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The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of
Research. [Bethesda, Md.]: The Commission, 1979.

Koonrungsesomboon N, Laothavorn J, Chokevivat V, Hirayama J, Karbwang J. SIDCER informed
consent form: principles and a developmental guideline. Indian J Med Ethics. 2016; 1(2): 83-6.
Koonrungsesomboon N, Teekachunhatean S, Hanprasertpong N, Laothavorn J, Na-Bangchang K,
Karbwang J. Improved participants’ understanding in a healthy volunteer study using the SIDCER
informed consent form: a randomized-controlled study. Eur J Clin Pharmacol. 2016; 72(4): 413-21.
Koonrungsesomboon N, Tharavanij T, Phiphatpatthamaamphan K, Vilaichone RK, Manuwong S,
Curry P, et al. Improved participants’” understanding of research information in real settings using
the SIDCER informed consent form: a randomized-controlled informed consent study nested with
eight clinical trials. Eur J Clin Pharmacol. 2017; 73(2): 141-9.

Koonrungsesomboon N, Traivaree C, Chamnanvanajkij S, Rungtragoolchai P, Thanapat Y, Karbwang
J. Improved pregnant women’s understanding of research information by an enhanced informed
consent form: a randomised controlled study nested in neonatal research. Arch Dis Child Fetal
Neonatal Ed. 2018; 103(5): F403-F407.

Koonrungsesomboon N, Traivaree C, Tiyapsane C, Karbwang J. Improved parental understanding by
an enhanced informed consent form: a randomized controlled study nested in a paediatric drug
trial. BMJ Open. 2019; 9(11): e029530.

European Medicines Agency (2018). Guideline for good clinical practice E6(R2). Retrieved from
https: //www.ema.europa.eu/en/documents/scientific-guideline/ich-e-6-r2-guideline-good-clinical-
practice-step-5_en.pdf

World Medical Association. World Medical Association Declaration of Helsinki: ethical principles for
medical research involving human subjects. JAMA. 2013; 310(20): 2191-4.

Federal Policy for the Protection of Human Subjects. Federal Register Vol. 82, No. 12 (January 19,
2017). Retrieved from https: //www.govinfo.gov/content/pkg/FR-2017-01-19/pdf/2017-01058.pdf
ICH E6(R2) 4.8.6: “The language used in the oral and written information about the trial, including
the written informed consent form, should be as non-technical as practical and should be
understandable to the subject or the subject’s legally acceptable representative and the impartial
witness, where applicable.”

45 CFR part 46 §11.116(a)(3): “The information that is given to the subject or the legally authorized
representative shall be in language understandable to the subject or the legally authorized

representative.”
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45 CFR part 46 §ll.116(a)4): “The prospective subject or the legally authorized representative
must be provided with the information that a reasonable person would want to have in order
to make an informed decision about whether to participate, and an opportunity to discuss that
information.”

45 CFR part 46 §i1.116(a)(5Xii): “Informed consent as a whole must present information in sufficient
detail relating to the research ....”

45 CFR part 46 §11.116(a)(5)()): “Informed consent must begin with a concise and focused presentation
of the key information that is most likely to assist a prospective subject or legally authorized
representative in understanding the reasons why one might or might not want to participate in
the research. This part of the informed consent must be organized and presented in a way that
facilitates comprehension.”

45 CFR part 46 §ll.116(a)(5Xii): “Informed ... must be organized and presented in a way that does
not merely provide lists of isolated facts, but rather facilitates the prospective subject’s or legally
authorized representative’s understanding of the reasons why one might or might not want to
participate.”

Karbwang J, Koonrungsesomboon N, Torres CE, Jimenez EB, Kaur G, Mathur R, et al., on behalf of
the FERCAP Multi-Country Research Team. What information and the extent of information research
participants need in informed consent forms: a multi-country survey. BMC Med Ethics. 2018; 19(1):
79.

45 CFR part 46 §l1.116(a)5Xii): “Informed ... must be organized and presented in a way that does
not merely provide lists of isolated facts, but rather facilitates the prospective subject’s or legally
authorized representative’s understanding of the reasons why one might or might not want to
participate.”

45 CFR part 46 §I1.116(f)(2): “Alteration. An IRB may approve a consent procedure that omits
some, or alters some or all, of the elements of informed consent ... provided the IRB satisfies the
requirements of paragraph (f)(3) of this section.”

ICH E6(R2) 4.8.4: “None of the oral and written information concerning the trial, including the
written informed consent form, should contain any language that causes the subject or the
subject’s legally acceptable representative to waive or to appear to waive any legal rights, or
that releases or appears to release the investigator, the institution, the sponsor, or their agents
from liability for negligence.”

45 CFR part 46 §l1.116(a)6): “No informed consent may include any exculpatory language through
which the subject or the legally authorized representative is made to waive or appear to waive
any of the subject’s legal rights, or releases or appears to release the investigator, the sponsor,
the institution, or its agents from liability for negligence.”

45 CFR part 46 §11.116(a)X5Xi): “Informed consent must begin with a concise and focused presentation
of the key information that is most likely to assist a prospective subject or legally authorized
representative in understanding the reasons why one might or might not want to participate
in the research. This part of the information must be organized and presented in a way that
facilitates comprehension.”
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82 FR 7214: “With respect to the example provided above conceming a clinical trial with cancer
patients, the most important reasonably foreseeable risks to subjects would be summarized
at the beginning of the informed consent as part of §ll.116(a)5)(i)’s concise and focused
presentation, but that a more comprehensive and detailed description of reasonably foreseeable
risks to subjects would be included later in the body of the informed consent.”

82 FR 7214: “In all circumstances (those involving lengthy and complex informed consents as
well as short and relatively simple informed consents), if information included at the beginning
of the informed consent satisfied both §ll.116(a)5)i) and the elements of informed consent under
§11.116(b) and §ll.116(c) more generally, the information included at the beginning need not be
repeated later in the body of the informed consent.”

Declaration of Helsinki (2013) Art. 26: “In medical research involving human subjects capable of
giving informed consent, each potential subject must be adequately informed of ..., institutional
affiliations of the researcher, sources of funding, ....”

82 FR 7214: “In general, ... the beginning of an informed consent would include a concise explanation
of the following: (1) the fact that consent is being sought for research and that participation is
voluntary; (2) the purposes of the research, the expected duration of the prospective subject’s
participation, and the procedures to be followed in the research; (3) the reasonably foreseeable
risks or discomforts to the prospective subject; (4) the benefits to the prospective subject or to
others that may reasonably be expected from the research; and (5) appropriate alternative
procedures or courses of treatment, if any, that might be advantageous to the prospective subject.”
ICH E6(R2) 4.8.10(a): “That the trial involves research.”

45 CFR part 46 §ll.116(b)(1): “A statement that the study involves research, ....”

ICH E6(R2) 4.8.10(m): “That the subject’s participation in the trial is voluntary and that the subject
may refuse to participate or withdraw from the trial, at any time, without penalty or loss of
benefits to which the subject is otherwise entitled.”

Declaration of Helsinki (2013) Art. 26: “The potential subject must be informed of the right to refuse
to participate in the study or to withdraw consent to participate at any time without reprisal.”
Declaration of Helsinki (2013) Art. 31: “The refusal of a patient to participate in a study or the
patient’s decision to withdraw from the study must never adversely affect the patient-physician
relationship.”

45 CFR part 46 §11.116(b)(8): “A statement that participation is voluntary, refusal to participate will
involve no penalty or loss of benefits to which the subject is otherwise entitled, and the subject
may discontinue participation at any time without penalty or loss of benefits to which the subject
is otherwise entitled;”

ICH E6(R2) 4.8.10(t): “The approximate number of subjects involved in the trial.”

45 CFR part 46 §1.116(cX6): “The approximate number of subjects involved in the study;”

ICH E6(R2) 4.8.10(b): “The purpose of the trial.”

Declaration of Helsinki (2013) Art. 26: “In medical research involving human subjects capable of
giving informed consent, each potential subject must be adequately informed of the aims, ...."
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45 CFR part 46 §ll.116(b)X1): “A statement that ..., an explanation of the purposes of the research
ICH E6(R2) 4.8.10(c): “The trial treatment(s) and the probability for random assicnment to each
treatment.”

ICH E6(R2) 4.8.10(d): “The trial procedures to be followed, including all invasive procedures.”
ICH E6(R2) 4.8.10(s): “The expected duration of the subject’s participation in the trial.”

45 CFR part 46 §1l.116(b)X1): “A statement that .., the expected duration of the subject’s
participation, a description of the procedures to be followed, ....”

Declaration of Helsinki (2013) Art. 26: “In medical research involving human subjects capable of
giving informed consent, each potential subject must be adequately informed of ..., methods, ....”
ICH E6(R2) 4.8.10(f): “Those aspects of the trial that are experimental.”

45 CFR part 46 8Il.116(bX1): “A statement that .., and identification of any procedures that are
experimental;”

ICH E6(R2) 4.8.10(e): “The subject’s responsibilities. ”

ICH E6(R2) 4.8.10(g): “The reasonably foreseeable risks or inconveniences to the subject ....”
Declaration of Helsinki (2013) Art. 26: “In medical research involving human subjects capable of
giving informed consent, each potential subject must be adequately informed of ... potential risks
of the study and the discomfort it may entail, ....”

45 CFR part 46 §l1.116(bX2): “A description of any reasonably foreseeable risks or discomforts to the
subject;”

45 CFR part 46 §I1.116(cX1): “A statement that the particular treatment or procedure may involve
risks to the subject ..., if the subject is or may become pregnant) that are currently unforeseeable;”
ICH E6(R2) 4.8.10(g): “The reasonably foreseeable risks or inconveniences to the subject and, when
applicable, to an embryo, fetus, or nursing infant.”

45 CFR part 46 §1..116(cX1): “A statement that the particular treatment or procedure may involve
risks to the subject (or to the embryo or fetus, if the subject is or may become pregnant) that are
currently unforeseeable;”

ICH E6(R2) 4.8.10(g): “The reasonably expected benefits.”

Declaration of Helsinki (2013) Art. 26: “In medical research involving human subjects capable of
giving informed consent, each potential subject must be adequately informed of ... the anticipated
benefits ... of the study ....”

45 CFR part 46 Sl1.116(bX3): “A description of any benefits to the subject or to others that may
reasonably be expected from the research;”

FDA guidance documents: “Consent documents should not contain unproven claims of
effectiveness or certainty of benefit, either explicit or implicit, that may unduly influence potential
subjects. Overly optimistic representations are misleading and violate FDA regulations concerning
the promotion of investigational drugs [21 CFR 312.7] or investigational devices [21 CFR 812.7(d)] as
well as the requirement to minimize the possibility of coercion or undue influence [21 CFR 50.20].”
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ICH E6(R2) 4.8.10(g): “The reasonably expected benefits. When there is no intended clinical benefit
to the subject, the subject should be made aware of this.”

45 CFR part 46 8Il.116(c)X4): “The consequences of a subject’s decision to withdraw from the
research and procedures for orderly termination of participation by the subject;”

ICH E6(R2) 4.8.10(p): “That the subject or the subject’s legally acceptable representative will
be informed in a timely manner if information becomes available that may be relevant to the
subject’s willingness to continue participation in the trial.”

45 CFR part 46 §l1.116(c)X5): “A statement that significant new findings developed during the course
of the research that may relate to the subject’s willingness to continue participation will be provided
to the subject;”

ICH E6(R2) 4.8.10(r): “The foreseeable circumstances and/or reasons under which the subject’s
participation in the trial may be terminated.”

a5 CFR part 46 §I1.116(c)(2): “Anticipated circumstances under which the subject’s participation
may be terminated by the investigator without regard to the subject’s or the legally authorized
representative’s consent;”

Declaration of Helsinki (2013) Art. 26: “In medical research involving human subjects capable of
giving informed consent, each potential subject must be adequately informed of ... post-study
provisions ...."”

Declaration of Helsinki (2013) Art. 26: “All medical research subjects should be given the option
of being informed about the general outcome and results of the study.”

45 CFR part 46 §11.116(c)(8): “A statement regarding whether clinically relevant research results,
including individual research results, will be disclosed to subjects, and if so, under what
conditions;”

45 CFR part 46 §11.116(c)(8): “A statement regarding whether clinically relevant research results,
including individual research results, will be disclosed to subjects, and if so, under what
conditions;”

ICH E6(R2) 4.8.10(0): “That records identifying the subject will be kept confidential and, to the
extent permitted by the applicable laws and/or regulations, will not be made publicly available.
If the results of the trial are published, the subject’s identity will remain confidential.”

ICH E6(R2) 4.8.10(n): “That the monitor(s), the auditor(s), the IRB/IEC, and the regulatory
authority(ies) will be granted direct access to the subject’s original medical records for verification
of clinical trial procedures and/or data, without violating the confidentiality of the subject, to the
extent permitted by the applicable laws and regulations and that, by signing a written informed
consent form, the subject or the subject’s legally acceptable representative is authorizing such
access.”

45 CFR part 46 §I.116(b)5): “A statement describing the extent, if any, to which confidentiality of
records identifying the subject will be maintained;”

Declaration of Helsinki (2013) Art. 32: “For mediical research using identifiable human material or
data, such as research on material or data contained in biobanks or similar repositories, physicians
must seek informed consent for its collection, storage and/or reuse.”
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45 CFR part 46 §I1.116(b)(9): “One of the following statements ...: (i) A statement that identifiers
might be removed from the identifiable private information or identifiable biospecimens and that,
after such removal, the information or biospecimens could be used for future research studies
or distributed to another investigator for future research studies without additional informed
consent from the subject or the legally authorized representative, if this might be a possibility; or
(i) A statement that the subject’s information or biospecimens collected as part of the research,
even if identifiers are removed, will not be used or distributed for future research studies.”

45 CFR part 46 8I1.116(c)7): “A statement that the subject’s biospecimens (even if identifiers are
removed) may be used for commercial profit and whether the subject will or will not share in this
commercial profit;”

45 CFR part 46 §1.116(c)9): “For research involving biospecimens, whether the research will
(if known) or might include whole genome sequencing (i.e., sequencing of a human germline or
somatic specimen with the intent to generate the genome or exome sequence of that specimen).”
ICH E6(R2) 4.8.10(k): “The anticipated prorated payment, if any, to the subject for participating in
the trial.”

ICH E6(R2) 4.8.10(1): “The anticipated expenses, if any, to the subject for participating in the trial.”
45 CFR part 46 §l1.116(c)(3): “Any additional costs to the subject that may result from participation
in the research;”

ICH E6(R2) 4.8.10()): “The compensation and/or treatment available to the subject in the event
of trial-related injury.”

45 CFR part 46 §I1.116(b)6): “For research involving more than minimal risk, an explanation as
to whether any compensation and an explanation as to whether any medical treatments are
available if injury occurs and, if so, what they consist of, or where further information may be
obtained;”

ICH E6(R2) 4.8.10(q): “The person(s) to contact for further information regarding the trial ..., and
whom to contact in the event of trial-related injury.”

45 CFR part 46 §11.116(bX7): “An explanation of whom to contact for answers to pertinent
questions about the research ..., and whom to contact in the event of a research-related injury
to the subject;”

ICH E6(R2) 4.8.10(q): “The person(s) to contact for further information regarding ... the rights of trial
subjects, ....”

45 CFR part 46 §l1.116(bX7): “An explanation of whom to contact for answers to pertinent questions
about ... research subjects’ rights, ....”"

ICH E6(R2) 4.8.9: “If a subject is unable to read of if a legally acceptable representative is unable
to read, an impartial witness should be present during the entire informed consent discussion.
After the written informed consent form and any other written information to be provided to
subjects, is read and explained to the subject or the subject’s legally acceptable representative,
and after the subject or the subject’s legally acceptable representative has orally consented
to the subject’s participation in the trial and, if capable of doing so, has siecned and personally
dated the informed consent form, the witness should sien and personally date the consent form.
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By signing the consent form, the witness attests that the information in the consent form and
any other written information was accurately explained to, and apparently understood by, the
subject or the subject’s legally acceptable representative, and that informed consent was freely
given by the subject or the subject’s legally acceptable representative.”

Declaration of Helsinki (2013) Art. 26: “If the consent cannot be expressed in writing, the non-written
consent must be formally documented and witnessed.”

511 Aunduaed, Tlns wsne, o willena. wwavmetdesssumideludin. susutiessaumyideluay
Tudszinelne; 2558.

45 CFR part 46 §I.117(c)1): “An IRB may waive the requirement for the investigator to obtain
a signed informed consent form for some or all subjects if it finds any of the following: (i) That the
only record linking the subject and the research would be the informed consent form and the
principal risk would be potential harm resulting from a breach of confidentiality. Each subject ...
will be asked whether the subject wants documentation linking the subject with the research,
and the subject’s wishes will govern; (ii) That the research presents no more than minimal risk
of harm to subjects and involves no procedures for which written consent is normally required
outside the research context; or (i) If the subjects ... are members of a distinct cultural group
or community in which signing forms is not the norm, that the research presents no more than
minimal risk of harm to subjects and provided there is an appropriate alternative mechanism for
documenting that informed consent was obtained.”

45 CFR part 46 §l1.117(cX2): “In cases in which the documentation requirement is waived, the IRB
may require the investigator to provide subjects ... with a written statement regarding the research.”
European Medicines Agency (2018). Guideline for good clinical practice E6(R2). Retrieved from https://
www.ema.europa.eu/en/documents/scientific-guideline/ich-e-6-r2-guideline-good-clinical-practice-
step-5_en.pdf

World Medical Association. World Medical Association Declaration of Helsinki: ethical principles for
medical research involving human subjects. JAMA. 2013; 310(20): 2191-4.

45 CFR part 46 §ll.116: “General requirements for informed consent.”

International Ethical Guidelines for Health-related Research Involving Humans, Fourth Edition.
Geneva. Council for International Organizations of Medical Sciences (CIOMS); 2016.
wiz'i"i‘uﬁ'mfg“ﬁé’uﬂim{[’an‘,aﬁwuﬁﬂa WA, 2562. 1WA UNT (AU 136, meufl 69 n (27 NOwAIAL
2562).

45 CFR part 46 §11.116(d)(3): “A description of the identifiable private information or identifiable
biospecimens that might be used in research, whether sharing of identifiable private information
or identifiable biospecimens might occur, ....”

45 CFR part 46 §11.116(d)2): “A general description of the types of research that may be conducted
with the identifiable private information or identifiable biospecimens. This description must include
sufficient information such that a reasonable person would expect that the broad consent would
permit the types of research conducted;”
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45 CFR part 46 §11.116(c)9): “For research involving biospecimens, whether the research will
(if known) or might include whole genome sequencing (i.e., sequencing of a human germline or
somatic specimen with the intent to generate the genome or exome sequence of that specimen).”
45 CFR part 46 §11.116(d)X5): “Unless the subject or legally authorized representative will be
provided details about specific research studies, a statement that they will not be informed of the
details of any specific research studies that might be conducted using the subject’s identifiable
private information or identifiable biospecimens, including the purposes of the research, and that
they might have chosen not to consent to some of those specific research studies;”

45 CFR part 46 §l1.116(b)8): “A statement that participation is voluntary, refusal to participate will
involve no penalty or loss of benefits to which the subject is otherwise entitled, and the subject
may discontinue participation at any time without penalty or loss of benefits to which the subject
is otherwise entitled:”

45 CFR part 46 SIl.116(b)2): “A description of any reasonably foreseeable risks or discomforts to the
subject;”

45 CFR part 46 §I1.116(b)3): “A description of any benefits to the subject or to others that may
reasonably be expected from the research;”

45 CFR part 46 §11.116(d)(@): “A description of the period of time that the identifiable private
information or identifiable biospecimens may be stored and maintained (which period of time
could be indefinite), and a description of the period of time that the identifiable private information
or identifiable biospecimens may be used for research purposes (which period of time could be
indefinite);”

45 CFR part 46 §11.116(d)(3): “A description of ... the types of institutions or researchers that might
conduct research with the identifiable private information or identifiable biospecimens;”

45 CFR part 46 §lI.116(c)7): “A statement that the subject’s biospecimens (even if identifiers are
removed) may be used for commercial profit and whether the subject will or will not share in this
commercial profit;”

45 CFR part 46 §11.116(bX5): “A statement describing the extent, if any, to which confidentiality of
records identifying the subject will be maintained:”

45 CFR part 46 §11.116(d)(6): “Unless it is known that clinically relevant research results, including
individual research results, will be disclosed to the subject in all circumstances, a statement that
such results may not be disclosed to the subject;”

45 CFR part 46 §l.116(dX7): “An explanation of whom to contact for answers to questions about
the subject’s rights and about storage and use of the subject’s identifiable private information
or identifiable biospecimens, and whom to contact in the event of a research-related harm.”
45 CFR part 46 §I.116(bX7): “An explanation of whom to contact for answers to pertinent questions
about ... research subjects’ rights, ....”

Declaration of Helsinki (2013) Art. 26: “If the consent cannot be expressed in writing, the non-written
consent must be formally documented and witnessed.”

45 CFR part 46 §l1.116: “General requirements for informed consent.”
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45 CFR part 46 §11.116(d)3): “A description of the identifiable private information or identifiable
biospecimens that might be used in research, whether sharing of identifiable private information
or identifiable biospecimens might occur, ....”

45 CFR part 46 §ll.116(b)X8): “A statement that participation is voluntary, refusal to participate will
involve no penalty or loss of benefits to which the subject is otherwise entitled, and the subject
may discontinue participation at any time without penalty or loss of benefits to which the subject
is otherwise entitled;”

45 CFR part 46 §ll.116(b)X1): “A statement that ..., an explanation of the purposes of the research
45 CFR part 46 §11.116(c)9): “For research involving biospecimens, whether the research will
(if known) or might include whole genome sequencing (i.e., sequencing of a human germline or
somatic specimen with the intent to generate the genome or exome sequence of that specimen).”
45 CFR part 46 §l.116(b)2): “A description of any reasonably foreseeable risks or discomforts to the
subject;”

45 CFR part 46 §I1.116(b)3): “A description of any benefits to the subject or to others that may
reasonably be expected from the research;”

45 CFR part 46 §ll.116(d)X4): “A description of the period of time that the identifiable private
information or identifiable biospecimens may be stored and maintained (which period of time
could be indefinite), and a description of the period of time that the identifiable private information
or identifiable biospecimens may be used for research purposes (which period of time could be
indefinite);”

45 CFR part 46 §lI.116(d)3): “A description of ... the types of institutions or researchers that might
conduct research with the identifiable private information or identifiable biospecimens;”

45 CFR part 46 §i..116(c)(7): “A statement that the subject’s biospecimens (even if identifiers are
removed) may be used for commercial profit and whether the subject will or will not share in this
commercial profit;”

45 CFR part 46 §11.116(b)(5): “A statement describing the extent, if any, to which confidentiality of
records identifying the subject will be maintained;”

45 CFR part 46 §I1.116(d)(6): “Unless it is known that clinically relevant research results, including
individual research results, will be disclosed to the subject in all circumstances, a statement that
such results may not be disclosed to the subject;”

45 CFR part 46 §11.116(d)(7): “An explanation of whom to contact for answers to questions about
the subject’s rights and about storage and use of the subject’s identifiable private information
or identifiable biospecimens, and whom to contact in the event of a research-related harm.”
45 CFR part 46 §11.116(b)X7): “An explanation of whom to contact for answers to pertinent questions
about ... research subjects’ rights, ....”

Declaration of Helsinki (2013) Art. 26: “If the consent cannot be expressed in writing, the non-written
consent must be formally documented and witnessed.”

$redenrnmauynsudwiiugamans adusedudinsant (Rusindadi 1 e, 2560)

45 CFR part 46 §ll.116: “General requirements for informed consent.”
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