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Executive Summary

Transplantation of organs, cells and tissues are now effective therapies across a
wide range of both fatal and non-fatal diseases. The excellent survival and success rates
of transplantation of organs and cells, such as the kidney, liver and heart or haematopoietic
stem-cells in immunosuppressed patients, have led to high levels of demand globally.
The success rates for transplantation of certain cells or tissues which do not require
immunosuppression have also ensured that such procedures are frequently the treatment of
choice in the respective therapeutic areas. It is, however, clear that ethically-unacceptable
practices occur in a number of countries.

Neither measurements of activity in, nor outcome of, organ, tissue and cell
transplantation is available globally. There are data from countries with compulsory
registration of transplant activity and there are voluntary registries of some types of
transplantation.

Despjte the appropriate focus on prevention of disease, the global needs of patients

~ for transplantation are not being met. The demand has outstripped the supply of organs,
cells and tissues from both deceased donors and from the altruistic living relatives of
patients in need. The alternative treatments and medical support for patients with end stage
organ failure, especially renal dialysis, are expensive and limited in many countries. There
is also a lack of clinical expertise in some regions and countries and an inability to fund
transplantation to some extent in all countries. Thus in all Member States one or more
influences prevent the sufficient supply of transplantation therapies and lead to pressure
for non-altruistic living donation. '

Deceased donation is meeting the needs of transplantation in few, if any, countries.
Potential donors are reluctant to commit to donate after death and their families may refuse
permission when approached after death. The use of executed prisoners as organ donors in
sorne countries causes great concern that these donations are coerced. Member States
employ different models of consent including: presumed consent or “opt out”; required
requesting; “opt-in”; and mixtures of these three models. Independently from which
specific model is chosen, information and voluntariness are of fundamental importance
for the act of post-mortem donation. :

Increasing use, over the past ten years, of living donation of non-regenerative organs
has extended from kidneys to livers and even to the lung and pancreas in some instances,
despite the hope that reliance on living donors could be reduced. There remains great
concern that a market in body parts (especially the kidney) has flourished over the past few
years with vulnerable persons being tricked or coerced into donating and some recipients
travelling with their surgeons to countries where "donated organs may be purchased legally
or illegally. ' : .



Human cells, human tissues and human organs provide different concerns. Tissues
are processed and traded in many Member States by both for-profit and not-for-profit
organizations. It is not clear the extent to which donors or their families are aware of the
profit that is created through this trade. Htiman cells, in particular haematopoietic stem
cells, on the other band, are widely and increasingly exchanged globally between donors
and patients through arrangements made by not-for’ profit ‘organizations which isolate and
protect the anonymlty of both patlent and d0nor S -

Xenotransplantatlon represents a potentlal opportunity to ensure a constant supply -
of organs and tissues for transplantation. However, the scientific hurdles to successful .
xenotransplantation in humans currently mean that it should only be-undertaken under -
strict clinical trial conditions. There are substantial potential risks.to human health from
the transmission of xenogeneic infectious agents through xenotransplantation. Careful.
international monitoring of these clinical trials and of each subject is thus essential to
ensuring the safety not only of subjects but also of their families and the broader human
populatxon These issues transcend currently accepted norms of subject consentand« - .
medical responsibility for momtormg of the consequences.of xenotransplantatlon

It is clear that some Member States have not assumed or have been unable to assume
an appropriate Jevel of responsxblhty in each'of the areas of transplaritation. There are a
number of roles for which the World Health Organization is best placed to ensuire that
minimum levels of human access safety and ethxcal practlce are adopted universally.

WHO roles could mclude. -

{1) Encouraging the development of transplantatlon theraples in Member States in an
ethically appropriate manner.

(2) Initiating an ongoing programme on transplantation at WHO and estahhshmg a WHO
Expert Advisory Panel for transplantatlon

(3) Facilitating the development of a core of technical and ethical standards for the
management of the safety, qual ity and efficacy of human material for transplantation
that can serve ‘as a model for Member States; -

(4) Encouraging Member States to develop a legal framework and national policy and
plan on transplantation activities, especially ensuring coordination of the procurement |
of human material from deceased donors.

(5) Facilitating communication between regulators and providers on the international
circulation of human cells and tissues for transp}antatlon in particular for matched

haematopoietic stem cells.

(6) Collecting data on the extent of paid organ, cell and tissue donation.



(7} Creating a global map of the known infectious risks and the safety measures that are
applied to donors and donations int different countries and regions of the world.

{8) Helping Member States to develop capacity for national regulatory approaches to

quality and safety in patticular by encouraging the creation of international support
networks.

(10) Encouraging nations to support consensus.on basic principles of xenotransplantation
safety and oversight: -

»

Defining the nomenclature of different types of xenotransplantation.
Identlfymg countries in which xenotransplantation occurs.
Supporting the approach that regulation must be in place in all countries in

- which clinical trials of xenotransplantation occur,

Developing general recommendations for obtaining informed consent in
situations that may represent 4 risk to the general public and in which individual
rights and the public good may come into conflict.

Fostering agreement between Member States to control travel for the purposes
of xenotransplantation.

" Implementing an international xenotransplant surveillance system.

(11) Rewriting and updatmg the Guiding Principles, published by WHO in 1991
especially concerning:

Measures to ensure safe and voluntary altruistic donations from living donors.
Financial transactions and coercion.



Dr Daar noted that the primary challenges of xenotransplantation remain scientific
at the present time, but added that the challenges also include ethical, legal and social
issues. There are many significant concerns that require public debate prior to the first
scientifically successful application that have been identified. These include animal
welfare, equity of access to therapy, management of the small risk of xenozoonoses with
large potential public health consequences, as well as short and long term surveillance
needs. The form of consent needed for the patient and his contacts must take into account
not only individual issues but also public issues, thus taking on the nature of a “Ulysses”
contract, the contract that Ulysses made with his crewmen to restrain him, regardless of
how much he objected, when he faced the Sirens. Dr Daar believed that the Canadian
experience of public engagement has been instructive and has halted clinical
xenotransplantation in that country at the current time. What is needed is “public
engagement rather than public education” when considering policies. There is a need for
agreement on risk evaluation methodologies and the application of global governance with
harmonization of databases and archives to minimize global risks and maximize knowledge
and research. ‘ )

Nationai and international policies — Dr Eda Bloom

Dr Bloom began by defining and providing illustrative examples of
xenotransplantation, according to the USA definition of xenotransplantation as "any
procedure that involves the transplantation, implantation or infusion into a human recipient
of either (a) live cells, tissue or organs from a non-human anima source or (b) human body
fluids, cells, tissues or organs that have had ex-vivo contact with live non-human animal
cells, tissues or.organs”. This definition was developed to encompass the broader range
transplantation circumstances that pose a risk of transmitting xenogeneic infectious agents
to humans. She also stated that “xenotransplantation has specific issues™ that set it apart
from organ and tissue allotransplantation. These issues include the possibility of
transmission of known and as yet unrecognized xenogeneic infections from animals to
humans. For example, based on the findings that porcine endogenous retroviruses (PERVs)
could infect human cells in vitro, in 1997 the USA halted all clinical trials in porcine
xenotransplantation until those conducting the trials provided data to demonstrate their
ability to perform appropriate tests and updated their Informed Consent documents to
reflect the PERYV risks. Dr Bloom gave an account of the collaboration on

- xenofransplantation within the USA among the components of the Department of Health
and Human Services. The US Food and Drug Administration has produced three guidance
documents on xenotransplantation and there is a Public Health Service Guideline on
Infectious Disease Issues in Xenotransplantation. Dr Bloom summarized the OECD
consultation on xenotransplant surveillance systems in 2000, which reached consensus
on a number of areas, especially on.the development of an international surveillance
network. She stated that potential roles for WHO might include the development of
consensus on basic principles of safety and oversight with the encouragement of nations
to support those principles, development of agreement to monitor and control the travel of
recipients for xenotransplantation and implementation of a Xenotransplantation surveillance
system. WHO 'may also help to identify countries in which xenotransplantation occurs and
encourage regulation with an accepted minimal framework for oversight. There is also a
need for the development of general recommendations for obtaining informed consent in
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situations that may represent a risk to the general public and the holding of international
consultations to consider when public health risks may override individual rights.

Brlef presentatlons

Xenotransplantatlon in Mexlco Dr Arturo le-Kun -
Dr Dib-Kuri gave a brief report of xenotransplantatmn activities in Mexico. Résearch

in this area has occurred within Mexican universities in collaboration with'institutions in

other countries such as New Zealand. Clinical work has includéd the’ transplantatxon of pig

islet cells with barriers into humans with Diabetes Type 1. After two years there-have been

no instances of infection.and patients have shown “somé decrease in insulin réguirements”.
- Mexico has a strict law for the safety and protection of human subJects with the-
requirement for mandatory submlssmn of progress reports every month

Council of Europe approaches to xenotransplantatlon Mr Karl-Frledrlch Bopp

Mr Bopp reported that short recommendations were introduced in 1997 t&' draw
Members® attention to xenotransplantation procedures, followed in 1999 by
Recommendation 1399 of the parliamentary assembly calling for a maratorium. An expert
working party was subsequently established (under two standing committees, CDBY/CDSP)
to produce Recommendation (2003) 10 on xenotransplantation whichis, :
to date a “state 6f the art”:document. This will include definitions similar to those used
“in the USA and include requirements-and conditions for regulation and 1mplementat10n ‘
of xenotransplantatlon mcludmg close and continuous surveillance of recipients.

Japanese approaches to xenotransplantanon Dr Tadahlto Kanda o
Dr Kanda reported that the first Japanese Public Health Guidelines on the issue of

potential infections Telated to xenotransplantation were published on 9.July 2002. The
guidelines made note.of the prior treatment of patients-with cells exposed to mouse
keratinocytes and supported the-accumulation of data from all human clinical trials as
the most effective basis for under};‘tanding the risks. Dr Kanda recommended “flexibility”
in formulating global guidelines depending on'the nature .and type of xenotransplantation.
He also emphas:zed the need for an mtematlonal database on infections following
xenotranSplantatlon ‘ ' R

Canadlan approaches to xenotransplantanon Dr Maura Rlcketts
"~ " DrRicketts provided a brief account of the approach that Canada has taken towards
xenotransplantation. At present xenotransplantation is a regulated procedure in the country.
The first draft for Proposed Canadian Standards was completed in 1999, followed by
workshops on xeno-surveillance in 2000. Public involvement was sought through a Public
Advisory Group. Asa result of these processes, cessation of all clinica] trials and a
moratorium on xenotransplantation was called for.in 2000. In 2002, the Issue Analysis
was completed, recommending the implementation of precautionary measures prior to
any clinical trials; final Canadian regulations are awaited. According to Dr-Ricketts, the
“Canadian approach” recoghizes the urgency of establishing effective regulation and
surveillance plans prior to the first effective clinical application, especiaily because of
the potential for rapid and widespread dissemination of such an application.

.22



General discussion — Consensus points

There was consensus that there was a need to act intemnationally prior to clinical
evidence demonstrating success of xenotransplantation to ensure that “guidelines are in
place as soon as possible” in all states in which xenotransplantation occurs. In view of the
continuing shortage of allografts, xenograft organ and tissue transplants have the potential
for tremendous good by providing “an unlimited supply” of organs and, if the approach is
proven successfully, may be rapidly and widely used. It has the potential for “changing the
world”. A caytionary note was expressed by some that xenotransplantation is an expensive
high technology endeavour that will be accessible to only some rather than to many and
that it thus has the potential to “widen the gap” between the affiuent and the poor nations.
It aiso has the potential to introduce novel infectious diseases into the human population,

There was a consensus that WHO can play a significant role and could consider the
following:

*  Encourage nations to support consensus on basic principles for xenotransplantation
safety and oversight. |

»  Identify countries in which xenotransplantation occurs and support the approach that
regulation must be in place in all countries in which clinical trials of
xenotransplantation occur. |

» Develop general recommendations for obtaining informed consent in situations that

may represent a risk to the general public and in which individual rights and public
good may come into conflict.

»  Develop and encourage nations to support agreement to monitor and control travel
of recipients for xenotransplantation. -

. Implement an Intemnational Xenotransplantation Surveillance network along the
previously discussed lines.

:Session 9 — Efficacy, access and allocation

Pakistan and live renal transpiantation: Moral dimensions of access and aJ
Dr Farhat Moazam

Dr Moazam provided a background to the nature of health se
insufficient government dialysis and transplant programmes.
a rapidly expanding private sector, many using unrelate
health insurance, the costs of dialysis — US$ 40- 50
10 000 and medications at US$ 300 per mon
She contrasted this with the success of th
(SIUT), a “unique” model of “gove

ite delivery and

€ void is being filled by

1d donors. In the absence of

T session, transplant US$ 8000-
Temain beyond the means of the majority.
Sind Institute of Urclogy and Transplantation
ent-community partnership” (40% financial support
from the government, the rest donations and endowments), that utilizes indigenous
moral norms of cuiture and-religion to promote renal transplantation. Pakistan presents a
deeply religiou es?s}y/ centred, hierarchical, collectivistic culture with several generations
pooling resourcesfor survival. SIUT relies on cultural and religious emphasis on

i d duties to the extended family rather than autonomy and rights of individual
. It accepts only genetically related donors with the belief that healthy family
bers have a duty to come to the aid of kin in danger of losing their lives. Reluctant

. =23-



The primary motivation for, and instigation of, illega! donation is presumed to be
poverty.
There-is assumed complicity of a small minority of trained physrc:ans and sprgeons,
‘but they have been identified in only a small number of cases There is exgréme
difficulty in documenting illegal trafficking events reliably and either
or refuting the ramour.
It was agreed that organ trafficking shouid be seen as an increas] gly common
criminal activity with individual, social, economic and political repercussions, akin
to transnational trafficking in humans for other purposes (su¢h as children for sexual
abuse or adoption, males for forced labour, and women f6r prostitution). The laws in
Member States should therefore address issues of thegupply, rece;pt and brokerage
of trafficked organs and tissues. -
The conceptual difference between removing di incentives and giving incentives was
highlighted. It is not clear when the first progéss, which was deemed to be acceptable,
becomes the second. Local realities may jffluence these issues in different ways. It
was not clear, for example, whether offéring free health insurance (to cover post-
operative comphcatlons) is an unacefptable lncentlve for donors in a country that has
poor public provision of health gafe. No consensus was reached on these issues.
Potential solutions that were nsidered included:

" e  Giving organ trafficking the same international legal ; starus as child sexual
abuse in both-donef and recrplent countrles

should b regulated by individual countries based on their own 51tuat10ns rather
than prohibited globally. However, the majority of part1c1pants especially those
fromi developing countries, strongly supported.the view that the entire practice of
bmmercialization of organs must continue to be declared 111eval and unethical if
there is to be a global reduction in the human toll from donation.

Xenotransplantation

Breakout group rePo'rt

It was agreed that no nation should undertake any xenotransp!antatron in hurnans

without an appropriate regulatory framework and surveillance: It was agreed that prompt
action is needed in advance of the first successful xenotransplantation because of the high
speed with which such a thérapy may be disseminated.

WHO could therefore:

Develop and encourage nations to support consensus on basic principles of safety
and oversight.

Provide existing nanonal documents as models for countries that do not have current
documents.

-33-



Devise a means to involve national authorities in the regulation of xeno-
transplantation, with as clear as possible a message to Member States.

Provide a means for interaction and communication among nations.

Produce a. WHA resolution that countries would not perfonm xenotransplantation
unless they have a framework: for regulatory activities, including animal husbandry,
patient and animal testing and follow-up activities, including a recommendation to
prohibit “xenotourism” (travel abroad to obtain a xenotransplant).

Review and revise as necessary and/or redistribute 1998 WHO recommendations.
Identify funding and external partner(s) to assist in this, such as professional/scientific
associations (Transplantation Society, International Xenotransplantation Association)
and other international organizations (EU, CoE, OECD).

Recommend that each country develop their own protective measures, as part of their -
own national recommendations. Any physician seeing a patient Who has undergone a
xenotransplantation procedure in another country should have the responsibility to
report that procedure to their own national public health authorities, respecting the
privacy and confidentiality regulations of their own country. The physician and the
patient should then follow the relevant national reguiations and guidelines of the
‘country in which they are resident.

Any physician performing a xenotransplantation procedure on a patient returning to
another country should report that procedure to their own national authority, which
should report to the home country of the recipient.

A xenotransplantation surveillance system should be developed.

Countries should develop national surveillance systems to keep track of individual
xenotransplantation events.

WHO could come up with concrete recommendations based on the
WHO/OECD/Health Canada meeting of October 2000 for developing a system that
would be widely applicable and practical.

The surveillance system/WHO should be informed of any syndrome or infection
thought to be contracted from xenotransplantation.

The IAEA could be approached for funding for 1ntemat10na1 support of assays
involving radioisotopes.

WHO could identify countries in which xenotransplantation occurs.

WHO could develop a recommendation for biological specimen archives to be
developed as part of any surveillance programme.

WHO could compile a database including numbers and types of xenotransplantation
performed in Member States.

WHO could conduct and publish in the World Health Report a survey of where
xenotransplantation occurs, to include a rigorous quantitative estimate of
xenotransplantation events in each country.

WHO could develop general recommendations for obtaining informed consent in

~ situations that may represent a risk to the general public.

WHO could explore how/whether informed consent procedures could be adapted for
the circumstances of xenotransplantation, including obtaining consent from close
patient contacts and the acceptance of the need to comply with subsequent monitoring
and follow-up.
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General discussion — Summary of consensus points

There was consensus that therc was a'need to act mtematronally in advance of

clinical evidence demonstratmg the success of xenotransp]antanon to enstire that -
“guidelines are in. place as soon as possrb]e In vrew of the contlnumg stiortage-of

allografts, xenograft organ. and tissue transp]ants have the potentral ‘for providing “an
unlimited supply” of organs. and, if the approach is provén successful; may-be rapidly
and widely used It wrll be 1mp0rtant to procecd wrth cautlon smce tho potentlal health
a need for more resoarch survelllance and over51ght A cautionary note was expressed by
some that xenotransplantatlon 1s a.n exponswe hrgh tochnology endeavour that w1ll be
the gap” between the affluent and thé { poor nations.

Thcre was consensﬁs that WHO could play a s;gmﬁcant ro]e by 'prov1d1ng 1oadersh1p

. Encourage natrons to support consensus on basxc prmmples for xenotransplantatlon
safety and oversight.’ e

e . Identify countries in which xenotransplantatlon occurs and’ support the approaoh that
regulation must be in place in all countrres in whrch chmcal trials. of
xenotransplantatron occuf.

» - Develop general r&commendations for obtammg informed consent in situations that
may represent a risk to the gene.ra] pubhc and in whlch md:vrdual by ghts and public
good may come info conflict.” A .

+  Develop and encourage nations to support agreement to momtor and ccmtrol travel’
of recipients for xenotransplantatron :

o Implement an international xenotranSpIantatxon survelllance network as previously
discussed.

International regulation of human tlssues and cells
for transplantatlon

Breakout group report
Human celis and tissues provide benefits to paﬁe

be provided through ethical processes whlch rnax
that:

which, to meet their needs, must
nize access, equity and safety. It was felt

d technical aspects of tissie and cell tranSplantanon in order to
increase access and safety for patients. '

¢ould advocate the development of sustainable models of reguiation, capacity
ilding, training and surveillance, facilitating regional and global cooperation.

-35-



wE2 -1

B SR EFETE RGNS
 EERRMRIRRTE

R & OXBRIT L IEROBHITET 2 TLMERE

TR AFE REFASEE
TEFEE 8 K

k15 (2003) & 4A



EEFBREHRARMSE (RERFRFITEER)
RIETNEREE

R L OREEL LA REOBEICET 5 ToHRE

EEPEE

MAEEE

58 B BEuARENRATE

REBBOREICH S LREAE L OBREMBILET 288 (¥l 4
F7R09 AFTERRTARRBIRERZ B OERICS &RE, BEE
PSR W TREMRI L HIEBR LERBERIC &, TofEH%, &

ROREELRAELL LT, LR

DERTRY E LB,

DIEFmEE
WREC BaERREFEFRRETEFZEE
AR B
SEMBHISEFOERIZI D A DA~
ORBBRHBITESE L, FERHE BN+ 5—
FC, B RS ORMEA DA AR
BeizoTnd, F0X53R I b, EF
DRAFTF2 I ud—DEFELHE ST,
BEBEEVOFLOIEFEOMRENREH
oo L L, RESHEIBV-SH, X
PR R R L7 RREE) B N SR D3 A
RUGHEOTRESTEHFET, i
TEABIZRETHA KT 4 L OERIRBME
NTW3, BHEETR., FE, REBHOE
FEIC 5 ARA A EORRERMBICEET 518
£t BHEHE (FEFREEEH) KLVE
WEELHLN, EKl14ET7THAQRFFTEK
FREEBEREREEMCCARENE, &K
HRHATIE, B, BAMIBWTEESL
TWAERFEREIL>E, ToREFE,
FROERSYHELL LT, LEHEHOE
LML 202 HEEL, BT LH2H
Lk, THiT, BEAKEEN I b BEE
ThHhos, EffERsAERicrniiEsn
2%, REBHIIEYUTIATHS,

B. Bt
BRAKBVWTEREIR TV 3 EEEFB
Hico&, *ONEFE, EROERGEH
FL, (BRESHEOERBIME S AREE ok
TGERAREICBAT 5456 (A1 4%ET7A9
AT EERHEHEERRR AR OERK
BHE~OFRICETIHEEET HIEK2),
BRI ELLE,

StOMALMEL 23 0ERBEL, £

C. it

(1) BRAERWTEBIL TV S83%
BRBHEOERTRE
BRERO L, BEAREAALTVWSY
DEHLIN, TNOLOREFER BENIZH
EYDHicH, #AMEEELBREFRHTH
HEB-A 20035 2 A 25-26 B 2 B . #E
@ Genzyme Biosurgery {Boston, MA) & FDA
CBER (Rockville, MD)C, &% L (Bl
18H).

(2) LEREHERLBTA. IBA¥YELE
EFEWRTH LR, BEER XS/ NEHIE.
EBRBEFEFTPBER., B GHEHE
EEHHAKITR., MR REEEHER AL ILEE.,
FEHARERREATHREETE, EL5EH
LEEERTEHRBIERBOHED L L2,
(REREOERITHE S ARE4A EORRE
FERICB+ 2186t (ER14FE7H9BRH
HEHRRMAERBERER RN OEBBE
~OBAKETAHEEEZTY BIR2). B¥
XEE LT, BRXETIX, (i) 188t 13.3
AT —bFavrts s OFERVPRNEL
5. 1 BHEE (1), (5), (7)) 5.4 BHEBE
D) 16.1. 2 BPERERFORE) Ko
THEBBHEIIZSTO@EFEERL. oh
PHEETCHRLELTERE TS L. (ii)
BRTERTIHEBROT—F Ve sr s
leoE, iRl OR<A 377 A< EEY
RMEYREEZ THRODTREHETELT
5Z &, (iil) BEREEPORET 45—
TRl OFEFEORIE. (Iv)RREGZO—H
HEOBRHBRIFE., R YOEHOBREEZTL



G

ERBIRE07090015
o - Y EL14% 78 9B
FHEMRELEER(AE B

B S B R R R AU e

REBHEOERITADAREA L ORDERIEI B EHT ST

FRARBF RO RMIZBV VTR, AOH. REIZBL T EHEEOREEEEE
STOABELZ I EBOICEETHILIIEYE TR, BEBRIT BT
L Ebic, REBHYITERT DRMEI OV TEE T AL SR ETHEIEnE,
PAL124F10 31 B BERHEST5 5 DRRS21 5T SAB O B SRATIE0 551 Bl
TABETAFIOVTILY BRI ERDTOHEIBTT,

SR, BAB ST RRRN S E AR S EIFRERICE T IR0l B2
BBMOER IS ARE 4 L OBRE BB BT 258H S ERERELE, >
WO, BE TRABRICS A RESHOEHICHL . BiEAE ERitEse
~DORTEEY B FBRAE ORI R CEES 1L 1570, BIRETBRO L, +5
BRI B RE TR I LRSS S BT



EXARCESFEEHMEDITH R

b

04,3.31 8:45 AM

RIEBHEORECHD RREE LOBLEMRECET 558

[B:&]
BEE
1 &8
1.1 B®
1. 2 8%
1. 3 HEHZEKER
1. 4 \EHOREL
2 2HED UBEEBD
AT —LA
RiEETSE
BEREEROR
BEZREBS
5 IZHEEIEREE
3 BEXBHEEOHNBRUER
3. 1 BHESEEHEEONS
3. 2 BHEIREHEEOERL

BN -

2.
2.
2.
2.
2.

3. 3 AX7a—AF -3 FDOAERUAS

4 RI—Ehh
4. 1 FFr—8ho%Ht
4. 2 BEMIEEHERR
4. 3 FF-—ROU—ZUFDEZF
4. 4 &ARIBIO-_—OLEER
4. 5 EWMBAROSEEBRUROIU—ZY
4. 6 REBRHFORR - ARKRURSIY—=2F
4. 7 FFr—ehoidBRUEH
4. 8 TOfOESE
5 BiEkORRLNIE

5. 1 BiESBH

5. 2 BHEEHOERE

5. 3 PBHERERERICHITDIBRPNE
5. 4 BHEBEZFOEHE
6 NREE LOEE

6. 1 WEHE

6. 2 HHEZIIODWTORES

FH1 3 HEEREEHSMRBEER AR SR

FEMRE

B8 B (BURBREFRRFE)

A E

SENFRISEROERICLYADS ANDOREREBEERL., FREEMENT 5/ T, BUMNICHEEDR
HEDSLBNVWGDEBEELZ TS, TOLIBIENS, AFONAFTFI /AP —-EDESLHVEST, &
EREE VOMLWERKEORESRE N, FIXE, BYRRENALLGHETRESFRREN. BHTER
Z<OREHIOHREDH Y. RERSBHEEITO/ELIESZEROMGELLT, WBEhTNS, £, EE
FHEICLY £ FOREBEEMFBERFEFALLTIMESNTEY ., RENEERBLAVT S EHERTS
HobdhU, 75O, MARIIREEZ L MCBETTREELRhATETVS,

httpr/Seww.mhiw.go.jp/general/ seido/kousei/i-kenkyu fisyoku/sisin.htmi

R—31/17



EXFARCESIHESBEDNEH—R 04.3.31 8:45A

LALENS, REBECAVDIHEE, EEIESICHEL-SEIBRBAECONTE. Y EEnE
LEIRINEE (BSE) MODIERMIOAY 7 )bb - ¥ITH (VCID) SEMBROBLEORED, ToElas
HIBFLAE MERBICTSRERL FOU AR (PERV) BRERLAZLEZEWTIMEENS Y., BBSTiEE
MOBREFEORERVEESRISHNIEERITELRRCAS, BEBECIRAITFIRSELMENEX
nTW3, REREICHRTARNOBMECHTI2ARGESENMGE LT, KB, REZYHLETINDH
m@#&&nr B SERE N, £EERERICEWTRERNAHRSRRUY -1 S oGS0 HEM A

BAShaiE, BRNICRERRICBITARMEMEIERAEIATVSEZATH S,

RESESICBVTRRTPNAEERMER. ThENOMARESEZICRBT I NTLLIEERESS
(Institutional Review Board :IRB) [CHWT. HMEVHREBNGEHICOWTOBYABESTON/ =Lt TR
nTWh3, L., REBRBETE, tEOHMBEAOMEEUERBHEOCHRSENHS, FORMBICDINT, AFREE
L. —FEOEHERTVEMSHAZAZL05, HITIEHZERTI2H0OTH S, BERHBREAEICENTIENEZS
MU, RXROBREMRETVDD, RN TRIBIBEICAIERT 2 BIRAMHEE L AABICIIMNELAHESTNS L
SHEHEZEITIENVETHS,

BT —~ A SYRBHIIDONTE. BEERICBVTRHENTVNLEZATHY. TOBKNIEDE
CDWTHE, BEMBRLTRELEISELTHWABRETHD. BRICEVTH, REBHEORBICET 215E%
BREAOIIRWEICD VT, BEEBRISGETICHS T2 &ML ETH D,

BATIE. XitH. RBEESFCOVWVTTILBEEEZTOICLOTELEHETRARERL. Botonuifihz
THORBBTREBEOMESRE SN TNSRETH Y, ILREBHOREN2ETIRRICIIARNL, 5.
\BloTik, RWOESFFICLY, BEVEFRBRICSVWTRETE L 2RRICahL, BHOREL. 2
ETORE - BRNREK. RENDEE. %%ﬁﬁ%L%Té%ﬁiﬁﬁa@ﬁﬁ%ﬁtmﬁmmivaUT@&
ﬁﬁ&%km6¢$bh%,

$hﬁd\A%%Ei%hﬁmmé\ﬂ@ﬁﬁhﬁ%?é%&ﬁﬂkﬂ%?éﬁﬁiﬁﬁ%@T%U\Euﬁi

HLEREBBICEEALVERT S0 LW NVERIECHLTINEREL, BRSIEKTIIEDENLDICTS
CEEANMETD, HoT, REBETOLOOFTMYE. RENSFORRRUBHEEICHII DBERE—RDO T
ZENETHHOTREL, £k DEGEFABERRRICHT 5168 (FR6E2 ABREAERE2 38) | .
BEERARICHADLIEHSERSNBIBSIIDOVTR. ChoDEHERHETRAVWSZEPEETH D,

1 E 93]

1.1 BN | '
AREFEFNABSH S, REBRHICGERTSXNOBREICHLT, BARUFOILAEBIET A &%2B

HEd3,
JEHICRENFFZLUAOFETH > T, DREGEL, EHICRENLAFZL VBB ETFRHOBR S M S HZE

BIICRYEELONHDIBESICHE. FORWERLELT, TOFEZEFILENTES,

1. 2 E®

1. 2. 1 REBE
(1) KBS ICBWT, RIEBREE., RIBITF2IEE2WD,
a bt RUNOBMICHETSEZ/M. HENEESEEE MIBHE., B0ARNITEATI L.
b #HAHCHEVWT. b FUADEMIICHET SE SR, MERIIRSEICEMLAE Fodkik. 2. 8
HNIIEEEE L MCBHE., BNAARTEATI L (Eab(C1d, HIERICLAMENGERESD. ) .
(2) #->T, WEFOHOTH-oTH, THASHEZTHEGWY., AIXIE, DRSS, 4RV, IF
TWTI EORARBEREL MCERTS L3, REBBICEDRN,

1. 2. 2 R@BHAK
ERLUADEMDICHRT 3HTH-> T, REBECSENT. £ MIBHEIND, BHAENDIBFULITEA
Eha, Rtk FOBESLERT M0, EHRIEREVS,

1. 2. 3 KF—E#
EEBHEICAVSREBEAZIEHTIBNEND,

http:/ /www.mhiw.go.jp/general/seido/kousei/i-kenkyu/isyoku/sisin.html R—82/71



BErRRILEIHERDECEH—R

1. 2. .4 RF—RHY—=2t
Bnns, REBRRZRETSIZHOEEREESZLTVALEIDERETIEHOE ZER R TR B A 1T
W, BREERTZEEND,

1. 2. 5 BEDEHER
Br—pih. BREERVERREESCHL T, MFNRTEEENLFELANT. BRMEEEAOR
LOREAPENICARDILENS, ‘

1. 2. 6 E¥NEES
BHEESICDOVWTO, REBHERENZCST32RKERUMEMPNEROEREREBELEDOE S,

1. 2. 7 REEHEHER
RF— @%@ﬁﬂm%wiﬂab<mjn_—®mﬁ(xﬁk@?%gtéﬁﬂ ) . miE, EERORSE
. RERE. BEYFHER BEE2SU. ) SOBRERBLALOENS,

1. 3 BXERH

1. 3. 1V REBHZEZERT IR
E O, BERXIEREBECBETIRERERR. RICEFOEBTEBRLTOLAN., TOESEICHL
THIEMEEDIIPIEN, TEOLOLUBMBEERIC. REBHICODLWTORARSBELTE-EZATHD.
LirL, REBHEICOVTIER. Fr—EChFE T 2REEOBREEADRBRARVGIBICLDARELEY
HaEkEEEZ, REDEFTERERCEHBLERVEFAND LS, Y—RAS Y AERBAFEWNEE TS
LT CEMTEREMEBORIRERD,

1. 3. 2 EEZELOBRE
ZEBEZOHREALDIHEICE., CHICRD &, FEERICRESNZOLEIECDOVLTIE, Kigitesme
hrzn,

1. 3. 3 BEFLWH

HEFEBALZREBEREF2ERTIREEOS L, BEFLAEERARICERY T8, BEFEHE
BERMRICET 55T (PFR6FE2REEHEETE238) | HITRS5T &, L. Fr—aYich®d s
BRERFEIZH LT, TORERUGERERIETSEMMS,. $fHTEIETE2SBEINS(,

1. 3. 4 Zofonisst
ERARGEGFARERMRAICET SIEH DM, BFTAIXEIEHENHIBS. HROEEMLTFN
LIS &,

1. 3. 5 BAWHRORN '
REBBHBICEART IEID. hUﬂDWL%Uﬁ#$h$%k@?6@Aﬁﬂéﬁbbrumbmu .
TORIBEHMN/IRTHRETH S,

04.3.31 8:45 am

1. 4 IEHDOREL
A, BHPRFOES., %Eﬁhﬁ%@@ﬁhL%T%ﬁ“ﬁ%@”ﬁ%é%%bT HEIG U TED
BIBTRETCEMBETH S,

2 REBEBRORHRUEZOES
2, 1 REBHT—A
2. 1. 1 REBETF—ADEK

BRETEOL . TERERBEHEEZER. 8L, REBWEERET I &, /-, BUERBROBERS
ERUVICRETD &,

htep://www.mhiw.go jp/general/seido/kouseifi-kenkoyu fisyoku/sisin.htmi R—33/17



