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Ethical Guidelines

®* Nuremberg Code ® CIOMS guidelines

®* Declaration of Helsinki ®ICH-GCP

®* Belmont Report ® 45CFR46: Common Rule
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AAMURUIBVDY Ethics

Greek word: Ethos = custom, character

Human research ethics

What you have right to do &

What is right to do ?
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What is right to do ?

https://kb.hsri.or.th/dspace/bitstream/handle/11228/5882/
hs2985.pdf?sequence=1&isAllowed=y



What make human research ethical?
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What Makes Clinical Research Ethical? Ezekiel J. Emanuel, MD,PhD; David Wendler, PhD; Christine Grady. JAMA. 2000;283(20):2701-2711. doi:10.1001/jama.283.20.2701
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Research ethic milestones
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Research ethic milestones

Declaration of Helsinki 1 1947 Nuremberg Code
Nazi Doctors' Trial

Willowbrook 1950s
Jewish Chronic Dis.Hosp.1960s

Thalidomide Study 1962 Belmont Report
Milgram Study 1963

uskegee Stul™ 1932-1972
‘4 National Research , -+ 197 .. 45CFR46
CIOMS Guidelines & 1982

‘

Research initiated in developed countries

ICH-GCp |« 1996 '

Harmonization of regulatory

“Ethical Review Committee”

5

1991 Common Rule

Baseline standard

of ethics in the US

requirements of medical products
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Tuskegee Syphilis Study (1932-1972)
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Nazi Medical Experiments (1940s)
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Nazi Medical Experiments (1940s)
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Nuremberg Doctors’ Trial (1946)

The Nazi Doctors
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Willowbrook Hepatitis Study (1956-1972)

* i lulsatsuiniiunniaanisantayalu New York City

* InQUsaIANDILINTLLLIANVBINTITANLYBLITH Hepatitis | § ,.
< Y v s Y A I @

* winazlanlseiseuaaanluaglunismeass \.\

Y = e @ a & v
< 1wnu%aama'mLmejumnqamszmmmnmL‘dumuama‘u

% M Yo s Ko = A W =
® E‘\jl‘ljﬂﬂﬁ@ﬂl&llﬂﬁ‘l]ﬂ"li‘l]aﬂﬂa’]?ﬂﬂﬂ'J']&ILﬁﬂﬁ‘lﬂ'ﬁ@@ﬂﬂ'ﬁ’]‘c’]‘lﬂﬁ]g

a &£
Lﬂ ﬂ 6U u : f.. Dr. Saul Krugman et al
A & b D 1 o oy i befgin studies Lo acqilire
. i ¥, %4, information about the
* 22 JUN15UUUSAY (coercion) 1#Ra9U1524 B | o o
Dt Pl hepatitis and work
%, ’ * | toward vaccine

Back



Jewish Chronic Disease Hospital (1960)
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Thalidomide Study (1962)
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Milesram Study (1963)
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enry Beecher: Ethics And Clinical Research (1966)

Henry Beecher: ‘Ethics and Clinical Research’
New England Journal of Medicine, 1966
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http://download2.eurordis.org.s3.amazonaws.com/training-resources/2015/d3s1.pdf
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Stanford Prison Experiment (1971)

Site of the
STANFORD
PRISON EXPERIMENT
1971

Conducted by
Dr. Philip G. Zimbardo
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The Nuremberg Code (1947)
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“Nuremberg Code”

*\oluntary consent: 8ugaulagdalAsla

® Benefits outweigh risks: Uszlgvidasuinninainuides

® Ability of the subject to terminate participation:
#19715000UA231NN1533U LUNSNAFDY

http://www.hhs.gov/ohrp/references/nurcode.htm



The Nuremberg Code (1947)
summary
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Declaration Of Helsinki (1964)

e aulpaunneauiaulan (World Medical Association: WMA)
*InN1lag ldrann1531n Nuremberg Code
®*The first international guideline of research involving human
*ausznALULdy 3 nau

l. Basic Principles

ll. Clinical research combined with professional care

lll. Non-therapeutic clinical research



Declaration Of Helsinki (1964)

* L UULUINIIFINSUNNEIUNI1591398

* LENAIULANGINIZHINE N133NEI (therapy) NUN15738 (research)
* 3IN15N15ULASINISLABNSSUNISDESTE

* INTTUIUNISVDAINBUEAN (informed consent)

* RRWIIN5ILaBElAENURLNE WAL E
 auidssdaslininndnuszlev

Revision: 1975, 1983, 1989 1996, 2000, 2002, 2004, 2008, 2013



Declaration Of Helsinki (2013)

WMA
Declaration of Helsinki

Ethicol Principles for Medicol Reseorch
lavolving Humon Subl

* JnTsiutinratsuseaudInsulasesnisralsaneaizay (37 1ava)

* Januaieanu vulnerable group (19-20)
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ifauaaatiefinad

* Final report #a EC A@43n135318unannuazasunanisane (23) ineon 2013
: [aifuilsinlye gaiau
2564)

* fimadandususitnsulunisiasunanisinen (26)

dgutauian 2013,

* dasvaaluguzanlunisINUNIEIsLaZYaUaNTEURaY (32)
o d http://www.ihrp.or.th/publication/books
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https://www.wma.net/wp-content/uploads/2016/11/DoH-Oct2013-JAMA.pdf
https://www.wma.net/wp-content/uploads/2016/11/DoH-Oct2013-JAMA.pdf

US Regulation
(Department Of Health And Human Service)

45 CFR 46
Code of federal Regulation Title 45 Public welfare Part 46

Protection of Human Subject
Common Rule

* SUbpart A- General policy (1974)

® Subpart B- Pregnant women, fetus, neonate (1975)
® Subpart C- Prisoner (1978)
® Subpart D- Children (1983)

he Common Rule last revised 2018




Common Rule (1991)

Rule of ethics regarding biomedical and behavioral research involving
human subjects in the United States

The main elements of the Common Rule include:
- AMVUAIIEITNIRABIUHUANY
- MuuaIinIefiasdinisvannuduauwastunnilunangu

- AMUAII ABIANTIUNS Intuitional Review Board (IRB), BaZAIMUAALIN
33N1571197U NISNUNIUIIUIY AZNITIANULBNENS

v QI a () (%) .
N1IAUATDUNNLAUATNIU vulnerable research subjects 2
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Belmont report (1979)

ThE BELMONT [A. VBULUATENINIVUHUALATNI5IRY ]

REPORT

Ethical |'|im'i‘»l¢' and Guidelines for the
Protection of Human Subjects of Rescarch

=, [B. NANIYTITUNUFIU: ]

Respect for Person, Beneficence, Justice

C. ﬂ’l'iﬂiz‘EJIﬂﬁGL‘ff: Informed Consent, Assessment of Risk
and Benefits, Selection of Subjects




Belmont report (1979)
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CIOMS

- CIOMS Guidelines

Council for International Organizations of Medical Sciences
1982 (updated1993,2002,2016)

* \UunuImemuvdnnisiieniu Declaration of Helsinki wagtivalliu
Usziau 2 Uszihu A 1) TRansandfdugusuaie wag 2) 1idinns
farsaniilFiimaeiaenussulunsainisinenidenldSunuan
Uszmaisne Tinddelulsemaiisnnau

1NlATINITIVYABIHIUNITNAITAITUTDIRN

30

“Ethical Review Committee”



CIOMS International Ethical Guidelines For Biomedical Research

1982/1993/2002
Epidemiological Research 2009

® ABIYBUNIY LVIAKANINRTYTITN LA AIUYNABININIYING

* UFENATUNUINUUEUNIBUBNABENITNUNIU LUUSEINA
UUA2Y (in accordance with local laws and regulations)

® JUUININFINSU community research waznisundag
vulnerable subjects

* A3 UEAS19VAAINNEINI50E1%SU ethical and scientific review

31



CIOMS Guidelines: 2016 version

Council for International Organizations of Medical Sciences
25 guidelines (15 in 1993, 21 in 2002)

* YYIYVBULINVDIUIIBAIN biomedical research WU “health-
related research”

° Lﬁumwﬁ’lﬁ’@‘um social value, community engagement, public
accountability 1az AYMNSURNYAUVDINITUIALRUNNEITBINUNIS
entd

CIOMS 2016: 25 guidelines



CIOMS Guidelines 2016

Scientific and social values . Community engagement
Research conducted in . Collaborative partnership

Equitable distribution of . & 12 Collection, storage and
benefits and burdens use of biological materials
Potential benefits and risk and data of health-related

Choice of control in research
Clinical trials 13. Reimbursement &

Caring for participants’ compensation
health needs 14. Rx and compensation
15. - 19 Vulnerable groups

International Ethical
Guidelines for
Health-related Research
Involving Humans

Prepared by the Council for International
Organizations of Medical Sciences (CIOMS)
in collaboration with the
World Health Organization (WHO)

. Research in Disasters and diseases outbreaks
. Cluster randomized trials

. Use of data obtained from the online environment and
digital tools

a@ns

Geneva 2016

. Requirements for establishing research ethics committees

. Public accountability for health-related research

httpS://CiomS.Ch/ . Conflict of interest b ¥




GCP

An international ethical and scientific quality standard for conducting
biomedical and behavioral research involving human participants

Protect right, Complete,
safety and . L Accurate
well-being of Declaration of Helsinki e
subjects Belmont report data
CIOMS Gwd.elln.es e
Autonomy WHO GCP Guidelines E6(R2)
SISl (CH GCP Guideline E6(R2) 50
standaras
IS0 14155 Regulations

..................... Pre-clinical Post-clinical




nternational Council for Harmonisation of Technical

Requirements for Registration of Pharmaceuticals for
Human Use
ICH Harmonised Guideline
Integrated Addendum to ICH E6 (R1):
Guideline for Good Clinical Practice (ICH-GCP) E6(R2)

Step 4 version
dated 9 November 2016



ICH Standards

E1 Clinical Safety for Drugs used in Long-Term Treatment
E2A-E2F Pharmacovigilance
E3 Clinical Study Reports

E4 Dose-Response Studies
E5 Ethnic Factors
E6 Good Clinical Practice ]

E7 Clinical Trials in Geriatric Population

E8 General Considerations for Clinical Trials

E9 Statistical Principles for Clinical Trials E17 Multi-Regional Clinical Trials

E10 Choice of Control Group in Clinical Trials E18 Genomic Sampling

E11 -E11A Clinical Trials in Pediatric Population E19 Safety Data Collection

E12 Clinical Evaluation by Therapeutic Category = E20 Adaptive Clinical Trials

E14 Clinical Evaluation of QT E21 Inclusion of Pregnant and Breastfeeding Individuals in Clinical
E15 Definitions in Pharmacogenetics/ Pharmacogenomics

E16 Qualification of Genomic Biomarkers




ICH GCP E6(R2) Guideline




Ethical Principles

Origin in the Declaration of
Helsinki, and that are
consistent with GCP and the
applicable regulatory
requirement(s).

Scientific Protocol

Clinical trials should be
scientifically sound, and
described in a clear, detailed

protocol.

Informed Consent

Freely given informed
consent should be
obtained from every
subject prior to clinical trial
participation.

ICH E6: GCP 13 Principles

Right, Safety, And Well-being

The rights, safety, and well-
being of the trial subjects are
the most important
considerations and should
prevail over interests of science
and society.

Risks vs Benefits

Before a trial is initiated,
foreseeable risks and
inconveniences should be
weighed against the anticipated
benefit for the individual trial
subject and society.

Compliance with IRB

A trial should be conducted in
compliance with the protocol
that has received prior
institutional review board
(IRB)/independent ethics
committee (IEC)
approval/favorable opinion.

Responsibility

The medical care given to, and
medical decisions made on
behalf of, subjects should

always be the responsibility of a
qualified physician or, when
appropriate, of a qualified
dentist.

Confidentiality

The confidentiality of records
that could identify subjects
should be protected, respecting
the privacy and confidentiality
rules in accordance with the
applicable regulatory
requirement(s).

Clinical Trial Data

Al clinical trial information
should be recorded, handled
and stored in a way that allows

its accurate reporting,
interpretation and verification.

Clinical Information

The available nonclinical and
clinical information on an
investigational product
should be adequate to

support the proposed clinical
trial.

Qualified Staff

Each individual involved in
conducting a trial should be
qualified by education,
training, and experience to
perform his or her respective
task(s).

Investigation Products

Investigational products
should be manufactured,
handled, and stored in
accordance with applicable
good manufacturing practice
(GMP).

Quality Assurance

Systems with procedures
that assure the quality of
every aspect of the trial

should be implemented.
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Standards and Operational
O—— Guidance for Ethics Review
of Health-Related Research
Operational Guidelines with Human Part|C|pants HANSE MU AN HUNTS

for A &g nated i o e
IV SN VI UMY O IIORS LILS S M
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1)
World Health Organization

Geneva
2000

A5
-
4

24 World Health
{ Organization

https://bit.ly/3wJA4ff N

https://apps.who.int/iris/bitstream/handle/10665/44783/978
9241502948 eng.pdf?sequence=1&isAllowed=y

https://apps.who.int/iris/bitstream/handle/10665/66429/
TDR_PRD_ETHICS_2000.1.pdf?sequence=1&isAllowed=y




Ethical R '
egulations & Guidelines in Human R
esearch

SUBPARTAC

ce E6(R2)

ngu,lsmﬁs's 45 CFR PART 4 }
BASIC HHS POLIC |
NLREVEERS CODETS £OR PROTECTIONG ' o

SUBJECT e m‘ - — )
hical Principles W ernational Ethical - saine for good cinial 1
and Guidelines for s A Guideline for good clinical practic
" e Protection O | Guidelines for E
' ol Health-related Researc

involving Humans

MMMMM
Heé

Prepared by the Council for International
Organizations of Medical Sciences (CIOMS)
in collaboration with

World Health Organization (WHO)

J’LBJ o P

Nurember
g Code
45 CFR 46 (2018) Belmont report (1979)

WHO GCP (2005)

(ICH-GCP) E6(R2) (2016)
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https://www.wma.net/wp-content/uploads/2016/11/DoH-Oct2013-JAMA.pdf
https://www.wma.net/wp-content/uploads/2016/11/DoH-Oct2013-JAMA.pdf
https://archive.org/details/belmontreporteth00unit/mode/2up
https://archive.org/details/belmontreporteth00unit/mode/2up

Ethical Regulations & Guidelines in Human Research

Nuremberg Code (1947): https://history.nih.gov/display/history/Nuremburg+Code
Declaration Of Helsinki (2013): https//www.wma.net/wp-content/uploads/2016/11/DoH-Oct2013-JAMA.pd
45 CFR 46 (2018) https://www.hhs.gov/ohrp/regulations-and-policy/regulations/45-cfr-46/index.html
Belmont report (1979) https://www.hhs.gov/ohrp/sites/default/files/the-belmont-report-508c_FINAL.pdf
CIOMS Guideline (2016) https://cioms.ch/wp-content/uploads/2017/01/WEB-CIOMS-EthicalGuidelines.pdf

WHO GCP (2005) https://apps.who.int/iris/bitstream/handle/10665/43392/924159392X_eng.pdf?sequence=1&isAllowed=y

Guideline for Good Clinical Practice (ICH-GCP) E6(R2) (2016):

https://database.ich.org/sites/default/files/E6 R2 Addendum.pdf
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Ethical Regulations & Guidelines in Human Research
avuwdaniulng

IHRP EﬁUﬂWCUU'Wﬂ']SﬂUﬂSODﬂWSDO?ﬂUUUUH (dAu.)

e for the De pment of Human Research Protections (IHR ’l

http://www.ihrp.or.th/publication/books
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To protect right, safety and well-being of research participants

UnUa9dns AuUaanntlazaIdRNTNUIELU13INNTIAY

Belmont report:
Respect for person, Beneficence, Justice

fad 0 A v S

Declaration of Helsinki - LLWNENNI9NIINTITLNNE

CIOMS Guidelines - INAENINFUAIN WHANTTUAIGATIALTIAUANGEAT
ICH GCP - d1mSunsnnassmnanasiuesinaziasasdiownng

Common Rule - dwiuiinddeluaaiuifunuves NIH
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AINIRNIYVRINITIAY

Research means a systematic investigation, including research
development, testing and evaluation, designed to develop or contribute to
generalizable knowledge.”...45CFR46 §46.102(d)

“f1i1 “338” ivualddmsuRanssuleanuuuaniilanadausuyRgu vdessU 1ile
i lugnmsiauvisanslviiinauiialy (fregrady sanundu naui vén was
Fosguanuduiuseineg) msidesintinisdarindulasssrsnsidenduiadnuausiil
nsneinguszasd uazdsdndunsfieanuuuiiieussainguseasdly
§29%11.”...Belmont Report
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Research = a systematic investigation designed to achieve

generalizable knowledge.
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N13529809NTZUIUNITNIIEITANGT FAAN WHISINYT 138N 15HDUAUDIRDRILULNTNLLYS
(intervention) Mun1ea1w N19wadl %3anN193ata TusraadasgunnansaludUoe

N15naaslagdngualuANinaysEiiulIsN153NRY N15UINU wazn153NYN
= QJ ad J o o 1 = 1
N1SANEYINANINNINIENEIRINTBNITUBINUNTETNE LsAluLiaTAUSaNEIAY

N1539YNPIUNGANTTUFVNIN

N13328 1Y 1waa Wb aduaz N15nluATsA Yayaantivssileu Yayan1edangg
ANEnIUsRTaYAdIUYARADY & Na1RIRIYUARANIDkINLA
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Social-behavioral Research

* N15ANYINISNDUAUDIVDIANNIDANINDEIAT)
* LATWFANEAT SFAENT AIANINYT ININYT UIUBEINYT wazUTEIRAIENS

Bio-medical Research

=2 o A (1 o/ = | v
* AnwaiTIne1vasuyrduaznIsinyIvsanNlalulia
* N15NAADINIIAARN NISNAGDUNANAN UNYILAZLATDINDLLNNE
* F1EINYIANFATHUVAIN
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Belmont report

e Respect for Person
§ PN
Q'qq:«f /




wananamsHluyana

L PRI 2 - O

(respect for human dignity)
(Informed consent and autonomy of decision making)
(Respect privacy and

confidentiality)

(respect for vulnerable persons)




Comprehension

Voluntariness
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Belmont report

Beneficence
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&Iﬂ’]i‘ﬂiuLﬁJUﬂ’J’lﬁJﬁﬁJﬂa‘iuM’)’Nﬂ’ﬂﬁJLﬁENLLau
qmﬂsﬂaﬁuu (balancing risks and benefits)

[

ANALEEINIZINATURBIURENEAINNIAEIN LA an

1
=

auns1e Iiaeiga (minimizing harm)

Uszlpwiiionasinduazdaalulszlevilgeda

(maximizing benefit)




U58LNNAULEE Y5380 UATIENBIALNAIINNITIE

DUMNTI8FD319018 (physical harm): Death, disability, infection, inconvenience
2UMNIIBADIN LD (psychological harm): Depression, anxiety, emotional

suffering, NANTENUNIBITHAL N1SLUANBAITUAU

(=% 1

AUATILADFIULNINITRY HazHaUsElevinaAI5azlasu (economic harm): ANeY,

1 Y 1 d' v 1 a o
A8l a0 lulATIN15IY

DUATNYABENTUNINNIIEIA (social harm): NMTEALUILENNINEIAN QNLANNN9Y

o/ < o
AUAIIYN9NGNAY (legal harm) : antdua
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* 15738 NAAIUTLIEIRD9 Tnauainnsefiniside nadusieyana (Withdrawal
criteria) kazNIlATINIT (Termination criteria)
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Belmont report

Justice
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General Ethical Principle For Research
On Human Subjects: The Belmont Report (1979)

yarannauldasslunisindulanasniian

Respect for person
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To protect right, safety and well-being of research participants
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Belmont report:
Respect for person, Beneficence, Justice

fad 0 A v S

Declaration of Helsinki - LLWNENNI9NIINTITLNNE

CIOMS Guidelines - INAENINFUAIN WHANTTUAIGATIALTIAUANGEAT
ICH GCP - d1mSunsnnassmnanasiuesinaziasasdiownng

Common Rule - dwiuiinddeluaaiuifunuves NIH
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Research ethic milestones in Thailand

Nuremberg Declaration
code of Helsinki

VaUIAUUNNHN1IIN NI
AIYTITULNIVITINLIVNT T

General Data
Protection
Regulation (GDPR)

Common Rule WHO GCP |CH GCP
2005



RESEARCH ETHIC MILESTONES IN THAILAND

Tuskegee laleld N15238812AANNLUA LU 1/1&1
-- 1973 ---- Belmont Report

NIH: IRB

45 CFR 46: W.3.U.819%13

Common rules
: CIOMS Guideline
W.5.U.n15UsenaulsaAauy

_2004,2007,2013 : K 008 PG
m _ 1982 | W.5.U.31TNWIVNIIY

ICH GCP ‘UE)‘U\‘iﬂ‘ULLW‘VIEJﬂﬂ”I’J"Iﬂ’JEJﬂ’]iiﬂ‘l?}']
QIYFITUUNRIIVIBNLIVNTIH

Silver book GCP
1990, 1995, 2000,2001,2002, 2006
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y 2 2 W.5.U.LAT090aUNNY LU Uﬁgig;?jg'a“a
1967 =2510 ( . .3.U.8 N.3.U.JUATNIN | |
2R T SRR A EE—— 2008 | 2013 » 2015 M
1982 = 2525 3

2000 = 2543 LUINI938555UN15W18 Tuan luUsewmdlne

2006 = 2549 - S -smm General Data Protection
LLU’J‘VHQ‘\]‘JEJﬁﬁ‘JﬁJﬂ']i‘VI"I’]QEﬂ‘l&Lﬂﬂ .
2007 = 2550 Regulation (GDPR)

2013 = 2556 OHRP: Office for Human Research Protection
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® 955813YIVWUNIYUASHUINIUHUR (39.)
* LUIMNERIESTIUNITINITeMAEA TR UNYEE (21.)
* UlgugINBIALAZUININUHUANIFIE luNYEE AUU W.A.2558
* Ly TRANMTITENR atiun1enlng (ICH Good Clinical Practice Guideline)
* LUINNIFIIUNTINIE luauluYssinalng 2550
® LUINNDIYFITUNITNNIVLTUAN W.A.2556
* P3u55IUNMTITeMALTasivayed atudFuuss 2560 (5a.05.0805 usNA)
* YU5UAIUFITUN5AILUAUIUUSEWALNY (http://www.fercit.org/)
(FERCIT: Forum for Ethical Review Committees in Thailand)
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UTEaanguangegy) aneazAuRnAeYIn $19n18 Eenw
W.5.U. 81 W.A. 2510

W.5.U. 97915 W.A. 2522

W.3.U. AU IUWAUNTIN N.A.2525

W.3.U. 3NN ITHYIVIAUASNITNAIATTA W.A.2528
W.3.U.AVIUNAUANTIN W.A.2537

W.5.u. AMusuRanesdiavaadutail w.a.2539 uas 8
W.3.U. VAYAYIIAITUDIIIUNTT W.A. 2540 (1IN3 24)

W.3.U. AuATauavdussunidyy I suwndunulng w.a. 2542
32 UHUNTUNTITUNNG TR UNANNITNANTAUIIVTIIUNTI LY
AYwe W.A.2544

MUINI9DIYFIIUNTTNIINB TUAULAIYIR W.A.2545

W.5.U. AUATDAUAN W.A. 2546 (U057 4)
YaUIAULNNYENITIRUNITINEIVIYTITUUAIIVITINLIUNT T
2549

WUIN9RTE5ITUNTINIE TuAuTuUsznalne 2550
W.9.U. §UNININ W.A. 2551 (1AT1 20)
W.53.U. bAIDIAIDIN W.A. 2558
A1UsENAENSuasYaNUfuRvesdUqy 2558
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W.3.U.N15ELETUINIANENT N5 KAZUIANTIN W.A. 2562
WIZINVU YU ANAANUNAYULNT W.A. 2562
1'% 14 1
W.5.U. ANATOIUBYAEIUUARE W.A. 2562
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a v ¢ i = aw
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Responsible Conduct of Research

Protection of

Human Subjects

Conflicts of Interests ¢ e Authorship and
(COI) & Commitment Publication

Peer Review
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To protect right, safety and well-being of research participants
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Belmont report:
Respect for person, Beneficence, Justice
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