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NEW! |CH E6(R3): GCP 11 Principles

Ethical Principles Informed Consent IRB/IEC Review

Informed consent is crucial for ethical trial
conduct. Participants must voluntarily consent
after being fully informed about the trial. The
process should be clear, concise, and consider
the trial's context, including emergency
situations where consent may be obtained
post-enroliment.

Scientific Soundness

Trials must be scientifically sound, based
on adequate and current scientific knowledge.
The design should reflect the state of
knowledge about the investigational product
and the condition being treated, ensuring
modifications are made as new information
arises.

Clinical trials should undergo independent
review by an Institutional Review Board (IRB)
or Independent Ethics Committee (IEC) to
ensure ethical compliance. Periodic reviews
should be conducted as per regulatory
requirements.

Clinical trials must adhere to ethical principles
originating from the Declaration of Helsinki,
ring the right: f nd well-being of

societal interests. Continuous review of
participant safety is essential as new
information emerges..

Qualified Individuals

Clear Protocol

Quality by Design Risk Proportionality

- . . Quality should be built into the trial design Trial processes should be proportionate to A well-designed. dl " . tocol i
Clinical trials should be designed and and conduct. Identifying critical factors to trial the risks to participants and the importance of WRIRCLETGNEL], BIEE, ElTe] EOMEEL [preleieel
conducted by qualified individuals with the quality and implementing strategies to avoid, the data collected. This includes managing fundamental for participant protection and
necessary expertise and training. This includes detect, and address noncompliance is essential risks proactively and avoiding unnecessary rellable.res!.llts. The _pf0t000| should eXl_)“Clt'y
a range of professionals such as physicians, for ensuring reliable results and participant complexity and burden on participants and state scientific objectives and be operationally

protection. feasible.

nurses, pharmacists, and biostatisticians.

investigators.

Reliable Results Clear Roles and Responsibilities Investigational Products

Clinical trials should generate reliable results.

Systems and processes for data capture, Roles and responsibilities in clinical trials Investigational products shou!d be
management, and analysis should be fit for should be clearly defined and documented. manufactured and managed accordln.g to GMP
purpose, ensuring data integrity and Sponsors and investigators retain overall standards and used in accordance with the trial
traceability. Essential records must be securely responsibility for their respective activities, even protocol. This includes proper handling,
retained and accessible for regulatory when tasks are delegated. storage, and labelling to maintain product

evaluation.

integrity.
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s A uLiludasy (independence)
. ANURINITA (competence)

. AunaIAnalg (pluralism)

s ANN1Us9T& (transparency)
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Level of IRB Review

Levels of IRB Review

More than minimal risk

EXpedited Not greater than minimal risk

Exempt Less than minimal risk

*Defined by federal regulation (45 CFR 46)



file://localhost/Users/sutee/Desktop/GCP MedResNet %E0%B8%A1.%E0%B8%AD. 15 OCTOBER 2015/IRB_levels_of_review.mp4
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Full Board Review 12inssuNISLANER

o 1A WANIITaNIANULREYaaaRINTAT wasluizindanITRANTaLLL
expedited ®3a LignTauaanIuAITNAITUIGIUIILGITNANTIAE
exemption

o TASYT NNV Tua g &TasAtdunauaauuataziilsizung

o 1ASYTININaNTUszLAuaaU 1A LAE aN1ANTENLAAANNLLD 1R

o A5TUNTT LNLALARIAUKNTIIBLREH T NUITELYINTY AXTHRNERIAZLUULEEN
uazlanuuiuiienAunisive

22



ANSNLUNIUTASIFNINNSINE

Expedited Review 12fngsun1s7AL G5 U LN E

o TATITIINTINENATANULR YU ALA RN AT

o wuugauauvi'lifiziana sensitive

O ANTNUMIULIATLLIT AU Ta e 1idn19819a9A9LANUAIUAUR

o AsRuMHalziauanlutiluaI N

o NMIAAdvdIATIARUEa d9'lidusaFiadniluuaslag
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Exemption 165ulu Certificate of exemption

o TAITIVNTINLN LATULAALIUANINIANTUIGTUIATEITITU

o Asdsziiiunanisulficneu

o M5UsULTUNAGFIULNNEAFRASAN TN

O MFNLUIULAAYANIIRAA

o Asnaaadndnailnsal ia winnssunlilenszvitnisnaaadluay
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ATnunIUseLiiauindae (Rationale, scientific sound)

Asnumuilayriiauazasssu (Risk/Benefit)

ANTNUMIULAARITTILIVADUAUAKLZNTINTATIATIAE

(Information process, Recruitment process)

ATNUIMUKIELaLNINIRe ( CV, GCP training, COI )

ANTNUMIULANEITAUG TALAan2ae leaun wuuiiunnziaiia

(Case report form) uazduq a1l
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N1IARMLAANARIRINAS Recruitment process

F8eNLHAUNNTINE Materials & Methods
N15YRMNANITIVLRCRARILASIZ

MsfAUgUALazANATAYANRNRITAT RS

A TR o RN Rtk h N Rk iz EM Stopping rule, interim
analysis or Termination

Discontinuing criteria
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ANFFUATACLATU LU UIA 1A

> ANTAATLAUAINNL L9

Risk & Benefit

Acceptable

Appropriated
Reasonable
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ANSNUMIUMUIAFEIFFTTU

ANSANSCAUANULELY ulivaantilu 3 sz6u Aa

o ANULALYUAL fa ANNLEaIN AN AAaduludIalseiniu

Aava&FAATNAZUANWUNA

o ANMULALVHIANNAIULLYUAL WEAIMINAzTUsELaaa

AMNFFNATNL2ANIUTUTLATINNTINE

o ANULALYUNIAAMANULE VLAY a1l scTa2uaa

ardiasNENINTuTATIN1sIvE weanatiuilseiarmisaganu

$%3aRIUNY
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ANSNUMIUMUIAFEIFFTTU

ANIARALAANANRIFINAT TANULRUANIAWID LU Al lai = sl gele=r

Equitable

fin15 19U TuNIsLHNS 2 05239 UGB AYANNLREILLALAIN
aanAaialatnaduna 1 & &TATNL2NINTLATIIIA1IAE
2 ENILNHICRU

HnaznssunsimauauanlIuilaanss (Data safety

monitoring board; DSMB) 5a 3

|
‘Sponsor
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ANSNUMIUMUIAFEIFFTFU

5. mawanuauuadziaya (Confidentiality of data)

Focus group
5. AN ATAUINLNIUTATININNTIAEAENITaLAaLNNAdUTUATE

o ARNUAAAMaaulalaztlszune (Vulnerable subject) t2u 6in
o NI TUANAU

o MsitufildevaaniunguAmILAX

o MNAUNMINUGATAT

GadlNTTUIUNITTIUNNTIZNATLTIANUIUADIUDYR UAY

Asauatdufiae
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ANSNUMIUMUIAFEIFFTTU

« AANAAUKAnAZLLsIUNY (Vulnerable populations)

o MIAaludunanvaansailssntuIaual NRNNINE

o mMadaalunzvaraniatfniiat lusgaIugILAT YA

o MaIAalunauaulsiat

o MAalupihaluasaniay

o mMsivelundodansss

o AMIAaludnInenIacsastivastenInagluga 1 unia

o MAATUKLFIWIRIAHNUELENLENAG

o AIAaluzasnaaulnl (sensitive issues) siapsaumd’y 2ANAU FIAN 13D

AIUNHRUE
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ANSNUMIUMUIAFEIFFTFU

» A58 Tu2NAYU (Community Research)

o0 ASHAIUSIUADI2A2AU

o MTATIYAYUUUETTNLUANUTTIWAL ARIUNUUTIUY
O ANSLANWLNLIN2N2AU

O NT¥UIUNTAAANNAUAN

‘Jqﬂznuluﬂlft_l 2 i, =
g FluwaInartaanug |
‘ }ﬁuﬁﬁd’ny'fmﬁm
& BUTT o T .
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ANSNUMIUMUIAFEIFFTTU

o n5iduldeuaanlunguaiuan (Placebo control)

o anuatluaasnistdenviaan

o #n153AENUNASTIUaALILAIKS 1A

o M9seinseivauasaiatatindulu
ARUENNRAN

o 41 rescue medication 115a'ly

O ATAILAUNTANANRRINTIETUNRN
vQ/ a a'A L QU
185uenviaan waadszraaunazlasu
ANNANI5L2A1FINIIUIRE
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ANSNUMIUMUIAFEIFFTFU

o nM7IAEMINUGAIEAT (Pharmacogenetics Research)

O NNI5AENANUNAUAAVADNR

o M INTUNITaRRUTALINTINMIanaUAIADIANRRITAT

P S EP P . o oo o &
o ANSLAULUALERSAAYAYASIA 12U LIAITNLAY &§OTUNA AUADULLRY
3815 U Tdwazvinane

o &nalunisdunsudayandalisadinisFunsu

NERIAINENSNEAUNIvII auain

@)
$2) )
2l

1
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ANSNUMIUMUIAFEIFFTFU
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ANTNUMIULBARTAUISUDNALALL2ITINTATINTGT

A5 lidayaAIuaIu
M e 1918 Fanu

lLifidseraniiunaudnsuadardsing

AsinUnAsasavNiuaan Tunsalnanaiastiuian

-

>

>

> Lifinsifesunsatguadselaiianniul
>

> A lviAeauLnu

>

Q/

NNIALAAFFNTAT ANUALAE TUNTUNAUATIERNNATIAE
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Q/

ANSNLUNIUNIAL

ANTNUNMIUNIVEILRENITINIRE

.  Ausruadnwniaszaunisainisvinoruuageisa (ICH GCP 2.8)

o natlananisfigiuleasgiutde (Conflict of interest) uave3Ael

o MIAnEMIIARTnUINITEN L THLWNE favliunntndianius
wnwneilue3dasiu (ICH GCP 2.7)

« GCP training
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AOLEAS9NANSAFEBIFUNNTIAL

DECISION MAKING




ANSNANTUINA U
AOLCNSIUNNITAFUSITUNNFIAE

avAlsznuasu (MurualuIaatidunisunnsgiu SOP)

AssuAITNAANNT ALY IINRLTE1a2U (conflict of interest)
AITaanINNadlsraNaENINTUN

AT5UAISTALAIINTUAITNLMIUYNTY AR5 UaanL e

AN AIUAITVINUAIAIIANITNUMIUNAITAULLALZa AU A LN
LN BN

A95UANTN LG5 UNALKUA TN UNIUTATIY eavLtisauiunig

U5221UNnASI
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ANSNIANITUIN AU

¢ NUMUTASINIFIAaNIVARTINNYLEUA Taassil
aNuivadvinatvniiltvaa‘lili

o 5usad / aula / viuay

o YFuuAlAsIIvNIsIEaNaUTUTAY / aule /
LAuAaL

o UFuuA1TATITIvIAITIF LAt WAIITAU T1A A

o 'lususay / luauilé
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ANSNIANITUIN AU

. 38n196a&U (A nualu SOP) anatilunisasns (vote) vdaldduniug

(consensus)

Q

. HurinuanIsnaTaLdundangIu (51e91un155s2N)

o TunsalNTUTaVIAaHIaUlY AITHANLLUZUNNAALAU

« 1151351529 1A59519NNTIAE AITHATUAAILONRAG LAY
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ANSLLAYNANIFTNIAINTOLN

o AsUFINANIAANITAUILARIFeLTuR A aldn s ANaTu 2
guai

uavn1sdsgdu (WHO)

o Tunsalfusay / aulé

AMUATEAZIRNNNTIUTAY / aullf (ludu 1 1)

ANUUALIAINISTRITIEIIUANNANININ LlasaaTn155Usad

=

F2UANNTUAAADUNNIAELGIUNITH 120U NTRITIES UMY

U

avuulaaldsesr1unssuN154
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ANSLLAYNANIFTNIAINTOLN

o« TunsaNTUTaY / auilf aanavn1slsulsaunla

o TUNTALIUTAY / aUNA LNAUIL2NAITU LAY

» AUz tun1slsulsgunla

o 30U UNNTTIUNTEULRUALANDTLUTAYIIEAUNL2N
WANTaU 1344
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ANFAAAUANNLAINIFTFTULSAY

AOLCASIUNITASUHIFUNFIAL
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ANSNUNIUANLKAYILIAY IAFIISIIVANSINE

1. A155129 UV RALALNULANTASISIVANSIAE
(Protocol amendment)

2. AT 1AIUANUAKILUNNN5IAY (Progress report)
3. A1ssauaulaanna (Safety reporting)

4. n1ss1uvIunstiaviuunsaBlfIda1uTA59s19NS
331 la9un159usav (Protocol deviation/ violation/
non-compliance)
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ANSNUNIUANANLUKAIILIAVIATISIVANISINE

5. AMss1anudsdnanisiaa (Final report)

6. NN991LNIUNNSLUA LASINISIALNDUANUG
(Premature termination or suspension of a trial)

7. AN591L9IUL5AYSAVYLS U ULALIAULTIASINNSIAE
(Complain)
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ANSLALSIUSIULANTS

B LANRTULRLNTAARAAAAIAUSATTUNITNARUU AT
a9IUN LAULNLHY wastAusnEeNIEEILTIUAT

11655711 (SOP)

= LaN&156199 AITLAUTNELT atinviiaanga 3 il
RnAYNISANHLFASAAY (ICH GCP 3.4)
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Qualification

Familiarity with the Test Article
Compliance

Monitoring

Delegating Responsibility
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Summary

1. Protection of Trial Subjects
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2. Quality of the Data
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3. Transparency of Trial Conduct
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Interest ™

A conflict of interest is when someone appears to have two different interests.
It can also happen when an individual has two or more roles that are incompatible with each other.

Situations in which financial or other personal

considerations may compromise, or have the
appearance of compromising, an investigator’'s

jludgment in conducting or reporting research

The Association of American Medical Colleges, 1990



Public

interest

Scientific integrity
Selection bias
Information bias

Inappropriate protocol
development
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Type of COI

Financial

Money from salary, compensation, grant funding,
fee, traveling cost, etc.
Ownership; e.g. intellectual property, stock

Non-financial

Relationship
Promotion
Commitment

1 1 L L 1 1 1 L L

L
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Specialties with Lowest COI Disclosure Requirements (< 70%)

Clinical Specialt Median Impact Request COI Require Signed Provide COI
P y Factor Disclosure (%) Statement (%) Examples (%)
Geriatrics and 51 50% 17% 50%
gerontology
Allergy 34 67% 33% 50%
Dermatology 3.0 83% 67% 67%
Pathology 5.0 67% 33% 67%
Dentistry 2.9 100% 0% 50%
Pferlpheral vascular 49 83% 33% 50%
disease
Rehabilitation 1.9 67% 17% 33%

Radiology, nuclear
medicine, and 4.9 86% 14% 29%
medical imaging

Requirements and Definitions in Conflict of Interest Policies of Medical Journals. JAMA 2009 Vol 302 No 20
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COI Definition

Financial relationships
Equities interest/stock ownership

Consultancies

Royalty income under patent license or
copyright

Employment (officer, director, or other
fiduciary role)

Honoraria
Paid expert testimony

Ownership, partnership, or principal of an
enterprise

Programmatic support
Research grants

Funding of salary or position
Travel grants
Fellowship support

Nonfinancial relationships
Personal

With organizations

No. (%)
1
Manuscript
Overall Instructions for Submission
(n=197)2 Authors (n=197) Forms (n =197)

175 (89) 103 (52) 114 (58)
165 (84) 99 (50) 109 (55)
139 (71) 78 (40) 89 (45)

133 (68) 80 (41) 86 (44)

114 (58) 58 (29) 80 (41)
83 (42) 44 (22) 56 (28)
42 (21) 21 (11) 27 (14)

108 (55) 62 (31) 71 (36)
34 (17) 16 (8) 20(10)
23 (12) 18 (9) 7 (4)

2 (1) 1(1) 1(1)

65 (33
31 (16)

Requirements and Definitions in Conflict of Interest Policies of Medical Journals. JAMA 2009 Vol 302 No 20



Prevalence by Type of Article

All articles (N = 1002)
Primary research articles (n = 682)
Drug-focused
Device-focused
Both
Neither

Commentaries, editorials,
and narrative reviews (n = 290)

Systematic reviews _
and meta-analyses (n = 30)

Author Conflict of Interest Disclosure

Yes

No./Total
229

135
39/124
27/121

5/22
64/415
91

% (95% CI)*

22.9 (20.3-25.6)
19.8 (16.9-23.0)
31.5 (23.4-40.4)
22.3(15.2-30.8)
22.7 (7.8-45.4)
15.4 (12.1-19.3)
31.4 (26.1-37.1)

10.0 (2.1-26.5)

“ The 95% Cls were calculated using the Clopper-Pearson exact method.

No

No./Total
637

462
69/124
75/121
16/22

302/415

150

25

% (95% Cl)?

63.6 (60.5-66.6)
67.7 (64.1-71.2)
55.6 (46.5-64.6)
62.0 (52.7-70.7)
72.7 (49.8-89.3)
72.8 (68.3-76.8)
51.7 (45.8-57.6)

83.3 (65.3-94.4)

Missing
No./Total
136
85
16/124
19/121
1/22
49/415
49

% (95% CI)*

13.6 (11.5-15.9)
12.5(10.1-15.2)
12.9 (7.6-20.1)
15.7 (9.7-23.4)
4.5(0.1-22.8)
11.8 (8.9-15.3)
16.9 (12.8-21.7)

6.7 (0.8-22.1)

Prevalence of Disclosed Conflicts of Interest in Biomedical Research and Associations with Journal Impact Factors and Altmetric Score. JAMA 2018 Vol 319 No 4




Effects of Conflict of Interest on a Research

Lo D
Neglect of Safety Violation of Informed |Impact on
Standards Consent Process Clinical Decision

MELale

L . o * .

Distortion of
Research Data

Conflicts in Roles and
Responsibilities
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Education for
researchers and
research ethics

committees

03

Disclosure of
interests to
participants

02

Disclosure of
Interests to
research ethics
committee

04

Mitigation of
conflicts
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Disclosure of Conflicts of Interest~"

Abstention from Voting
Establishment of Manag’e'rﬁent
Policies

Documentation

Separation of Roles, Data

Documentation and Monitoring
Information Updates
Document Retention
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Sponsors
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Access Control

Transparency in Support @/
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{ Investigators
§ Financial Disclosure,
? Informing Partcipants,

Maintaining Academic

Independence
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Data and Research
Publication

Funding Disclosure

Conflict of Interest Disclosure
Access to Raw Data
Publication of Both Positive
and Negative Results
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Training and Awareness
Buil L Training
Creating a Culture of Transparency




To the institution

To the IRB

To the subject



Effective management

 May not involve in
» Recruitment
» Consent process
»major data interpretation

e Addition of evaluator

* Addition of setting of research for
recruitment



How to deal

Have or have not ?
Risk or harm
Magnitude

Affect to the outcome
Public perception
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Risk and Benefit Assessment

Col.Assoc.Prof. NiTHiPUN SUKSUMEK

Division Head. Neonatology Unit. Phramongkutklao College of Medicine |
Secretary of Forum of Ethical Review Committees in Thailand (FERCIT) &
Assistant Secretary of Institutional Review Board Royal Thai Army (IRBRTA)
Secretary of Central Research Ethics Committee (CREC)
Inspector and Committee of Thai Clinical Trial Registry (TCTR)




15 THE BENEFHT
REALLY WORTH
THE RISK?

Risk- Benefit Assessment




1S THE BENEFIT
REALLY WORTH
THE RISK?

Risk- Benefit Assessment



Outline

01 Ethical Guidelines

02 Types of Risk

03 Types of Benefit

05 Issues in Risk/Benefit Assessment




® Declaration of Helsinki

® Council for International
Guidelines Organizations of Medical Sciences
(CIOMS)

®* Belmont Report
® ICH-Good Clinical Practice
®* WHO-Operational Guidelines



Declaration of Helsinki

® Physicians may not be involved in a research study involving
human subjects unless they are confident that the risks have
been adequately assessed and can be satisfactorily managed.



Declaration of Helsinki

® Physicians may not be involved in a research study involving
human subjects unless they are confident that the risks have
been adequately assessed and can be satisfactorily managed.

®* When the risks are found to outweigh the potential benefits
or when there is conclusive proof of definitive outcomes,

physicians must assess whether to continue, modify or imm
ediately stop the study



Guidelines: CIOMS

® For all biomedical research involving human
subjects, the investigator must ensure that
potential benefits and risks are reasonably
balanced and risks are minimized.

G




Guidelines: Belmont Report

Respect for persons
Beneficence

Do not harm and maximize possible benefits a

nd minimize possible harms.

Justice




Guidelines: ICH-GCP

® Before a trial is initiated,

for the individual trial subject and
society. A trial should be initiated and continued only
if the anticipated benefits justify the risks.



Guidelines: ICH-GCP

Before a trial is initiated,

for the individual trial subject and
society. A trial should be initiated and continued only
if the anticipated benefits justify the risks.

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



Guidelines: WHO-Operational Guidelines

a World Health

ez g
The EC should consider: ¥ Organization

S

® the justification of predictable risks and inconv
eniences weight against the anticipated benefit
s for the research participants and the concer

ned communities;



Guidelines

Declaration of Helsinki

“...careful assessment of predictable risks and burdens to the individuals and groups

involved in the research in comparison with foreseeable benefits...”

Ig;. Belmont Report
“(1) do not harm and (2) maximize possible benefits and minimize possible harms.”




Risk-Benefit assessment

Definitions

|dentification and Assessment of Risks

Minimization of risks

Assessment of Anticipated Benefits

Determination that risks are reasonable in relation to anticipated

benefits



Risk-Benefit assessment

¥ ( Probability of harm

>Activity

>Magnitude




Risk

* Physical

* Bodily harm

* Simple inconvenient




Risk

* Psychological

* Emotional
* Break of confidentiality




Risk

* Social

* Employment

e Economic




Physical harm: death, disability, infection, inconvenience

Psychological harm: anxiety or distress, precipitation or
relapse of behavior disorder, breach of confidentiality

Social harm: discrimination, stigmatization

Economic harm: job loss, decrease employability

Legal harm: arrest, prosecution




Level of Harm

ﬁl Harms can be evident at many levels

® Primary subject level: death, distress or

discomfort

® Community level: group stigma



What Constitutes Risk?
The probability of

harm
probability Risk magnitude
may vary from in research studies may vary from
minimal to significant ‘ minimal to significant
or injury

occurring as a result of participation in a research study



Minimize risks
® Justify placebo and ensure that all study

groups are not deprived of standard treatment

® Include subjects who will be able to provide

answers to the research questions

® Exclude subjects who may confound the

research results



Types of Risk and How to Minimize Risk

Minimized Risks

* Blood draw ®* Processing with the routine care,

® Drug side effects

such as taking blood during the
® Exercise injury examination
® Exclusion/ withdrawal criteria

® Professional monitoring



Types of Risk and How to Minimize Risk

Minimized Risks
® Embarrassment

® QGuilty feeling

® Suicidal ideation
® Arouse by being
interviewed or filling

questionnaire




Types of Risk and How to Minimize Risk

Minimized Risks

® Stigma Appropriate approaches

® Discrimination Maintaining the privacy and
confidentiality

Experienced investigators



Types of Risk and How to Minimize Risk

Disclosure of unlawful behaviors

Arrested

Minimized Risks

Describes the risks to participants
and the safeguards put in place
Maintaining the privacy and
confidentiality

Waive written consent



Benefit

* |Indirect benefit

* Generalizable knowledge
* New drug

+ Effective intervention in the
future

* Change in practice




Potential Benefits

e -
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Potential Benefits

Psychological benefits

® Comfort from suffering

® Feeling of helping others in the
future

Physical benefits

® Improvement of disease

x

Benefit to Society

Knowledge gained may lead to

*® effective interventions in the future

® changes practice standards
decreasing morbidity and mortality

Economical benefits

® Financial benefits related to

research participants



Anticipated Benefits and Maximize Benefit

Direct Benefit Maximized Benefit

® Improve disease state
® Getting good health care

® Decrease side effects of
® Easier access to proven

therapy
good drugs

® Improve quality of life



Risk-benefit assessment

Perception Perception

of of IRB
investigator

Specific
situation



Risk Assessment in Protocol Review

> Investigator qualifications/

facilities

>~ COIl management

\ > Source of funding




Risk Assessment in Protocol Review

I Rationale behind
the Study

9. Limitations of

; The Study —

8. Data Collection
& Analysis Tools

2. Problem
Definition

RESEARCH
METHODOLOGY

s

3. Research
Objectives

7. Inscrument Development
& Pilot Testing

4. Research

6. Sampling Plan Hypothesis

\ & 5. Research 45 N
‘-\\/\-} Design " X’

~ Protocol design
> Adequate sample size

> Distribution and method of

randomization



Risk Assessment in Protocol Review

9. Limitations of I Rationmale behind

The Study — the Seudy

8. Data Collection 2. Problem

& Analysis Tools RESEARCH Definition
METHODOLOGY

7. Inscrument Development 3. Research
& Pilot Testing Objectives

4. Research
Hypothesis

5. Research
Design

Investigator qualifications/

facilities

COl management
Source of funding
Protocol design
Adequate sample size

Distribution and method of

randomization




Risk Assessment in Protocol Review

> Inclusion/exclusion criteria




Risk Assessment in Protocol Review

Cognitive or

communicative

> Privacy & confidentiality

vulnerability

Institutional vulnerability

Deferential vulnerability

Medical vulnerability




Risk Assessment in Protocol Review

Vulnerability

Withdrawal criteria

Consent form procedures

Site characteristics




IRB
Review

of

Protocol

® Risk level: Negligible, Minimal or

more than minimal risks

® Type of benefits- Direct or
indirect (Methodology section in
proposal)




Risk

Identification
Risk

Assessment

(Waite, 2017)

Steps

Determine risk

minimization

In Review

|dentify
probable

benefits

Determine
that the risks
are
reasonable in
relation to
the benefits

Assure that
subjects will
be provided
an accurate
information
of the risks
and
anticipated
benefits




Risk-Benefit assessment

Assessment of Anticipated Benefits

Identification and Determination that risks are

Assessment of Risks

reasonable in relation to
anticipated benefits

Minimization of risks

Anticipated
Benefits

Risks o




Proper Review Channels/ Types of Review

Risks Negligible Low High
Magnitude Inconvenience | Discomfort Harmful

Type of Review Exempt Expedited Full Board




Key Message

Research design Investigator Risk levels
qualifications

The risk to the
volunteers is
more or less
dependent on
the design of the

research project.



US HHS & FDA (45 CFR 46)

M Research not involving greater than minimal risk.

Research involving greater than minimal risk but presented

105 the prospect of direct benefit to the individual subjects

Research involving greater than minimal risk and no

prospect of direct benefit to individual subjects, but likely
to yield generalizable knowledge about the subject's
disorder or condition.



Minimal Risk Research

Definition (45 CFR 46.102(i) and 21 CFR 56.110)

“Minimal risk means that the probability and magnitude of
harm or discomfort anticipated in the research are not greater
in and of themselves than those ordinarily encountered in
daily life

® of the general population or

® during the performance of routine physical or psychological

examinations or tests.”




Minimal Risk Research

® Collection of blood samples by venipuncture from adults and children (within limits)

®Collection of data through non-invasive means (excluding studies that require general
anesthesia or sedation for research purposes) routinely employed in clinical practice,

including MRI (3 Tesla or under), ECG, ultrasound

®Research involving materials (data, documents, records—including medical records--or

biological specimens) that have been collected or will be collected solely for research

purposes

®*Research on individual or group characteristics or behavior (e.g., focus groups, surveys,

interviews)

®* Mobile applications that only track information and do not directly inform care of the
research subject




More than Minimal Risk Research

Examples of More than Minimal Risk Studies

®* An extra biopsy when other biopsies are already being taken for standard diagnostics

® X-rays, DEXA scans, MRIs when contrast media and/or sedation is used for research
purposes

®Research on investigational drugs or devices

®Research in which the identification of the subjects and/or their responses would

reasonably place them at risk of criminal or civil liability or be damaging to their

reputation or be stigmatizing to their group

®* Mobile medical applications that use health information to directly inform care of the

research subject (e.g., applications that provide insulin dosing recommendations)




Reducing Risk and Enhancing Benefits

Conducing research consistent with the
standards of clinical practice

Excluding subjects that are especially
susceptible to harms associated with study




Issues to consider when assessing Risk/Benefit ratio

The risks should be reduced to the extent necessary to meet the objectives:
should be decided whether it is necessary to do in human.
The risks may not be eliminated but can be reduced by considering options.

Research on vulnerable populations must justify the nature and level of risk/
benefit according to the conditions of that population

Risk/benefit ratio must be assessed continuously during the course of the study

The associated risks and benefits must be clearly stated in

information sheet along with the consent process




Summary

® Inherent uncertainty about the degree of risks and benefits

® Despite the importance, assessment is complex

®* No simple formula can decide risk/benefit ratio

® Continuing process during the course of the study
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