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1. PURPOSE AND SCOPE

· [bookmark: _GoBack]The purpose of this document is to define the responsibilities of both Sponsor and Investigator in the context of clinical trials conducted in Australia, to ensure compliance with International Conference on Harmonization Good Clinical Practice ICH-GCP:2016 – previously 1996
Guideline has been significantly amended to encourage implementation of improved and more efficient approaches to clinical trial design, conduct, oversight, recording and reporting while continuing to ensure human subject protection and reliability of trial results. Standards regarding electronic records and essential documents intended to increase clinical trial quality and efficiency have also been updated.  Changes are integrated directly into the following sections of the Guideline: Introduction, 1.63, 1.64, 1.65, 2.10, 2.13, 4.2.5, 4.2.6, 4.9.0, 5.0, 5.0.1, 5.0.2, 5.0.3, 5.0.4, 5.0.5, 5.0.6, 5.0.7, 5.2.2, 5.5.3 (a), 5.5.3 (b), 5.5.3 (h), 5.18.3, 5.18.6 (e), 5.18.7, 5.20.1, 8.1. 
and applicable regulatory requirements. 
	This SOP is applicable to all phases of clinical investigation of medicinal products, devices and diagnostics.


2. RESPONSIBILITIES AND AUTHORITIES
 
The sponsor usually initiates, organizes and supports a clinical trial, and carries the medico-legal responsibility associated with running the trial. The sponsor is responsible for providing the investigational and comparator (if applicable) products, as well as appropriate information to support the safe use of those products. The sponsor of a clinical trial has an overarching responsibility to ensure that the trial is conducted in accordance with sound scientific principles and Good Clinical Practice standards by selecting qualified investigators, providing a protocol and ensuring protocol compliance, establishing the distribution of trial-related responsibilities and providing facilities, equipment and staff for management of the trial, record keeping, handling of data, monitoring and quality assurance. The sponsor is ultimately responsible for ensuring compliance with the applicable legal, ethical and regulatory requirements, and for providing compensation and indemnity in the event of trial-related injury or death, according to local laws and regulations.  A sponsor may transfer any or all of the sponsor’s trial-related duties to a contract research organization (CRO), but the ultimate responsibility for the quality and integrity of the data resides with the sponsor. 

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 is carried out in accordance with the principles of ICH GCP and according to ICH GCP and applicable local and regulatory requirements. 

The sponsor is responsible for selecting the investigator(s)/institution(s). 

An investigator may take on role of sponsor and/or investigator. 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.


3. DEFINITIONS

	Term
	Definition

	Adverse Drug Reaction (ADR)
	In the pre-approval clinical experience with a new medicinal product or its new usages, particularly as the therapeutic dose(s) may not be established: all noxious and unintended responses to a medicinal product related to any dose should be considered adverse drug reactions. The phrase responses to a medicinal product means that a causal relationship between a medicinal product and an adverse event is at least a reasonable possibility, i.e. the relationship cannot be ruled out.
Regarding marketed medicinal products: a response to a drug which is noxious and unintended and which occurs at doses normally used in man for prophylaxis, diagnosis, or therapy of diseases or for modification of physiological function (see the ICH Guideline for Clinical Safety Data Management: Definitions and Standards for Expedited Reporting).

	Adverse Event (AE)
	Any untoward medical occurrence in a patient or clinical investigation subject administered a pharmaceutical product and which does not necessarily have a causal relationship with this treatment. An adverse event (AE) can therefore be any unfavorable and unintended sign (including an abnormal laboratory finding), symptom, or disease temporally associated with the use of a medicinal (investigational) product, whether or not related to the medicinal product

	Contract Research Organisation (CRO)
	A person or an organization (commercial, academic, or other) contracted by the sponsor to perform one or more of a sponsor's trial-related duties and functions.

	Clinical Trial Exemption (CTX) Scheme
	An approval process whereby 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.
A sponsor cannot commence a CTX trial until written advice has been received from the TGA regarding the application and approval for the conduct of the trial has been obtained from an ethics committee and the institution at which the trial will be conducted. There are two forms, each reflecting these separate processes (Parts), which must be submitted to TGA by the sponsor.
Part 1 constitutes the formal CTX application. It must be completed by the sponsor of the trial and submitted to TGA with data for evaluation.
Part 2 is used to notify the commencement of each new trial conducted under the CTX as well as new sites in ongoing CTX trials. The Part 2 form must be submitted within 28 days of the commencement of supply of goods under the CTX.  

	Clinical Study Report
	A written description of a trial/study of any therapeutic, prophylactic, or diagnostic agent conducted in human subjects, in which the clinical and statistical description, presentations, and analyses are fully integrated into a single report (see the ICH Guideline for Structure and Content of Clinical Study Reports).

	Clinical Trial Notification (CTN) Scheme
	A notification scheme whereby all material relating to the proposed trial, including the trial protocol is submitted directly to the HREC by the researcher 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.
The institution or organisation at which the trial will be conducted, referred to as the 'Approving Authority', gives the final approval for the conduct of the trial at the site, having due regard to advice from the HREC.
CTN trials cannot commence until the trial has been notified to the TGA and the appropriate notification fee paid.

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

	Expectedness
	Expected 
An adverse reaction, the nature or severity of which is consistent with the applicable product information (e.g. Investigator’s Brochure for an unapproved medicinal product).
Unexpected 
An adverse reaction, the nature or severity of which is not consistent with information in the relevant source document (egg. Investigator’s Brochure for an unapproved medicinal product).

	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)
	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.

	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 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.

	Suspected Unexpected Serious Adverse Drug Reaction (SUSAR)
	A serious adverse event (see definition above) for which there is some degree of probability that the event is an adverse reaction to the administered drug, and the adverse reaction is unexpected

	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





4. 	PROCEDURE

4.1	Sponsor Responsibilities

	A sponsor’s responsibilities are detailed in Section 5 of the ICH Guidelines of the Note for Guidance on Good Clinical Practice (CPMP/ICH/135/95). 

	In terms of GCP requirements and TGA regulatory requirements, the following responsibilities must be fulfilled by the Sponsor: 

4.1.1 Prior to Study Commencement

4.1.1.1 Quality Assurance & Regulatory Compliance

4.1.1.1.1	Ensure that quality assurance and quality control systems with written SOPs are in place to ensure that trials are conducted and data generated, documented and reported in compliance with the protocol, GCP and the applicable regulatory requirements.

4.1.1.1.2 	Appoint a Study Monitor and ensure that studies are adequately monitored. 

			4.1.1.1.3	Comply with Audit/Inspection requirements if/as applicable.

4.1.1.2 Trial Planning & Design

4.1.1.2.1	Ensure that sufficient safety and efficacy data from non-clinical studies and/or clinical trials are available to support human exposure by the route, at the dosages, for the duration and in the trial population to be studied.

4.1.1.2.2 	Utilize qualified individuals throughout all stages of the trial process, from
	design of protocol, data verification/handling/statistical analysis and reporting.

4.1.1.2.3 Prepare the Clinical Study Protocol (and amendments).

4.1.1.2.4 Prepare and update the Investigator’s Brochure if/as significant new information becomes available.

4.1.1.3 Allocation of Responsibilities 
 
4.1.1.3.1 	Designate appropriately qualified medical personnel to be readily available for trial-related medical queries or patient care. 

4.1.1.3.2 Define, establish and allocate all trial-related duties and functions.

4.1.1.3.3 Select appropriate investigator(s) and institution(s) to conduct and complete the trial according to GCP standards.
 
4.1.1.4 Financing & Insurance Arrangements

4.1.1.4.1	Ensure that the financial aspects of the trial are documented in a written agreement between the sponsor and the parties involved (e.g. facility, investigator/institution).

4.1.1.4.2 	Ensure that adequate and appropriate insurance and indemnity provisions are in place for the clinical trial, investigational product or device (if/as applicable), institution and the trial-related staff.

4.1.1.4.3 Ensure that indemnity provisions and procedures are in place for the compensation of subjects in the event of trial-related injury are in place and comply with the applicable regulatory requirements.

4.1.1.5 HREC / Regulatory Approvals

4.1.1.5.1 	Decide if the trial should be conducted under the Clinical Trials Notification (CTN) Scheme or the Clinical Trials Exemption (CTX) Scheme – applicable for unapproved therapeutic goods or for new uses of existing therapeutic goods. 

4.1.1.5.2	Sign either the CTN Scheme form or CTX Scheme Form (if/as applicable).

4.1.1.5.3	Ensure that written approval from an approved HREC and endorsement from the TGA is obtained prior to study commencement.

4.1.1.5.4	Register the trial on an approved clinical trials data base e.g. Australian New Zealand Clinical Trials Registry (http://www.anzctr.org.au). 

4.1.1.6 IP Supply, Handling 

4.1.1.6.1 		Ensure supply of investigational product to the investigational sites, including manufacture, packaging, labelling/coding and distribution to trial sites.
	
4.1.1.7	Data Handling & Analysis

4.1.1.7.1	Manage data handling, record keeping and overall trial management.

4.1.1.7.2 	Ensure compliance with ICH GCP requirements when using electronic trial data handling and/or remote electronic trial data systems. 



4.1.2 During Study Conduct 

4.1.2.1 	Record access 

4.1.2.1.1 	Ensure that it is specified in the protocol or other written agreement that the investigator/institution will provide direct access to source data/documents for trial-related monitoring, audits, HREC and regulatory inspections. 

4.1.2.1.2 Secure agreement from all involved parties to ensure direct access to all trial-related sites, source data/documents and reports for the purpose of monitoring and auditing by the sponsor, and inspection by local and international regulatory authorities.

4.1.2.2 Safety Reporting 

4.1.2.2.1	Ensure ongoing safety evaluation and AE/ADR reporting in accordance with institutional and TGA reporting requirements.

4.1.3 End / Termination of Study 

4.1.3.1 	Notify the HREC/TGA of any premature termination or suspension of the trial.

4.1.3.2	Update the clinical trials data base e.g. Australian New Zealand Clinical Trials Registry (http://www.anzctr.org.au).

4.1.3.3	Complete the Clinical Study Report.

4.1.3.4 	Archive and retain all records relating to the study (including Essential Documents) for a period of at least 15 years from the end of the trial (i.e. completion of data analysis) in the case of adults and at least 25 years from the end of the trial (i.e. completion of data analysis) in the case of children.


4.2	Investigator Responsibilities

	An Investigator’s responsibilities are detailed in Section 4 of the ICH Guidelines of the Note for Guidance on Good Clinical Practice (CPMP/ICH/135/95). 

	In terms of GCP requirements and TGA regulatory requirements, the following responsibilities must be fulfilled by the Investigator(s): 



4.2.1 Prior to Study Commencement

4.2.1.1 Quality Standards

4.2.1.1.1	Ensure that the SOPs of the Institution are observed and complied with by all research staff, as applicable to their delegated trial-related responsibilities. 

4.2.1.1.2	Agree to ensure that the trial is conducted in compliance with ICH GCP and the HREC-approved protocol. The investigator/institution must sign the protocol (or an alternative contract) to confirm agreement.

4.2.1.2 HREC/Regulatory Approvals

4.2.1.2.1	Ensure that the applicable HREC is registered with the Australian Health Ethics Committee (AHEC) of the National Health and Medical Research Council (NHMRC) and is constituted according to the National Statement.

4.2.1.2.2	Understand the applicable HREC requirements and processes for submission/approval, including application process, documentation etc.
 
4.2.1.2.3	Provide the HREC with all trial-related documents including the Investigator’s Brochure (and any updates).

4.2.1.2.4	Obtain written and dated approval/favorable opinion from the HREC endorsing the trial protocol, participant information and consent documentation, recruitment procedures, consent form updates and any other information given to participants. 
	Note, the letter of endorsement from the HREC should state the dates and version numbers of documents submitted.

4.2.1.2.5	Ensure a new Clinical Trials Notification (CTN) form is completed, or in the case of a Clinical Trials Exemption (CTX) a new “notification of intent to conduct clinical study” form completed, for any new study site subsequently added to the study.
	Note, the original CTN form must be forwarded to the TGA and a copy retained in the Trial Master File.

4.2.1.3	Investigator’s Qualifications & Resources
 
4.2.1.3.1	Hold appropriate qualifications for the trial being carried out. 

4.2.1.3.2	Be able to demonstrate that adequate subject recruitment is likely to be possible

4.2.1.3.3	Have sufficient time available to plan and conduct the trial to GCP requirements

4.2.1.3.4	Have adequate facilities and trial staff

4.2.1.3.5	Be thoroughly familiar with the appropriate use of the investigational product as described in the Investigators Brochure or other source provided by the sponsor.

4.2.1.3.6	Declare conflicts of interest, payments etc from other parties.

4.2.1.3.7	Maintain a list of appropriately qualified persons to whom the investigator has delegated significant trial-related tasks.  

4.2.1.4	Financial 

4.2.1.4.1	Ensure that the financial aspects of the trial (e.g. financial support, honorarium payments) are documented in the protocol or written agreement between the sponsor and the Investigator. The protocol or written agreement should be available to the TGA and/or HREC on demand. 
	
4.2.1.5	Record access 

4.2.1.5.1	Ensure that applicable medical records/source data/documents will be made available for any trial-related monitoring, audits, HREC and/or regulatory inspections. 

4.2.2 During Study Conduct 

4.2.2.1	Informed Consent and Medical Care of Trial Subjects 

4.2.2.1.1	Ensure that subjects (or legally acceptable representative) have had all trial procedures and risks adequately explained and have provided their written consent; obtaining and documenting consent must comply with the applicable regulatory and ICH GCP requirements. 

4.2.2.1.2	When applicable and with the subject’s consent, inform the subject’s primary care physician about the subject’s participation in the trial.

4.2.2.1.3	Provide medical care to trial participants as required following any adverse events.



	4.2.2.2	Investigational Product(s) 

4.2.2.2.1	Ensure appropriate storage, usage and accountability of investigational product(s) in accordance with the approved protocol and regulatory requirements.  

4.2.2.3	Safety Reporting / Compliance

4.2.2.3.1	Ensure that the trial is conducted in accordance with the approved protocol.

4.2.2.3.2	Ensure that no deviation from or changes to the protocol are implemented without the agreement of the sponsor, and prior review and documented favorable opinion from the HREC of an amendments, except where necessary to eliminate an immediate hazard to trial subjects. 

4.2.2.3.3	Provide ongoing safety evaluation and AE/ADR reporting to Sponsor/HREC in accordance with the protocol and institutional and TGA reporting requirements. 

4.2.2.3.4	Notify the Sponsor within 24 hours (or as otherwise defined by the sponsor) of:
· any SAEs/SADRs or other medically important events involving trial subjects

· any significant deviation from the protocol.  

4.2.2.3.5	Notify the HREC of:
· all SAEs/SADRs/SUSARs, in line with institutional procedures and as per any specific ethics approval conditions related to the particular study. 

· any information received from the sponsor that may be new and have an impact on the continued ethical acceptability of the trial, or may indicate the need for amendments to the trial protocol, including monitoring of safety.

4.2.2.3.6	Comply with Monitoring/Audit/Inspection requirements as applicable.

4.2.2.4	Trial Documentation and Reports 

4.2.2.4.1	Ensure the accuracy, completeness, legibility and timeliness of data reported to the sponsor in the case report forms and in all required reports.

4.2.2.4.2	Provide progress reports of the trial status to the HREC annually or more frequently if required.

4.2.2.4.3	Provide written reports to the sponsor, HREC and, where applicable, institution on any changes significantly affecting the conduct for the trial and/or increasing the risk to subjects.

4.2.2.4.4	Maintain all investigator-specific Essential Documents pertaining to the trial.


	4.2.3	End/Termination of Study 

4.2.3.1	Promptly inform the trial subjects if a trial is prematurely terminated or suspended for any reason, assuring appropriate therapy and follow-up for subjects, and where required by the applicable regulatory requirement(s), should inform the regulatory authority(ies).

4.2.3.2	If the investigator terminates or suspends a trial without prior agreement of the sponsor, the investigator should inform the institution where applicable, and the investigator/institution should promptly inform the sponsor and the HREC, and should provide the sponsor and the HREC a detailed written explanation of the termination or suspension.

4.2.3.3	Notify the HREC/TGA of completion or termination of the trial. A summary of the study’s outcome should be provided to the HREC.

4.2.3.4	Archive and retain all records relating to the study (including Essential Documents) as described in Section 4.1.3.4. 


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 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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