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On Launching the CBEL Report

The Center for Biomedical Ethics and
Law (CBEL) was established in Tokyo in 2003
as the first, full-scale center for bioethics
research and education in Asia at the time. Since
its foundation, CBEL has placed great emphasis
on  “interdisciplinarity”—the  essence  of
bioethics. This can also be summed up in our
motto, “let’s discuss common topics one at a
time in easy-to-understand language for
everyone at the table, regardless of the various
disciplines,” which is directed toward CBEL
staff members with diverse backgrounds.

The source of this motto is the Hastings
Center, the world’s first bioethics center
established in 1969 in New York, USA, where |
had the privilege of participating in discussions
as a visiting scholar in 1993. My experience
there left me deeply impressed by the beauty of
the way arguments are developed in a mutually
understandable language among researchers
from various fields. Some of you might have
already noticed that, indeed, the launch of the
CBEL Report, a Japanese-English online journal,
has the goal of creating a Japanese version of
the Hastings Center Report.

The CBEL Report has several features.
First, Japanese researchers previously had little
medium other than “Journal of the Japan
Association for Bioethics,” the academic journal
of the Japan Association for Bioethics, in which
they could publish papers on bioethics. When |
was the Editor-in-Chief of the journal, | had to
reject many papers | thought had great potential,
albeit premature, due to limited space (i.e., the
journal was issued only once a year). The CBEL
Report will actively publish such papers.

2

Second, we set up two frames for Regular
Articles and Invited Articles. While Regular
Articles will be subject to a normal peer review
process, we will take bold risks to publish
Invited Articles at the Editor’s discretion. We
would like to actively publish manuscripts that
are groundbreaking, challenging, and full of
potential. Third, we also created a frame for
Translated Articles. This is to bilaterally publish
articles that are written in other languages and
translated into Japanese, as well as Japanese
articles translated into English. Despite the
accumulation of many discussions in Japan, as
it stands, they are not being disseminated to the
world. It is my hope that researchers overseas
will make more inquiries if they have
manuscripts they wish to have the Japanese
audience read. Furthermore, | expect this
journal will provide an opportunity for
researchers worldwide to increase their interest
in Japan and promote global exchange and
international collaboration. | personally hope
that, by disseminating from Japan to the world,
we will contribute to the global development of
bioethics research, even if a little.

The quality of the Journal could not be
improved without the help of contributors. |
expect many submissions from researchers both
in Japan and abroad who support the intent of
launch of this journal.

August, 2018

Akira Akabayashi

Director,

Center for Biomedical Ethics and Law
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HWEDSEE -Praises-

On the occasion of the announcement
that Dr. Akira Akabayashi is releasing a new,
bioethics journal in Japanese, we would like to
take this opportunity to express both our great
respect for his leadership in Japan and our
confidence that this journal will contribute to
the development of the field of bioethics in
Japan and promote a solid foundation for future
bioethics research in  this  wonderful
country. We have enjoyed a most agreeable
relationship with Dr. Akabayashi over many
years during which we have watched the growth
of bioethics in Japan with great admiration. We
look forward to seeing how this journal will

move the country to ever higher levels of

achievement in this field.

Ruth R. Faden
Founder and Former Director,

Johns Hopkins Berman Institute of Bioethics

Tom L. Beauchamp
Emeritus Professor of Philosophy and Senior

Research Scholar, Georgetown University

I am most pleased that the University
of Tokyo Center For Biomedical Ethics, directed
by Dr. Akira Akabayashi, is starting a new
Japanese language bioethics journal. I am
particularly pleased because the new journal
was inspired by our journal, the Hastings
Center Report. We
Akabayashi in 1993 when he came to the Center

came to know Dr.
as a Visiting Scholar, and he was also appointed
a Hastings Center Fellow, a prestigious honor.
As a co-founder of the Hastings Center and the
field of bioethics in 1969, I have been most
pleased to see the development of the field in

Japan.

Danaiel Callahan
President Emeritus,

The Hastings Center
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I congratulate CBEL on the launch of
its online journal. It is more than ten years
since I first participated in the GABEX project
which was initiated and led by Dr. Akabayashi.
Since that time I have watched and admired the
way in which, under the leadership of Dr.
Akabayashi, CBEL has developed to become a
leading international centre in the field of
medical ethics, and greatly respected and
admired throughout the world. The new journal
will foster and strengthen Japanese scholarship
and ensure that it makes an ever greater

impact, globally, in the field of medical ethics.

Tony Hope
Emeritus Professor of Medical Ethics,

University of Oxford
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A bioethical discussion of issues inherent to mitochondrial replacement and having “three

%

genetic parents

Tomohide Ibuki
(Tokyo University of Science)

Abstract

In February 2015, the U.K. became the first nation in the world to legalize the so-called
“mitochondrial replacement” procedure for egg cells of patients with mitochondrial disease. Given
the possibility that Japan may also seek approval to use this technology, the present study aimed to
organize thoughts and discussion points put forth by previous studies concerning the ethical aspects
of mitochondrial replacement technology. One main consideration presented here pertains to the
unique bioethical issue created by this technology; namely, the birth of children with “three genetic
parents.” | have added my thoughts and discussion points.

With regard to mitochondrial replacement technology, I conclude that the following four issues
should be taken into consideration: 1) safety, 2) the likelihood of further application, 3) the child’s
identity, and 4) “three genetic parents.” This paper takes a particularly close look at 4), as | consider
whether mitochondrial replacement would in fact create “three genetic parents,” and whether it

would even be ethically problematic if a child was born to “three genetic parents.”

Key words: mitochondrial replacement, three genetic parents, mitochondrial DNA, assisted
reproduction technology (ART), bioethics

1. Introduction fatal.

1-1. Background

Diseases caused by reduced function of
mitochondria, organelles that produce energy in
cells, are collectively named “mitochondrial
disease” 1. The pathology of mitochondrial
disease varies, with some affecting nerves or
muscles, others causing severe symptoms in
organs such as the heart, and some that can be
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In February 2015, the U.K. passed the first
bill ever to allow the use of egg cells in new
technologies that would prevent mitochondrial
disease to be passed on genetically to the
children of women with mitochondrial disease 7.
These new technologies can be described as
those that aim to prevent the onset of
mitochondrial disease by replacing
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mitochondria in an egg cell from a mother who
could genetically pass on mitochondrial disease,
with that donated by a third party. Collectively,
these technologies are known as mitochondrial
replacement or mitochondrial transplantation.

While  mitochondrial  replacement is
anticipated by patients and their families to
bypass the possibility of mitochondrial disease
onset while still having a child with the same
genetic background as the parents, some voices
within the U.K. remain opposed to this. For
example, the Church of England has spoken out
against the technology, on the grounds that
mitochondrial replacement will lead to the
genetic alteration of the next generation s.

According to a survey conducted in 2012,
the number of patients with mitochondrial
disease in Japan was reported to be 1087 o, but
given the difficulty of diagnosing this illness,
some have estimated higher numbers 1. In the
U.K. and other Western nations, it is said that 1
in anywhere from several thousand to 10-20,000
patients is afflicted 1. Regardless, a good
number of those afflicted by or who are carriers
of mitochondrial disease face the risk of
genetically passing this disease on to their
offspring. Thus, Japan may also seek to use this
technology in the future.

As mentioned above, passage of the bill in
the U.K. was accompanied by an examination
of this issue by the Nuffield Council on
Bioethics (an independent council that
specializes in debates on bioethical issues), and
the Human Fertilisation and Embryology
Authority (HFEA), the latter of which includes
laypersons. Thus, legalization was preceded by
years of cumulative arguments surrounding this

matter 10-12. If Japan is headed toward

considering the introduction of this technology,
then we anticipate that serious ethical
evaluation will become necessary. In addition,
close scrutiny over the ethical aspects of
mitochondrial replacement may help to shed
some light on issues that have not yet been
considered much in the field of bioethics. One
topic that will be discussed below is that of
potential issues involved in creating a child with
“three genetic parents.” In addition to
mitochondrial replacement presenting new
issues to the field of bioethics, this issue also
simultaneously asks a question that cannot be
ignored or addressed by conventional
perspectives concerning the value of genetic
linkages in our society and the ideal relationship
between parent and child. In past ethical
discussions on assisted reproductive technology,
the arguments about genetic associations were
based on the nuclear DNA and its dissociation
within the lineage. However, mitochondrial
replacement technology brings into question
genetic associations based on mitochondrial
DNA as well as the significance/implications of
dissociation.

1-2. Present study objectives and methods
Against this backdrop, | conducted a
literature review and present a
discussion of ethical issues surrounding
replacement ~ when  this
technology is used as a way to prevent the
genetic continuation of mitochondrial disease.
My specific aim with the present study was to
clarify the following two points. First, | aimed
to understand and organize the main arguments
that have been made thus far concerning ethical
issues with mitochondrial replacement. Building

critical

mitochondrial
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upon this, | aimed to evaluate specifically the
discussion thus far concerning the creation of a
child with “three genetic parents” and the
bioethical ramifications unique to the
technology of mitochondrial replacement. | also
present my own opinions and thoughts on this
matter. The current reality in Japan is that very
little  ethical discussion has  occurred
surrounding mitochondrial replacement. As
such, the ultimate objective of article below is
to pave the way for discussions to progress on
the pros and cons of mitochondrial replacement
in Japan.

To this end, I must first acquire an accurate
understanding of mitochondrial disease and the
technology of mitochondrial replacement. The
following chapter presents an overview of this
technology and a basic explanation of
mitochondrial disease.

2. Mitochondrial disease, mitochondrial
replacement, and alternative measures

Genes of the several hundred proteins that
reside in mitochondria are encoded by nuclear
DNA, but each mitochondrion also houses 5-10
DNA (MtDNA). The
mitochondrial genome is roughly 16.6 kbp in
length and encodes 13 types of proteins 2.
Mitochondrial disease can be caused by genetic
mutations in nuclear DNA as well as

mitochondrial

qualitative/quantitative abnormalities in mtDNA.

Some also suspect an interaction between
nuclear DNA and mtDNA.

At the time of fertilization, mitochondria
within the father’s sperm either never enter the
egg or are destroyed in the process of doing so.

i Details related to mitochondrial disease below are
summarized from References 2-6.
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Consequently,  mitochondria  within  an
individual’s cells originate from the maternal
egg cell, and each mature egg typically contains
several hundred mitochondria. However, the
proportion of mitochondria with abnormalities
differs even between eggs from the same
mother; therefore, even fertilized eggs from the
same mother vary in the likelihood for
mitochondrial disease onset.

Representative
include chronic progressive
ophthalmoplegia  (CPEO); mitochondrial
encephalopathy, lactic acidosis, and stroke-like
episodes (MELAS); myoclonus epilepsy
associated with ragged-red fibers (MERRF),
and Leigh’s disease. The pathology and
progression of mitochondrial disease vary
widely, but many forms of the disease result in
the onset of disorders in emotional, cognitive, or
muscular development; MELAS and Leigh’s
disease in particular can be fatal. With the
exception of CPEO, the diseases mentioned
above involve specific mutations in mtDNA,
and it is known that a mutation in mtDNA is

mitochondrial  diseases

external

involved for CPEO as well. Curative treatments
are not currently available for these diseases,
and thus treatment focuses on supportive
measures.

Onset of mitochondrial disease brought
about by mutations in mtDNA might be
prevented by replacing the  mutated
mitochondria within the egg cell with healthy
mitochondria. The two specific mitochondrial
replacement methods approved for use in the
U.K. include maternal spindle transfer (MST)
and pronuclear transfer (PNT)13". In MST, the

i Descriptions hereafter on methods of mitochondrial
replacement are based on explanations from Reference
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spindle that contains nuclear DNA is removed
from an egg donated from a third party, and the
spindle extracted from the intended mother’s
egg cell is transplanted into the donor’s egg.
Sperm from the intended father is then used to
create a fertilized egg through in vitro
fertilization. In PNT, the egg from a donor
undergoes in vitro fertilization with sperm from
the intended father to create a fertilized egg,
from which the two pronuclei (the nuclei from
the sperm and the egg that have not yet fused
after fertilization) are removed. Meanwhile, the
two pronuclei harvested from a fertilized egg
from the intended parents are transplanted into
the enucleated fertilized egg (created by the
donor and father).""

Aside from mitochondrial replacement,
preimplantation genetic diagnosis (PGD) or
prenatal diagnosis (or elective abortions) may
also prevent mitochondrial disease from being
genetically transmitted to future generations.
Using an egg donor is certainly possible, but
this approach would mean that the intended
mother would have no genetic link to the child.
Needless to say, each of these alternative
technologies comes with its own unique set of
ethical challenges.

3. Ethical
replacement
The main ethical issues about mitochondrial
replacement as highlighted by previous studies
are 1) safety, 2) the likelihood for further

concerns with mitochondrial

13.

il Therefore, while the present paper cannot provide
details on this, as one fertilized egg is destroyed
through the process of mitochondrial replacement in
cases of PNT, issues emerge concerning the moral
status of the fertilized embryo.

application of this technology, 3) identity of the
child created by this technology, and 4) “three
genetic parents.” Below, | organize some simple
argument points.

related to the

mitochondrial replacement
When applying a novel medical technology

to humans, the first issue to emerge is safety.

3-1.  Issues safety of

Mitochondrial replacement is no different, and
voices of concern have been raised about the
safety of this technology. Baylis organized
concerns about the dangers of mitochondrial
replacement in the following four categories: 1)
harm toward the egg donor, 2) harm to the child
or future generations, 3) harm to select
individuals  with  special interests in
mitochondria-based lineage research, and 4)
While 1) represents a
problem that resides in the entire area of
assisted reproductive technology that requires
egg donors, 2)-4) are issues unique to
mitochondrial replacement.

harm to society 1a.

It is not necessarily clear how the child born
from mitochondrial replacement will be affected,
if at all, and whether the effects (if any) will be
observed in their own children. This concern for
harm to the child or future generations is at the
heart of 2) and has become a major focal point
of the discussion in the U.K.. There is some
concern  that the original  (mutated)
mitochondria are not eliminated completely,
which would allow for the development of
mitochondrial disease, or that the complexities
of the mutual interactions between nuclear
DNA and mtDNA will create some other effects
beyond what could be anticipated 11. Various
effects have been reported in experiments using
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mouse models 1s.

The individuals noted in 3) with special
interests in this matter include genealogical
researchers  and historical/anthropological
researchers of human migration, for whom
mitochondrial replacement technology that
severs the mtDNA of the maternal line may
disrupt their research. Baylis acknowledges that
this risk is extremely low, but still questions
whether obstructing their freedom in research is
acceptable, especially if there are alternate ways
around the use of this technology (e.g., PGD).

Japan is considering the possibility of using
autologous transplantation of mitochondria as
infertility treatment 16, but there are so many
other applications of mitochondrial replacement
technology to which this could lead, and the
effects on society from some of these would not
be small—this is concern 4): harm to society. In
section 3-2, | discuss the effects of this
technology on other technologies and point out
that perhaps | should be spending human and
financial resources on more highly prioritized
diseases affecting a greater number of patients
14.

Some have argued that the concerns
described above are significant enough to keep
this technology from moving forward 14,17. On
the one hand, some would argue that new
medical technology is going to accompany risk,
and what is needed is not so much a prohibition
altogether, but rather an extremely careful
approach to research 1s,19. The U.K. Department
of Health and the Nuffield Council have called
for careful execution of the procedure and
follow-up with children born using this
technology, acknowledging that its safety
cannot be guaranteed 100% 13, 20.
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3-2. Concerns that this technology will lead
to further applications

As noted above, in addition to the risk to the
child created by this technology, other concerns
remain about the possibility of mitochondrial
replacement leading to the application of other
technologies as well. One example is using this
technology as an infertility treatment (see
above), but of the various applications, the
biggest concern is its use in genetic engineering
10,14, 21. Even though the contribution of mtDNA
to phenotype is small, we are -certainly
manipulating and changing genetic information
that is to be inherited by the next generation(s).
The first question is whether or not an important
moral  difference  exists  between the
manipulation or engineering of mtDNA versus
that of nuclear DNA. The British Department of
Health and some others have established that
the two are clearly different
Bredenoord et al. state that,
perspective of “the child’s right to an open
future,” there is no critical or moral difference
in manipulating mtDNA versus nuclear DNA 2.
The argument is ongoing among medical
specialists about whether or not a delineation
should be made between diseases involving
mtDNA and those that do not 23. Clearly, the
question about whether manipulation of mtDNA
differs from that of nuclear DNA is not easily
answered.

issues 2.
from the

In addition, even if a delineation could be
made, some concern about the
possibility that permitting mitochondrial
replacement would pave the way for genetic
engineering of nuclear DNA as well. Even if
mitochondrial replacement does not serve the

remains
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purpose of genetic enhancement or engineering,
the aim of disease prevention alone—as an
attempt to manipulate the next generation’s
genetic characteristics—opens up the possibility
for genetic engineering of the next generation,
as well as enhancement-type interventions such
as designer babies or the practice of eugenics 1o,
14, 21, 24.

The concerns described thus far do not deem
mitochondrial replacement as unethical, but
rather represent some hesitancy to open the door
to other potentially unethical acts that would be
enabled by permitting mitochondrial
replacement—in other words, it is a slippery
slope argument. In general, for a slippery slope
argument to become validated, the validity of
the speculative theory and the unethicality of
the premise become important 2s. While | will
not argue the validity of the speculative theory
of the present argument, |1 do wish to point out
the importance of knowing whether or not the
unethicality of the premise is clear. In other
words, mitochondrial replacement to increase
the chances of getting pregnant, genetic
engineering of nuclear DNA, enhancement
interventions and (new) eugenics practices are
all technologies that could be argued both for
and against, and we may not be able to state
firmly that any one of these is necessarily
unethical. Because of this, the unethicality of
the premise may not always be obvious, and the
slippery slope approach may present insufficient
grounds for this argument. At the very least, this
warrants a discussion centered on the ethics of
mitochondrial replacement and careful scrutiny
of the practice of technologies that involve these
matters.

3-3. Mitochondrial replacement and identity
issues in a child screated by this technology

Another issue is the identity of the child
born as a result of mitochondrial replacement.
In other words, can a child born from an
embryo  that  underwent  mitochondrial
replacement embody the same identity as if s/he
had not undergone mitochondrial replacement?
According to the Nuffield Council, 99.9% of the
genetic characteristics of a child are determined
by nuclear DNA, so mtDNA would not
influence an individual’s identity 13.

In the above argument, the debate focuses
on the issue of numerical identity—i.e., identity
in the sense that at two separate points in time,
one’s existence remains the same. However, as
the Nuffield Council has widely discovered,
there is great diversity in the concept of identity.
Therefore, if, for example, an individual’s
identity is determined by the world in which
s/he lives, or by their own personal narrative
rather than by their genes (i.e., narrative
identity), then we could conclude that their
identity would be changed by the presence or
absence of mitochondrial replacement 14. This is
because the raw narrative of Child a born from
Mr. A’s sperm and Ms. B’s egg versus that of
Child o’ born from Mr. A’s sperm, Ms. B’s egg
nucleus, and Ms. C’s mitochondria will be
different, particularly with regard to the
presence of mitochondrial disease, whether a
non-parent third party was involved in their
birth or not, and issues with the disclosure of
these facts.

Of course, some questions remain as to
whether this sort of influence on identity is
always unethical or not 26. To use an example of
someone undergoing an organ transplant, as
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long as receiving a transplanted organ will not
(figuratively, at least) render an individual as a
different existence, then we cannot conclude
that one’s numerical identity has undergone a
change before and after the transplant. On the
other hand, if the individual’s life narrative and
world are changed dramatically by undergoing
the transplant or not, then we would conclude
that the narrative identity is changed by the
transplant. Generally speaking, this type of
change in narrative identity is not considered to
If a
similar argument can be made for mitochondrial

render transplant medicine unethical.

replacement, then trying to decree that this
technology is unethical due solely to changes in
narrative identity would be difficult.

3-4. Issues with “three genetic parents”

As described above, a child born as a result
of mitochondrial replacement has nuclear DNA
from the sperm, nuclear DNA from the intended
mother’s egg, and mtDNA from the donor. This
has led to the criticism that mitochondrial
replacement is the first technology ever to
create a child with “three genetic parents” 27.
The term “three genetic parents,” or “tri-parent”
has become commonplace among the press both
domestically and abroad, when commenting on
mitochondrial replacement 7, 2s, 20. The U.K.
Department of Health and the Nuffield Council
have criticized the use of this term, however,
opining that it is inappropriate 13, 20.

At least two thoughts must be considered
when offering the criticism that “mitochondrial
replacement creates a child with three genetic
parents.” The first is the obvious matter of
whether or not mitochondrial replacement does,
in fact, create a child with “three genetic
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parents.” Second, even if we can affirm that it
does give rise to a child with three genetic
parents, is this in it of itself unethical? As
discussed in section 1-1, these points are new
issues that have been presented to the field of
bioethics by the arrival
replacement  technology.
questions that should be considered from

of mitochondrial
They are also

non-conventional angles with regard to the
value of genetic linkage and the ideal
relationship that should exist between parent
and child. For the remainder of this paper, I will
focus the discussion on these two specific
points.

4. “Three genetic parents,” the value of
genetic linkage, and the implications of
severing this

4-1. Does mitochondrial replacement lead to
the birth of a child with *“three genetic
parents?”

As discussed above, the U.K. Department of
Health and the Nuffield Council have expressed
some negative opinions pertaining to the term,
“three genetic parents”:

“Genetically, the child will, indeed, have
DNA from three individuals but all available
scientific evidence indicates that the genes
contributing to personal characteristics and
traits come solely from nuclear DNA, which
will only come from the proposed child's
mother and father. The  donated
mitochondrial DNA will not affect those
characteristics.” (U.K. Department of
Health, 2014, page 15).

As reflected in this excerpt, the U.K.
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Department of Health and the Nuffield Council
consider it problematic to label a mitochondrial
donor as a ‘parent,” given the low power of
influence that mtDNA has on an individual’s
characteristics and form. At a workshop
targeting individuals from the general public
that was conducted by the HFEA as part of the
process of policy-making, participant responses
were consistent with this opinion, as
demonstrated by the high number of those who
felt that the term “three genetic parents” was
inappropriate, based on the little amount that
would be contributed genetically to the child
from the donor’s mtDNA 3. However, while
both the U.K. Department of Health and the
Nuffield these  opinions
concerning genetic linkages, they also do not

Council  have
necessarily deny the presence of emotional
linkages altogether. Actually, that which
partially protects a child’s right to know their
origins (albeit in a limited manner from
anonymous information, etc.) offers medical
benefits in addition to the emotional linkages.

Baylis rebuts this from the perspective of
narrative identity 14. Specifically, she argues
that Child o, born as a result of Mr. A’s sperm
and Ms. B’s egg, will constitute an entirely
different individual from Child o’, born from
Mr. A’s sperm, Ms. B’s egg, and Ms. C’s
mitochondria. In so far as Child o and Child o’
are different individuals, it can be said that there
are three parents, including the mitochondrial
donor Ms. C."V

v In cases for which the mitochondrial donor is from
the same maternal lineage as the egg donor (e.g., a
mother or sister), they will have similar if not the same
mtDNA. Thus, in actuality, there will be two genetic
parents. However, most of these cases do not allow for
the possibility of bypassing mitochondrial disease, so |

Indeed, while the contribution of mtDNA to
an individual’s phenotype is low, there are cases
in which mtDNA plays a decisive role in the
development  of  mitochondrial  disease.
Therefore, in some cases, an entirely different
life could be anticipated as a result of the
influence of MtDNA; naturally, a different
personality and identity would also develop 2.

That said, even if Child o and Child o were
to have different identities, this is not a valid
reason to conclude that mitochondrial donor Ms.
C should be labeled as a parent to Child a’. At
the very least, most would generally be
reluctant to call her a genetic parent, primarily
because if Ms. C should be considered a genetic
parent in these instances, then there are others to
whom the same label should be applied.
However, labeling the mtDNA donor as a
parent in some of those cases may force us to
make some conclusions that would generally go
against our intuition.

Such cases would include those of somatic
cell cloning with the aim to reproduce (hereafter,
reproductive cloning). In reproductive cloning,
mtDNA has a different origin from that of the
nuclear DNA, unless the woman uses her own
egg cell or another egg donor such as her
mother or sister with the same maternal genetic
background. Therefore, if the mitochondrial
donor in mitochondrial replacement is labeled a
genetic parent, then the egg donor in
reproductive cloning should also be labeled as
such, to avoid inconsistencies. However, within
the context of reproductive cloning, those who
would consider a mtDNA donor (i.e., an egg
donor) as a parent are certainly not in the

have excluded them from my present discussion.
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majority.

Of course, with reproductive cloning,
dramatic differences in phenotype are not
anticipated simply due to differences in
mitochondria. In this regard, one may argue that
an important moral difference exists between
reproductive  cloning and  mitochondrial
replacement. Conversely, perhaps some would
advocate that egg donors in reproductive
cloning are labeled parents as well. However,
(while this is doubtful given the argument
trajectory thus far), even if a child were to be
born with “three genetic parents” through
mitochondrial replacement, we could not
confidently conclude that something unethical
has occurred. If this is true, then the simple fact
that a child is born with “three genetic parents”
cannot be the sole reason to deem mitochondrial
replacement an unethical procedure.

4-2. Revisiting the ethics of creating a child
with “three genetic parents”

Let us open up the discussion anew with
regard to whether there are any ethical issues
with creating a child who would be born to
“three genetic parents.” First, unless we feel the
need to adhere so tightly to the original
definition of the term “genetic,” then it could be
said that many children in modern-day society
have three or more people whom they could call
‘parents’ 3. For various reasons and
circumstances, there are some children for
whom their so-called biological/genetic parents
differ from those who raised them (i.e., social or
‘adopted’ parent). For example, the couple that
gave birth to the child may encounter a situation
in which they are forced, for whatever reason,
to leave the child to be raised by another couple.
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In this case, this child would have four adults
that could be considered “parents.”

However, in the case described above, the
child may not necessarily have three (or more)
parents from the stage of birth and beyond. On
the one hand, mitochondrial replacement
necessitates that three human beings are
involved in the child’s birth. However, in
modern-day assisted reproductive technology,
similar circumstances can emerge in several
cases. One typical example would be the case in
which a sperm or egg is donated from a third
party in order to have a child s1. In this case, the
child would have the two adoptive parents that
raised him/her in addition to the genetic parent
that is the donor for one of the spouses,
resulting in a total of three or more parents. In
cases involving surrogate mothers, one may
even argue that multiple individuals could be
considered parents to this child s2. Admittedly,
opinions are quite split in Japan with regard to
the technology requiring a third-party egg or
sperm donor and surrogate mothers. The
problems embodied by this technology that
would likely overlap with problems inherent to
mitochondrial replacement include confusion
about family values or discrimination toward
children born through this technology. However,
whether or not these demerits are so severe as to
outweigh the alternative of the child not existing
requires further discussion. In the context of
mitochondrial replacement, if Child a and Child
o’ were to embody different numerical identities,
then Child o’ would essentially be non-existent
if this technology was not employed. If different
numerical identities are not assumed for Child a
and Child o’, then Child o (= Child a’) would
benefit from being able to avoid the serious
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disease that is mitochondrial disease, through
the application of mitochondrial replacement.
Johnson opines that the ability to avoid
mitochondrial disease in this manner, or, at the
very least, to have the potential to do so,
outweighs the demerits associated with having
three parents 1s.

In sum, if we do not adhere too tightly to the
semantics of the term “genetic” when
describing parents, we must acknowledge the
existence of quite a few children with three (or
more) adults who could be called “parents,” and
that this is not unique to mitochondrial
replacement. However, when considering a
third-party egg or sperm donor through the
same lens, having three parents from
mitochondrial ~ replacement is  ethically
problematic in cases for which A) the demerits
are so severe that it would be better if the child
did not exist, or B) the demerits far outweigh
the merits associated with the ability to bypass
mitochondrial disease. That said, it is not
always obvious that the demerits associated
with having three parents far outweigh the
merits of being able to avoid mitochondrial
disease.

4-3. The value of mtDNA linkage and nuclear

DNA linkage
Thus far, | have delved into the two
arguments of  whether mitochondrial

replacement will give rise to the birth of
children with three genetic parents (section 4-1),
and whether or not giving birth to a child with
three genetic parents is, in fact, ethically
problematic (section 4-2), both issues of which
are related to the existence of “mitochondrial

donors” and “genetic parents.” Consider,

however, how the “mitochondrial recipient,” i.e.,
the woman or couple requesting the transplant,
might view this As mitochondrial
replacement would involve a female seeking a
nuclear DNA linkage, some might view this as a
technology that (in the opposite manner) severs
the mtDNA linkage. Thus, as a final argument,
we will discuss issues with mitochondrial
replacement and genetic parents as viewed from
recipients of the mitochondrial replacement
technology. However, given my limited ability
to discuss this matter thoroughly, I will only
briefly point out a few argument points to
discuss the value of both mtDNA and nuclear
DNA linkages, as well as the implications of
severing each, ideally in a manner that
contributes to future discussions on this topic.
Several infertility treatment technologies
(e.g., in vitro fertilization for infertility, or
pre-implantation genetic diagnosis to avoid
habitual abortions) incorporate the practice of
seeking a nuclear DNA linkage with the child.
In other words, if nuclear DNA linkage was not
so persistently sought after and a couple is
having difficulty becoming pregnant, then their
options would be to give up on having children,
adoption, fostering, or using an egg donor. The
same would apply to mitochondrial replacement
12. Of course, some also view these desires for a
nuclear DNA linkage and the technology that
evokes this desire in some individuals with
skepticism 33. Even so, it is difficult to conclude
that the desire to have a child with nuclear DNA
linkage in its entirety is unreasonable or
preposterous, or that such a desire is completely
socially constructed 4. If that is the case, at the
very least, the possibility exists that our society
does, in fact, perceive some form of value in

issue.
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nuclear DNA linkage, despite the myriad of
problems inherent to this.

What can we conclude about mtDNA
linkage? One characteristic of mtDNA is that it
is shared all along the maternal lineage; is it
problematic to sever this linkage? Very few
discussions are ongoing concerning this point,
either within or outside of Japan, and Japan
must also revisit this discussion and conduct
bioethical research studies to this end. However,
as stated in section 3-3, if mtDNA is responsible
for 0.1% or less of phenotype, and the primary
concern is to have a child who (phenotypically)
resembles the parents, then the nuclear DNA
linkage should be sufficient and mitochondrial
replacement (which would sever mtDNA
linkages while maintaining nuclear DNA
linkages) should not be problematic to perform.

5. Conclusions

In the present paper, | have attempted to
organize arguments from previous studies while
providing a critical discussion of the ethical
ramifications of allowing  mitochondrial
replacement to address the genetic issues of egg
cells in women with mitochondrial disease. | am
likely the first group from Japan to have
examined the ethical aspects of mitochondrial
replacement, particularly with regard to the
ethical implications of giving birth to children
with  “three  genetic parents.” | was
unfortunately unable to discuss all arguments in
full, simply because | aimed to represent as
many issues as possible that will serve as the
foundation for future discussions in Japan. As
mentioned in Section 4 above, a societal-level
discussion is needed to evaluate the worth of
mtDNA linkages and what it means to sever
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these, in a manner that incorporates deeper
bioethical research studies and pays attention to
the various stakeholders involved. In addition,
in the event that mitochondrial replacement is
implemented in Japan, it would likely begin as a
clinical study, so a framework with research
regulations must be organized for this
technology. If the present paper could be used
to help pioneer this discussion, then | have
sufficiently accomplished my objectives.
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Medical neglect refers to parents failing to obtain adequate medical treatment for their child, often attributing it to
the family’s specific beliefs. It is becoming a critical issue in the Japanese medical care system and, although the
exact number has yet to be revealed, the number of medical neglect cases may be significantly large. This passage
demonstrates how the act of disregarding children’s right to receive treatment is completely unacceptable and
presents the recommended measures by doctors to treat those neglected children. In the end, what doctors could do

beyond treatment is also proposed.
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Abstract:
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In recent years, artificial intelligence (Al) technology has been developing at a tremendous pace. This is no
exception in the medical field, and from the viewpoint of diagnosis and prognosis prediction, the day when Al
surpasses humans may be close. However, incorporating Al into the medical field raises various issues such as
those involving privacy, law and human psychology. Furthermore, there are roles that only human doctors can play

when it comes to providing medical treatment. If a doctor can make good use of Al as assistants while cherishing

the work that Al cannot do, better medical practices can be performed.
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Abstract:
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The rate of epidural birth in Japan is 6.1%, which is lower than that of other countries. One reason is that, in Japan,
labor pains are thought to give mothers a sense of motherhood. In an interview after childbirth, no difference was
found in terms of sense of motherhood between epidural birth and natural birth. Viewing childbirth as a rite of
passage, advocating the back-to-nature movement, and listening to obsolete information by medical staff are

keeping epidural birth from becoming widely acceptable in Japan. Providing evidence-based education will be the

issue in the future.
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Abstract:

Anesthesia is necessary for surgical operations, but it can cause anxiety and risks for patients. Anesthesiologists
should always obtain informed consent before administering anesthesia. However, it is doubtful that, in general,
autonomic patients themselves would make a decision to receive anesthesia. Ideally, informed consent should
contribute to better doctor-patient relationships, and patients themselves should decide their treatment plans
following the consent procedures. However, in a clinical setting, anesthesiological informed consent is often
performed at bedside, in a short amount of time, and by someone other than the responsible anesthesiologist. This
situation may be due to the nature of anesthesiology—in almost all cases, anesthesia is requested by each surgery
department and anesthesiologists tend to be fully occupied with intra-postoperative management. Also, patients
generally think they do not have control over anesthesia and tend to leave it entirely up to the anesthesiologist. To
improve this situation, many measures have been taken, including performing preoperative assessment at
preoperative anesthesia clinics (PACs), introducing anesthesia nurse coordinators and using audiovisual aids in
preoperative evaluations. Comparing the informed consent practices with other countries, such as the United States
and Germany, also serves as a good reference. While these measures may improve anesthesiological informed
consent, it is important that anesthesiologists do their best to communicate with patients. To build a good
doctor-patient relationship, each anesthesiologist should reexamine the importance of informed consent and

continue to brush up on his/her informed consent skills.
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Journal information

Aims and Scope

CBEL Report is an academic journal launched for the further development of bioethics and medical ethics in Japan.

The open-access journal offers a public outlet for presenting new research results, creating an international network

for academic exchange within the field of bioethics and medical ethics. The mission of CBEL Report is to lead an

active intellectual discussion for specialized research to provide useful knowledge to researchers and students in all

disciplines, health professionals, members of ethics committees and policymakers etc.

Instructions for Authors

To fulfill the above objectives, CBEL Report calls all authors to share their research results by submitting their

manuscripts.

1.

2.

92

[Types of manuscripts] All manuscripts must be supplied in the following style.

(a)

(b)

Submitted manuscripts are categorized according to the word count as follows.

(1) Letters: Up to 500 words in English or up to 1,000 characters in Japanese

(2) Reviews: Up to 20,000 words in English or up to 10,000 characters in Japanese

(3) Articles: Up to 20,000 words in English or up to 10,000 characters in Japanese

*the word count without abstract, notes and reference lists

“Articles” are categorized into the following two types.

(1) Regular articles: Newly published works. We do not accept articles that have been submitted
simultaneously to other journals. However, this does not apply to works that have been previously
presented at an academic conference and turned into papers.

(2) Translated articles: Articles translated into English or Japanese that have been published in other
publications. (There are no restrictions for the original language.) Articles must accompany

paperwork granting the copyright.

[Formatting] Submitted manuscripts must adhere to the following format.

(a)
(b)

(c)
(d)

(e)

Must be in either English or Japanese.

The word count must not exceed the limit stipulated in Section 1 (a) according to the type of
manuscript.

The manuscript must be presented in an electronic file prepared using Microsoft Word.

The title, manuscript type, name(s) of author(s), name of institution/department and contact information
such as e-mail address must be entered in the first page.

Articles must include the abstract (up to 200 words in English or 450 characters in Japanese) and
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keywords (3 to 5 words for either English or Japanese) in the beginning.

(f) Notes should be provided at the bottom of the page as footnotes (instead of placing them at the end of
the article).

(g) Reference list should be included at the end of the article. There are no requirements on reference styles
but all the following information must be included.
(1) Books: Name(s) of author(s), year of publication, title, name of publisher
(2) Journal articles: Name(s) of author(s), year published, article title, medium, page(s)
(3) Newspaper articles: Name of newspaper, year published, article title, date (morning or evening

paper)

(4) Website articles: Website name, year published, site address, date visited
* If you have any other questions regarding the reference list, please contact the editorial board.

(h) Figures and tables should be inserted to the text. They don’t have to be counted in word count. Colored
materials are available.

(1) Acknowledgement of financial support from organizations or individuals other than the affiliated

institution, if any, should be included at the end of the article.

[Peer review] On the condition that the above requirements are met, articles will be accepted for review by
members of the editorial board or any other professionals assigned by the editorial board. The authors will be

notified whether their manuscripts are accepted, accepted with conditions or not accepted for publication.

[Submission method] Manuscripts must be submitted via email. Make sure the manuscripts are in compliance
with the above requirements. Send the electronic data to the editorial committee as an attachment

(cbelreport-admin@umin.ac.jp). Submissions are accepted throughout the year.

[Fee] There are no fees for the review or publication.

[Copyright] Individual authors own the copyright for the published papers, and the Department of Biomedical
Ethics, The University of Tokyo Graduate School of Medicine owns the compilation copyright. Furthermore,
the Department can request the designated operators of the electronic library or database to 1) post the articles,
etc. published in this journal in the electronic library or database and 2) allow users to access the articles, etc.

published in this journal, and in particular, to refer to and print the works.

Editorial Committee

Updated August 30, 2018. / Revised October 12, 2018.
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