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Topics to be covered

* What is human research?

* Why research should be ethical?

* What make human research ethical?

° History and evolution in Research ethics
* Ethical Principles in Human research

* Applicable local laws and regulation
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What is human research?
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“Research means a systematic investigation, including research development,
testing and evaluation, designed to develop or contribute to generalizable
knowledge”

."...45CFR46 §46.102(d)

FDA Human
Common Rule Subject Regulations
45 CFR Part 46, FDA Human Subject

Subpart A, Regulations 21 CFR
common to 18 Parts 50 and 56

(soon 19) federal Clinical investigations
agencies and involving FDA-
departments regulated products or

supporting
applications to FDA
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Why research should be ethical?
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° Quality and Integrity of Human Research

* Avoidance of exploitation of research participants

° Promote trust, accountability, mutual respect, and fairness
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https://www.niehs.nih.gov/research/resources/bioethics/whatis/
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What make human research ethical?
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* Responsibility of researchers

* Complying to ethical guidelines

° Oversight by an independent committee
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What Makes Clinical Research Ethical? Ezekiel J. Emanuel, MD, PhD; David Wendler, PhD; Christine Grady, PhD
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Nuremberg Amendment to || Declaration of
code the FDA act Helsinki
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Research ethics milestones
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1966

JUNE 16, 1966

[The Beecher article ]

SPECIAL ARTICLE
ETHICS AND CLINICAL RESEARCH*

Tuskegee study
1932-1972

Willowbrook study
1956-1972
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Belmont CIOMS ICH
Report Guideline GCP

US Federal Regulations . . )
National Bio Ethics
45 CFR 46 Advisory Commission
AINUININSAAIASUFIINNNTIAL
Research ethics milestones
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Research ethic milestones

Declaration of Helsinki 1 1947 Nuremberg Code

Nazi Doctors' Trial

A
3- Belmont Report

Tuskegee Study 1932-1972
National Research Act 1974

Willowbrook 1950s
Jewish Chronic Dis.Hosp.1960s
Thalidomide Study 1962 -
Milgram Study 1963 | JI “

CIOMS Guidelines | 1982 “

Research initiated in developed co

“Ethical Review Committee”

571991 | Common Rule
; Baseline standard

of ethics in the US

3 k

Harmonization of regulatory

requirements of medical products =



nNULINLLaN The Nuremberg Code (1948)
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Declaration of Helsinki 1964-2013-2016
fimsUsuisedlfeuanilviaranse

NANNITNUFIUFINTUNITANYIIENIINITUNNE The Cecl el

a%199u wazUsznalae durauLnglan (World Medical Association—-WMA)
WNEAVBINUINUIEN9TINTSNNEG (Biomedical research) in9du 37 19

UBn YULUAYDINITIVLNINTINITUNNE ATOUARY identifiable human material

and data #inqUszasAiie MaUAURINITAALIA WaLIN15ITade n1sdasiu uazshwlsa

lun1svanrudueau unndaassednsziaduiay drfidrsausinaudunusTuds
Hewrduwnng n1sveadnudueeunlsinlasunnddauniiaanuiiiuatnafulal

LNEVDINUNISIVE

52391UL599 A2ULNSIlA Undue Influence

“Aafvnsisiaefinaienssunisazaassy vinmiiaAuguatasenisiva”



Change in Declaration of Helsinki version 2013
Aefisinsaesunlasiuatu 2013

Add necessity in education & training in research ethics
for investigators and research ethics committee members

WORLD MEDICAL

. ASSOCIATION’S

Increase fransparency in i
Research Ethics committee’s function Declaratlon
Conducting research — register in publicly available database of Helsinki
before recruiting the 1t subject, submit a final report TH REVISION, 2013

containing a summary if the research findings and conclusions
to ethics committee

Address more in human subject protection

Before: informed about post trial protection and information

about research result

During: close monitoring and responsibility for research-
related injury

After: obligation of sponsors, researchers and host country
governments of provisions for post-irial access

Windszauliaanuduazn1sausuiinsasesssudde n1samsilouauile
wazn1sundasaraadasiuuidensnousendtsuasnain1sniiuauldy
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Change in Declaration of Helsinki version 2013
Andmswasunladiuatiu 2013

Compassionate use vs Emergency Use Authorization (EUA)

37. may use an unproven intervention if in the physician's

judgment it offers hope of saving life, re-establishing health

or alleviating suffering.

This intervention should subsequently be made the object of

research, designed to evaluate its safety and efficacy. C . te U
gompassiondte Use

In all cases, new_information should be recorded and, and Emergency Use

Authorization for
Unapproved Drugs

where appropriate, made publicly available.

UsiAuaIn1siansanaydlfsusedlasenisideatvaunsa i
ns3usasaatiunsla 1unsaiiseatunsagnidulunsiii
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CIOMS Guidelines 1982, 1993, 2012, 2016

21 Guidelines to 25 Guidelines

A luysziay FeinanaAmNaIny un1sdausnvasyuyy uazad1usulavaudaa1s15a

- Add social value, community engagement & public nshiausAgunyuyuda iy
accountability q01uN39¢ lngianizyuyuiinay
119599

Enhance compensation for participants & treatment for
research — related harm
SpeCial Conditions International Ethical

- Use of stored biological materials and health-related data in | " vorving Humans |
research |

- Research in disaster and disease outbreaks
- Implementation research
- Use of online information

| Pre
£

Conflict of interest wavsleviivday

The Council for International Organizations of Medical Sciences



CIOMS/WHO Guidelines C@S

Council for International Organizations of Medical Sciences 1993

CIOMS GUIDELINE 13 uaz 14

- 37 TungugauLauazUTIZUNN AaslivnrAdNAls (justification) ABIURRYRYIA
wazliaBLIUVRIUNUNYaURBNNNNY wazlin15VaRYYIN (permission) YARALUAIEY
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N152928 1UYANNINURA - Guideline 20: Research in disaster situations
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Guideline 22: Use of online information or tools in health-related research
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International Conference on Harmonization Good Clinical Practice
ICH GCP 1996, 2016

- is an international ethical and scientific quality standard for designing, conducting,
recording and reporting trials that involve the participation of human subjects.

Jugiasgruaunindiuasesssuwasivinisseavainadiniuldlunisaregusuy asauduaiw nsduiin

Toyauazn13ideus1gerun1sanenIdelunyed

= Shared by all of the parties:
= SPONSOTS,
= investigators & site staff,
= CRO (Contract Research Organization)
= IRB/IEC
= regulatory authorities, and

= research subjects
(WHO, Handbook for GCP)

GCP (uprusuinveusauiuvasynauiidausaulunisauidunisise |

Ref.
1. ICHE$(R1), Current Step 4 version dated 10 June 1996

2. WHO, Handbook for Good Clinical Research Practice (GCP);
Guidance for Implementation, 2002




ICH E6 GCP, Addendum 2016

ADDENDUM
1.63  Certified Copy n155U599814U0

A copy (irrespective of the type of media used) of the original record that has been verified (i.e.,
by a dated signature or by generation through a validated process) to have the same information,
including data that describe the context, content, and structure, as the original.

1.64  Monitoring Plan LHUNISAINUALS

A document that describes the strategy, methods, responsibilities, and requirements for
monitoring the trial.

1.65 Validation of Computerized Systems 015652289 USSUUADUNILADS

A process of establishing and documenting that the specified requirements of a computerized
system can be consistently fulfilled from design until decommissioning of the system or
transition to a new system. The approach to validation should be based on a risk assessment that
takes into consideration the intended use of the system and the potential of the system to affect
human subject protection and reliability of trial results.
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The Belmont Report 1979
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The Belmont Report

Three basic principles related to research

subjects were identified

1. Respect for Persons uananuta1sniuynna

2. Beneficence uanwalsziaaud

3. Justice nanudisssu



Respect for Persons: AUTONOMY
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Respect for Person

5NN
Respect for person n1sia1sniuaiuana

> Informed consent n1saaauduaal

- Information nstWdayanasugaIu

- Comprehension auwanla’le

« Voluntariness aAu&ATA 1198 Lidaszlunissndula




Respect for Person
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 luivua nanuliasen 1nseanal nena (coercion)
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undue inducement)
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Respect for Person
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observational study
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Beneficence 1iannailszaadil
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Beneficence anualsaaiiu
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Beneficence anualsaaiiu
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* AausdBesag1anie (physical harm) — Uszdiulddne
* audesradnla (psychological harm) — Uszdiuldenn
* audssisingnay

* anudsssanguue - andudias (legal harm)

¢ ﬂ'a']mﬁﬂwiaamumwvmﬁaﬂu - Lﬁﬂ‘lﬂﬁ'] (social harm)

o auLdseRansng waznauselevunaisazlasu (economic harm)



Beneficence anualsaaiiu
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Beneficence anualsaaiiu
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National guidelines and regulations
in human research ethics

THAILAND
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MEDICAL PROFESSIONAL ACT

e \lie
® The Medical Council of Thailand. .

LA

® “The Medical Council Regulations on Medical Ethics Preservation, B.E. 2526 (1983) Part 6. Human
Experiment

- Amend B.E. 2544 (2001)
Revision B.E. 2549 (2006) “Part 9. Research Study and Experiment on Human”
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19 49 FUsznauIvAnvNIIUARTURAYaUdadUunsIEvTanaLdenIe asaInnIsnaaaeiviacardgn
NAADY é’uﬁ’[,ﬁmmﬁmmé’gnmaamm
v v a = Y o = 1 o = a o =1 4 o a o v
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NATIONAL LAW

* Official Information Act, B.E. 2540 (1997) (W.5.U. Y0Ya%1IA5VBTIYNNT

W.A. b&o)

* Declaration of Patient' rights ( B.E. 2541) (AUszn1ad@nanuae w.a.
b&ee)

® Act on protection and promotion of traditional Thai medicinal

intelligence, B.E. 2542 (w.5.u.AuasasuazdsasuiUaainisunndunulng w.a.
be&c)
* Child Protection Act, B.E. 2003 (W.5.U. ANATOWLAN N.A. b&eD)

National Health Act, B.E. 2550 (2007) (W.5.U. @YNNLYNYR N.A. b&&o)
Mental Health Act, B.E. 2551 (2008) (W.5.U. @UNININ N.A. b&&e)
The Criminal Code (nguangaigy)

The Civil and Commercial Code (Nusn8LN)
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®Attempt to propose Human Research Act by Medical Department, Ministry of Public Health
since 1985 (2528 B.E.), but unsuccessful

*National Research Council of Thailand (NRCT) prepared the draft to the cabinet.

*Passed the Council of State, await further step in law making process
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