’, meaning they differ only in minor aspects based
on common general knowledge or commonly used techniques.'®® The IP High Court, in the context
of CRISPR/Cas patent applications, reinforced this interpretation by holding that an earlier disclosed
invention includes not only what is explicitly described but also what is ‘considered to be described’
in light of technical common knowledge at the time of filing. '

The European Patent Convention (EPC) establishes that an invention is new only if it does not form
part of the state of the art.!'® The EPO Examination Guidelines specify that an invention lacks
novelty if a prior document explicitly discloses it or if, by following the prior teaching, a skilled
person would ‘inevitably arrive’ at the claimed invention.!'!! Unlike the Japanese approach, the
EPO’s novelty assessment does not focus on the relative ‘similarity’ between the prior art reference
and the invention at issue. Instead, the key questions is whether the prior art explicitly or implicitly
discloses the invention as a whole. The EPO takes a ‘strict approach’ to novelty assessment and, in
cases of ambiguity or doubt, ‘the content of a prior publication must be interpreted narrowly’.!

In summary, both JPO and EPO consider hidden prior art and take into account only explicit
teachings but also those derived by a PSITA from an earlier patent application.!'*According to some
authors, EPO follows a more ‘photographic’ approach to novelty.!!* The JPO appears more flexible
in interpreting the identity of a claimed invention relative to a prior art reference. However,

qualitative criteria such as ‘substantial identity’ exist on a spectrum rather than as a binary standard,

198 Japan Patent Office, ‘Examination Guidelines for Patent and Utility Model in Japan’ (1 October 2015), Part III Chapter 3 ‘Secret
Prior Art’,
https://www.jpo.go.jp/e/system/laws/rule/guideline/patent/tukujitu_kijun/document/index/all_e.pdf (accessed 6 March 2025).
Hinkelmann K, ‘Patenting of Inventions Relating to Genomic Editing Technology: Two Decisions of the Intellectual Property
High Court of Japan’ (2022) 19(1) 3-12. The decision by the JPO BoA characterised inventions at issue as ‘substantially
identical” and ‘having substantial sequence identity’. Appeal decision, Appeal No. 2017-13795
https://www.jpo.go.jp/system/trial _appeal/document/info-shinketsu-eiyaku-backnumber/2017_013795 e.pdf.
110 Art. 54(1) EPC.
1 EPO Guidelines for Examination, Part G, Chapter VI, Section 5,
https://www.epo.org/en/legal/guidelines-epc/2024/g_vi_5.html (accessed 6 March 2025).
112 Established case law of the EPO BoA: Lansac IA et al. (eds.), Case Law of the Boards of Appeal of the European Patent Office
(10th edn, EPO 2022) 135,
https:/link.epo.org/web/case_law_of the boards of appeal 2022 en.pdf (accessed 6 March 2025).
113 For a more comprehensive comparative analysis of novelty assessment by JPO and EPO, see:
‘Comparative Study Report on Novelty’,
https://www.jpo.go.jp/news/kokusai/nichibeiou/document/sinsa_jitumu_3kyoku/project 2009 _final.pdf (accessed 6 March 2025);
European Patent Office, Japan Paten Office and United States Patent and Trademark Office, ‘Comparative Study on
Hypothetical/Real Cases: Novelty’ (2009),
https://www.jpo.go.jp/news/kokusai/nichibeiou/document/sinsa_jitumu_3kyoku/sinki_en01.pdf (accessed 6 March 2025).
114 Kim and others (n 24).
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leaving room for discretion and ambiguity regarding what constitute the ‘duly’ application of the
novelty standard.

From an FTO perspective, the more differences the novelty standard permits, the lower the likelihood
of overlapping patents, which is more conducive to FTO. As seen in CRISPR/Cas case law, Japan’s
standard may be more flexible in determining what constitutes ‘identical’ subject matter, leading to
a lower threshold for rejecting patents on novelty grounds and making the system more FTO-
conducive. However, drawing direct comparisons between the systems remains challenging due to
the lack of comparable decisions. In the CRISPR/Cas case, the patent rejected by the JPO — a decision
later upheld by the IP High Court — was also rejected by the EPO, but on different grounds.'!®

Table 4: The novelty assessment standards applied by JPO and EPO

Standard and application in

Japan

Standard and application under

EPC/EPO

Convergences and divergences

An invention is not patentable if it
is identical to an earlier
application, including hidden prior
art. An ‘identical’ invention is
defined as to include inventions
with only minor differences based
on common general knowledge or
commonly used techniques.

Novelty can be destroyed not only
by explicit disclosures but also by
what can be inferred from prior
applications in light of technical

common knowledge at the time of

filing.

Novelty is established if an
invention ‘does not form part of
the state of the art’.

‘the lack of novelty may be
apparent from what is explicitly
stated in the document itself [...]
Alternatively, it may be implicit in
the sense that, in carrying out the
teaching of the prior-art document,
the skilled person would inevitably
arrive at a result falling within the
terms of the claim. [...] An
objection of lack of novelty of this
kind is raised by the examiner only
where there can be no reasonable

doubt as to the practical effect of

the prior teaching’.

Standards are seemingly similar:
both cover hidden prior art and not
only explicit but teachings derived
by a skilled person from an earlier
application.

The EPO’s approach to novelty
assessment has been described as
more ‘photographic’, while the
JPO’s approach may be more
flexible in interpreting the identity
of a claimed invention relative to a

prior art reference.

115 Case T 844/18, confirming the revocation of a patent based on a lack of novelty as a result of an invalid claim to priority. This, in
turn, was caused by a failure to meet the requirement that the subsequent application must name all applicants of the earlier

application or their successor(s) in title.

24




(3) Potential overlaps due to broad functional claims

Functional claims describe an invention in terms of what it does rather than its structure. Such claims
are established in practice in both Japan and Europe. Where the function is of a generic nature,
encompassing virtually unlimited applications, such claims have been criticised for being ‘unduly
broad’ if protection extends beyond what the applicant actually invented. In this section, we set aside
the issue of whether the scope of protection is commensurate with the inventor’s contribution and
instead focus on how broadly construed functional claims may lead to overlapping patent licenses.

The requirements for sufficient disclosure and enablement are crucial for delineating the justified
scope of patent protection. When subject matter is claimed broadly, the invention must be enabled
across the entire claimed area. This principle is reflected in the assessment standards of both JPO and
EPO. Patent law in Japan requires that ‘the patent applicant must state all matters that the applicant
finds to be necessary for defining the invention for which the patent is sought’.!'® Technical means
‘stated merely in an abstract and/or functional manner’ that do not enable a PSITA to carry out the
claimed invention would fail to meet the enablement requirement.'!” The technical scope of
functional claims is defined by ‘the technical idea embodied in the specific structures disclosed in

the specification’!!®

and is not limited to the explicitly disclosed embodiments but also encompasses
structures that a PSITA can derive from ‘the structure disclosed in the specification or from the
detailed description of the invention’.!" In other words, ‘the scope of the claim should be limited to
what can be easily worked based on the disclosure’.'?® Case law has consistently confirmed this
restrictive approach to the interpretation of functional claims. '?!

Similarly, under the EPO approach, the sufficiency of disclosure!'?*> for broadly claimed subject
matter is assessed based on the standard that a PSITA should be able to carry out the invention at
issue ‘over the whole area claimed’.'?* To meet this standard, a patent application must provide

sufficient examples and alternative embodiments, enabling the invention to be carried out across the

claimed scope without undue burden or the need for inventive skills.

116 Art. 36(5) PAJ.
117" Japan Patent Office (n 115) Part I Chapter 1 Section 1, ‘Detail of Determination of Enablement Requirement’.
118 ‘World Intellectual Property Organization, An International Guide to Patent Case Management for Judges (WIPO 2023) 322.
119 ibid 323.
120 Moriwaki S, ‘Study on Patent Claim Interpretation (II)’ (2003) IIP Bulletin 56, 59-60,
https://www.iip.or.jp/e/summary/pdf/detail2002/e14_07.pdf (accessed 6 March 2025).
ibid 61 (noting that ‘Japanese courts have ruled that when functional claims are described too abstractly without sufficient
technical details in the specification, the claim scope should be narrowly interpreted’).
122 Art. 83 EPC.
123 EPO Guidelines for Examination, Part F, Chapter III, Section 1,
https://new.epo.org/en/legal/guidelines-epc/2023/f iii_1.html (accessed 6 March 2025).
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Accordingly, the scope of protection for functional claims under both the JPO and the EPO would,
in principle, extend to those embodiments and variations that are either explicitly disclosed or can be
inferred by a PSITA based on the disclosure.'?*

The issue arises when claim interpretation introduces uncertainty — a common challenge with

complex, emerging technologies such as CRISPR/Cas9. CVC and Broad’s patents claimed a Cas9

125 6

polypeptide'?® and a Cas protein, 2 respectively, leading to criticism that the protection extends to

‘an entire genus of Cas9 proteins without any sequence limitation’, '*’ potentially ‘stifling’
innovation in genome editing.!?® Concerns about sufficiency of disclosure and enablement arise
from the uncertainty, at the time of filing, regarding which Cas9 enzymes would enable successful
DNA modification, as variations in sequence identity can significantly impact activity and ‘the
critical features of the Cas9 enzyme that are predictive of success have not been identified’.!*° This
raises the question of whether the requirements for sufficiency of disclosure and enablement were
met in these cases. Nevertheless, the respective patents, claiming the function of ‘cleavage of the
target DNA’13? and ‘cleaving the genomic locus of the DNA molecule’®! with the help of Cas
enzyme were granted by both JPO and EPO.

Furthermore, where working with certain Cas9 variants requires skills beyond those possessed by a
PSITA, such applications may be considered inventive in their own right and result in standalone
patents — particularly when a PSITA would not have a reasonable expectation of success in adapting
a CRISPR/Cas9 system to a given problem due to significant uncertainty about the conditions
necessary for successful genome editing.!*? In principle, no overlap in protected subject matter
should arise in these cases, i.e. between an earlier, broadly claimed invention and a later, more
specifically focused one.!'** However, the complexity and uncertainty surrounding the scope of
foundational CRISPR/Cas patents may compel technology users — particularly those not adept at
claim interpretation or risk-averse — to seek licenses from multiple right holders, including CVC,
Broad, and those holding patents for specific applications not enabled within the claimed area. Even
though later inventions are not technically ‘subsumed’ by CVC’s and Broad’s patents, uncertainty
about claim interpretation can result in a proliferation of licensing fees, presenting both an unjustified

reward and economic inefficiency.

124 Established case law in Japan and EU Member States such as Germany. Moriwaki (n120).

125 Above (n 83).

126 Above (n 91).

127" Gray BN and Spruill WM, ‘CRISPR-Cas9 Claim Sets and the Potential to Stifle Innovation’ (2017) 35(7) Nature Biotech. 630,
doi: 10.1038/nbt.3913.

128 ibid.

129 ibid.

130 Above (n 83).

B1 Above (n 91).

132 Gray and Spruill (n 127) (noting that ‘the critical features of the Cas9 enzyme that are predictive of success have not been

identified’ at the time when foundational CRISPR/Cas9 patents were filed).

Above (nn 118-124) and the accompanying text.
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Table 5: The standard for assessment and interpretation of functional claims at JPO and EPO

Standard and application in

Japan

Standard and application

under EPC/EPO

Convergences and divergences

The technical scope of functional
claims is determined by the
technical idea embodied in
disclosed structures, extending
beyond specific embodiments

but only to variations a PSITA

A PSITA should be able to work
the invention ‘over the whole
area claimed’ without undue

burden.

Both JPO and EPO limit the
scope of functional claims by
requiring enablement across the
full claimed breadth, restricting
protection to what a PSITA can

practice based on the disclosure.

can derive from the disclosure.

(4) Overlaps due to the process-by-product protection

Historically, patent law has provided for derivative (product-by-process) protection to safeguard
innovators’ economic interests in jurisdictions where such products, as such, were excluded from
patent protection. The internationally agreed minimum standard, as set by the TRIPS Agreement,
requires that patent protection for a process extend to ‘at least the product obtained directly by that

4

process’,'** regardless of whether the product is explicitly claimed in a patent or meets patentability

criteria. Given that, in modern biotechnology, products obtained by a patented process are often
biological materials capable of self-reproduction, the scope of derivative protection becomes a key
issue — both for ensuring legal certainty and for balancing the interests of upstream and downstream
innovators.

Under Japanese patent law, in line with TRIPS standards, product-by-process protection, where a
product itself is not claimed, on a plain reading, extends to products directly obtained by the

process, 1%

which is itself confined to manufacturing processes. '** In contrast, the EU
Biotechnology Directive extends protection not only to biological material directly obtained through
a patented process but also to ‘any other biological material derived from the directly obtained
biological material through propagation or multiplication in an identical or divergent form and
possessing those same characteristics’ resulting from the invention. '*” However, uncertainty

remains regarding the interpretation of the ‘specific characteristics as a result of the invention’

134 Art. 28(1)(b) TRIPS.

135 Art. 68 PAJ, read in conjunction with Art. 2(3)(iii) PAJ. Hinkelmann K, Gewerblicher Rechtschutz in Japan (3rd ed., Carl
Heymanns Verlag 2019) para 907.

ibid (with further references to case law).

137" Art. 8(2) Biotech Directive.

136
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criterion in the context of genome-editing methods.!*® A broad interpretation of Art. 8(2) Biotech
Directive could potentially extend derivative protection to any end product containing modified DNA.
The limitation to ‘direct’ products may exclude commercial seeds, propagating materials, or
harvested goods obtained through multiple successive reproductive cycles. In this sense, the
Japanese patent system is more ‘FTO-friendly’ compared to the one in the EU.

Overlapping patents may arise where downstream products obtained through a genome-editing
process are also patented as standalone inventions. For instance, Japanese institutions have filed
patent applications for both the GABA tomato and genome-edited fish.!* If these applications
succeed, FTO would be complicated if different entities hold patents on upstream methods and
downstream products, especially where it is unclear which products obtained by a patented process
fall within derivative protection and whether a downstream product patent is actually valid in light
of the prior disclosure of the upstream method. In this regard, a clear delineation of derivative
protection to products directly obtained through genome-editing methods reduces legal uncertainty

and can alleviate potential burdens on agricultural innovation and commercialization.

Table 6: Approaches to derivative protection under the Japanese and European patent systems

The standard in Japan Standard in Europe Convergences and divergences

Derivative protection extends to | Derivative protection extends | The broader protection standard
products directly obtained from | beyond direct products and | in Europe increases patent reach
the patented process. covers subsequent generations as | and creates additional FTO
long as they retain the same | challenges for farmers and
characteristics conferred by the | breeders.

patented process.

IV. Concluding remarks

The study has addressed the reasons underlying complexity of FTO within a highly dense patent
landscape, particularly for foundational CRISPR/Cas technologies and managing strategies for

overcoming it. The findings can be summarised as follows.

138 Kim and others (n 24).
139 Above (nn 47, 53, and 54).
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(1) Findings on use cases

The limited availability of information and resources prevents a full-scale FTO analysis, leaving open
the question of whether a single license suffices for commercializing CRISPR/Cas-based products.
The findings suggest that market entry is possible despite the complexities of the patent landscape,
but this is subject to caveats regarding the representativeness and replicability of these cases. It
remains unclear whether the companies involved navigated the process correctly and whether their
innovations will ultimately succeed, both in terms of economic viability and societal acceptance. The
findings may also reflect survivorship bias, capturing only the successes while obscuring failed
projects, including those hindered by licensing complexity. In the current CRISPR/Cas patent
environment, companies must take legal risks, the full extent of which remains uncertain. If patent
complexity makes infringement risks unavoidable, unauthorized use of the technology may
paradoxically become a necessary means of overcoming the barriers posed by an ‘anticommons’
effect.

A meaningful assessment of the anticommons hypothesis requires examining not only successful
cases but also projects that failed or were abandoned due to patent-related constraints. However,
methodological challenges — such as identifying missed opportunities, the lack of records on
uninitiated projects, and the absence of comprehensive licensing data — make it difficult to establish
these effects. Nonetheless, an exploratory analysis, even if imperfect, would provide valuable

insights and is preferable to leaving the issue unexamined.

(2) Findings on FTO determinants

From a comparative perspective, the study identifies several legal determinants of FTO in the
Japanese and European patent systems, particularly in relation to overlapping patents. The analysis
focuses on three areas: patents claiming essentially the same subject matter, broad functional claims
directed to a method that may subsume later inventions related to specific applications, and the
extension of patent protection from genome-editing methods to derived products. Novelty standards
play a critical role in preventing overlapping patents. Both the JPO and EPO assess hidden prior art
and consider not only explicit disclosures but also what a skilled person could infer from earlier
applications. While the EPO is viewed to follow a stricter, more ‘photographic’ approach, the JPO
and the IP High Court appears more flexible in defining the identity of a claimed invention. This
approach can reduce the likelihood of overlapping patents and contribute to a more FTO-conducive

environment, though direct comparisons remain difficult due to the absence of comparable case law.
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In the case of broad claims directed at generic functions, overlaps can emerge if they are interpreted
to subsume subsequent inventions related to specific applications. In this regard, the requirements
for sufficient disclosure and enablement are crucial for delineating the justified scope of patent
protection. When subject matter is claimed broadly, the invention must be enabled across the entire
claimed area. This principle is reflected in the assessment standards of both JPO and EPO.

The scope of protection for functional claims under both the JPO and EPO generally extends to the
embodiments and variations explicitly disclosed or inferable by a PSITA. However, uncertainty in
claim interpretation becomes a challenge, particularly for complex, emerging technologies like
CRISPR/Cas9. The patents held by CVC and Broad, covering a Cas9 polypeptide and a Cas protein,
respectively, have been criticized for their broad scope, potentially encompassing an entire genus of
Cas9 proteins without sequence limitations. Concerns about sufficiency of disclosure and enablement
stem from the uncertainty, at the time of filing, regarding which Cas9 enzymes could effectively
modify DNA, as differences in sequence identity can greatly influence functionality, and the key
characteristics determining successful application had not yet been established.

In cases where working with certain Cas9 variants requires skills beyond those of a PSITA, new
applications may be considered inventive and lead to standalone patents, particularly when
significant uncertainty exists about successfully adapting CRISPR/Cas9 to a specific problem. In
principle, this should prevent overlap between broad foundational patents and more specific follow-
on inventions if such variants were not enabled in the earlier patents. However, ambiguity regarding
the scope of functional patents can compel technology users — especially those unfamiliar with claim
interpretation or risk-averse — to obtain multiple licenses, not only from patent holders for
foundational technology but also from other rights holders with patents on specific variants of
CRISPR/Cas9 systems and method. Where the later inventions do not technically fall within the
scope of CVC’s and Broad’s patents, uncertainty in claim interpretation can lead to an unnecessary
proliferation of licensing fees, constituting unjustified reward and economic inefficiency.

In the case of derivative patent protection — i.e. extension of patent protection for a genome-editing
method to products derived through that method — overlapping patents may arise where downstream
products obtained through a genome-editing process are also patented as standalone inventions. For
instance, Japanese institutions have filed patent applications for both the GABA tomato and genome-
edited fish. If these applications succeed, FTO might be complicated if different entities hold patents
on upstream methods and downstream products, especially where it is unclear which products
obtained by a patented process fall within derivative protection and whether a downstream product
patent is actually valid in light of the prior disclosure of the upstream method. In this regard, a clear

delineation of derivative protection to products directly obtained through genome-editing methods

30



would reduce legal uncertainty and alleviate potential burdens on agricultural innovation and
commercialization.

Under Japanese patent law, product-by-process protection, where a product itself is not claimed, on
a plain reading, extends to products directly obtained through a patented manufacturing process, in
line with the TRIPS standard. The EU Biotechnology Directive, however, extends protection beyond
directly obtained biological material to subsequent generations if they retain the same characteristics
conferred by the patented process, while the interpretation of what constitutes ‘specific
characteristics as a result of the invention’ in genome editing remains unclear. In this respect, Japan’s
approach is seen as more conducive to FTO, as extending protection beyond directly obtained
biological material could encompass any product containing modified DNA. A stricter interpretation
that limits protection to directly obtained products would exclude commercial seeds, propagating
materials, or harvested goods from successive reproductive cycles.

In conclusion, both Japan and Europe face significant challenges due to the complexity of the
CRISPR/Cas patent landscape. Compared to the European patent system, Japan might be more

conducive to FTO by reducing the potential for overlapping patents in genome-editing technologies.

(3) Looking ahead

The global pipeline for genome-edited products continues to expand, with new crop and animal
breeds in development. Ensuring FTO currently relies on licensing arrangements and the strategic
use of alternative technologies, such as TALENs or other Cas variants.'** However, facilitating
efficient rights allocation remains a pertinent task, and future research should adopt a more
comprehensive and representative approach, expanding beyond the three case studies to capture so
far ‘unobservable’ aspects of FTO challenges and exploring a broader range of FTO determinants
and solutions in the context of genome-editing innovation. Moving forward, improved rights
clearance mechanisms, such as patent pools, could help streamline coordination and facilitate broader

access to genome-editing technologies.

140 As also confirmed by the interviews — see above (n 97).
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I ZIRER R OO G ZDRBALNTH D,

H KFZFAO O RIS TRRE L BMEAE] R ETHESN TV D, 2 —7 v 7 AZBROBIHEEFRHL EHITL > T
DIAEREZENE (FAO2023) ., Sato 2024 (Ri#BiE 37). &U EDHTIZT27 7 DEFEIC X015 Il B3 2 o
ZBE2OBIRERIAHET 2REE RN L 58S EE (SWD (2023) 412 HAHH . hitps:/eur-lex.curopa.eu/legal-
content/EN/TXT/ ? uri=CELEX:52023SC0412 (&&#&7 7 ‘IZZ H :202543 H 6 H), Waltz E, ‘GABA-enriched tomato is
first CRISPR-edited food to enter market’ (2021) 40 Nature Biotechnology 9-11, doi:10.1038/d41587-021-00026-2 & £/,

2 GABA X, MiF. B, WEWICHFET 2L VT EWT I VB TH S, ZHITHFRMRRICH T 28 HN RO H 5
TR EMETHY . MEEZ T, ERZ(EET2HmENH D5, b~ MIIKRKRO GABAREFENLDLIBDOD, £OF
ARIZIRRAR L ZICE—2IZEL, IR Z 2R 21250 THD T 2,

43 Gramazio P, Takayama M and Ezura H, ‘Challenges and Prospects of New Plant Breeding Techniques for GABA Improvement in
Crops: Tomato as an Example’ (2020) 11 Front. Plant Sci.,
doi: 10.3389/fpls.2020.577980.

# Sato 2021 (Hi#BE37) 5.
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CRISPR i % VT b~ @ GABA A &% O HRAIXHETIThOIL TV B3, #
WRFZOWTEE D ORI RKE R TH D 4,

2021 -, HEE TV VU T v —Ta g ¥ N v & HARTY)O CTIEBL A~
WA AT —HZ ARG LIy 7 AfmERGE LCTRBLE Y, Bho~—rT7 0 7K
MBI AR A =T « mah A U ARNERL TW5D, UHIIHEOE S B T ~DR%E %
FHEPFREE & 72 > TNz B3, NA A =7 - math A =2 A%, BEEMOHEESE K OFE
FREBHFORELEZFIC ZEEZBEL, B M~ MEROaII =T 4« 77y N 74—
L% U T 4,000 NDOFREREBZFFICHER RAX v FE2ELD &0 ) BRIE I 28] - 72,

ZNTHHEZEORBIZOVWTTERPH V. FlFETIERY, BE o AR > o
BiAn &2 32T 72 AR O FPERE B AR 4,000 N2 RICHEE M~ NFERT T v F 74— L%
WU CHEMESNZT=FY 7 - 7077 LOFEIT., ZINEOBELNYT ) MRESHT
172 <. EIT GABA OREFHHEES RICm o TW =2 E 2SN LTWS ¥, —F, —
HOVE B IR D B TR SRR S iz 2,

HEENLDOT 4 — KNy 712X UL, 28 OBOTEIZ GABA OfEFEHEERN I
D\@%%@%%ﬁﬁ/A%%&%@ﬁﬁmowf¢ﬁ%ﬁﬁ%T%oko@%%ﬁ\5
J AEREDMTOILTWNDNE I NI b T, TOMEICE ST ZHEAT S Z &I
BkE R LT,

GABA M~ FOIRFTIZINETDE ZAHERTORITONTWDLD, A A =T ==
YA U RTKRER DT 4 U B THEIBEE D O RIS 0GR 2T LTk 3 Kk
RIS 2 5 2723 E 6T D

45 ¢CRISPR-Cas9-mediated Engineering of the y-Aminobutyric Acid Pathway in Tomato’ (IS444 Inc., 9 August 2017),
https://www.isaaa.org/kc/cropbiotechupdate/article/default.asp?ID=15675 [&#&7 7 A H : 202543 H 6 A,

46 Gramazio, Takayama and Ezura (Rij$87¥: 43)

47 https://www.caa.go.jp/policies/policy/standards_evaluation/bio/genome_edited food/list/assets/genome_edited food 20241031 _
01.pdf (accessed 6 Mach 2025) (THE3D RS ORI & ARES TRV )

48 (Citizens’ Biotechnology Information Center (CBIC), ‘Genome-Edited Food Companies Find Inventive Ways to Promote Products’
(Bio Journal, March 2022), https://www5d.biglobe.ne.jp/~cbic/english/2022/journal2203.html = [f#&KT 7 A H : 2025 43 H
6 H], GABA b~ hOpiR IO T, R - 32112022 & (i #E1E 36) HH M,

4 Ezura H, ‘Gene Editing Products from Research to Farmers: The Case of High-GABA Tomatoes’, presentation given in September
2024 at the Workshop on Plant Breeding Innovations for Sustainable Agriculture and Agroeconomic Development,
https://www.thasta.com/pdf/2024/ged/day1/3_Hiroshi%20Ezura.pdf (accessed 6 March 2025) [H#&7 7 A H : 202543 A
6 H] PAARERICL LO&, BIEED 90% R ZOHEIFICEA LI THY . 7/ AREDRZRINTNDENE S 2ITh
POLT, REICESEREAMAT S LHRET S,

30 CBIC, ‘Japan’s First Genome-Edited Food Item, a Tomato, Gets Green Light for Distribution’ (Bio Journal, January 2021),
https://wwwS5d.biglobe.ne.jp/~cbic/english/2021/journal2101.html; ‘Japan: CRISPR Tomato to Be Launched on the Market without
GMO Assessment’ (VLOG Lebensmittel ohne Gentechnik, 15 March 2021),
https://www.ohnegentechnik.org/en/news/article/japan-crispr-tomate-ohne-gentechnik-pruefung; ‘CRISPR Tomatoes Approved in
Japan’ (Test Biotech, 3 February 2021), https://www.testbiotech.org/en/news/crispr-tomatoes-approved-japan/ [F#&7 7 & A H :
202543 H 6 A

ST Sato 2024 (Hi8iE 37) 6.

52 https:/sanatech-seed.com/en/20210915-2/. [Fx#&7 7 AR 1202543 H 6 H]
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https://www.ohnegentechnik.org/en/news/article/japan-crispr-tomate-ohne-gentechnik-pruefung
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https://sanatech-seed.com/en/20210915-2/

(2) T=&A4] kO 25480 577

2021 -, HARIZ, HEZ LR E T HHBEEX(THDL U —Va 7 4 v ¥ a RSN

FERRF, KT L LFETHRIE L. BEAETEE K OREMOKESR DR ZZTTT /) Lk
Hri LA (w4 A SRR T 775 ORERGEE KR LT >, WIHERIX
BB R B OIRRDORAE L WO LR Z D720, 7 MRESMTOEANIZmND Z &
MTREND 0, 29 L7y 7 AREAORFIT. AAROKERIHELRI L, HIBGE G
B LS E D FE L AL TN Y,

Fl CRISPR/Cas it & - TS STz, ~ & A TIXFTEEZ 20% 07 72 OITHi W
DREEAETHIF AL TF B FERESET—FH, N 77 TIEERE D, KE
I EREST 27201220 L 7T U2 R IEERFBBRE SN 8, v X A1 TEO Tz
P CRZERTED KR SN DT ) LREEMIMER S & 72 o Tz, RO F@ITFIC A ARE
NHHHZEF LTS, V—Va 7 0y 2 20214F10H, 79U K770 T 40
2" TCAMPFIRE] 12T, 7/ AfRBEHAMTCAERE HF1E2 SITET D RARME L2 BT, A
BIEHEE~Z A 190 BOOTHRZMANZRB L ¥, Z0FEGHNR~—rT 0 > 7 FIEIC
Hhb T, iiEE D S HMENRE I TN D O

3. CRISPR/Cas B DFERAEPNENETNDREF T A B ACET 2 AT RERIER

HEFTRT 7 LR 2 B L TH1 ﬁé%mmm%&o BEISCEIL, = 2OH®&
DT FIUZ DN T DNA WORERI D BZE % #5587 5 72 12 CRISPR/Cas9 47 235 H S 4
T EMHL NG O, 2 2 CRE #5%#@@74t/2%&9@%Lt@ﬁﬂ%%
2725, ZORICEAL.AFTELT —ZBERLATWHD LW ERH 72, HARTIE

33 https://www.caa.go.jp/policies/policy/standards_evaluation/bio/genome_edited food/list/assets/genome_edited_food 20241031 _
02.pdf. [Bc#&7 72 AH 1202543 A 6 A]

4 https://www.caa.go.jp/policies/policy/standards_evaluation/bio/genome_edited_food/list/assets/genome_edited_food 20241031 _
04.pdf. [Fef&7 72 AH 1202543 A 6 H]

35 Dionglay C, ‘Japan’s Three Genome-Edited Food products Reach Consumers’ (IS444 Inc., 19 January 2022),
https://www.isaaa.org/blog/entry/default.asp?BlogDate=1%2F19%2F2022; ‘Gene-Edited Sea Bream Set for Sale in Japan’ (The
Fish Site, 22 September 2021), https://thefishsite.com/articles/gene-edited-sea-bream-set-for-sale-in-japan; Dionglay C, ‘Red Sea
Bream and Tiger Puffer: Japan approves two new gene edited fish for sale’ (Genetic Literacy Project, 26 January 2022),
https://geneticliteracyproject.org/2022/01/26/red-sea-bream-and-tiger-puffer-japan-approves-two-new-gene-edited-fish-for-sale/

(e 72 A A : 202543 H 6 A
36 BioSTation, SIP, NARO, ‘Proceeding for R&D Development Status’, https://bio-sta.jp/en/development/ &7 7821 :2025

HF3H6 H] (MAENPOLBME~OMROBITNTREND) HEALLVEDLILOL LT [RAKRERHE LSBT S
TEADBENRESTNDE] ZEFALTND),

57 Dionglay/ISAAA Inc. (Fi#8{E 55) ; ‘First Gene-Edited Fish Goes on Sale in Japan’ (Fishfarmingexpert, 22 September 2021),
https://www.fishfarmingexpert.com/gene-edited-bream-japan-kindai-university/first-gene-edited-fish-goes-on-sale-in-

japan/1261224. [ff&7 7 A B 1202543 H 6 A]
38 ‘Gene-Edited Sea Bream Set for Sale in Japan® (Ri#57E 55) EEHI K D #EEMENE TR D,
% Dionglay/ISAAA Inc. (R 55)
© CBIC (Riifgi 48)
o1 Fifk 47, 53 KON 54, 475354
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B FEHEAE D B FFFFITICRER L C, RN EZKIEL, BREDELCGAICTA B v —
ERFEEZGE 5 Z L2 RIS E R TR b v, KREREREGIZBS0ONA &1
F720 | HARFFFFOINEMHEIZIX CRISPR/Cas 5377 A & A BT D 1HHIR & 72 0 15 5 B
IREHNTFE LW 2, T v 7 = REQR) =V aF T 4y vanDf U HEa—
DHIARIIAERIZK DT, ZORE, AFFETIIABRBHMICED Lo T,

GABA h~ MZOWTIE, 77 v 73— RBv U T o=V an, Ty Nk~ kD
Mt 21T 9 72 12 Corteva Agriscience 1% U} Broad #F 2 FT (Broad Institute of MIT and Harvard)
DOIFMERIRRIE - PAET A B A EZT, T ARERIN (CRISPR-Cas9) A flEH LT
W] BT EEFE-EDT = T YA MBRL TS B2, iAo D OIXLBRINE S
Tholz, lalicense] &I FEHUT. EHOEFREENOHE—DOIA B 22 TGF LT
ZEHERBLTND, AT NT 7S A = AT EEICHY R FEIZF1T D5 CRISPR/Cas
B0 TEARMETEZ AN THY . V7 74 & AMEZFi-> CRISPR/Cas FARHAT o 24
TREENOZT IR TA B A2 G0REBORT 7 7 ) —2kAT 5 %,

~ XA L 22 W7 TR T A BRI LT, T4 B A OFEMA &R
ZBEUTHLMNNI R -T-, 2024 EOHEE S| IIE, B 7+ L=T KFE. 74— K
%%, Emmanuelle Charpentier (CVC) (X, V—YaF 7 4 vy alZxtL, 7 V7 KFErER
I PRI FRE S 4L, ISR & O IRV ENY) O 58 M O 7= 72 fafl oD BA J8
I RIE S A7 I E i 2 5 L=,

I 52, AR TEERICEIIUE, BARTHE S, Bk En=7 7 AfRERLT (K
~ hE2FEHOMATE) TV TNLE ORI A B A2 G THHICRASNZ & Ebh
%, M & 72 % CRISPR/Cas B3 12 1 &> THIHAK) ) 7o 53T O CRE SN TV D A%
EBZHE, —ODTAVVATHEY DZONE WD BEBNAET D,

4. fER

IHE TORTEREE T, HBHFOBEMK TR0 1541 ZRERAHERSDICT A B
2AEBET D] L2 N5 L) RRUAEESRTOWEIC L b LT, BROEFLEE
WD IO 55725 A £ o ZEG « RETEBAT O BN R b 8, Z ofs 5
TR TH Y EE LTS BERD D, HEARE L THDDTIEARND, T2,

2 Contreras JL and Sherkow JS, ‘CRISPR, Surrogate Licensing, and Scientific Discovery’ (2017) 355 Science 698.

3 https://sanatech-seed.com/en/20201211-2-2/ [F&T7 7 AH : 202543 A 6 H]

6 SCBT-Centredoc etal. (Hii#BiE 14) 24 ([Corteva 2MEMFLHEIZ 41T 5 CRISPR Bt O I B LIEBIFYENLIZNL > TV
51 Lib~D),

65 [F I,

6 Storz (AifgiE 9) 47,

7 Fink 9 R OE DILE,

8 Storz (A& 25)
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BAG L= A o ZIIARYIC 1 ST S0, EBICE S THhHDRE, WIFnos
—ATH FTO 2R T HDIZ—2D T A B ATRVTZEWVD Z L7200,

(1) fREEH

—DODTABUATRED T2 E D DOREE R 511X, KEEHI 72 FTO 5381 21T 5 &
E3% %, CRISPR/Cas D K 95 72372 O MR KFFFIREE DA ZAUTHRE 9 7217 D FTO
MR TR DI, BT D AN EME S O BT SRR R OEHIEEE O, %
L CHEIROFIRE %2 < 5 BRI EOFERIZIE UT, ol L8R 254 55
HEIRDHD, ZOT AL, R L BINEMZE, MM PEICEAT 2 AT v Y
A N OHEMPHREZRENR L, FRFREZITV., FEFai RO Z MR L, BEFRTrE o
HEIZOWTHNT L, FREDIERINFAA DN TIAET D ) A7 5T 2 LERH D,
ZOERICET HERITKE T 10 K RS HLET DA NH D P, Z OEEDOFEE
H7etEE & MEE SNDHEWRDEL I EE 2D &, AFFEOHFAN T FTO 2364 5 Z &
FBLFERTIE RV, ZORE. EO K D BRBUE LImiER R OEARREHIi 217 5 2 & 722 <,
MEtoRtG & LTEHAFH TO T A 2o ADWMARRIZHOWTERT D DI AR - HEE T
Thd, LIER->T, UTOBLZIIEENZ2LOTHY . Bam2MEgEoboLt2s,

(2) FHIE LT, &IETH 20T A4 v AZBETHALE NS 5 b

AAK O R A Y ORFFHESCHRIZ WL 2 B O RARIZ K iud, CVC & Broad WFZERT 3 A %)
IR 2 R T D [E - MUl CREARRY 7 CRISPR/Cas9 7/ MfwtE L% BERAIIICE AT 5
GEIIT DR L 0 Z OB BFOMENL TA B AEBETAOLERHD LV D T
OBEAZIC L5 AT ZUE EHE IRV D0, THEEO 7 v—7 BB ORE
ERSTHAMLERS DL RIZER LTINS 2 —FIZ—20F, —DORFF. —D2D 7 A
TR LW HIRHBEBRIIEE SN D —ADERLZ N, FEARIT iFHLJ&
WMOEICRZDHEDEMERT2DITREERD T A v ARME 2D DRI
H0h LivZevy, L L7Z2A 5, CRISPR/Cas DFFFFIRILMNA/R L TWD X 91T ﬁ% L

% ‘How to Master Your Freedom to Operate Strategy’ (Rapacke Law Group, 3 March 2023), https://arapackelaw.com/patents/master-
freedom-to-operate-strategy/ [HiffkT 7 TAH 20253 H6H]

T EUCREEICENUE, MEE RN L s TUI=2U LD T A B U ARMBEIZ R D ATREMER & D &5, il 21X Kock

(ATHETE 16) ([Cas9 FEFE D B, {ZI:E’JtcﬁHL K0 IR D EAMZRREICIU S LD T A & o ANKEIT IR D56

Woo)) #ZH,

" Storz (RT#ETE 25) 87. MMEAET- [/ At CRISPR/Cas9 R —FraF L V7 A & v 2 OHllifi 7> H— | LES Japan News59
&4 51928 H (2018) ; IAfEAHE T TCRISPRCas9 BIHFATIC 4 2 Finfik EORE—EE 3 [ : T4 B R LT
k7 ——] FEW 116 %2 75 65-69 E (2019 4F) F7=. SCBT-Centredocetal. (Ai#EIE 14) 34 ([Z D4 BIfRR <,
R R 2B ET D - OISR E R ER D SN —T bR ORFTF DT A B L ARG T 2 LENET S )
HEH,

72 SCBT-Centredoc et al. (A&7 14) 34.
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—DEIWHR TNFT U FZ AT — M ICEVRESNTWLGAELRH L, T AT —
ke B OB EAE T DT U E ORFOESIRTH D TN IOk 4
2lE Z A N—=L TS HDOTHD, CVC @ CRISPR/Cas9 FFafAR— k74 U 47213 TH
S5EDEFFN G ENTND BB B, ZHUT —DORFNIENC 220 S b 2T T
eI TIZ o 72 e LTH, R ORFFE2fEV, 48 A2BG T2 L5805
PR K AL RIEE D Z L 2Bk 2 7,

CVC 2 HERZ iR 3 D %15 & Broad WFFEHTO XIS & O L7208V X, DNA Efifi HAY T
CRISPR/Cas & Z FIHT 5 RGN EZMIICIRE SN D028 5 02 Th %, Broad MFEFTAE
AN 2 IR U CHERI 2 353K L TV D DK L, CVC OFRFFFITETOMIE Y A 7% T /13—
TAHLMRENS, ZiuE, Jennifer Doudna DMz IZ LT T2 THOT=AR—/L] (2D
WCHTAMEZ TR L TWAON, [FOOR—=1LIZHIC I FEL TWDEDNDENTH D 7,
AARDZ 7 AR b~ b (fE8) #iEMA (@) ®SIT0nTFhoHE6 S EEMRIC T
% DNA EEffiZFH L TW\WbH DT, ELDimiE TE A IX FTO Z k3 %121% CVC & Broad
WEFTOM G NS T A B RAETETOHMNENHST2ILT TH 5,

CVC & Broad HFZERT & DT CRISPR/Cas9 HifiD 7 1 AT A & o R 7003 55kE S5 H.
WL THDZ EIIRTHRFBIGRN H D Z L 2RE L, ZIUELE = 23 7 OMEFIRA )
S5TA R AERETHILERSDZ L2200 RbEDLL ) 20Tk ThHD, HlxiE
—E DA AT —4 —%, Broad FFIEETORFFFHERF SV TW D KEIZB W T, ZOHEAlT
OFIFHZ A, CRISPR H1ii O— R 1720 I DWW TIE CVC 25| Wil % & T B MIaIC 35
5 E 2OV CTid Broad WFZEFT B, D E D ﬁ%b)%74ﬁ/% ST HMEND D
LRI DT, TA B AT AR RIC I, 29 LIEAMICERRL TV 5
ﬁ%%%ﬂﬁ\ﬁ%LTmﬁwﬁ%%%ékwémo

FTO 7347 Tl FrE D TR ROFPANTH 52008 5 &Yl 2B, 2 ol
DED I I ICFEMIINTNDDONITET D3RG WM MLEIC D, ZORICEL, HE

73 Arciero M, ‘Five Things You Need to Know about Using CRISPR/Cas9 Commercially’ (Labiotech, 16 February 2023),
https://www.labiotech.eu/expert-advice/five-things-crispr-cas9-license/ [F#&7 7 A H : 202543 A 6 H]

NS

75 Pollack A, ‘Harvard and M.LT. Scientists Win Gene-Editing Patent Fight’ (The New York Times, 15 February 2017),
https://www.nytimes.com/2017/02/15/science/broad-institute-harvard-mit-gene-editing-patent.html [F#& 7 7 & A H : 2025 £ 3
A 6 H] (emphasis added)

76 Jewell C and Balakrishnan VS, ‘The Battle to Own the CRISPR-Cas9 Gene-Editing Tool (WIPO Magazine, 21 April 2017),
https://www.wipo.int/web/wipo-magazine/articles/the-battle-to-own-the-crisprcas9-gene-editing-t001-39957 [Fx#&7 7 & A H :
202543 H 6 A

77 SCBT-Centredoc et al. (HifB{E 14) 34. MEETII I DIC, RRENTEG T ZAEM OB KOEFERETH Y . Broad
TFSERT D FARRETF N (BRIN L (X572 D) KETHEDTH S, TOLDKEICRBIT AR -OREMRTHITO I NV —
TOREFOEMAENLE L SN D] LML TWD, [F38.

8 [A] I 37, Table 3.5.1.
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FHIFICRHE S - ER °<°. CRISPR/Cas #ifiZ AW TE L 7= MIC B9 2 B EF
FEEEN E 2RI E 20155 8,

(3) JEHEHOERZ R R OFMICE LB 5

GABA b~~ MOJaHESIT, CRISPR/Cas9 ZEFFIZOVWTIRDO L HIZFHH L TV 5D,
[AR{:ClL, CRISPR/Cas9 IZ X 5B AIZLY | C RIGHEIRICAFET 2HCHET X
FRBLASEIR D R K 21TV GAD OIEMHEE EH S+, b~ MRERFEIZE T 5 GABA Eibi&
A EEE) Y, ZoOXETIE, BREZEATHEDOIC sgRNA KB &Y FEFIHT D
ZEICHLEKLTEY, CRISPR ZMELSIE SIGAD3 (Solyc01g005000) C K fEik 12 1FAE
3% B OHEEBORNZH D 5
ZOERE BARERTFTICE D5 S 7Z CVC FFOMariERIE BIC5E LRz D L,
RO ISR T %,
= JEDNA ZERT 5 Hik
- CVC $f#Fl%. 15#) DNA 2GR L i ¢ 5 2 L IT L Y DNA ZEfid 5 ik
IZOWTHRLHIT %, GABA M~ FO%GE | £ DNA I GAD (7 V& I il R
felsss) 2 a— K458+, BARRICIE SIGAD3 Th D, Z DR SIGAD3
O C KuGfEIRIZEASIND Z & T, TOEEEZED, b~ MREIZEIT S GABA
ZHEEm BT,

202444 A 1 A0D, B LEEEOEENELTEE D LMEERITICB Y, BUETITEER TR LM ORI
BT FaEH L TWD, HRIZEBIT 27/ ARERICEE T 2 #iH 0B m & O7KGEFHEDO R L 2 EEIC o0
Tl Sato 2024 (Ri#B1E 37) 22, AARTIHEHMERIC IV BEMNHT oL TOWRWE DD, —RICBIFOEFFICIL
WD Z LK BN TS, Matsuo and Tachikawa 2022 (Fig7E 36) & &R,

—WREWE X, BENYT ) ARERLICOWTERY IS m T 720, i HE T 2 BRICiE L= SCER L,
EENZRERER T, 2, FPIRREMmAR &0 ZRER & ITR R D,
https://www.caa.go.jp/policies/policy/standards_evaluation/bio/genome_edited_food/list/assets/genome_edited food 20241031 _
0l.pdf [Ff&T7&AH 1202543 H 6 H]

https://www.caa.go.jp/policies/policy/standards_evaluation/bio/genome_edited food/list/assets/genome_edited food 20241031
0l.pdf [FET7T7&AH 1202543 H 6 H]

H AR ERFTE 6343605 5 (JP,6343605,B) : #EH) DNA Z{Effi§ 5 HETH - T,
FAAEN) DNA 2 AR E S5 2 L2 &7,
AT,

(a) Cas9 R U T F RIFZ

(b) Hi—43T DNA )L RNA TH > T,

(i) =AY DNA WOBSNITK L TR X 7 VAT REdSI 2 & T DNA L 7 A2 b BX W
(i) AFC Cas9 NV XTF REMANERT 2 X AV BERGE T AL N Tho T Y VARV HERG® T AV M,

NA TV LA XL T A RNA (dsRNA) ZJEHT 2, 2 DOHMIIR—HE DX 7 LA T F&E 2, #isd dsRNA 13,
tracrRNA 33 J. OV CRISPR RNA  (crRNA) OAHHiEIR X 7 VAT R&E& B, BifL 2 2O/ —FHE DX 7 L AF R
T, NEX 7 LATF NIC X » THAEBANIOERE SN TWD, X VNI EREEY T AV N,
J-PlatPat 7 = 7Y A R TAFTZ HHRITIT, FRVB I Ea—FIZK VS, LEn > T IERIUTFSUS IEMIZ K
MENTWARWEERH D] VNI ELESNRZLNA TN,

8

1S3

8

8

R

8

[

-15-


https://www.caa.go.jp/policies/policy/standards_evaluation/bio/genome_edited_food/list/assets/genome_edited_food_20241031_01.pdf
https://www.caa.go.jp/policies/policy/standards_evaluation/bio/genome_edited_food/list/assets/genome_edited_food_20241031_01.pdf
https://www.caa.go.jp/policies/policy/standards_evaluation/bio/genome_edited_food/list/assets/genome_edited_food_20241031_01.pdf
https://www.caa.go.jp/policies/policy/standards_evaluation/bio/genome_edited_food/list/assets/genome_edited_food_20241031_01.pdf

= AR,

- Cas9 R URTF R GEREIZEIT D Cas9 R Y RTF KEIL, ## DNA N T
BB 2B T 5701l D Cas9 ¥ /37 B %+, GABA b~ hD
A, Cas9 ¥ /37 G &V, SIGAD3 @ H CRLEMEIR O FINLE T D IEHIENL T
DNA ZUJWr L, £ X0 AR L T GAD {EEZ im0 %,

- H—%>7 DNA FEH9{t RNA:GABA F~ hCERND sgRNA (3> 7 /L4 A K RNA)
X, KRR SR OFPHICFEHE ST D DNA AL RNA &R UREREZ B7-4, =
D RNA D FAZIZIRD oD FE R EZNFEET 5,

o DNAERMbEZ A b T, Cas9 ¥ /37 E % % OFEH) DNA Bl5
IZHET HESITHY . Z DA, SIGAD3 ©H A EHEBROFNICH D,
sgRNA FEl%I% DNA N OFERELY] & FRAIITH 5,

o HUNJEREE®IT AV F£72sgRNA IZIX Cas9 ¥ /X7 H EFHAAE
M 220 RUEEEE T AV b EEN, EERDEER DNA %2 UJlr©
ETHEOITT D,

ZORIIZE L 5L, GABA M~ FOmHFHIZFEEE STV % CRISPR/Cas9 Fik
DFEfEH, EONOBEELMHEIZHBNT CVC ORFFFOMNL 7 L—2o L —HT 52 L &R
g5, LLans, ZRTIETEEFSOESWMMELS, —RIBZ 2720, ZONE%
Ll (B FTryr7oaeRECINETIESH S HDD) Broad AFEFTE 2T 305 T
AL 2ZFET LT THEDONE I N L THREHREZ TT 2 &N TE R0 3, BiS
Tl FRCT A B ADOXR E 70 D FELOEAMNOFEMZR LR 7 1k7e &, OO m3R
7e7-, BRI RS S e,

~ XA OGE ., BHERIIZLL FONE TSN TV D,

FIR L7247 7 SRR & OS5 EOBE — (RO NTEbEIck-> T
BONEZREINCH LT, ~f 7Pz a5 X > T, Cas9 mRNA KN
VHA IF AL T B OB D 20 I A RFEANIER & L7z gRNA ZB AL,

VHA IF AL T UG 14 IO R KB R OB AR LT %,

Cas9 mRNA % A K RNA (gRNA) DEAKRIZE K L TV A FEFEIT, BKAICIZAD
AR A 0T 2 & &2 BAYIC 20 HEASRIAI AR & L, 14 RO RKZFERT L7201
CRISPR/Cas HfiMEboni=Z L 2R LTW5 3, 7 AN N7 7 70faHick
WTh, BB U CRIRBREIZEEMARGAN 2 ST 5, Cas9 mRNA & 771 K RNA

4 Hik 69-70 KOV D LE,

85 https://www.caa.go.jp/policies/policy/standards_evaluation/bio/genome_edited food/list/assets/genome_edited_food 20241031 _
02.pdf (accessed 6 March 2025), point 2.

8 TCas) 7% [CRISPR B % /37 B | ZH+mafHE LIz,
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DEESEEZHW, NI 77 VT TF OB ERBEFORSND 20 MR A R EANTEN E L, 4
WRDORKZFHERT D & TEEREIZHEVEER KOS EFI AR R SZE SN Y,
CVC DHNE T A B A% Bt L7721 T FTO WHER SN D DDy, —EBO FAKEFF 8

MHARDOKFFFTICE VIS 72D, HARIZEIT % Broad MFEFTOB NG E >7- L 9

WZRZ D06 LivZewy, LixL72R3 6, Broad AF2ERTIE, KE THRANIEUS L7 RiT (FFRF

&5 8,697,359) (kST D B ARDKEFFHFE JP2016-500262%72 & oI DWW THRAF & B

L% MANT A ARERFFTICE O . RRIHBME R ONEB M E O RNz PR & 3 2 e A

ENIREINT b DD, IAEPNNIRFTF T 5 ST,

FBL o i BT FLHE S L7 CRISPR/Cas9 Offi FIC B2 1 2. A ARERFFTIC X

D £} 537z Broad FERTFOMANGERIE 1PNCE L2 5 &, ORISR EEZHT &

MTED,

» 1O EOBETFEMORBLAZERT 5L
- RLHE SN TV A ERMICIL, HROREZHIET 2 I AR ZTF B FOEMIE
FND, ZOBEBETO 14 HIEORIIIZE Y, ZOREANELT D alEEMERH 5
720, ZOREMEET-T,
. 1ouL@L1a%Fﬁt|:Mf:~ R4 % DNA D FZ25A L. BT 5l IEAT S
- Rh#k SN2 IETIE, Cas9mRNA LT A R RNA(gRNA) D SZAEINIZE A ST,
ZHEINEI AR Z T UBIR T EBIT D720, ZHIEREREOE N L —HT 5,
» Cas XU NIV EBXODNA 15X —77 4 /ﬁﬁ“é 1 S kDA FRNA 25
T =7 Y v 7 I RIRIZAFLE L7210 CRISPR-Cas 5%
- ZOHFETIE LFTOELZTHK SIS = =71 7 7= CRISPR/Cas9 %
ZHWD
o Cas #/\JHE% 2a— K7 % Cas9 mRNA,
o IAREZTFUVBET ORI ERROCE =TT 4 T T HHTAR
RNA (gRNA),

87 https://www.caa.go.jp/policies/policy/standards_evaluation/bio/genome_edited food/list/assets/genome_edited_food 20241031 _
04.pdf (accessed 6 March 2025), point 2.
88 ARWFIE T, Storz (RHBIE9) #EKIZ, HAERBTFTOT —FX—A BT 25 [EHE | FFOMESTEHEE L,
JEEBRPAFRETH > 7203, D7a< & b LUT ORFFNFEORR B ARERFFTIC LV i Sz, TP2016165307A
(WO/2014/093712) (FEFFITREATER K O HIRIC £ 0 $E#E S 4u, A s BRI P 03 580 & SCRf L 7o) ) OV JP2016505256
(W0/2014/093595) ,
8 https://patentscope.wipo.int/search/en/detail.jsf?docld=JP274274305& fid=W02014093661.
%0 “Broad Institute Awarded First Patent for Engineered CRISPR-Cas9 System’ (Broad Institute, 15 April 2014),
https://www.broadinstitute.org/news/broad-institute-awarded-first-patent-engineered-crispr-cas9-system (accessed 6 March 2025).

O HARERFFF 2016-500262 OFERIA 1 IILL T O LB,
1 DL EOEG Y ORAEEET D HETH- T, Aiit 1 DU EOBETEME 2— KT 25 DNA S FE2EH L,
FET HHIEFIZ, Cas X U RV BEBIUODNA G152 X =T 4732512 EOHA RRNA 25 U=T
Uo7 &I RIRITIFFE L7V CRISPR-Cas SR &AL, ZHUZ L VEIFE 1 DL ED A A K RNA (&, Aift 1 2L ED
BIZTEWE 32— R4 DRI DNA 0+ 07 ) NERTEE X —7T ¢ > 7 L, Bist Cas ¥ V37 E1X, mist 1 2Lk
DOEG T HEW % 2 — K3 215 DNA /> T ORI/ AEETHEEZBZE L, TS X Ve 1 DL EOBEE T EH O
FRBREEFTDHZ EAE L ; BiFE Cas X /X7 BB L ORI A K RNA X, —HICRRITEFEE LRV, FHik,
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- ZHIUX, Cas XU RXTEEDNA T E X =TT 47T HHA RRNA 51—
=7V 7 &7 CRISPR-Cas 2 DML 551 5,

» ZIUCE VAT 1 DL EDOH A K RNA X, #ift 1 DU EOBEFEDE 22— T

HHTGE DNA 537D 7 ) MBI TR E X —T T 4 735,

- A FRNA L, SAAREFUBLTFOF ) DBEFETHY . BlafEY (2
FABZT e BRI E) a— K95 20 RS RO —T T 0T
T2

» Cas ¥ U XNJ'HIZ, 1 DU LOBIRFHEYE 2— R 25 DNA B FOT /) A EDOER

%F%%WL\%h L0 1Ol EOEGFEYORAEET T D L aEh

- Cas9 W I A AZ T VB FINOREREG T IR T DA ZFHRT 5,

- PRRENC KD RO REBDEL, STREZTF XU NNTEORBEEZEETDH,

* HijiC Cas Z U NV EB L OHIGEH A FRNA 1E. —FEICRRITHFEEL 20
- CRISPR/Cas9 |&~ & A IZRIRIZITFEEE T, ALMICEASINTZ D TH D,
LMo T, RSN TWAD~ X A28 % CRISPR/Cas9 DO filid, FE=RIE 1 O FE e
PWHRE -T2 LB, RS EADOTIEN Z OFFEDO iz G rlgetEnmn 2 &
R L TWb,

(4) CRISPR/Cas9 %l U CTHE LN I-H L ORFFEENSE L NI IEH

EE LWEEZS & HT 72012 CRISPR/Cas EXFIHAT 2 HiEX, ZO8ENEZ/SH L2
fin %thﬁéﬂt%ﬁﬁ%i%’%féﬂfﬁék%ﬁéhé L L722is,
FEEFAC WL 2 36 S D EEA WX FERRIIT M HEFFEA FElo> Tu/e, $FIZ CRISPR/Cas Hffy
2, AT DNA Effiz BT 2o T L L bicRmigED —o2 L L TR b5
EEFY, ZOERCRTEIESENDT N THDRNEZ51<, GABA b~ hOFFFEE
(IR DO X9 IZFisE s TV 5%
70 IEEIE. Bl 2 1E TALEN (TALE X 7 L7 —¥) 72 & A TUIWE%# . CRISPR-
Cas K72 E&MH L TY / L DNA OfREREIR FHRE LT O EHINTH 5, AFEHD
FETIEH T AREDTEEOHEMZ LT 2 Z LN TE 55, 4FF L <X CRISPR-
Cas ZOEHTH S 7,
U=V at 7 g yia, RERT, KOV RFS R U RrariEdE P ofsrEi ko
HPAIZIE, RO XD ICFEEH ST D %

i

92 EP 4023 057 Al, https:/patentimages.storage.googleapis.com/c8/f3/b0/1b11bb29aade6¢/EP4023057A1.pdf, para 0057 (emphasis
added).

93 https://patents.google.com/patent/W02023243660A 1/en?q=(crispr)&assignee=regional+fish-+institute (emphasis added).
%  ‘Fish, method for producing fish, and method for producing fish exhibiting accelerated maturation’ (Application
PCT/JP2023/022090), https://patentscope.wipo.int/search/en/detail.jsf?docld=W02023243660& cid=P22-M7XKC7-37245-1.
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ABR/RICE W T, BIFEO ntSe ~DZHREFIT, Bl zI1E, HBEOLEDS /) MBS
DRIGEFITH L, BIECLD, BRZEATLZLIZLVEIERIFTZENT
X 5, AL ROEASIEX, Bl 20X, FEFEFAHLZ ; ZFN, TALEN, CRISPR-CAS9,
CRISPR-CPF1 & W=7 /7 LREFINTFIC LY EiTE 5, (Pl £7-., AiscE
BOBAFEIL, Bz, T o7 LGERERFHRIEIC LV I L TH L %,

FERH IR RE LD RET D L 9IS, BEREMEZFRT HOORBEFIEICE KL T
VW5 R, FTO ikl & LT, CRISPR-Cas9 £l & ff > THIH DA ZE &2 170, £ D% [TALEN
72 E ORI DI CRISPR & nFHREETE @@ﬁzéjﬁ%?%ok:&%ﬁﬁbfw
HAREMENR D D %0, A v H ¥ 2 —RIEEORL L. WIZBE L CIIMEE CE Vb DD,
%%%ﬁﬁ%%ﬁ%®%%%i@k;%_Lfmékwmﬁﬁﬂwf%ékmwbkwo
HARDRFHEIL, REZHBRT 22 LR <AL RBRUIMEENTHRT2Z &%
RO LB BEFRITTND, ZHd, ARPFFIHELZRET D Z 72 < BRI REE
TEHLHCTHZLT, SORIBEWUEHEMET L2 L2 REoHETHD P, =
DEISNDIE%I S HALBER BT A /) _X— 3 U RO OES 2 RETH 2 & TH Y .
EHETIE, 20X 5 ilBRaAT O EERNERFUETH 570, IFEFIMKTH 20 TRAIL
TV 100 22ty 2RI CTHIUT T A B ARRETH S (THHICFIHTX 5] 1)
ETHRMPIESIEAEINTWD I HIZEDNS OO, REITZEIIZ ERPRTIT R,
FRIZPEFEEE DA IS E D EEL W,

AEzEHHEDOL K DITHTZY . Betktg & L= CRISPR/Cas H:4f D4 FHIIZ 5\ CTHL
—DTABALDPEIEL TR ST ZENRELZELTH, ZOFEITHEKESNT,
FFF OBV EE T D LR LGV A ZMHT 2 Z ENEETH D, kM2 ik
T HI iﬁ%m&mDAﬁ%ﬁ5Zgﬁ%é%®@lw ROBLHIZ LV Z 9 LI oriEA
AL DOXIRHEPAINTH Y | BAEANITFNEHIWNIC L > TL2MEE TE R WATREMED &
Do

9 [&] k. translation available at:
https://patents.google.com/patent/W02023243660A 1/en?q=(crispr)&assignee=regional+fish+institute.

% TIrvine C, ‘Navigating the CRISPR IP Confusion’ (HGF, January 2023), https://www.hgf.com/healthcare-scanner/navigating-the-
crispr-ip-confusion/.

7 RIFREIREFEBEITOMESE T HRE LR OHE R KRS TLO BEEOARHETRAERFRLEELOA VX Ea—, W]

WITEEOA Z B o —KEIZHR S LT Enz,

% HARERFFE 69 4 1 3,

9 AAREFRFTFT. TRFHEOHIF & HIFRIZBI T2 WIPO fi#IZxtd 5 B ARBUFORIZE] 3,
https://www.wipo.int/export/sites/www/scp/en/exceptions/replies/japan_2.pdf (accessed 6 March 2025).

100 7] |,

1 Ezura - BHBYE49 2 T A | 3 I,
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5. REWER

UbED=2Dr—A 227 4 OFERIL, Fi7F0 [7 o F a0 X HRICEAT 2 L0 K
R EmOIFEEZ R DD HEDOTHA I D, ETHZEIFEZ W, F—R-2AXT 1 DfE
R, IO OFEFOREEROHINEICEETD2MLERH Y . LIeh > TR O AL
THEH DL TCHRFFRECEMESICL DD LT Y ) ARERI 2 THHGICEATE 5]
BN DH D Z EERTHDITRE 2V, 512, ORGSR E LN ENOEZENFR
TatRE G GE] CEDZNE I, FRMEEEL L TOERAFREL O XY JAEH
BB NEDOZROME T OBLENSA ) R_R—2 g & L TREICHKIIT 2008 9 itk
SRARHENT I D 102

BEt L7 =2 O FENEL, EEICITEGFENAA T ARKBENTZHDOTHY | KL
—AERZTNZTER, LIRS T, FFiF79A4A B AOEH SOOI bhiz7'm
Tl Ml BRLRDPENOZICHITIRZW—FEO 70y =7 MIKE FIZ &
EEY FHETE TWRWAEEMHENR H D, 2 b OHEFD BB 572 Tédh 5 DlE, CRISPR/Cas
R B0 B BIEDORILTIX, 7/ ARt A / X—v a Va2 FRANLEE~ LD T
WRENERN Y 27 2 AL TR 620 H b b T, <0 TR BNEET
HIDIZEDY AT ORENEKIRE L TRIEEIZE W) R ThH D, FrOEMES DI
FidHREDO U 27 BT DR WA, WS SAWBTIEH 208, HilfOBEF#Cofl
RNMIRIZ T7 o F a®r 0L ZyaiRT 5 FBE 25 19,

(7o Faxs s X AR EBEWROH 5 THRIET 2121%, 7/ LRERM A TTIHICRA
SNl EORPEFLSNO T v =7 MZBZRNT, FRCRETFCBEET 28 S 7 Ll
BR L TEER L hoe 7y FOFHLZH LN T H20ERH D, 29 LIEHHES
ECHED IR b TWD, £, L) KO IFROME] & o RICHE
TOMEDO R EMENHEE 720 . WRORRE R MEFOE T 2 ELRET 50 ED
HETEI LESREHE L, iMiT2 Z AR TH L, MESNENUIREFOTS
nYx s MIBET 2 BEMRTEENR2NZ LM TIA 'Y A « T—F NRIEXIARTE
ETHDHIED, ZOX ) R ROBEAEENRESIND, S5, EORENS, Ik
LR R DBEROFREINA T A W2l DBROBFENA T A2 O NBERIZ X
DMEICEBNRLIATN, TSIV T—ZOMENRE LD, ZhbD ik
i EOMRARTHME L LIcfma BT eRd, 4/ X—va VT H2REN
B Ch<@8EOERICLVERIND =D, ERORALANOE THEFFE A /X
—a v OWERKREBEREEET D Z L IIAREMICHETSH 5,

102 HEH P 7 7RIS DWW TR, CBIC (Ai#EE48) 228, F7-. Sato2024 (Fi#EE37) 6 (BB TREAM X B AZTY
W5 Z L ~OEPUEDS H AROEER KOS BR TR E L TRIBW 2D, 2D OMFERTIHMED & 5 fgim o Bl %
WHFERDLNE I D, FTEVOFECOL DR REHTH D)) S,

103 Teece (Fii#87E 23) 1493 (Eisenberg Zd%|Z X AT 2ifEZ 2 R),
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RETIE, 2O OMICHE LD, FTO ICHEARPEE RIE AL LB RICHE A
BT, BrFE. A/ _X—v a2 VT A OREER TRV OD, A ) _X— 3
NCEBEREEN B0 HIRA~DOT 7 v AN RAHEEET D X O MR T D Z &N
RAIRTH D,

M. BRI N7 FTO REERIZEET 5 Lo HTHI 8 R

Rt & OBEIZIV T, FTO &iX, BB ORI MR AR ET 5 2 & e GG 0T
& P BRgE, RE, . IIIRGETE D 2 L 2T, 1TADEREMRIL, BFED
FrdF OFPHIMCEE F 20, HERFFHE WEROZ VT Z 0 R) ZRGT 52 LI 0 Mk
TE5, TOEDITIE, Hii2ERT 5 2 L ICBELOSH DY HEN, FFFREOMNL, B
B2 R TOMERIRA B OFFE. Frat oA RN X OFFEFaE R ORI ORI, 7 A &
AZZDFRi e N T A & 2 ARFIOkEE, WO EITIR U TR 2 ZRT 5 -0 0f%E
BRI OBR %2 FLMIE LT FTO oMz FiT 2 L ERH 5, FRIEMERRRIRE T
L. 77 & AME K Ve 2 h =R HI 0 M THREN N, HTOIEH 218 U CE O %
W SHDHHEEIRD,

1. FTO EBERDEIR

BRICRFFOBENE < TNNERARHEINEE L7259 X 9 REFRE CIE FTO 25 <
LAEO RO TEETH D, 29 LR EE LT TEF0 CIBASNIEA
ML, ZORBUIITIHM — SNTZERPFELRWNS DD, FFFFO BB 5 Sk 2 &
SHTEATO & ROM->O L2 RFREN Z ORI L BESIT LTV 5D 2 & V9
5. Thebb, (1) HEREM O AN SBL TEBY ), ZORER, FraE 1 MEIC
FAB AR ERET AT, HERREIC > TS Z . (i) BEET HIEBOETN
FFAEL, TORER, WEHEORBLEZEET 22 LARE THLZ bk T A&
VAERNEAET D L, Gi) REFRHEOEM), 2L IE7 40— O—fTh
0. RFEFHBEAD BT 4/ R_R—=F—Za A M ULIT DL D7 178 2H5 2
ETHD, (v) FESTICEET 22 TORTEZDEOMEN N Fr—L L, RES
AT D L0 2 [RAZEMofFn) 1 I OOBEROZNENDN, FEFHED R
7REID Y CHIEA BT 5720, FTO IZBET A MRE O LEHEN A5,

DT D OWAEHM & W S RIHIKN 2B E T2 &0 b OER K OE OBTER 72
TERIRICBIT DA e 3T 21T 9 Z EIIARFEETH 5, AW TIEL. £ 5 T 518b v T,

104 Egan and Teece (RiifgiE 22) 224.
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By DAt A F2H 9 2 72 OIITEEOFFHE 2R T 2 IEE AL E L S D & O R EEFRFTF
DREICE R Z Y TS, HRPRTEEPOIG 2 A R STIREL T ORFFF O EME I TR
K WHIZT 5, R, EEORFFRAZEDEINC T A 2 ARXMER DT A & o 2z ik
ET 256, 748 ZABMABPERICHA 2563265 1%, FTO 2 S HIREERK & L
TORFFOEME & D BT JEIME 2 0F 2 JER T ERZ MO T TE 2089 212,
AWIETIEZ OREICE R Z N TH 2 LIZRA9ERH 5, FerOBEERBEIT, FTO I3
DRI, B TS HTTE ORI E O DEH ) 72 EOITEIER )6 49 5 K
IR TH D, LLFOSHTTiE, BBIERMRBRICE D, R 3ICE & OIRBFEEN
HELFDL 2D =A% HEtT %,

£3: FFEEOREL N ENORKE L 72 5 LR
R EROER SRR & 72 BIEER /FTO % 0 D REER
4. AREIICHE C BSOSV THERIZIRT | ik R O O A IS IE SOl 2 1D
DI DR PAEAET D — A T ——

5. BHERYZ L — LAOMAZINSTROD 28| ferety / L— A ORI 43 22 BR B R OV

THREO L0 BRIEO LS REERET | -
FEORHICEINT LS y—x TR S BRORE

6. 7/ LAFREEIEISH T D RFFRGED . TO | s g OERVEMM BN B 2 B A Y. T a
FHEZX0ELNTERBITETKD, £ . . . e
D5 RGBT sRr e Eg L | F7 P TR 2 e h ORI

TLEHIF—A RTETHE D 8

MIRTITH 208, FEFZ2H0 bR <R EMEIC 2 13 L, FTO 2R3 25 Z E 8L <
25, 2L, TOX I RBHEISNHEIET D L. 20O L AR TRHE OER 2% R
THOLZITRONNHTH D, L Lans, HifiER A 5 7208l O % B
TOMEMNENDD VD DR TENERFFHIED THERMRI LR 2 ~& TiEk
W, TR IY - AR AL L, MEE AS T 72012 B ERICEEROEIN 24
KT DVERS D20, FrOBEMESIIBEICE > TENEWVDICHRMICEHRT 500
Rl & 7 196,

105 7]k,

106 f5i] % (X3BA5 00 B ik, BER DO FFF 2 B0 B < EMESIT@E | Bir 7 — VRO 2 832 2 L TR STV 5,
TG OFFREA CRISPR/Cas #5740 C (£72) BASHTOWARWEEIZ, ZofEEDIL#ENsTHS, £72
A UF 2 — R ZOMBEZEIEVIZLTWA, Bk (F97) #&H,
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RO TIL, FFPRIOBEMI 2| S E T HRRZZDOY BTV KT o _RE2 L0
INGE LD, EHEEVWI LONENETORED LIZEINLLENIA ) X—=T 3D
HE L, BroH 2 REOEMBITRET S/, i, MRS TS24 750 T) 7
HRATA B ARV IFREND E VI EBEZHFITHRIILTND 7, LInLan 6,
B RO OBEEES VN KRE K 51T L, ERORBFFOFEZ XS5 2 L3
L 7%,

LLF O Tk, FERAOHIK D BICEBOMEZIRE T 510 B, TOREEEY
TR0, SPERIIE SR DBEROIZODERMEDOE VMR AR TR T 520D LD TH
D, HENRMKROLD LR D RETH D,

2. FEMIFHELTHDE0LETHIER

BIRMEES RO AR 2R b WL, BET 2HIN~ORF 52 Lich b, ZDH
FEAEENCE A S v, BE LIRS E SN A Z 8137 5137 Th 5,

HAROFRFFHETIL, JEREEEZ G, KEEFR—THIEANFTF 22175 2 LN TE
BNEHET S (AARERFFE29 &0 2), FFFTOFELETIL, F—) OFWALE (5
R ThHHALERT D, T, BEEM, EABMNCES L CTRESSIHKET
o L aEWT 5 18, Fnng EE S A PTIL . CRISPR/Cas F7THIE & DBIEIZ I\ T,
FITHR SN ONWTEREH I N TWAFIHT T < R I 2 5y %%
BRITHZLICEY [FEHENATWHIZELY) FELEEND EHRL, THICLY,
Z DR AR LTz 199,

RRINFFRTFSA (BPC) 1, FIADEMAKED AR L2 WGAICORFH TH D &
HET 2 10 WO RFFIT A A X, Je17T S0k TR BR/R STV B354 U T3
Bk O HOR % FEfiti 3 AUT S EH 72 O g REITHR 2 NS LIRS BZE T 2 A 10D Bk
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