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1. PURPOSE AND SCOPE

The purpose of this document is to describe the preparation of informed consent documentation and procedures for obtaining informed consent from subjects participating in clinical trials in Australia. 
This SOP is applicable to all phases of clinical investigation of medicinal products, devices and diagnostics.


2. RESPONSIBILITIES AND AUTHORITIES
 
An investigator is the person responsible for the conduct of the clinical trial at a trial site, and is responsible for ensuring that the clinical trial, including obtaining fully informed consent from trial subjects, is conducted in accordance with the principles of ICH-GCP:2016 and applicable local and regulatory requirements. 

It is the responsibility of the Investigator to:

· Prepare and/or submit the written informed consent document and any other written material to be provided to a subject to an approved HREC;

· Obtain written approval/favorable approval from the HREC prior to the trial commencement/use of the documentation 

· Obtain written informed consent for each subject (or their legally appropriate representative) prior to the subject undergoing any trial-related procedures. 

· Protect the rights, safety and well-being of trial subjects.


3. DEFINITIONS

	Term
	Definition

	Essential Documents
	Documents which individually and collectively permit evaluation of the conduct of a trial and the quality of the data produced. 

	Good Clinical Practice (GCP)
	A standard for the design, conduct, performance, monitoring, auditing, recording, analyses, and reporting of clinical trials that provides assurance that the data and reported results are credible and accurate, and that the rights, integrity, and confidentiality of trial subjects are protected.

	International Conference on Harmonization (ICH)
	International Conference on Harmonization of Technical Requirements for Registration of Pharmaceuticals for Human Use is a joint initiative involving both regulators and research-based industry focusing on the technical requirements for medicinal products containing new drugs.

	Independent Ethics Committee (IEC)/ Human Research Ethics Committee (HREC)
	[bookmark: _GoBack]An independent body (a review board or a committee, institutional, regional, national, or supranational), constituted of medical professionals and nonmedical members, whose responsibility it is to ensure the protection of the rights, safety and well-being of human subjects involved in a trial and to provide public assurance of that protection, by, among other things, reviewing and approving / providing favorable opinion on, the trial protocol, the suitability of the investigator(s), facilities, and the methods and material to be used in obtaining and documenting informed consent of the trial subjects.
The legal status, composition, function, operations and regulatory requirements pertaining to Independent Ethics Committees may differ among countries, but should allow the Independent Ethics Committee to act in agreement with GCP as described in this guideline.

	Informed Consent  
	A process by which a subject voluntarily confirms his or her willingness to participate in a particular trial, after having been informed of all aspects of the trial that are relevant to the subject's decision to participate. Informed consent is documented by means of a written, signed and dated Informed Consent Form.

	Informed Consent Form 
	Document used to record the provision of informed consent.

	Investigator
	A person responsible for the conduct of the clinical trial at a trial site. If a trial is conducted by a team of individuals at a trial site, the investigator is the responsible leader of the team and may be called the principal investigator. See also Sub investigator.

	Investigator’s Brochure
	A compilation of the clinical and nonclinical data on the investigational product(s) which is relevant to the trial of the investigational product(s) in human subjects. 

	Investigational Product
	A pharmaceutical form of an active ingredient or placebo being tested or used as a reference in a clinical trial, including a product with a marketing authorization when used or assembled (formulated or packaged) in a way different from the approved form, or when used for an unapproved indication, or when used to gain further information about an approved use.
OR
Any investigational medicine or device, reference product or device or placebo being tested or used as a reference in a clinical trial. 

	Legally Acceptable Representative
	An individual or juridical or other body authorized under applicable law to consent, on behalf of a prospective subject, to the subject’s participation on the clinical trial.

	Protocol
	A document that describes the objective(s), design, methodology, statistical considerations, and organization of a trial. The protocol usually also gives the background and rationale for the trial, but these could be provided in other protocol referenced documents. Throughout the ICH-GCP:2016 Guideline the term protocol refers to protocol and protocol amendments.

	Sub/Associate/Co-investigator/Delegate
	Any individual member of the clinical trial team designated and supervised by the investigator at a trial site to perform critical trial-related procedures and/or to make important trial-related decisions (e.g., associates, residents, research fellows). See also Investigator.

	Sponsor
	An individual, company, institution or organisation which takes responsibility for the initiation, management and/or financing of a clinical trial

	Trial Site
	The location(s) where trial-related activities are actually conducted.

	Vulnerable Subjects
	Individuals whose willingness to volunteer in a clinical trial may be unduly influenced by the expectation, whether justified or not, of benefits associated with participation, or of a retaliatory response from senior members of a hierarchy in case of refusal to participate. Examples are members of a group with a hierarchical structure, such as medical, pharmacy, dental, and nursing students, subordinate hospital and laboratory personnel, employees of the pharmaceutical industry, members of the armed forces, and persons kept in detention. Other vulnerable subjects include Participants with incurable diseases, persons in nursing homes, unemployed or impoverished persons, Participants in emergency situations, ethnic minority groups, homeless persons, nomads, refugees, minors, and those incapable of giving consent.




4. PROCEDURE

The Declaration of Helsinki is the key bioethical document that forms the basis of ethical principals in medical research.  This document stipulates that each potential subject must be adequately informed of the objectives of the trial, together with the risks, possible benefits, procedures and potential inconvenience involved. 

In Australia, ethical considerations for human trials are based on the Declaration of Helsinki, ICH-GCP:2016 (Note for Guidance on Good Clinical Practice (CPMP/ICH/135/95) annotated with Therapeutic Goods Administration (TGA) comments DSEB, July 2000) and the National Health and Medical Research Council (NHMRC) National Statement on Ethical Conduct in Research Involving Humans (2007). 

The subject must freely consent to participate in the research and must be free to withdraw at any time. It is the responsibility of the Investigator to ensure that the written informed consent is obtained from the subject, or the subject’s legally acceptable representative prior to any trial-related procedures being conducted.
 
Special attention is required for clinical trials that may include vulnerable subjects or special circumstances (refer to Section 4.3). 

4.1	Informed Consent Process 

4.1.1	In obtaining and documenting informed consent, the Investigator should comply with the applicable local HREC requirements, the NHMRC National Statement and any other regulatory requirements.  They should also adhere to ICH-GCP:2016, and the ethical principles that have their origins in the Declaration of Helsinki. 

4.1.2	Prior to the commencement of a trial the Investigator must obtain approval/favourable opinion from the HREC of the written Informed Consent Form and any other written information to be provided to the subjects (e.g. the Participant Information Sheet).  At the time of the initial HREC review, any alterations requested by the HREC must be incorporated before the trial begins.  Only the final HREC approved version of the Participant Information Sheet and Informed Consent Form can be used. 

4.1.4 Obtaining Informed Consent

The Investigator must ensure that: 

4.1.4.1 	Only the currently approved, most recent version of each of the Participant Information Sheet and Informed Consent Form is used.

4.1.4.2 The person (i.e. Investigator or suitably qualified delegate) taking the informed consent has an adequate understanding of the trial, the trial-related procedures and the informed consent process.

4.1.4.3	The potential subject or the subject’s legally acceptable representative has been given the fullest possible information about the research (presented in terms and in a form that they can understand), including but not be limited to, a copy of the Participant Information Sheet approved by a HREC, together with sufficient time to review the informed consent documentation (e.g. with family members and their personal physician, if applicable) before they decide whether to participate.. 

4.1.4.4	The potential subject or the subject’s legally acceptable representative has been given the opportunity to discuss the trial, their disease, possible alternative treatments and to ask any questions. 

4.1.4.5	The subject or the subject’s legally acceptable representative is not coerced or unduly influenced to participate.  

4.1.4.6	The subject or the subject’s legally acceptable representative has been informed that the subject is under no obligation to participate, and that they have the right to withdraw from the trial at any time, and that this will not affect their treatment now or in the future. 

4.1.4.7	Prior to a subject’s participation in the trial, the written Informed Consent Form should be signed and dated personally by each of the following: 

· The subject or the subject’s legally acceptable representative - to indicate that they have been fully informed of the risks and benefits of participating in the trial and have voluntarily agreed to participate. 

· The person (investigator or delegate) who conducted the informed consent discussion.

· An independent adult witness who has witnessed the informed consent process (if applicable – refer to Section 4.3.1).

4.1.4.8	Signing of the Informed Consent Form is completed before initiation of any procedures, tests or treatments that are required by the trial protocol but which are not considered to be part of routine clinical care.

4.1.4.9	Prior to the subject’s participation in the trial, that the subject or the subject’s legally acceptable representative receive a copy of the signed/dated Informed Consent Form, the Participant Information Sheet and any other written information provided to subjects. 

4.1.4.10	The date on which the potential subject (or subject’s legally acceptable representative) was given the Participant Information Sheet is documented in the clinical notes.  The Investigator should also document that the participant meets the inclusion/exclusion criteria and is eligible to participate in the study. The date and time that the subject consented to be in the trial should also be recorded in the clinical notes.

4.1.5 After Consent Has Been Obtained

The Investigator must ensure that:

4.1.5.1	The original signed/dated Informed Consent Form is placed in the Investigator Site File, and that a copy is provided to the subject or the subject’s legally acceptable representative, and a copy placed in the clinical notes or sent to the subject’s primary care physician (if required).  The Informed Consent Forms must not be filed with the Case Report Forms.

4.1.5.2	The subject or subject’s legally acceptable representative is informed in a timely manner of any subsequent safety-related information that may impact on the subject’s informed consent.  This communication of this should be documented.

4.1.5.3	If any significant alterations are made to the protocol or if any new safety issues are identified which may be relevant to the subject’s consent:

· The written Informed Consent Form and Participant Information Sheet and any other written information must be revised and receive HREC approval/favorable opinion in advance of use.  All previous versions should be designated as “superseded” in order to avoid confusion.  A copy of every superseded version must be kept on file.

· For subjects who are ongoing in a trial and where an amendment is of relevance to them (e.g. has safety implications for ongoing participation, affects the nature or frequency of measurements/interventions etc.) they must be informed in a timely manner and are required to sign and retain a copy of the revised, HREC-approved written Informed Consent Form.  Where they have completed their participation it is usually not necessary for them to be informed of the amendment unless it is safety related. 
4.2 	Non-Therapeutic Trials 

4.2.1	With the exception of situations described in Section 4.2.2, a non-therapeutic trial (i.e. a trial in which there is no anticipated direct clinical benefit to the subject) should be conducted in subjects who personally give consent and who sign and date the written Informed Consent Form. 

4.2.2 Non-therapeutic trials may be conducted in subjects with consent of a legally acceptable representative provided the following conditions are fulfilled:

· The objectives of the trial cannot be met by means of a trial in subjects who can give informed consent personally.

· The foreseeable risks to the subject are low.

· The negative impact on the subject’s well-being is minimized and any such impact is considered to be  of a low level.

· The trial is not prohibited by law.

· The approval/favorable opinion of the HREC is expressly sought on the inclusion of such subjects, and the written approval/favorable opinion covers this aspect.

4.3	Special Consent Situations 

4.3.1	Inability to Read the Written Information 

		4.3.1.1	If a subject or the subject’s legally acceptable representative is unable to read (e.g. illiterate, visually impaired), an impartial witness should be present during the entire informed consent discussion.

4.3.1.2 	The witness should personally signed and date the Informed Consent Form, only after the following have occurred: 

· The written Informed Consent Form and any other written documentation to be provided to subjects has been read and explained to the subject or subject’s legally acceptable representative.

· The subject or subject’s legally acceptable representative has orally consented to the subject’s participation in the trial.

· If capable of doing so, the subject or subject’s legally acceptable representative has also personally signed and dated the Informed Consent Form. 


4.3.2 Subjects who require a legally acceptable representative

4.3.2.1	When a clinical trial (therapeutic or non-therapeutic) includes subjects who can only be enrolled in the trial with the consent of the subject’s legally acceptable representative (e.g. minors, Participants with severe dementia), the subject should be informed about the trial to the extent compatible with the subject’s level of understanding and, if capable, the subject should sign and personally date the written Informed Consent Form.

4.3.3	Emergency circumstances

4.3.3.1	In emergency situations, when prior consent is not possible (e.g. a potential subject is unconscious), the consent of the subject’s legally acceptable representative, if present, should be requested.  

4.3.3.2	When prior consent of the subject is not possible, and the subject’s legally acceptable representative is not available, enrollment of the subject should require measures described in the protocol and/or elsewhere, with documented approval/favorable opinion by the HREC, to protect the rights, safety and well-being of the subject and to ensure compliance with applicable regulatory requirements.  

The subject or the subject’s legally acceptable representative should be informed about the trial as soon as possible thereafter, and consent to continue should be obtained.

4.3.4	Vulnerable Populations 

4.3.4.1	The NHMRC National Statement on Ethical Conduct in Research Involving Humans (2007) provides further guidance on obtaining informed consent in particularly vulnerable research populations such as pregnant women, children and young people, persons with an intellectual or cognitive impairment or mental instability, persons highly dependent on medical care, persons in dependent or unequal relationships and Aboriginal and Torres Strait islanders. 

4.3.5	Telephone or Verbal Consents 

4.3.5.1	Telephone or verbal consents are not generally permitted for clinical trials of unapproved therapeutic goods.  For other trials, consent may be given verbally or by telephone only if approved by a HREC. .In these circumstances, a study-specific working practice document should be written, detailing procedures for documenting the consent of the participant.

4.4	Preparation of the Written Information and Informed Consent Form 

Written information pertinent to the trial (usually in the form of a Participant Information Sheet), together with a written Informed Consent Form must always be provided to the subject or the subject’s legally appropriate representative. Some HRECs/institutions will stipulate the use of their own format for participant information and consent forms.  The Participant Information Sheet (and any other written information provided to subjects) and the written Informed Consent Form must be reviewed and approved by the relevant HREC before it is used.  

4.4.1	The basis for information provided to trial participants is the trial Protocol and the Investigator’s Brochure (or Product Information – applicable for therapeutic goods approved by the TGA for marketing in Australia). 

4.4.2	Any of the oral or written information concerning the trial, including the Participant Information Sheet and the Informed Consent Form, must be written in lay terms using plain non-technical language such that it is understandable to the subject or the subject’s legally acceptable representative.  

4.4.3 None of the oral or written information concerning the trial, including the written Participant Information Sheet and the Informed Consent Form should contain any language that causes the subject or the subject’s legally acceptable representative to waive or appear to waive any legal rights, or that releases or appears to release the Investigator, the institution or the Sponsor, or their agents from liability for negligence.

4.4.4	The Participant Information Sheet and the Informed Consent Form should be on local headed paper. The header/footer of each page should contain, at a minimum, the protocol number, protocol title, trial site to which the document applies, date of issue of the document, version number, the page number and the total number of pages.  This information should be updated with each revision of any written information and the Informed Consent Form

4.4.5	If translation of the Participant Information Sheet and information/Informed Consent Form is required, forward and back translations should be performed by accredited translators. The translator must be a different person to the back-translator, and ideally both translators should be native speakers of the language into which they are translating the documents. Both the original and translated documented must be submitted to the HREC for written approval before use.

4.4.6	The Participant Information Sheet and Informed Consent Form should include explanations of the following: 
a) That the trial involves research.
b) The purpose of the trial.
c) The trial treatment(s) and the probability for random assignment to each treatment.
d) The trial procedures to be followed, including all invasive procedures.
e) The subject's responsibilities.
f) Those aspects of the trial that are experimental.
g) The reasonably foreseeable risks or inconveniences to the subject and, when applicable, to an embryo, foetus, or nursing infant.
h) The reasonably expected benefits. When there is no intended clinical benefit to the subject, the subject should be made aware of this.
i) The alternative procedure(s) or course(s) of treatment that may be available to the subject, and their important potential benefits and risks.
j) The compensation and/or treatment available to the subject in the event of trial related injury.
k) The anticipated prorated payment, if any, to the subject for participating in the trial.
l) The anticipated expenses, if any, to the subject for participating in the trial.
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.
n) That the monitor(s), the auditor(s), the HREC, 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
o) 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.
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.
q) The person(s) to contact for further information regarding the trial and the rights of trial subjects, and whom to contact in the event of trial-related injury.
r) The foreseeable circumstances and/or reasons under which the subject's participation in the trial may be terminated.
s) The expected duration of the subject's participation in the trial. 
t) The approximate number of subjects involved in the trial.

5.	COMPLIANCE WITH THIS SOP

Standard Operating Procedures are a fundamental requirement of ICH-GCP:2016 and as such must be adhered to.  Deviations from, and violations of, SOPs must be appropriately documented and filed in the Trial Files to which the deviation or violation relates.


6.	LIST OF APPENDICES

Not applicable.
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· Note for Guidance on Good Clinical Practice (CPMP/ICH/135/95) annotated with Therapeutic Goods Administration (TGA) comments DSEB, July 2000.

· [bookmark: _Ref287348417]National Health and Medical Research Council (NHMRC). National Statement on Ethical Conduct in Human Research, 2007. 

· Declaration of Helsinki, adopted by the 18th World Medical Association (WMA) General Assembly, Helsinki, Finland, June 1964, and its amendments.


8.	DOCUMENT AMENDMENT HISTORY
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