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1. PURPOSE AND SCOPE
The ethics submission and approval process is a mandatory step in any research study in humans. To safeguard the subjects’ rights, safety and wellbeing and to ensure that the research proposal is conducted in accordance with International Conference on Harmonisation Guideline for Good Clinical Practice ICH-GCP:2016), the Declaration of Helsinki and applicable local and regulatory requirements, all clinical studies involving the administration of an investigational drug or device to volunteers must have a protocol reviewed by an independent ethics committee (IEC)/human research ethics committee (HREC) prior to study initiation. HREC and regulatory (when applicable) approval must be obtained prior to study commencement. 
The purpose of this document is to describe, for clinical trials conducted in Australia, the general procedures for obtaining and maintaining HREC approval, and to define the responsibilities of Sponsor, Investigator and HREC.  
This SOP is applicable to all phases of clinical investigation of medicinal products, devices and diagnostics.

2. RESPONSIBILITIES AND AUTHORITIES
It is the responsibility of the Principal Investigator (or delegate) to:
· Ensure that all staff using this standard operating procedure (SOP) are trained in all aspects of this SOP. 
· Ensure that protocols and other study related documents/information have been submitted to, and written approval received from, the appropriate HREC prior to the commencement of the study and prior to implementation of subsequent protocol amendments.
· Submit the required information to ensure that the HREC requirements are met, and to provide any updates or new information to the HREC pertaining to the study.
If the Investigator is also acting as the Sponsor (i.e. in an Investigator-initiated trial) then the Investigator must fulfil all the responsibilities listed in this SOP that are assigned to the Sponsor.

It is the responsibility of the Sponsor to:
· Provide the appropriate study related information to the Investigator for submission to the HREC.


3. DEFINITIONS
	Term
	Definition

	Contract (or Clinical Trial Agreement)   
	A written, dated and signed agreement between two or more involved parties that sets out any arrangements on delegation and distribution of tasks and obligations and, if appropriate, on financial matters. The protocol may serve as the basis of a contract. 

	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-GCP:2016)
	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))
	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.

	Indemnity Statement
	To document the conditions for and details of compensation available to subject(s) for trial-related injury.

	Subject Information
	A document provided to subjects detailing appropriate written information (content and wording) to support the subject’s ability to give fully 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 study of the investigational product(s) in human subjects.

	
Investigator-initiated Trial
	Each institution may have its own definition, but the following may be used as a guide to the characteristics of an investigator-initiated trial: 
· A pharmaceutical/device company is not acting as the Sponsor for the purpose of the CTN Scheme application
· A pharmaceutical/device company is not directly funding the conduct of the study, that is, making payment to the relevant hospital or investigator
· The clinical trial addresses relevant questions and not industry needs
· The Principal Investigator or Hospital/institution is the primary author and custodian of the protocol

	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. 

	Monitoring
	The act of overseeing the progress of a clinical trial, and of ensuring that it is conducted, recorded, and reported in accordance with the protocol, Standard Operating Procedures (SOPs), Good Clinical Practice (GCP), and the applicable regulatory requirement(s).

	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

	Sponsor-Investigator

	An individual who both initiates and conducts, alone or with others, a clinical trial, and under whose immediate direction the investigational product is administered to, dispensed to, or used by a subject. The term does not include any person other than an individual (e.g. it does not include a corporation or agency). The obligations of a sponsor-investigator include both those of a sponsor and those of an investigator

	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 patients with incurable diseases, persons in nursing homes, unemployed or impoverished persons, patients in emergency situations, ethnic minority groups, homeless persons, nomads, refugees, minors, and those incapable of giving consent.






4. PROCEDURE
[bookmark: _Toc245643412]4.1	Overview of Regulatory Approval Processes in Australia

In Australia, there are two regulatory schemes under which a clinical study of an unapproved therapeutic good may be conducted.  These are the Clinical Trial Exemption (CTX) scheme and the Clinical Trial Notification (CTN) scheme.

The CTX scheme is generally used for very early phase studies.  The CTN scheme is usually used when a product is being investigated in later phase studies or for new indications (i.e. when existing clinical data is already available).
4.1.1 Clinical Trials Exemption (CTX) Scheme

The CTX scheme is generally used for Phase I and early Phase II studies where little or no data exists on the safety of the investigational product in humans.

The Sponsor must first compile a dossier of information including pharmaceutical, pharmacology, toxicology, preclinical work and human data (if any) in accordance with the CTX guidelines and submit this to the TGA.  The TGA has 30 working days (if no clinical data is submitted) or 50 working days (if clinical data is submitted) to review this type of submission.  The review period may be extended depending on the number of questions and the time taken by the Sponsor to provide satisfactory answers.   

All or part of this dossier may be submitted to the HREC as required or requested by the HREC. For a study to commence under the CTX scheme, written confirmation must be received from the TGA indicating that the application is acceptable and that there are no objections to the supply of the medicine under the CTX Scheme. In addition, written approval from the HREC is also required. 
4.1.2	Clinical Trials Notification (CTN) Scheme

Under the CTN scheme, the Therapeutic Goods Administration (TGA) does not review any data relating to a clinical trial before permitting it to commence.  The Sponsor deals directly with the Investigator to provide a CTN package (study protocol, Investigator Brochure, Informed Consent Documentation and CTN form) for HREC review.  Written approval for the conduct of the trial must be obtained from the HREC associated with the site conducting the trial.  In addition to the Sponsor’s signature on the CTN form, the CTN form must be signed by the HREC Chairperson at the time of HREC approval of the trial.

The HREC letter of approval and signed CTN form are returned to the Sponsor who then submits the CTN form to the TGA along with the administrative fee. Once this has been done a clinical trial is deemed to have been notified to the TGA and the Sponsor may supply the goods. However, it is advisable for sponsors to wait for the TGA’s written acknowledgement in case there is anything such as incomplete information on the CTN form which could invalidate the notification.


4.2	Overview of Ethical Considerations & HREC Composition
	4.2.1	Basis for Ethical Considerations 

Before a clinical study may begin, the research proposal/protocol must have been reviewed and approved by a HREC.  The subjects’ rights, safety and wellbeing are safeguarded through this process. If there is no constituted HREC at the study site, the protocol and study documentation must be submitted for approval to an appropriately constituted HREC mandated to cover the site/region/investigator where the clinical study will be conducted.  

Ethical considerations for human studies 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) (hereafter referred to as “the National Statement”).  

Special attention is required for clinical studies that may include vulnerable subjects.

	4.2.2	HREC Composition 

4.2.2.1	ICH-GCP:2016 recommends the HREC should consist of:
· At least five members
· At least one member whose primary area of interest is in a non-scientific area
· At least on member who is independent of the institution

4.2.2.2	For studies conducted within Australia, the HREC should consist of at least eight core members and must comply with the requirements as detailed in the National Statement. 


[bookmark: _Toc139948195][bookmark: _Toc245643413]4.3	HREC Submissions
	4.3.1	Initial Submission to HREC

4.3.1.1	The Investigator should confirm the name and address of the relevant HREC, and obtain copies of the applicable ethics application guidelines, document submission requirements and meeting dates. The investigator should also obtain a statement from the HREC confirming that it is organised and operates according to ICH-GCP:2016 and applicable laws and regulations. In Australia, a HREC should be registered with the Australian Health Ethics Committee (AHEC) of the National Health and Medical Research Council and be constituted according to the National Statement.

4.3.1.2	All documentation for the initial and any subsequent submissions should be prepared and submitted to the HREC according to the formats required by the HREC. 

[bookmark: _Toc245643414]	4.3.2	Preparation for Ethics Submission

4.3.2.1	The HREC application guidelines will detail which documents will be required to be submitted for review, and the quantity of each required.  The documentation may be prepared by either the site or the Sponsor or both. 

4.3.2.2	Each document must be uniquely identified on every page by document name, protocol number, date and version number and each page numbered as n of nn. 

4.3.2.3	A cover letter from the Investigator to the HREC detailing the protocol number and title, and a list of all documents submitted (including full details of version numbers and dates of each document and the number of copies of each document submitted) must be included with each submission so as to provide evidence of the documentation submitted (refer to example in Appendix 1).

4.3.2.4	Documentation to be provided in the initial submission may include any or all of the following:

· HREC Application Form and/or Checklist (or equivalent)
· Investigator’s Brochure, approved product information or package insert
· Study Protocol
· Subject Information Sheet and Informed Consent Form (site specific)
· Any study information to be provided to subjects 
· Recruitment procedures e.g. advertisements
· Sample subject diary card (if applicable)
· Documents related to payments and compensation available to the subjects 
· The Contract (e.g. Clinical Trial Agreement or other written for detailing financial arrangements) 
· CTN form (if applicable; to be completed and signed by the HREC Chairperson)
· Indemnity statement (if/as applicable; to be completed and signed by the Sponsor, PI and the HREC Chairperson – as applicable)
· Prior regulatory approval information (if applicable)
· Relevant reference articles (if applicable)
· Any other documentation as may be requested by the HREC


[bookmark: _Toc139948201][bookmark: _Toc245643415]	4.3.3	Submission of Amendments to Protocol, Consent Documentation

4.3.3.1	In the event that an amendment to the protocol or Informed Consent documentation is required, a new ethics committee submission must be made.  A HREC may delegate review and approval of an amendment to the Chairperson alone, but if there are safety implications associated with the amendment it is likely that a full HREC meeting would be required.   

4.3.3.2	A cover letter from the Investigator to the HREC detailing the contents of the submission must be included, as detailed in Section 4.3.2.3 above. 

4.3.3.3	Core documents that may be provided by the Investigator for an ethics submission relating to an amendment include:
· Proforma letter for ethics committee approval/constitution (if required - refer to example in Appendix 2)
· Amended documentation (e.g. amended Protocol, Subject Information and Consent form, advertisement)  
· Investigator Brochure (if safety update is basis for amendment)
· Relevant reference articles to support changes if applicable

4.3.3.4	All protocol amendments, and subject information/consent amendments, must be identified by a version number and date in both the submission and approval letters.


4.4 	HREC Approval 

4.4.1	HREC Approval

4.4.1.1	Following the HREC meeting a letter will be sent to the Investigator with one of four outcomes:
· Approval /favorable opinion
· Modifications required prior to approval/favorable opinion 
· Disapproval/negative opinion
· Termination/suspension of any prior approval/favorable opinion 

4.4.1.2	All correspondence with the HREC and documentation relating to the outcome(s) of the HREC meeting(s), including final approval, re-approvals/re-evaluations and withdrawals or suspensions of approval/favorable opinion must be retained by the Investigator and filed in the Investigator’s Study Files.  Copies should also be retained by the sponsor in the Sponsor’s Study Files.

4.4.1.3	It is the Investigator’s responsibility to obtain a list of the constituent members of the HREC (by gender and occupation) on the day of the review meeting.  Alternatively a statement indicating compliance with the NHMRC requirements and/or local requirements must be provided by the HREC (refer to Section 4.2.2.2).  

4.4.1.4	The approval letter must contain the following information as a minimum (and should be checked by the investigator/delegate to confirm): 
· It must be printed on HREC letterhead
· State the date approval/favorable opinion was granted
· Refer to the study by exact protocol title, number and version date
· Identify all HREC-approved documents by version number and date  
· Identify all other documents submitted to the HREC by version number and date 
· Provide detail of any specific HREC reporting requirements e.g. annual reports, adverse drug reactions, new information etc.
· Provide detail of any specific HREC conditions of approval

4.4.2	Non-Approval 

4.4.2.1	If the decision of the HREC is unfavorable or qualified, the Investigator should, in conjunction with the Sponsor, review the reasons for non-approval.  If re-submission is necessary the procedures as described above should be repeated. 


4.5	Conditions of Ongoing HREC Approvals 

	4.5.1	All HREC documentation should be filed in both the Investigator and Sponsor’s Study Files.

4.5.2	The Investigator must ensure that the conditions stated on the approval letter are met (e.g. submission of safety reports, annual updates). 

[bookmark: _Toc245643416]	4.5.3	Compliance with the Approved Protocol 

4.5.3.1	Once approval has been granted by the HREC, together with the TGA approval/endorsement (as applicable), the approved study protocol must be followed in all areas. Any amendment to the protocol, and/or revisions to information provided to subjects, must be approved by the relevant HREC prior to implementation of the proposed changes. 

4.5.3.2	Only in the instance of immediate hazard(s) to the study subjects may the Investigator implement a deviation from, or a change to, the protocol without prior approval from the Sponsor and HREC. The implemented deviation or change, the reasons for it, and if appropriate, the proposed protocol amendment(s) should be submitted in writing to the Sponsor for agreement, the HREC for review and approval and to the TGA if applicable. 	 


4.5.3.3	The Investigator must promptly report to the HREC:

· changes to the protocol that have the potential to increase the risk to subjects
· changes to the protocol that significantly affect the conduct of the study
· new information that may adversely affect the safety of the subjects or the conduct of the study 

4.5.4		Safety Reporting

4.5.4.1	The Investigator is responsible for meeting the safety reporting requirements of his/her respective HREC. This includes:    
· Notification of safety issues 
· Notification of changes to the study conduct arising during the study 
· Notification of increased risk to the participants arising during the study 
· Provision of ongoing safety evaluation and AE/ADR reporting to Sponsor/HREC in accordance with the protocol and institutional and TGA reporting requirements as detailed in the Note for Guidance on Clinical Safety Data Management: Definitions and Standards for Expedited Reporting (CPMP/ICH/377/95) annotated with Therapeutic Goods Administration (TGA) comments.
·  
[bookmark: _Toc526133264]	4.5.5	Trial Status Reporting
	
4.5.5.1	During the course of the study, the Investigator should submit the following to the HREC:
· Written summaries of the study status/progress reports to the HREC annually.  This may be more frequently if requested by the HREC.

· All updates to the Investigator’s Brochure(s)


4.6	End of Study / Trial Termination 

4.6.1		Upon completion of the study, the Investigator must provide the HREC with a summary of the study outcome. This summary should specify that the study has been completed or terminated, and provide the date that the last subject exited the study (refer to Appendix 3 for example of proforma letter).  If terminated, an explanation must be provided.

4.6.2			If the Investigator terminates or suspends a trial without the prior agreement of the Sponsor, the investigator should inform the Institution, where applicable.  The investigator/institution should promptly inform the Sponsor and the HREC.  The investigator/institution should provide the Sponsor and the HREC with a detailed written explanation of the termination or suspension.

4.6.3		The Investigator must inform the Sponsor in writing of the reason for any termination/suspension of the study by the HREC.

4.6.4		Studies must not extend beyond the authorised period unless permission to do so has been obtained in writing from the HREC.


5. [bookmark: _Toc8114547][bookmark: _Toc138730954][bookmark: _Toc138732661][bookmark: _Toc138734608][bookmark: _Toc138735897][bookmark: _Toc138737664]	COMPLIANCE WITH THIS STANDARD OPERATING PROCEDURE 

		Standard Operating Procedures are a fundamental requirement of ICH-GCP:2016 and as such must be adhered to.  Deviations from SOPs must therefore be documented in a file note, and filed with the respective Study Files for the study to which the deviation or violation pertains.
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8.	DOCUMENT AMENDMENT HISTORY
	Version Number
	Reason for Amendment
	Summary of Change

	1.0
	New
	New procedure.

	
	
	




APPENDIX 1.
Example of Cover Letter for HREC Submission


<Date>
<Chairpersons Name>
<Ethics Committee Name & Address>



Dear <Chairpersons Name>

Re: 	Protocol Number: 	
	Protocol Title: 	

Please find enclosed the listed items as required for your consideration during the meeting of the [Name of Committee] on [Date of Meeting].  


	Document
	Version Number
	Date
	Number of Copies

	Examples:
	
	
	

	Human Ethics Application Checklist
	
	
	

	Clinical Trial Protocol 
	
	
	

	Subject Information and Consent Form 
	
	
	

	Trial Advertisement 
	
	
	

	Investigator Brochure 
	
	
	

	Indemnity Form#
	
	
	

	CTN Form#
	
	
	

	Contract or Clinical Trial Agreement#
	
	
	




#Please note that these documents require the signature of the chairperson of the ethics committee and/or a duly authorised representative of the authority.  

Any queries should be addressed to me as Investigator for the above mentioned protocol. Would you also please acknowledge receipt of the documents listed above?

Yours sincerely,



[Name of Investigator]


APPENDIX 2.
Example of Letter from HREC 
<print on HREC/Institutional Letterhead>
Investigator: 
Protocol Number:					  
Protocol Title: 	
HREC Name/Number: 	
Date of HREC Meeting/Outcome: 		

Documents Submitted/Noted: 	<list documents submitted, including version numbers and dates>

	Document Title
	Version Number
	Date

	
	
	



Documents For Approval:  	<list documents e.g.>

	Document Title
	Version Number
	Date
	Outcome (mark with “√”)

	
	
	
	Approval
/favorable Opinion
	Modifications required prior to approval/
favorable opinion
	Disapproval/Negative Opinion
	Termination/
suspension of any prior approval/
favorable opinion

	Protocol Number XXX
	
	
	
	
	
	

	Subject Information Sheet and Consent Form
	 
	 
	
	
	
	

	Other (list e.g. advertisement, diary card)
	
	
	
	
	
	



Special Conditions: 
<specify if/as applicable>

Reporting Requirements:
<specify if/as applicable>

This Human Research Ethics Committee is constituted and functions in accordance with the National Health and Medical Research Council (NHMRC) National Statement on Ethical Conduct in Research Involving Humans 2007. 

It is/is not* the policy of the Ethics Committee to release its list of members.  A membership list is attached/not attached (*Delete as applicable).


________________________	_________________________	_______________
Name of Chairperson (print) 		Signature of Chairperson		Date 

APPENDIX 3.
Example of Letter to HREC for Study Completion/Termination

<print on Institutional Letterhead>

[Date]


[Name of Chairperson]
[Ethics Committee Address]


Dear [Name of Chairperson]

Protocol Number:					  

Protocol Title: 	

HREC Number: 	

Subject:		Notification of Study Completion/Termination



This letter is a notification of the [completion/termination] of the above study.

The study accrued a total of [number] patients from [number] centres, [number] of whom were recruited at this Institution.


<for early termination, describe discontinuation steps to be taken to ensure subject safety > 



Yours sincerely



[name of investigator]
[position]


cc:[names]
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