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Key Challenges in Research Process

1

nformed consent

Understanding of information
Communication of risk
Decisional authority for consent to research
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Responsible conduct of research

Collaborative Science Lab Animal Welfare

Conflicts of Interest and Commitments * Mentoring

Data Acquisition, Management, Sharing and * Peer Review

Ownership * Publications Practice and Responsible Authorship
Human Research Protection * Research Misconduct

Conducting study according to protocol approved by IRB?

Any deviation from protocol?

Are the deviation documented?

Personally conduct or supervise the described investigation?
Informing any potential participants that the test article(s) (i.e.,
drugs or devices) are being used for investigational purposes?



Compliance and Quality of Clinical Research

HUMAN SUBJECT
PROTECTION

DATA INTEGRITY
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Human Biomedical Regulatory Framework

1 Nov 2017 in force HBRA

Human biomedical Human Tissue Framework
Research Framework

* Regulates dealings in human
tissue

* Prohibits commercial trading in
human tissue

* Regulates the conduct of
Biomedical Research
* Covers 2 areas:

* Human subject research that
have certain intended
purposes and involve certain
methodologies
Restricted and prohibited

research
Exclude : Exclude :
* Service evaluation * National registry of diseases of health information
* Clinical audit (National Registry of Disease Act)
* Surveillance * Collection of health info for stats purpose (Statistics
*  Outbreak investigation Act)
* Psychological responses +behaviors e Clinical trials of Health products (Health Products
* Measure human intelligence Act)
* Public health research on infectious disease * Clinical trials of medicinal products (Medicines Act)
(Infectious Diseases Act)
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HBRA Implementation Plan

Human Biomedical Research Act (HBRA)

* Passed by Parliament in August 2015
...being brought into operation gradually in phases

* Implementation Plan & Schedule

> Phase 1: Administrative provisions — Activated on 1 Jul 2016
» Phase 2: Prohibition against commercial tissue trading — Activated on 1 Jan 2017

> Phase 3: Regulation of Human Biomedical Research — Activated on 1 Nov 2017 » (Savings and transitional
v' Functions and Duties of RI provisions ended 1 Nov 2018)
" WBr | ¥ Functions and Duties of IRB Exemption regulation ending 31
I Framework I v Approval and Conduct of Restricted Research Oct 2019
I v" Amendment to Third, Fourth and Fifth Schedules of the HBRA = In response to stakeholder
concern and feedback on consent requirements & rHBR scope

—_ —

> Phase 4: Regulation of Research Tissue Banking — Target Q1 2019
» Duties of Tissue Bank (S34-36) and other controls to be prescribed
I_ m v’ Restrictions on activities relating to human tissue (S37)
Framework |« ¥ Compelling person to donate tissue (S38)
I_ I v’ Restriction on disclosure of information on tissue donor (S39)
— T v Savings & transitional provisions for legacy human biological material (564)

Reference: Stakeholder consultation on Draft Human Tissue Framework (2 March 2018)



Achieving Compliance to HBRA

* Interlocking system of self-
accountability

— Between RI, IRB and
researchers

* Ensure understanding of
regulations and roles and
responsibilities

* Ensure researchers have

access to publically available
materials about HBRA
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Functions and duties

sections 23, 24 HBRA

@[

proactively monitor the safe and

¥ Supervise, review &
ethical conduct of the research

v

v
v

Must be in Singapore & have
at least 2 individuals ordinarily
resident in Singapore

v Appoint at least one IRB to review
the HBR under its supervision & be
responsible for its proper functioning
& decision making

Notify MOH before the
commencement of any HBR
Annual declaration of compliance
Report Serious Adverse Events

¥ Establish a data and safety
monitoring board if the IRB
considers that it is necessary

MINISTRY OF HEALTH

| —

v Appoint Person-In-Charge,
develop internal policies,
standards and systems for the
proper conduct of any HBR
under its supervision

- Review the suitability
@ To ?a"y out ethics " and adequacy of the
I review of HBR proposal system of oversight
R I (protocol specific)

®
-
/

Ensure adequate
data & safety
monitoring

Assess suitability of
research site

Assess capability of Assess qualification
minor to give consent of researcher

’
¢
%

Scientifically necessary?
Ethically appropriate?

2 Protocol @
> approved

Amendment must be re-approved

Must come
under the

supervision of
anRI

Must not deviate from the research that

had been approved
Must protect subject or donor

confidentiality Section 27

RESEARCH STARTS

E Research
Schedule IV

@ *Appropriate
Consent

obtained
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~After protocol has been approved, research must stop if...

Protocol - Consent
rejected withdrawn
(

% b
‘{il
Q Must report 3(
Ng . MINISTRY OF HEALTH
Unless it will result in a ~ Serious adverse
i v risk of harm to the events (SAE)
research subject l Suspends

4.) Approved E ‘ research

by MOH

Adviso o .

St B9 Research discontinued!
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Compliance Challenges

Commons Inspection
Findings

« Non compliance with
protocol

 ISF not maintained
 Lacking PI oversight

« Missing source
documentation

* Informed consent not taken

 Failure to report safety
events

FDA and EMA findings
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Sponsor

- Oversight
- Quality system

IRB

- Ethical oversight

- Governance
framework
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Investigator

- Trnial
management

- Protocol
compliance

- Safety reporting



Why is there risk of non-compliance?

Research and HBRA are complex

Clinician — investigators are busy

Administrative support is sometimes lacking

Education is non-mandatory

| \
\
/
f
'l
|



Risk factors for noncompliance

* |nappropriate study conduct —especially with
sensitive research

* Insufficient involvement of investigators in <>‘\Q’c° s

study conduct -
* Inappropriate handling of informed consent  INFORMED CoNsENT
* Missing IRB approval

* Inappropriate handling of SAE, noncompliance
reporting

* |nadequate maintenance of accurate records
* Mishandling of identifiers
* Inadequate handling of incidental findings
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Risk Management Considerations

. Ensur:pg regulatory » Safety reporting
compliance — Adverse events reporting
— Institutions policies and — Trend analysis

. Mopr:i(;:i)eroil:\:ges « Adequate support

— IRB workload
— Compliance of researchers — Proper culture for
during conduct protection of human

— HBRA subjects
— IRB continuing review — Resources

* Training/Education — Information technology
_ IRB Levels of IRB Review

— Investigators, study
coordinators
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Appropriate Consent accordance to HBRA

section 6,12 & 14

Human Biomedical Research

7,
— / Consent Form
(711‘;'- > j . Purpose of nesearch
0 7e "= Risks & likely benefits
m Alternative treatment H uman Tiss ues

General rule-

Compensation for injury

Right to withdraw consent ( @@U‘]@@[ﬁ]{t F@H’ﬁm /

Biomaterial for future use?

' “Appropriate consent” must be obtained:
1. In writing;
2. From the subject personally,
3. After subject is given full explanation on
research & expected involvement
4. Prior to subject involvement (intervention
\ OR use of ID material OR ID health info)

Specific/general research?

Contacted for re-consent? Tissue for other purposes?

Withdrawal of consent:
Consent may be withdrawn at any time by the
| subject or his proxy

ID info for future research?

Re-identified for IF? )

Proposed area of research?

N.B. Withdrawal does not affect any research info Compensation to injury

or data obtained before the consent is withdrawn

(AEEEEEEEE

Right to withdraw consent

ID info for future research?

Withdrawal of consent:

Consent may be withdrawn at any time by the Re-identified for IF?

subject or his proxy if :

1. the tissue is individually-identifiable and has Renunciation of rights & IP

not been used for the research; or
2. the tissue is individually-identifiable and has

Use in individually-
identifiable form?

NENNNEEEE

been used for the research but it is 3 . PN
practicable to discontinue further use of the Use in restricted research?
tissue in research )

. z Exported overseas?

N.B. Withdrawal does not affect any research info \ j

or data obtained before the consent is withdrawn

AddbtedFron’ MOH stakeholder consultation Siides, ¢RP-CRCS 2016



Exemption from Appropriate Consent for use
of Biological Material /Health Information
collected before 1 Nov 2018

@ v" Savings and transitional (S&T) period for HBR has ended on 31 Oct

2018. This means that moving forward, appropriate consent (in
accordance to HBRA) must be obtained for the use of identifiable
HBM/HI in HBR.

v- On 31 Oct 2018, MOH issued an exemption to allow the use of
identifiable HBM/HI without appropriate consent until 31 Oct 2019 if;

¢ the individually-identifiable HBM/HI was obtained before the end of S&T (i.e. before 1
Nov 2018);

% there is documentary evidence that the research subject had given relevant consent
before end S&T for the use of individually-identifiable HMB/HI in research; and

% the relevant consent was not withdrawn at any time before the end of S&T.

To note that Exemption will expire at end 31 Oct 2019

Adapted from MOH POC 15 Nov 2018
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Exemption from Appropriate Consent for
use of HBM/HI collected before 1 Nov 2017

@ v The exemption on appropriate consent for use of identifiable
HBM/HI obtained before the end of S&T also applies to HBR where
the ethics committee has waived the requirement for consent

before 1 Nov 2017 on the following grounds:

*» the research cannot reasonably be carried out without the use of the
HBM/HI in an individually-identifiable form;

% the use of the individually-identifiable HBM/HI (as the case may be)
involves no more than minimal risk to the research subject; and

% the waiver concerned will not otherwise adversely affect the rights and
welfare of the research subject.

To note that Exemption will expire at the end of 31 Oct 2019
Adapted from MOH POC 15 Nov 2018



MOH : Extension of Grace Period for 1 year

 The exemption will give researchers more time to do the following:

*»* Seek appropriate consent (in the presence of a witness) from the subjects or
seek new waiver of consent from IRB in accordance with HBRA requirements if
the study involves use of identifiable HBM and HI beyond 31 Oct 2019;

¢ De-identify HBM or HI by 31 Oct 2019 for the use beyond 31 Oct 2019; or
s Complete study by 31 Oct 2019

HBR F k
Intrfgi:dor End of S&T End of Exemption
1 Nov 2017 31 Oct 2018 31 Oct 2019
Consent waived> EXEMPTION
OR

HBRA req

Relevant consent obtained > applies for these
+ Researchers to do the HBR

above within this period

HBM/HI has been collected
|
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Reality Check: Informed Consent Issue

4 N
Unsure whether the study ICF
meets HBRA requirements

R/ J
| am uncertain whether the present
study falls under the scope of
HBR even after referring to the HBR

checklist.
The study seems to meet 1,2, 3 but

nota, b, c
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Is the maid allowed to sign on

behalf of the legal guardian aft

a written confirmation in the

form of a letter from the lega
guardian

er

/" 1am not able to re-consent
the patient as there is no
follow up. | cannot de-

know the patients in case of

identify the data as | need to

~

4

\\}iety issue



De-identification

(( L) L) [ [ L) [ ” l(
MOH refers to “individually identifiable” and “non-
[ L) [ ” L) L) [ L) L)
identifiable” in definition of research, section 27, 28, 29
. c o L
Rendering data non-identifiable
<+ MOH has aligned with PDPC'’s policy position on de-identification
Re-identification Re-identification key
key held outside can remain within
organsiation Lowered bar for the organisation
what would be
considered “de-
| identified” health -
information &
i Individually / ; Individually MOH/
Prior to Identifiable Data biological materials Identifiable Data PDPC’s
D
;5'1'% 3 Party # 4 ;A'ﬂf.‘h Current
' ' Position
opts @
Researcher mr
PDPC’s example of effective barriers- restricting access by a group of users within the organisation to
information held by the organisation that could re-identify an individual (i.e. the key) by e.g.
1. Access restrictions to prevent (researcher) from Dpt B from gaining access to data (key) held by Dpt A
2. Organisation makes the unauthorized attempt to re-identify individuals a breach of terms of employment
S Dec (‘ De-identified / anonymised health information is out of scope of HBERA. il

MQOH Stokeholder meeting 27 Feb 2018, SREC 2 March 2018+ . cioeitinr .




Understanding of De-identification
A VISUAL GUIDE TO PRACTICAL DATA DE-IDENTIFICATION »' FUTURE OF

PRIVACY
FORUM

What do scientists, regulators ”\

and lawyers mean when they ? [ ]

talk about de-identification? ] III. i, ®m 'k &

How does anonymous data

difer from pseudonymous . Protects most ”|nd|V|duaIIy identifiable health

or de-identified information?

F.ORG

pinary.Data tes ona ~information” in any form or medium

spectrum I:\rith r.nuLti_p.Le . .

e SSN  — HIPAA Privacy Rule defined as “protected
ot et s o health information /PHI".

categories of data.

 The process of de-identification is to remove

LfIIL POTE

- (‘ identifiers from the health information
¢ EL'TEJJ:TE%TE’%‘? " t

EX
P

= — Mitigates privacy risks to individuals
' ugryr;scg;gm;gu;fs @ — Supports secondary use of data for
comparative effectiveness studies, policies
P assessment, life sciences research and
= others

133 Main 5ireer
555-555-5555)

Source: Guidance on De-identification of Protected Health Information 2012 ; ANSD guide 2018



Reality Check: what is de-identification?

For existing study whereby all the identifiable data

and specimens are collected

v' What is de-identification through a trusted third party?

v' Who will be the de-identification agent and data
custodian?

What is de-identified patient information

v" Removal of all patient ID from the investigation file?

v' What about the consent form containing patient
detail?
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SAE Reporting and Suspected Contravention
Reporting

%; ] HoEpected So5 y B Suspected Contravention

¥ | oeming)  |_Nontie trgmating

E 1 [ l £ %  Plreportsto Rl andor IRB:

= Pl reports to Rl Pl reports to Rl Pl reports to Rl ty |mmed|ately', in apc_ordance with
immediately immediately immediately RI's policies

_____l ______ —— e ———— - e e e e e e

/

Rl submits all relevant _ o : = :
_15: within 7 days after knowing all relevant ) S S : Lo
g the event information %o knowing the event
25 to Director =l 4a
- = _ - within 15
c & Rl submits any additional days after
2 relevant information to knowing
i Director within 8 days of the event

RS ITE i

e Currently not aligned with that for

HSA regulated studies

* MOH has indicated plan for

7 December 2018 alignment



Reality Check: Handling of reportable events

* Investigator are responsible for identifying and reporting non-
compliance events.

— If it meets criteria of reporting, this will be reported to IRB

— Investigator may also ensure reporting to a monitoring
entity (such as sponsor, or DSMB) as described in protocol
 Understanding of reportable SAE event:

— “unexpected” when vast majority of SAEs occurring in the
context of research are “expected”.

— “related” or “possibly related” SAEs, where again, majorities will
indicated as “unrelated”.

Investigator’s evaluation of event is critical.

Balance and checks should be in place over time.
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Handling of Incidental Findings

HBRA requires research team to have a
clear informed consent material that
convey the plan for incidental findings
management

HBRA section 12 (1)
(m) whether the research subject would wish to be re-identified

in the case of an incidental finding if the proposed
biomedical research expressly  provides for such
re-identification;

HBRA section 12 (2)

(0) whether the donor or the person authorised to give consent
under this Part, as the case may be, would wish 1o be
re-identified in the case of an incidental finding if the future
research expressly provides for such re-identification;



Reality Check: Incidental Findings

What is the procedures
a n d re S O u rce S re q u i re d to Situation: An asymptomatic patient with early diabetes was found to have chronic blockages on 64
handle incidental findings pr. BAD Dr. GOOD

— An appropriate plan to evaluate or 6san InC|denta|fnd|ny @Eﬁflﬂ?ﬁ:ﬁ?'y

return IFs \|

1™

— A thoughtful consideration of
whether, when, and how to T
incorporate participant ‘
preferences, and if researchers
intend to return certain INCIAENTAl meysm e smics omograom roran aiiraons, dueoada mareds acvaes

risk of significant coronary stenosis with early diabetes in asymptomatic individuals. (Diabetes Care 2013 Mar

[ |

((/

5. [Epub ahead of print])

— A clear policy outlining the follow-

up assistance
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Researchers — Minimise Risks and Protect
Subjects Rights and Welfare

* Ensure research personnel are
informed of their obligations \ | ‘
* Ensure protocols are compliance | \
with ethical principles, regulatory \

requirements

* Perform procedures consistent
with sound research design 4

* Protection of privacy and
confidentiality

* Additional safeguards for
vulnerable subjects

e Obtain appropriate informed
consent (unless with waiver)




Reminder

* HBRA is important:
— To protect the rights and welfare of subjects

— To assure sound, reliable research

* The physicians, hospitals, IRB and AMCs are required to assure
compliance. ..

— when they fail, they face: fines, penalties
— Cessation of all human research activities for researchers
— Bad PR (and loss of future research volunteers)

 The Principal Investigator is:

— Presumed to know, understand, and comply with all of the
rules, regardless of available administrative support

* Held ultimately accountable for everything he/she does any

everything anyone else on the study team does

7 December Z018 CRCS Forum



Conclusion

» Safety and well being of subjects
always come first

* A changing mindset in the way
research are conducted and
managed will be vital -
institution, researchers, IRB and
rest of research community

* Compliance is part of ongoing

process of continual quality
FoMPEANCR

Improvement

7 December 2018 CRCS Forum



