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Requirements for the conduct of human
biomedical research

Appropriate consent under the HBRA

An introduction to the Human Tissue
Framework
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• PASSED BY PARLIAMENT IN AUGUST 2015
…BEING BROUGHT INTO OPERATION GRADUALLY IN PHASES
• GIVES LEGAL EFFECT TO TWO SEPARATE, BUT RELATED, REGULATORY
FRAMEWORKS
(A) HUMAN BIOMEDICAL RESEARCH (HBR) FRAMEWORK
• REGULATES CONDUCT OF “HUMAN BIOMEDICAL RESEARCH”
(B) HUMAN TISSUE FRAMEWORK
• REGULATES DEALINGS IN “HUMAN TISSUE”
3

Requirements for
the conduct of HBR
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Is my research considered human biomedical research?

Aim: To identify prognostic and predictive genes for triple-negative breast cancer.
Methodology: Next-generation sequencing of DNA from individually-identifiable leftover
biopsy samples and correlation with medical records from the local hospital.

Purpose

This is a HBR study because it meets purpose (a) and methodology (ii)/(iii).
HBR is defined as any research that is intended to study –
(a) the prevention, prognostication, diagnosis or alleviation of any disease, disorder or
injury affecting the human body; or
(b) the restoration, maintenance or promotion of the aesthetic appearance of human
individuals through clinical procedures or techniques; or
(c)

the performance or endurance of human individuals,

where the research involves –

Method

(i)
(ii)

(iii)

subjecting an individual to any intervention (including any wilful act or omission) that
has a physical, mental or physiological effect (whether temporary or permanent) on
the body of the individual; or
the use of any individually-identifiable biological material obtained from the human
body; or
the use of any individually-identifiable health information.”
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Types of research and studies out of the scope of HBR (not subject to HBR controls!):
Activities conducted in accordance with:
1. Section 59A of the Infectious Disease Act
(Cap. 137)
2. National Registry of Diseases Act (Cap. 201B)
3. Statistics Act (Cap. 317)
4. Health Products Act (Cap. 122D)
5. Medicines Act (Cap. 176)
N.B. Medical Devices Trials are regulated under HBRA

Normal psychological
responses and behaviours

Measurement of
human intelligence

The HBRA is not intended to regulate ‘research studies’ presented in the form :

Service evaluation

Clinical audit

Surveillance

Outbreak investigation

Factors for consideration: Intent, focus of study, design, existing evidence,
benefits to subject, responsibility of activity engager, sharing of generalisable
knowledge, approach and minimal risk. Etc.
Please refer to the “Table Differentiating Research from Research-like Activities” at https://www.moh.gov.sg/policies-andlegislation/human-biomedical-research-act
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Is DNA considered
information”?

“individually-identifiable

health

 For the purposes of the HBRA, MOH does NOT consider DNA by
itself to be individually-identifiable health information (without
having access to a database which links the DNA to individuallyidentifiable information, e.g. name and NRIC)
 This means that if the case study above uses de-identified leftover
biopsy samples, even with DNA sequencing, the study would not be
have fulfilled methodology (ii) and (iii), and hence would not be
considered to be a HBR study.
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Advisory Guidelines on Key Concepts in PDPA by PDPC:

5.10 Data which, on its own, constitutes personal data, is referred to as
“unique identifier” in these guidelines. Data that the Commission
generally considers unique identifiers include:
• Full name
• NRIC Number or FIN (Foreign Identification Number)
• Passport number
• Personal mobile telephone number
• Facial image of an individual (e.g. in a photograph or video recording)
• Voice of an individual (e.g. in a voice recording)
• Fingerprint
• Iris image
Note: Diagnostic code itself is not considered identifiable
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If my research is HBR, what requirements do I need to meet
under the HBRA?
1. Conduct HBR under the supervision and
control of a research institution (RI)
which has notified MOH of its operations.
Supervise
HBR

2. Obtain IRB approval for the
HBR from the RI’s appointed
IRB.

IRB
Obtain appropriate consent
from the research subjects.
Periodic
Review
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What if I encounter an SAE* or SOC during the conduct of
my HBR?

Reporting to MOH

Internal Reporting

Researchers who encounter SOCs and/or SAEs in their HBR should report
these immediately to the research institution (RI). The RI should then
report the SOCs and unexpected SAEs to MOH within stipulated timelines:
Unexpected SAE
Death/Lifethreatening

Non-death/Non-lifethreatening

PI reports to RI immediately
RI submits all relevant
information to
Director within 7 days
after knowing the
event
RI submits any
additional relevant
information to
Director within 8 days
of recording such
information

RI submits all relevant
information to the
Director within 15
days after knowing
the event

SOC

PI reports to RI and/or IRB immediately, in
accordance with the RI’s policies.

RI submits all relevant
information to the
Director within 7 days
after knowing the
event

*SAEs are defined as those which occurred as a result of the HBR study
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Appropriate Consent
Requirements
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Does my existing consent fulfill the requirements of
“appropriate consent” as required under the HBRA?
You would be considered to have “appropriate consent” if
it was obtained
(a) in writing;
(b) from the research subject personally or their legal
proxies
(c) after the information referred to in section 12(1) has
been provided and explained to the research subject
or the persons authorised to give consent on the
subject’s behalf under this Part, as the case may be;
and
(d) in the presence of a witness (N.B. : Witness is not
required if your study is not interventional, not
invasive and is not a rHBR)
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The witness requirement under the HBRA is intended to ensure research
subjects are not coerced into participating in a study unwillingly, especially
if there is a risk of physical harm to the subject.

Witness requirement as part of appropriate consent
is exempted if :

1. The consent was taken before 1 November 2017;
or
2. HBR is not invasive, not interventional and not a
restricted HBR
Do I need a witness during consent-taking in this case study?
The case study only uses leftover biopsy samples and is hence not
invasive and not interventional.
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Research is considered invasive if it involves any procedure that is incisional, i.e.
cutting into the tissues of the body.
 Examples of invasive procedures: venepuncture, fingerprick / skin-prick test,
muscle biopsy.
Research is considered to involve “intervention” if the research procedure(s) has
a physical, mental or physiological effect (whether temporary or permanent) on
the body of the individual.
 Examples of procedures which would be considered “intervention”:
venepuncture*, functional MRI, chest X-ray.
*Where blood is drawn for the sole purpose of research or where excess blood is
drawn beyond the amount required for clinical use, for research purposes.
14

What should I do if my existing consent does not fulfil
“appropriate consent” as required under the HBRA?
MOH will be flexible to consider the different elements of the consent
taken for the use of HI/HBM in HBR studies (before 1 Nov 2018):
(a) Core elements (viewed as critical for the consents required for
protection of research subjects or donors)
(b) Situational elements (considered as elements that the activity cannot
be carried out if the consent has not been taken or only if certain
activity has been carried out)
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(A) For studies that commenced before 1 Nov 2018:
Researchers must ensure that the following 7 mandatory “core elements” of information from
section 12(1) have been provided to the research subject:


12(1)(a) investigational nature of the research;



12(1)(b) purpose of the research;



12(1)(c) reasonably foreseeable risks, discomforts or inconveniences to the research subject
arising from the research;



12(1)(d) benefits which the research subject may reasonably expect from the research;



12(1)(h) the extent to which information identifying the research subject will be kept
confidential;



12(1)(k) whether the participation of the research subject involves information in
individually-identifiable form; and



12(1)(n) the research subject’s right to withdraw his or her consent and the limitations of
such withdrawal from the research.

*Remaining section 12(1) elements not listed above are considered “situational elements”. Please see the next
slide for some examples of “situational elements” which may be relevant to genetic research.
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Elements of 12(1)

When is this applicable to my research?

12(1)(e) where applicable, whether there are any alternative
procedures or treatments available to the research subject, and the
potential benefits and risks of such alternatives

Applicable to interventional research only and where
alternative procedures or treatments are available, they
should be disclosed to the research subject

12(1)(f) any compensation and treatment available to the research
subject in the event of injury arising from participation in the
research

Applicable to interventional research only, such as when
removal of blood is required from the subjects for processing
into DNA materials

12(1)(g) any anticipated expenses the research subject is likely to
incur as a consequence of participating in the biomedical research

Applicable only if there is anticipated expenses

12(1)(i) whether individually-identifiable information obtained from
the research subject will be used for future biomedical research

Applicable only if researchers wish to use the identifiable
information for future research

12(1)(j) where applicable, whether biological material taken from the
research subject will be destroyed, discarded or stored for future
biomedical research

Applicable only if researchers wish to store the biological
material for future HBR

12(1)(l) the circumstances, if any, under which, the research subject
or the person authorised to give consent under this Part will be
contacted for further consent e.g. SAE, change in proposed research

Applicable only if there are circumstances under which the
research subject will be contacted for further consent e.g.
for more blood to be obtained

12(1)(m) whether the research subject would wish to be
re-identified in the case of an incidental finding if the propose
biomedical research expressly provides for such re-identification

If this was not obtained – Researchers cannot re-identify to
return IFs

12(1)(o) the person or persons to contact to obtain further
information on the biomedical research and to provide feedback in
relation to the biomedical research

Applicable where there is a contact person for the research
subjects to contact for further queries on the HBR

*Where the situational element has not been communicated to the research subject, then they should not be
conducted.
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What does it mean if my existing consent form contains the
“core elements” ?

If your study commenced before 1 Nov 2018 and you have
communicated the “core elements” of information to your research
subject, you can proceed with the following:
 Recruit subjects with the “core elements” consent form until 31 Oct
2019
 Continue to collect HI or HBM from recruited subjects (provided these
are within the scope of IRB approval granted)
 Use the HI and HBM collected in the current HBR beyond 31 Nov 2019

*Full appropriate consent will be required to recruit new subjects
beyond 31 Oct 2019 unless IRB waiver is obtained
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What if my existing consent does NOT contain the “core
elements”?

If your study commenced before 1 Nov 2018 but you have not
communicated the “core elements” of information to your research
subject, you can proceed with the following:
 Continue your study until 31 Oct 2019 under the conditions as stated in
the existing HBR Exemption Regulations:

i.

there is documentary evidence that the research subject has
given relevant consent before 1 November 2018; and

ii.

the consent has not been withdrawn.

*Full appropriate consent will be required to continue using the HI/HBM
obtained in your study in the individually identifiable form beyond 31
Oct 2019 unless IRB waiver is obtained
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(B) For studies that commenced on or after 1 Nov 2018:
 Researchers must ensure that ALL the elements under section 12(1) of
the HBRA have been provided to the research subject, before the
subject’s consent is obtained.
 Any HBR involving the use of individually-identifiable HI and/or HBM
collected on or after 1 November 2018 with consent that did not contain
the full list of consent elements would need to be reported, through the
RI, to MOH as a contravention under the HBRA.
 For such studies, researchers have until 31 October 2019 to supplement
the subjects with the missing elements under section 12(1).
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For studies with ongoing intervention beyond 1 Nov 2018:
 Researchers must ensure that ALL the elements under section 12(1) of the HBRA have
been provided to the research subject, in the presence of a witness*, before the
subject’s consent is obtained.
 As a practical approach to facilitate such studies, re-consent may be sought from the
research subject before the subject’s next visit or intervention, if the 7 core elements (in
slide 16) and the following situational elements relevant to interventional studies have
been provided to the research subject:
• 12(1)(e) where applicable, whether there are any alternative procedures or
treatments available to the research subject, and the potential benefits and risks of
such alternatives;

• 12(1)(f) any compensation and treatment available to the research subject in the
event of injury arising from participation in the research;
• 12(1)(g) any anticipated expenses the research subject is likely to incur as a
consequence of participating in the biomedical research.
 For studies which commenced on or after 1 Nov 2018 without full appropriate consent,
the study is required to be reported, through the RI, to MOH as a contravention.

*Witness is not required if the consent was obtained before 1 Nov 2017
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What if my existing consent does NOT contain the “core and
situational elements”?

If you have not communicated the “core” and relevant
“situational” elements of information to your research subject,
you will need to do the following in order to proceed with your
study:
 Report the study through the RI to MOH as a contravention
 Obtain re-consent from the recruited subjects with all the
information elements under section 12(1), in the presence of a
witness (where applicable) by 31 Oct 2019
NB: Where there are no further interventions to the research subjects, the study would be
considered to be only using HI or HBM. In this regard, please refer to slide 16 to 20 for
information on the consent requirements and follow up action.
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As communicated
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As communicated

As communicated
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As communicated

As communicated

As communicated
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As communicated

As communicated

As communicated

As communicated
NEW
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NEW
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NEW

NEW

28

NEW

NEW
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What if I am not able to obtain appropriate consent from
the research subjects?
• You can consider applying for a waiver of appropriate consent from the
IRB.
• To make it easier for researchers to qualify for waiver of appropriate
consent, the waiver criteria for HBM/HI collected before 1 Nov 2017
has been lowered* - such studies do not need to demonstrate
“greater public good”, which generally relates to population wide /
epidemiological studies in which there will be tangible
benefits/outcome applicable to the general population at large.

 As far as possible, appropriate consent should be obtained to ensure that
prospective subjects are adequately informed and given the opportunity to
decide whether to participate in a HBR. Mere inconvenience should not be
the sole factor for waiver of consent.
30
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Generally, research can be considered to contribute to the greater
public good if it falls under one of the following categories:
a. Epidemiology research or population wide studies at national level
or regional level with potential direct benefit to the public at large;

b. Research with apparent or tangible benefits with measurable
outcomes to the public at large and may include those less
privileged community or a sub-community; or
c. Research that contributes or could contribute to impact at
national, regional or international level with potential impact on
change in policy and prevailing standards on innovation,
management and practice in healthcare and other human
biomedical related fields.
32

What if my ethics committee has granted me a waiver of
consent for my existing HBR before 1 Nov 2017?
The waiver should have been granted on criteria that minimally
included the following:
 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.
If your study meets the above, the HBR Exemption regulations will give
you up till 31 October 2019 to do the following:
(i) Obtain full appropriate consent ;
(ii) De-identify the HBM/HI; or
(iii) Seek a waiver of consent from the IRB in accordance with Fifth
Schedule of the HBRA.
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START
Does the study involve
intervention beyond 1
Nov 2018?
Yes

No

Is there full
appropriate
consent3?
Yes
Proceed with study
(Re-consent not
required)

To report study as
contravention.

Please obtain full
appropriate consent3
before the next
intervention.
1Re-consent is

No

Was the HI/HBM
collected before 1
Nov 2018?

Yes

Did your consent minimally
contain the “core”
elements ?
No

No

Was relevant
consent2 obtained?

To report study as contravention if
consent was not obtained
according to the HBRA’s
requirements.
Please do either of the following by
31 Oct 2019:
(i) Obtain
full
appropriate
3
consent ;
(ii) De-identify the HBM/HI; or
(iii) Seek waiver of consent in
accordance
with
Fifth
Schedule of the HBRA

Yes

Proceed to use individuallyidentifiable HBM/HI collected
beyond 1 Nov 2018 (Reconsent not required1)

Yes

No
Has the IRB waived consent
in accordance with the Fifth
Schedule of the HBRA?
Yes

No
Was the waiver of
consent granted
before 1 Nov 20174?
No

Proceed to use identifiable
HBM/HI until 31 Oct 2019.
To do one of the following in
order to use the HBM/HI
beyond that date:
(i)
Obtain full appropriate
consent3;
(ii)
De-identify HBM/HI for
use; or
(iii) Seek new waiver of
consent from IRB in
accordance with Fifth
Schedule of the HBRA
Yes

Please do one of the following in order to continue the study:
(i) Obtain full appropriate consent3 ;
(ii) De-identify the HBM/HI; or
(iii) Seek waiver of consent from the IRB in accordance with Fifth Schedule of the HBRA

not required unless you are collecting HBM/HI beyond 1 Nov 2018. If you are re-consenting your subjects/tissue donors, you should obtain full
appropriate consent.
2Relevant consent refers to consent which did not cover all the core elements in S12(1) or S12(2) and where witness may have been absent. The consent form has
to be signed personally by the subject or the proxy. Note that explicit personal consent is required for restricted HBR.
3Full appropriate consent refers to consent which contains all the elements in S12(1) [for HBR] or S12(2) [for tissue donation], with consent obtained in the
presence of a witness (unless exempted under Reg 26 of the HBR Regulations 2017).
4Waiver of consent granted before 1 Nov 2017 should minimally fulfil the following: (a) the research cannot reasonably be carried out without the use of the
HBM/HI in an individually-identifiable form; (b) the use of the individually-identifiable HBM/HI involves no more than minimal risk to the research subject; (c) the 34
waiver concerned will not otherwise adversely affect the rights and welfare of the research subject.

If I have missing consent elements in my existing form,
how should I re-consent with my subjects?

 Where there are missing consent elements, researchers are only
required to furnish information on the missing elements during reconsent. There should also be documentation e.g. signature by research
subject to acknowledge that they have understood the additional
information provided and that they agree to continue participating in
the research in view of the new information.
 Where the study involves ongoing intervention, a witness should also be
present during re-consent to ensure that the subject is not coerced into
continuing participating in the study.
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If I am missing the witness requirement, how should I reconsent with my subjects?

Where the consent was not obtained in the presence of a witness for HBR
involving ongoing intervention, researchers are required to provide all the
elements in section 12(1) to the research subject before the next
intervention in the presence of the witness. The research subject and the
witness’ signatories should be properly documented to confirm the
subject’s voluntary participation in the study.
NB: The HBRA does not require an impartial witness. Witness could be
anyone above 21 years old, including study team member or member of
care team.
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Do I need prior consent to access medical databases
for selection of individuals to participate in the HBR?
 The PDPC does not require prior consent for an organisation to contact
the patient to invite him or her to participate in the research study.
 In the same vein, accessing medical databases (except NEHR) for the
purpose of selecting patients to recruit in the HBR (i.e. “culling”) is
considered ‘preparatory work’ for which consent is not required.
 For research involving individually-identifiable health information, MOH
requires that only members of or personnel affiliated to the care team
in the same organisation (e.g., employees of that organisation who are
working with the treating physician) should contact patients to obtain
consent to participate in such research.
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Introduction to the
Human Tissue
Framework (HTF)
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Aim: To establish a tissue repository supporting research in hereditary disorders, e.g. Tourette’s
syndrome.
Methodology: Whole blood and extracted DNA samples will be banked.

Am I banking human tissue?
Section 2 of the HBRA defines “human tissue” as any human biological
material obtained from the human body that consists of, or includes,
human cells but excludes that listed in the First Schedule.
• Whole blood would be considered “human tissue” under the HBRA.

• However, DNA is NOT “human tissue” as it does not contain human
cells. RNA and other genetic materials which do not contain human cells
are also NOT considered “human tissue”.
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Aim: To establish a tissue repository supporting research in hereditary disorders, e.g. Tourette’s
syndrome.
Methodology: Whole blood and extracted DNA samples will be banked.

Am I considered a “tissue bank” under the HBRA?

In this case study, the genetic repository would be considered a tissue
bank under the HBRA as it would be conducting tissue banking activities
for the purpose of facilitating current/future research, and would need to
notify MOH of its operations upon activation of the Human Tissue
Framework (estimated Q4 2019).
Please see the next two slides for the definition of “tissue bank” and “tissue
banking activities”, and requirements for research tissue banks under the
HBRA.
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TISSUE BANK
“…means an individual or a body of persons, whether corporate or unincorporate,
or
other
organisation,
that
carries
on
or
conducts
any
tissue banking activity…”
“…excludes an individual, a body of persons or an organisation that conducts any
tissue banking activity solely for the purposes of the person’s or organisation’s own
human biomedical research approved or exempted from review by an IRB.”

If the tissue banking activity is conducted under the researcher’s
own IRB approved HBR, the researcher need not be a Tissue Bank
(TB) or come under the supervision and control of a TB. This
exclusion does not apply to non-HBR studies, even if they had IRB
approval.
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Tissue banking activities conducted primarily for the purpose of facilitating
future research will not be considered a HBR study, even with IRB approval –
persons who conduct such activities are required to notify MOH as a TB or
come under an existing TB which has notified MOH of its operation.
• Unusually large number of co-investigators
responsibilities listed on the protocol.

without

clear

designated

roles

and

• Vague protocol description with broad purpose and no specific aim/ with indication there
will be several studies that spin off from the primary protocol
Example: “set up of a repository comprising of Biological Samples such as blood serum, plasma,
urine, neurosurgical tissue samples, cerebrospinal fluid (CSF) and derived biomarkers.” or
• Amount of tissue to be collected is significantly greater than what would be necessary to
carry out the proposed research
• Methodology stretches over an unusually long period
Example 1: “The study will be conducted till the end of Year 2043. The study duration is 29
years. The samples may be analysed for 29 years.”
Example 2: “Any samples of tissues or blood obtained during the course of this study will be
stored and analysed only for the purposes of this study for a period not exceeding 50 years, and
will be destroyed after completion of the study.”
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Does my consent fulfill the requirements of “appropriate
consent” as required under the HBRA?
You would be considered to have “appropriate consent” if it was
obtained
(a) in writing;
(b) from the tissue donor personally or their legal proxies

(c) after the information referred to in section 12(2) has been
provided and explained to the tissue donor or the persons
authorised to give consent on the donor’s behalf under this Part,
as the case may be; and
(d) in the presence of a witness (N.B. : Witness is not required where
only leftover diagnostic tissue is used).
 MOH will be flexible to consider the different elements of the
consent taken for tissue donation before 1 Nov 2019.
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(A) Storage, supply and use of human tissue obtained before 1 November 2019:
Donor’s consent should be obtained after the following “core elements” of information from section
12(2) have been provided to the tissue donor:


12(2)(a) specific research purpose for which the tissue is intended to be used, if this information is
available, otherwise, the purpose may be stated as for general research;



12(2)(f) the donor’s right to withdraw his or her consent and the limitations of such withdrawal;
and



12(2)(i) the extent to which donor records will be kept confidential.

*Remaining section 12(2) elements not listed above should not be conducted if the information has not been
communicated to the donor prior to obtaining his or her consent.
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What does it mean if my existing consent form contains
the “core” elements?
If the consent for the tissue donated before 1 Nov 2019 contains the
“core” elements, you can continue to use these tissue in your existing or
future research without the need to re-consent.
*If the core elements are missing, you would need to re-take consent from
tissue donors or seek waiver of consent (in the context of HBR) in order to
use these tissue in the individually identifiable form in research.

 You can also consider de-identifying the human tissue prior to the HTF activation date
so that it would be considered legacy human biological material (HBM).
 The requirements of the HBRA do not apply to legacy HBM except for sections 30
(prohibited HBR), 31 (restricted HBR), 32 (prohibition of commercial trading of human
tissue and 33 (advertisements relating to the prohibition)
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(B) Tissue Donation on or after 1 November 2019:

 ALL the elements under section 12(2) of the HBRA should be provided to the donor,
before donor’s consent is obtained.
 Furthermore, where the donation involves removal of tissue from the donor primarily
for research, the consent must be obtained in the presence of a witness.
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Thank you for your
attention!
QUESTIONS?
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