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(Purpose) (BHY)

Article 1  The purpose of these Guidelines is to provide the fundamental matters to be observed from the
bioethical viewpoint with respect to the utilization of human embryonic stem (ES) cells, so as to contribute
to ensuring the proper utilization of human ES cells. The Guidelines fully take into consideration the fact
that, while they have the potential to contribute significantly to developments in medicine and biology,
human ES cells are derived by destroying human embryos, which are the emerging potential of human life;
and the fact that human ES cells have the potential to differentiate into any type of human cell

(Definitions)
Article 2 In these Guidelines, the meanings of the terms listed shall be as prescribed in the followings:
(i) Embryo
An embryo prescribed in Article 2, Paragraph (1), Item (i) of the Act on Regulation of Human Cloning
Techniques (Act No. 146 of 2000; hereinafter referred to as the “Act”)

(if) Human embryo
An embryo of a human being (including an embryo with the genetic information of a human being)
(iii) Human fertilized embryo
A human fertilized embryo prescribed in Article 2, Paragraph (1), Item (vi) of the Act
(iv) Human somatic cell nuclear transfer embryo
A human somatic cell nuclear transfer ([SCNT) embryo prescribed in Article 2, Paragraph (1), Item (x)
of the Act
(v) Human embryonic stem (ES) cell
A cell obtained from a human embryo or produced by the division of such a cell, excluding an embryo,
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which has pluripotency (the capability to differentiate into endodermal, mesodermal and ectodermal cells)
and retains the ability to proliferate by itself or is presumed to have an ability similar thereto.

(vi) Germ cell
Any cell from a primordial germ cell to a spermatozoon or an ovum
(vii) Deriving institute
An institute that derives human ES cells
(viii) Utilizing institute
An institute that utilizes human ES cells to carry out basic research (except overseas institutes)
(ix) Distributing institute
An institute that carries out the business of distributing to third parties human ES cells (limited to those
intended for use in basic research) deposited by other institutes.
(x) Utilizing clinical institute
An institute (excluding overseas institutes) that utilizes human ES cells for the purpose of using the same
in medical care (including clinical research and trials, the same to apply hereinafter) in accordance with
laws and regulations.
(xi) Overseas institute
An institute that utilizes human ES cells for the purpose of basic research or medical care outside Japan.
(xii) Utilization plan
A plan concerning the utilization of human ES cells by a utilizing institute
(xiii) Utilization director
A person in a position to oversee the utilization of human ES cells in a utilizing institute
(xiv) Researchers
Researchers and technicians who handle human ES cells at a utilizing institute under the supervision of
the utilization director.

(Consideration for Human ES Cells)

Avrticle 3 A person handling human ES cells shall handle such cells conscientiously and carefully, by taking
into consideration that human ES cells have been derived by destroying human embryos, which are the
emerging potential of human life, and have the potential to differentiate into any type of human cell.

HIRTE R OAREEDHINI LT 2B A2V D, ) ZA L. 2D,
HOBEREBENEZHERF L TWDbOXIIZENITET 2263 5
TEMHEESNDBDEND,
N AGEMIE AR AR TR D SR T OUTIR I E S EToMIaE
W,
£ BIZHERS b FE SHMIRARLNT OB E VD,

U EABEES v N E SHIRRA A U TR 21T O BB (M
SMERIZBR<, ) BV D,

U rECHRES oA G FRES - M E SR GERERNTA
OS2 b DIZIRD, ) ZH =BT 25 & Ehid 2%
BZW 9,

+ ERERFIAMERE  EAICEO X ER (BRITAER R A S T,
PLFRIC ) ICHWD Z L2 HRE LT ME SHildafEH 3 28
B (MBI ZBR<, ) &9,

+— SRS AENCR W TR X IXERICHVWS Z & &
HRyE LTt NE SHilaZ AT 2829,

+= EAEE EARINT O b M E SHIOME ARSI D
29,

+= FEAEEE FEAEEICHE T, b NE SHAOMEH ARG
THONLGICHDHEEZ N,

+0U RS EHREEOEEO T CEAKREICBSWT, B
E Sz B0 & 5 it KO E 29,

(e ME SHIIZR 2 ELE)

¥=4 b MESHMRZEOHSHIL. & ME SHMER, ADEmoD
HHETHDHE MREZRLASE T ENZbDOTHD Z L HOET
DO D AREMEN B D Z L ICEE L., EOEEICE b
E SHIROBHFWEITH> LD LT 5,

Chapter 11 Utilization of Human Embryonic Stem Cells

o2& bt NESHKEOHER




Guidelines on the Utilization of Human Embryonic Stem Cells
Public Notice of the Ministry of Education, Culture, Sports, Science and Technology (MEXT) No. 68
of April 1, 2019

t FE SHIlOFEHIZE T 5 Et
(Frk 31 ECHPEE ERE 68 7)

(Requirements for Utilization)
Article 4 (1) The utilization of human ES cells (not including the utilization prescribed in the following
paragraph) shall be allowed only when the following requirements are satisfied:
(i) The utilization is for basic research contributing to any of the following:
(a) Clarification of the function of human development, differentiation and regeneration.
(b) Development of a new diagnosis method, preventive method or treatment method or development of
such products as medicines.
(if) The utilization of the human ES cells has scientific rationality and significance in the research
prescribed in the preceding item.
(2) The utilization of human ES cells derived using a hSCNT embryo may be carried out only for the purpose
prescribed in Article 6 Paragraph (2) of the Guidelines on the Handling of Specified Embryos (Public Notice
of MEXT No. 31 of 2019; hereinafter referred to as the “Guidelines on Specified Embryos”).

(3) The human ES cells to be utilized shall be limited to the following:

(i) Human ES cells that have been derived having satisfied the requirements prescribed in the Guidelines
on the Derivation of Human Embryonic Stem Cells (Public Notice of the Ministry of Education, Culture,
Sports, Science and Thechnology and the Ministry of Health, Labor and Welfare No.4 of April 1, 2019,
hereinafter “ES Derivation Guidelines”) (limited to cases where they are to be utilized for the production
of germ cells: human ES cells that have been derived having satisfied the requirements prescribed in the
same Guidelines, including that informed consent be obtained concerning the production of germ cells).

(ii) Human ES cells that have been derived in a foreign country, and which are recognized as having been
derived in accordance with standards that are equivalent to the ES Derivation Guidelines (in cases where
they are to be utilized for the production of germ cells, restricted to those human ES cells from which the
production of germ cells is not prohibited by the national laws and regulations of the said country or by
the conditions pertaining to the provision of human ES cells).

(Prohibited Acts)
Avrticle 5 No person handling human ES cells shall commit the following acts:

(i) Create an individual through the transplantation of an embryo produced using human ES cells into a
human or animal uterus or through any other method. However, this shall not apply in a case where the
Guidelines on Specified Embryos are applicable in the creation of specified embryos as prescribed in
Article 4 of the Act.
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(ii) Introduce human ES cells into a human embryo.

(iii) Introduce human ES cells into a human fetus.

(iv) In cases where germ cells are to be produced from human ES cells, produce a human embryo using the
said germ cells.

(Criteria for Utilizing Institute)
Acrticle 6 (1) A utilizing institute shall satisfy the following requirements:
(i) A utilizing institute must possess the facilities and personnel necessary for the utilization of human ES
cells.
(ii) A utilizing institute shall have in place a plan for the provision of education and training necessary to
improve technical capability and ethical awareness regarding the utilization of human ES cells
(hereinafter referred to as “education and training plan”).

(Head of Utilizing Institute)

Article 7 (1) The head of a utilizing institute shall perform the following duties:

(i) Confirm the propriety of the utilization plan and approve the implementation thereof, following the
procedures prescribed in these Guidelines.

(ii) Ascertain the status of the utilization of human ES cells and, if necessary, give instructions to the
utilization director regarding matters such as any relevant points of concern and points for improvement.

(iii) Supervise the utilization of human ES cells.

(iv) Communicate these Guidelines widely and thoroughly within the utilizing institute and ensure the
observance thereof.

(v) Formulate an education and training plan on the utilization of human ES cells and implement education
and training.

(2) The head of a utilizing institute may not serve concurrently as the utilization director; provided, however,
that this shall not apply to the case where a person who acts for the head of the utilizing institute in
performing the duties set forth in the preceding paragraph has been appointed.

(3) In the case referred to in the proviso to the preceding paragraph, the term “the head of a/the utilizing
institute” in the provisions of these Guidelines (excluding the preceding paragraph) shall be deemed to be
replaced with “a person who acts for the head of a/the utilizing institute in performing the duties of the head
of the utilizing institute.”

(Utilization Director)
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Avrticle 8 (1) The utilization director shall perform the following duties:

(i) Examine the scientific and ethical propriety of the utilization plan based on the data and information
available in Japan and/or abroad concerning the utilization of human ES cells and, on the basis of the
results of such examination, draw up a document stating the utilization plan (hereinafter referred to as the
“written utilization plan”).

(ii) Oversee the utilization of human ES cells and give necessary instructtions to researchers.

(iii) Confirm as needed that the utilization of human ES cells is appropriately implemented in accordance
with the written utilization plan.
(iv) Have researchers take part in education and training relating to the utilization of human ES cells.

(2) The utilization director shall have ethical awareness, as well as sufficient expert knowledge and technical
capability with regard tohuman ES cells, should be capable of performing precisely the duties listed in the
items of the preceding paragraph.

(Ethical Review Board of Utilizing Institute)
Article 9 (1) The ethical review board of a utilizing institute shall carry out the following operations:

(i) Comprehensively review the scientific and ethical propriety of the utilization plan and submit opinions
to the head of the utilizing institute on matters such as the appropriateness of the plan thereto and any
relevant points of concern and points for improvement, in conformity with these Guidelines.

(ii) Receive reports on the status of the utilization, carry out investigations if necessary, and submit opinions
to the head of the utilizing institute on matters such as any relevant points of concern and points for
improvement.

(2) Notwithstanding the provisions of the preceding paragraph, the head of a utilizing institute may use an
ethical review board established by another utilizing institute as a substitute for the ethical review board of
his/her utilizing institute set forth in the preceding paragraph.

(3) The ethical review board of a utilizing institute (including the ethical review board established by another
utilizing institute prescribed in the preceding paragraph; the same shall apply hereinafter) shall prepare and
keep records on the review.

(4) The ethical review board of a utilizing institute shall satisfy the following requirements:

(i) The ethical review board shall satisfy all the requirements listed below so as to be able to
comprehensively review the scientific and ethical propriety of the utilization plan. The persons listed from
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(a) to (c) below may not hold other posts simultaneously. The same requirements apply to the convention

of meetings.

(a) The ethical review board shall include persons with expertise in the natural sciences, such as specialists
in biology and medicine.

(b) The ethical review board shall include persons with expertise in the humanities and social sciences,
such as specialists in ethics and jurisprudence.

(c) The ethical review board shall include persons capable of stating opinions from the standpoint of the
general public.

(d) The members of the ethical review board shall include two or more persons who do not belong to the
juridical entity to which the said utilizing institute belongs;

(e) The ethical review board shall consist of five or more members and should include both men and
women.

(f) No researcher implementing the said utilization plan, nor any person holding interests in common with
the utilization director, shall take part in the review.

(ii) Rules concerning the ethical review board of a utilizing institute, shall be set in place and disclosed.

(5) The utilization director and researchers implementing the utilization plan shall not be present during the
deliberations of the ethical review board of the utilizing institute or at the determination of its opinions.
However, the utilization director and/or researchers may, at the request of the said ethical review board,
attend a session to give an explanation of the utilization plan.

(6) With regard to the review of minor change to the utilization plan, the review may be carried out by a
member or members designated by the ethical review board of the utilizing institute, who may voice an
opinion. The results of the said review shall be reported to all members of the board.

(7) The contents of the meetings of the ethical review board of the utilizing institute shall be made public
except for those matters that the rules concerning the said ethical board specify are not to be disclosed.

(Approval of Head of Utilizing Institute)

Acrticle 10 (1) When utilizing human ES cells, the utilization director shall prepare a written utilization plan
in advance and seek the approval of the head of the utilizing institute for the implementation of the
utilization plan.

(2) The written utilization plan shall contain the following matters:

(i) The title of the utilization plan.
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(if) The name and address of the utilizing institute.

(iii) The name of the utilization director.

(iv) The purpose and significance of the utilization.

(v) The method and period of the utilization.

(vi) An explanation concerning the criteria for the utilizing institute.

(vii) When the human ES cells to be utilized are provided from a foreign country, an explanation that the
said human ES cells were derived in accordance with standards that are equivalent to the ES Derivation
Guidelines.

(3) To the written utilization plan shall be attached documents showing a brief biography, the research
achievements and education/training records of the utilization director.

(Seeking Opinion of Ethical Review Board of Utilizing Institute)

Article 11 The head of the utilizing institute shall, when requested by the utilization director to give approval
for the implementation of the utilization plan pursuant to Paragraph (1) of the preceding article, seek the
opinion of the ethical review board on the scientific and ethical propriety of the plan and confirm the
conformity of the utilization plan with these Guidelines based on the said opinion.

(Notification to the Minister of Education, Culture, Sports, Science and Technology)

Article 12 (1) When giving approval for the implementation of the utilization plan, the head of the utilizing
institute shall notify the Minister of Education, Culture, Sports, Science and Technology of the
implementation of the said utilization plan in advance after the completion of the procedure set forth in the
preceding article.

(2) In the case referred to in the preceding paragraph, the head of the utilizing institute shall submit to the
Minister of Education, Culture, Sports, Science and Technology the following documents:

(i) Written utilization plan.

(if) Documents showing a brief biography, the research achievements and education/training records of the
utilization director.

(iii) Documents indicating the process and results of the review by the ethical review board of the utilizing
institute.

(iv) The rules concerning the ethical review board of the utilizing institute.

(3) The Minister of Education, Culture, Sports, Science and Technology shall report as necessary to the
Bioethics and Biosafety Commission under the Council for Science and Technology regarding the status of
notification of the utilization plan.
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(Changes to Utilization Plan)

Avrticle 13 (1) The utilization director shall, when intending to change any of the matters listed in Article 10
Paragraph (2) (excluding Item (ii)), seek in advance the approval of the head of the utilizing institute with
regard to the said change. However, with regard to any change that do not impact on the essential content
of the utilization plan, it shall be sufficient to report the change to the head of the utilizing institute.

(2)The head of the utilizing institute shall, when requested to provide the approval prescribed in the body of
the preceding paragraph, seek the opinion of the ethical review board of the utilizing institute on the
propriety of the said change and confirm the conformity of the said change with these Guidelines on the
basis of the said opinion.

(3) The head of the utilizing institute shall , having given the approval prescribed in the body of Paragraph
(1), promptly notify the Minister of Education, Culture, Sports, Science and Technology to such effect,
attaching the written amendment to the utilization plan (documentation showing the details of the change
to the utilization plan and the reasons for the change) and documents indicating the process and results of
the review by the ethical review board of the utilizing institute on the said change.

(Changes that do not impact on the essential content of the utilization plan.)

Article 14 (1) The head of the utilizing institute shall, when any change has been made to the matters listed in
Article 10, Paragraph (2), Item (ii), promptly notify the Minister of Education, Culture, Sports, Science and
Technology to such effect.

(2) The head of the utilizing institute shall, when a change has been made that does not impact on the essential
content of the utilization plan as per the proviso of Paragraph (1) of the preceding article, notify the ethical
review board of the utilizing institute and the Minister of Education, Culture, Sports, Science and
Technology to such effect.

(Report on Progress of the Utilization)

Acrticle 15 The utilization director shall report on the progress of the utilization of human ES cells as needed
to the head of the utilizing institute and its ethical review board.

(2) In addition to the report set forth in the preceding paragraph, at least once a year, the utilization director
of the utilizing institute that produces germ cells shall prepare a report containing the status of germ cell
production and shall submit this to the head of the utilizing institute.

(3) A utilizing institute shall cooperate in submitting materials, accepting investigations and any other
measures found to be necessary by the Minister of Education, Culture, Sports, Science and Technology
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concerning the utilization of human ES cells. Do
(Termination of Utilization of Human ES Cells)
Article 16 (1) The utilization director shall, when the utilization of human ES cells has been terminated, (FERADKT)

promptly prepare and submit to the head of the utilizing institute a written report stating the results of the
utilization.

(2) The head of the utilizing institute shall, having received the submission of the Report referred to the
preceding paragraph, promptly submit a copy of the report to the ethical review board of the utilizing
institute and the Minister of Education, Culture, Sports, Science and Technology.
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Chapter 111 Distribution of Human Embryonic Stem Cells

(Requirements for Distribution to Utilizing Institute)
Article 17 (1) A utilizing institute may, in addition to depositing human ES cells with a distributing institute,
distribute human ES cells to other utilizing institutes, utilizing clinical institutes and/or overseas institutes.

(2) The distribution of human ES cells from a utilizing institute to a utilizing clinical institute may be carried
out only when the said human ES cells were not distributed by a distributing institute and the following
requirements are satisfied by means of a contract or other method:

(i) The utilizing clinical institute shall not create an individual through the transplantation of embryos
produced by utilizing human ES cells into a human or animal uterus or through any other method,
introduce human ES cells into a human embryo or human fetus, or produce germ cells from human ES
cells.

(ii) The utilizing clinical institute shall not redistribute or transfer the human ES cells that it has received
by distribution to any other institutes.

(iii) The utilizing clinical institute has in place an education and training plan concerning the utilization of
human ES cells.

(iv) The utilizing clinical institute shall have taken sufficient and appropriate measures to protect personal
information.

(v) The utilizing clinical institute shall, when transferring differentiated cells that it has produced, notify
the transferee that the said differentiated cells originate from human ES cells.

(vi) In the event of the requirements prescribed in the preceding items being violated, the utilizing clinical
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institute shall immediately cease the utilization of human ES cells.

(3) The distribution of human ES cells by the utilizing institute to an overseas institute may be carried out
only when the following requirements are satisfied by means of a contract with the destination institute or
other method:

(i) The use of the distributed human ES cells must be approved by the relevant authority based on the
legal system of the country or region in which the said overseas institute is located.

(ii)With regard to the handling of the human ES cells the overseas institute shall observe the legal system
of the country or region in which the said overseas institute is located.

(iii) The overseas institute shall not redistribute the human ES cells that it has received by distribution to
any other institutes.

(iv) The overseas institute shall not create an individual through the transplantation of embryos produced
by utilizing human ES cells into a human or animal uterus or through any other method, introduce
human ES cells into a human embryo or human fetus, or produce human embryos using germ cells
produced from human ES cells.

(v) The overseas institute shall not utilize the human ES cells for any purpose other than basic research or
medical care.

(vi) When human ES cells derived using a hSCNT embryo are to be distributed, sufficient measures must
be taken to protect personal information.

(vii) In the event of a violation of the requirements set forth in each item of the preceding Paragraph, use
of the human ES cells shall cease immediately.

(4) When human ES cells have been distributed to a utilizing clinical institute or to an overseas institute, the
utilization director shall prepare a written report describing the circumstances of the distribution and
submit the report to the head of the utilizing institute.

(5) The head of the utilizing institute shall , on receipt of the report specified in the preceding Paragraph,
promptly submit a copy of said report to the ethical review board of the utilizing institute and to the
Minister of Education, Culture, Sports, Science and Technology.

(Handling of Differentiated Cells)
Avrticle 18 (1) A utilizing institute shall, when transferring differentiated cells that it has produced, notify the
transferee that the said differentiated cells originate from human ES cells.

(2) A utilizing institute that produces germ cells shall, when transferring germ cells that it has produced, in
addition to giving the notification set forth in the preceding paragraph, confirm that the following matters

Hlick FE SHlROBEHZK T2 L,

3 EAMEIC K 2B ~D b N E SHROSELL, /B E D
B2 OMOTFEIZ LY . WICEIT 5 B2 T8R0T
I EMTEDLLDET D,

— i 5t ME SHlEOM AN, Yk 2359 5 E X
OB EFICESZTEARINTZHLOTHD Z L,

& ME SHIREOEHMNZOWT, SELESMER 2MFE T 5 E T
MR D HIEH AT 52 &,

= mhlE=ZT7-e NE SHlilaz ., oBIICk L ThEl L v
L

Wt NE SHlEZERH L TER L7 ASUTEM DR ~DF
TZ DD IFEC K DERDAR, & MEEA O FOBR~DE
FE SHIFLOEAI N E b E S #IF SIER L7 AR 2
Wiz b MROERR 21T &,

L FEBERAFE L R BLIAOFIH 2177 2 &,

N O ANZe—URERAWCEN.SN-Ee FE SHlflnz ol Ly D &
THEE. MAEROMREDT- DD REENH LN TS
Z&,

€ AIE BB EHIT A 2 & Lo A TRV TR, B
bick NE SHilaOFERHZKTT 52 &,

4 ERAEEEE, BEEA MBI SO MR ICR LT N E Sl

OBLUT- & XX, DELORMZFC# Lo E 2B L. I

BMoRIiEHT 200 L35,

5 EABBEOERIX, siHOREEORMZZ T &1L, HEON

W2, ZDE L2 AKEOMEFEZR B S K OSGHR A REIZHEH

THHLDOET S,

(LA D BRAR)

BHI\E ERAMREE. Bk L7 bl A BT 2550121, Yk
MbAlEaA e NE SHMIZICHEKT 250 TH S Z & 2B eici@am
TAHELDET S,

2 EREMRLOVERL AT O B HBERAIR. TERL U 72 AR AL 2 REE 3 5
LA, BIEOBHEIT 5 1ED, YO TR Iz OV

10




Guidelines on the Utilization of Human Embryonic Stem Cells
Public Notice of the Ministry of Education, Culture, Sports, Science and Technology (MEXT) No. 68
of April 1, 2019

t FE SHIlOFEHIZE T 5 Et
(Frk 31 ECHPEE ERE 68 7)

regarding the handling of the said germ cells are ensured by means of a contract with a recipient of the
cells or by some other method:
(i) Germ cells shall be used for basic research that contributes to either of the following:

(a) Clarification of the function of human development, differentiation and regeneration.
(b) Development of a new diagnosis method, preventive method or treatment method or development of
such products as medicines.
(ii) Germ cells shall not be used to make human embryos.
(iii) Germ cells shall not be transferred to other institutes.
(iv) An utilization institute that has transferred germ cells shall, as needed, be able to request a report from
the transferee on the status of the handling of germ cells listed in each of the preceding items.

(3) When a utilizing institute intends to transfer germ cells based on the provisions of the preceding
Paragraph, the utilization director shall seek the advance approval of the head of the utilizing institute.

(4) In giving the approval set forth in the preceding paragraph, the head of the utilizing institute shall
confirm that the transfer of the produced germ cells conforms to the provisions of Paragraph (2).

(5) The head of the utilizing institute shall, when having given the approval set forth in Paragraph (3),
promptly report to that effect to the ethical review board of the utilizing institute and to the Minister of
Education, Culture, Sports, Science and Technology.

(6) A utilizing institute that produces germ cells shall, if it continues to handle the said germ cells after
termination of their utilization, ensure that the matters set forth under Items (i) to (iii) of Paragraph (2) are
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Chapter VI Miscellaneous Provisions FHAE MR
(Disclosure of Research Results) (WFZERLR DIAER)

Acrticle 19 (1) The research results obtained through the utilization of human ES cells shall be made public,
except in cases where issues arise with respect to the protection of intellectual property rights, personal
information, etc.

(Public Announcement of Nonconformity to Guidelines)
Acrticle 20 The Minister of Education, Culture, Sports, Science and Technology shall, when there has been
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a person or entity whose handling of human ES cells and germ cells produced from human ES cells was
found not to conform to the criteria provided by these Guidelines, make a public announcement to that
effect.
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Supplementary Provisions

(Effective Date)
Article 1 These Guidelines shall come into effect as of the day on which three months shall have elapsed
from the day of their publication.

(Repeal of Guidelines on the Distribution and Utilization of Human Embryonic Stem Cells)

Article 2 The Guidelines on the Distribution and Utilization of Human Embryonic Stem Cells (Public
Notice of MEXT No. 174 of 2014; referred to in the following Article as the “old Guidelines™) shall be
repealed.

(Transitional Measures)

Article 3 A utilization plan that has been notified to the Minister of Education, Culture, Sports, Science and
Technology pursuant to the provisions of the old Guidelines prior to this announcement coming into effect
shall be deemed to have been notified in accordance with the provisions of Article 12, Paragraph (1).

(Review of Guidelines)

Article 4 (1) The Minister of Education, Culture, Sports, Science and Technology shall review the
provisions of these Guidelines if necessary, by taking into consideration such factors as the progress of
research in life sciences and trends of society.

(2) The review set forth in the preceding paragraph shall be carried out based on the opinion of the Council
for Science, Technology and Innovation.
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