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PURPOSE
This standard operating procedure (SOP) describes the process for notifying the Therapeutic Goods Administration (TGA) of the Human Research Ethics Committee (HREC) approved study, communication during the trial and site closure.  It also describes the process for the registration of the clinical trial in a clinical trials registry (CTR).
A CTR gives researchers, medical practitioners, patients and the general public access to information about ongoing, completed or published clinical research trials, and may help guide researchers, research funders, policy makers and medical practitioners, in their research and/or treatment decisions.
In Australia, there are two schemes under which clinical trials involving therapeutic goods may be conducted:
Clinical Trial Exemption (CTX) and
Clinical Trial Notification (CTN).
The majority of clinical trials (95%) undertaken in Australia are conducted via the CTN scheme, whereby the sponsor notifies the TGA (via the CTN form) and receives their acknowledgement.  This process occurs after the HREC has assessed and approved the validity of the trial design, safety and efficacy of the investigational product, and the ethical acceptability of the trial process.  
SCOPE
This SOP applies to persons responsible for preparing and submitting regulatory authority applications and notifications within Australia and to persons who are responsible for registering a clinical trial on an approved registry.
REFERENCES
Therapeutic Goods Administration (TGA) Clinical Trial Notification (CTN) Form http://www.tga.gov.au/form/ctn-scheme-forms
Therapeutic Goods Administration (TGA) http://www.tga.gov.au/form/ctx-scheme-forms
NH&MRC National Statement on Ethical Conduct in Human Research (2007)- Updated March 2014
The International  Committee of Medical Journal Editors (ICMJE) http://www.icmje.org/index.html
Australian New Zealand Clinical Trials Registry (ANZCTR) website  http://www.anzctr.org.au/
World Medical Association (WMA) Declaration of Helsinki http://www.wma.net/en/30publications/10policies/b3/index.html
DEFINITIONS
 CTN – Clinical Trial Notification. Trials can be submitted to the TGA under the CTN scheme.  All material relating to the proposed trial, including the trial protocol is submitted directly to the HREC by the investigator at the request of the sponsor. The TGA does not review any data relating to the clinical trial. The HREC is responsible for assessing the scientific validity of the trial design, the safety and efficacy of the medicine or device and the ethical acceptability of the trial process, and for approval of the trial protocol. CTN trials cannot commence until the trial has been notified to the TGA and the appropriate notification fee paid.
CTX – Clinical Trial Exemption. Trials can be submitted to the TGA under the CTX scheme.  The CTX is an approval process. A sponsor submits an application to conduct clinical trials to the TGA for evaluation and comment. A TGA delegate decides whether or not to object to the proposed usage guidelines for the product. If an objection is raised, trials may not proceed until the objection has been addressed to the delegate's satisfaction.  If no objection is raised, the sponsor may conduct any number of clinical trials under the CTX application without further assessment by the TGA, provided use of the product in the trials falls within the original approved usage guidelines. Each trial conducted must be notified to the TGA.
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
None.
procedure
Preparation of the CTN form
The sponsor will download a current CTN form from the TGA website and complete sections 1.1-1.5; http://tga.gov.au/industry/clinical-trials.htm.
A CTN form must be prepared for each site participating in the study.
Once signed by the HREC, PI and the Institution, the PI will return the CTN form to the sponsor for completion of section 1.6.
The sponsor will complete section 1.6 after all other sections have been completed, signed and dated accordingly.
The sponsor will forward the completed CTN form to the TGA with the notification fee and file a copy of the completed form as per SOP: Essential Documents and Trial master File.
The sponsor may notify the PI that the trial may commence once the TGA’s acknowledgement has been received.  In a multi-centre trial, once the first TGA acknowledgement has been received, the sponsor may notify the subsequent sites to be commence once their respective CTN form and payment has been sent to the TGA. 
The original TGA acknowledgement letter is filed in the Trial Master File and a copy filed at the respective site as per SOP: Essential Documents and Trial Master File.
submission to hrec under the ctx scheme
Where regulatory approval for the clinical trial under a CTX exists, a copy of the letter of approval issued by the TGA should be included in the HREC submission package.
Where sponsor timeline objectives dictate, the HREC submission can be made while the CTX is being reviewed by the TGA.  The HRECs decision will be conditional on the CTX approval.  This approach should be reviewed with the HREC prior to submission.
Communication during the Trial
The sponsor is responsible for communicating with the TGA as required during the trial.  This may include:
trial extension
reportable adverse events or significant safety findings (refer to SOP: Adverse Event Reporting)
Significant changes to the protocol.
Clinical Trial Registration
A Clinical Trials Registry (CTR) gives researchers, medical practitioners, patients and the general public access to information about ongoing, completed or published clinical research trials, and may help guide researchers, research funders, policy makers and medical practitioners, in their research and/or treatment decisions.
In 2004, The International Committee of Medical Journal Editors (ICMJE) stated that only trials registered before the enrollment of the first patient will be eligible for journal publication.  This policy became mandatory on 1st July 2005.
 The revised Declaration of Helsinki released in October 2008 (59th WMA assembly) stated that "Every clinical trial must be registered in a publicly accessible data base before recruitment of the first subject".  Therefore, any research trial that prospectively assigns human subjects or groups of humans to one or more health-related interventions to evaluate the effects on health outcomes should be registered, including early phase uncontrolled trials (phase I) in patients or healthy volunteers. 
REGISTERING A CLINICAL TRIAL 
If not already registered, the sponsor will register the trial on the Australian New Zealand Clinical Trials Register or equivalent using the following information:
Objectives of the trial
Main design features 
Sample size and recruitment status 
Treatments under investigation 
Outcomes being assessed 
Principal investigator’s details
Contact details for specific trial information 
The sponsor is responsible for:
the accuracy and completeness of registered data 
ensuring that information on any one trial is submitted only once and prior to first subject enrolled
ensuring information on the registered trial is kept up-to-date and that the registry is updated with trial results when the trial is completed.
Clinical Trial Closure
Following the closure of any trial site, for whatever reason and /or when all sites have been closed, the sponsor will inform the TGA by completion and submission of the CTN/CTX Clinical Trial Completion Advice Form which can be downloaded from the TGA website http://www.tga.gov.au/pdf/forms/clinical-trials-forms-completion.pdf
Filing
All forms, covering letters, correspondence and reports will be filed as required by GCP Section 8, Essential Documents (refer to SOP: Essential Documents and Trial Master File).
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