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PURPOSE
This standard operating procedure (SOP) documents the process to assist investigators in submitting clinical trial documentation to the Human Research Ethics Committee (HREC) and obtaining their approval for the conduct of the study.
The investigator must submit all required documentation and seek approval from the HREC 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 reviewing and approving the trial protocol, suitability of investigator(s), facilities and the methods and material to be used in obtaining and documenting informed consent of trial subjects.  
SCOPE
This SOP applies to all persons responsible for the coordination of HREC submissions.
 REFERENCES
Medicines Australia Form of Indemnity.
National Health and Medical Research Council (NHMRC) National Ethics Application Form (NEAF).
NHMRC National Statement on Ethical Conduct in Human Research (2007)- Updated March 2014.
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DEFINITIONS
Investigator: A person responsible for the conduct of the clinical trial at a trial site.  The principal investigator (PI) is the investigator with overall responsibility for the conduct of a study at one or more sites.
Lead site: Site responsible for making an ethics application and submission on behalf of all other sites.
NEAF - National Ethics Application Form.  It is a web-based tool that has been developed to enable researchers of all disciplines to complete research ethics proposals for submission to HRECs, and to assist HRECs to consistently and efficiently assess these proposals.  It has been designed to meet the requirements of relevant guidelines with the aim of increasing the efficiency and quality of the ethical review process for all parties involved.  Access to information and the links to each appropriate NEAF form/s can be located on the NHMRC Human Research Ethics portal - http://hrep.nhmrc.gov.au/toolbox/ethics-applications.
Investigator:  A person responsible for the conduct of the clinical trial at a trial site.  The principal investigator (PI) is the Investigator with overall responsibility for the conduct of a study at one or more sites.
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 (IP) 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 of an investigator.
Appendices
Appendix A – HREC Review/Approval Checklist.
procedure
Preparation for HREC Submission
When a new clinical trial is proposed or a new investigational site is to be included in an ongoing clinical trial, it is the PI’s responsibility to confirm the following in consultation with the site staff:
In addition to the site’s applicable HREC should any additional HRECs be approached for their approval?
Meeting dates and deadlines for submission to the relevant HREC(s);
HREC-specific submission forms; and
HREC information sheet and informed consent form templates or guidelines.
Documentation required including number of copies required: 
protocol, investigator brochure (or equivalent) and subject information and informed consent forms (ICFs),
whether the qualifications of any other members of the clinical trial team e.g. Independent medical monitor or data safety monitoring board are required to be provided.
preparation of a report by an Independent Toxicologist assessing the  preclinical data package;  CV qualifications of the toxicologist should be provided with this report
Whether separate submission is required to other institutional departments to facilitate the HREC review for e.g. radiation safety officer, institutional biosafety committee.
What form of indemnity is required. 
Whether a certain level of clinical trial insurance is required and in what format the HREC requires evidence of this insurance.
Requirement to register the clinical trial on a clinical trial registry e.g. ANZCTR.
Multi-centre research / single ethical review studies (otherwise referred to as the National Approach):
Submission is made under the single ethical review process - a designated HREC which has had its HREC processes assessed and certified under the national certification scheme will be the single HREC body to conduct the ethical and scientific review of the study.  No other HREC will be involved in the ethical review of an application which is being, or has been, reviewed by a certified HREC under the single ethical review process.  Under this process all studies will have a coordinating principal investigator (CPI) for the project.  In these instances the study coordinator (or other designated staff member) from the CPI / lead site will submit to the reviewing HREC.
The CPI (or delegate) is responsible for providing the “master” informed consent form to each participating site for review and the addition of any other site standard statements or particular wording as required (refer SOP:  Informed Consent).  This vital step ensures that all inclusions for all sites are done prior to the HREC submission.
The HREC application may be prepared via the web using the NEAF, electronically or in hard copy as per the requirements of the HREC (e.g. hard copies stapled/ double sided; electronically saved as scanned, Adobe .pdf or Word format documents).
The clinical trial research agreement, including the form of indemnity will be prepared in accordance with SOP: Clinical Trial Research Agreement, if required.
The CTN will be prepared as per SOP: Regulatory Notification and Clinical Trial Registration.
HREC REVIEW AND APPROVAL
The HREC may request changes, clarification or raise questions regarding a submission and may defer approval of the clinical trial subject to a response. It is the investigator’s responsibility to co-ordinate responses and revisions to the appropriate HREC in a timely manner and respond to the HREC in writing and notify the sponsor if applicable.
If further queries are raised by the HREC, the above steps are followed until a favourable opinion is obtained from the HREC, or a definitive rejection received.
For multi-centre/single ethics review studies the reviewing HREC will notify the CPI once HREC approval is granted.  The CPI will notify each site’s PI who will then apply to the institutional research governance office (RGO) for authorisation.  The research will not be able to commence at each site until each respective district/site has been granted RGO authorisation to proceed.
Outcome of HREC Review
Unapproved Submission
If the HREC does not approve the trial, the PI may submit to another HREC but must submit the unfavourable decision of the former HREC and the reason(s) as documented by that HREC for not approving the trial.
If a HREC does not approve the trial, the trial cannot proceed.
Approved Submissions
If the HREC approves the trial, the written approval letter should be reviewed against the HREC approval checklist (Appendix A) to ensure that all ICH-GCP and regulatory requirements have been met.  It is particularly important to check the composition of the HREC to ensure it complies with regulatory requirements and/or the approval letter/correspondence contains a statement to verify the HREC operates in accordance with NHMRC guidelines (the minimum membership for meetings of an HREC is eight members, as specified in the NHMRC National Statement on Ethical Conduct in Human Research).
Any modifications to the trial protocol, informed consent documents or subject information must be provided to all applicable HRECs for approval prior to their implementation.
HREC PROGRESS REPORTS and Trial completion notification
The HREC or reviewing HREC (under the National Approach) will stipulate in its approval letter its requirements for monitoring clinical trial conduct and the safety and welfare of clinical trial subjects by receipt of periodic progress reports and safety event reports.  It is the (C)PI’s responsibility to ensure that these reporting requirements are met during the course of the trial.
It is the PI’s responsibility to inform the HREC of the closure of the trial at their site as per the HREC’s requirements.  For multi-centre /single ethics review studies the CPI is responsible for notifying the reviewing HREC of closure of the participating sites.
Filing
Copies of all correspondence sent to and received from the HREC will be filed as required by GCP Section 8, Essential Documents (refer to SOP: Essential Documents and Trial Master File).
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	Principal Investigator:
	

	Protocol No.:
	Site No./Name:

	HREC Meeting Date:
	Date of HREC Response:



	Item
	Yes
	No
	Comment

	Statement of Compliance or is composition of the HREC in accordance with NHMRC requirements?
The minimum membership of an HREC is eight, being men and women comprising: 
(a) a chairperson;
(b) at least two members who are lay people, one man and one woman, who have no affiliation with the institution or organisation, are not currently involved in medical, scientific, or legal work, and who are preferably from the community in which the institution or organisation is located;
(c) at least two members with knowledge of, and current experience in, the areas of research that are regularly considered by the HREC, relevant expertise (eg. health, medical, social, psychological, epidemiological, as appropriate);
(d) at least one member with knowledge of, and current experience in, the professional care, counselling or treatment of people (eg. medical practitioner, clinical psychologist, social worker, nurse, as appropriate);
(e) at least one member who is a minister of religion, or a person who performs a similar role in a community such as an Aboriginal elder; and
(f) at least one member who is a lawyer. 
	
	
	

	Is the correct title, version number and/or date of the following documents referenced by HREC and is there evidence of HREC approval/receipt?

	Item
	Yes
	No
	Comment

	Trial protocol(s) (approval required)
	
	
	

	Trial amendment(s) (approval required)
	
	
	

	Informed consent form – correct title and version date (approval required)
	
	
	

	Subject recruitment procedures including advertisements (approval required) 
	
	
	

	Other written information to be provided to subjects (approval required)
	
	
	

	Investigator’s brochure & updates 
	
	
	

	Information about payments and compensation available to subjects (may be part of the submission) 
	
	
	

	Investigator’s current curriculum vitae and/or other documentation of qualification (may be part of the submission)  
	
	
	

	Any other documents



	
	
	



	HREC approval letter checked by:

	Print Name:
	Title:

	Signed:
	Date:



Comments:
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