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PURPOSE
This standard operating procedure (SOP) describes the procedures required to close-out a clinical research study and ensures the following are considered:
The rights, safety and well-being of subjects are protected and respected.
The privacy and confidentiality of subjects are protected in accordance with Good Clinical Practice (GCP) and applicable regulatory requirements and local country privacy law(s).
All clinical trial data source documentation is safely maintained, archived and accessible for future inspection;
The clinical trial is closed out completely and in compliance with the current and approved protocol and protocol amendment(s), GCP and applicable regulatory requirement(s).
SCOPE
This SOP applies to all persons involved in conducting clinical trials.
REFERENCES
[bookmark: _Hlk19534706][bookmark: _Hlk19535069]INTEGRATED ADDENDUM TO ICH E6(R1): GUIDELINE FOR GOOD CLINICAL PRACTICE E6(R2) Current Step 4 version dated 9 November 2016
DEFINITIONS
Contract Research Organization (CRO): A person or an organization (commercial, academic, or other) contracted by the sponsor / sponsor-investigator to perform one or more of a sponsor / sponsor-investigator's trial-related duties and functions.
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- Study Close-Out Visit Report Template.
procedure
Study close-out activities are conducted under the following circumstances:
the study has been completed
the study has been prematurely terminated due to:
a decision made by the regulatory authorities regarding the study or investigational Site, 
a decision made by the approving Human Research Ethics Committee (HREC) regarding the investigational site, 
no subjects having been enrolled, 
the investigator can no longer participate in the study,  
a decision by the sponsor to cancel the study,
gross misconduct or suspected fraud (refer SOP: Fraud and Serious Misconduct).
Investigator’s Responsibility
After the completion or termination of the trial, the investigator is responsible for the following:
ensuring that all trial-related documents are on file (refer to SOP: Essential Documents and Trial Master File,
providing a final report to the HREC of the completion or termination of the trial,
final accountability of the investigational product (IP) to document the overall IP received at the site, dispensed to the subjects, returned to the subjects and destroyed or returned to the supplier, as applicable (refer to SOP: Management of Investigational Product),
providing a final close-out report to the sponsor, documenting that all close-out activities, are completed (unless outsourced to a Clinical Research Organisation [CRO]) as per section 6.4.
Sponsor’s Responsibility
The  sponsor is responsible for the following:
ensuring that a close-out report has been received and is on file from either the investigator or the sub-contracted CRO
completing the CTN and CTX clinical trial completion advice form and forwarding it to the TGA (refer to SOP: Regulatory Notification and Clinical Trial Registration)
forwarding a copy of the final clinical study report to the TGA and HREC(s) as required.
Premature Termination or Suspension of a Study
In addition to the above activities, there are a number of additional obligations required when a study is prematurely terminated or suspended.
Investigator’s Obligations
If the study is terminated or suspended for any reason, the investigator will promptly inform the trial subjects, assuring them of appropriate therapy and follow-up.
If the investigator terminates or suspends a study without prior agreement of the sponsor, the investigator will inform the sponsor, HREC and institution where applicable, with a detailed written explanation of the termination or suspension.
If the sponsor terminates or suspends a study, the investigator will inform the HREC and institution, where applicable, with a detailed written explanation of the termination or suspension.
If the HREC terminates or suspends a study, the investigator will inform the sponsor and institution, if applicable, and provide a detailed written explanation of the termination or suspension.
Sponsor’s Obligations
If the sponsor terminates or suspends the study, the sponsor will promptly inform the investigator(s) and the TGA of the termination or suspension and the reason(s) thereof.  
Site Close-Out Visit Report
If the close-out visit is sub-contracted to a CRO, the CRO will conduct the visit according to their SOPs and forward the report to the sponsor. 
If the investigator is to conduct the close-out visit, the following activities will be completed and included in a report which will be forwarded to the sponsor within 10 business days:
Review of the trial master file to ensure that all trial-related documents are on file (refer to SOP: Essential Documents and Trial Master FIle)
Review of all serious adverse events to ensure that all are completed and have been reported to the HREC
Ensure that all case report forms (CRFs) and data queries are completed and that all data has been forwarded to the assigned data management group, if applicable
Perform the final accountability of the investigational product (IP) to document the overall IP received at the site, dispensed to the subjects, returned to the subjects and destroyed or returned to the supplier, as applicable (refer to SOP: Management of Investigational Product)
The contact details for the location of the archive facility where all trial-related documents will be archived.
Appendix A provides a template for a close-out report and may be altered for trial-specific use
Filing
All documentation and correspondence will be filed as required by GCP Section 8, Essential Documents (refer to SOP Essential Documents and Trial Master File).
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	Sponsor:

	Principal Investigator:

	Site No./ Name:

	Protocol No.:

	Date of VIsit:


Attendees
	Name
	Role in Clinical Trial

	
	

	
	

	
	

	
	

	
	

	
	



	Report Author:
I______{Name}________acknowledge that the content of this report is a complete and accurate representation..

	Signature:

	Date:

	Reviewed by:
I______{Name}________acknowledge that this report has been quality control reviewed and is approved for filing and distribution.

	Signature:

	Date:



Overall Clinical trial status
		NUMBER
	Number
	Comment

	Subjects  planned
	
	

	Subjects  consented
	
	

	Subjects  recruited
	
	

	Subjects  discontinued early
	
	

	Subjects  completed
	
	

	CRFs at data management
	
	

	Reason(s) target recruitment number not reached (if applicable)?
	


REASON FOR CLOSURE
	



Site Obligations
	Item
	Yes
	No
	N/A

	a. Do site staff understand their responsibilities under the protocol, GCP and applicable local regulatory obligations?
	|_|
	|_|#
	|_|


Clinical Trial Documentation
	Item
	Yes
	No
	N/A

	a. Have all CRFs been collected from site or all electronic data capture (EDC) systems been locked? 
	|_|
	|_|#
	|_|

	b. If the eCRF is to be supplied to the investigator as a CD, is access understood, archive/storage etc appropriate?
	|_|
	|_|#
	|_|

	c. Verified that all source documents are present i.e. medical and/or clinical notes, signed lab reports, ECG’s, etc., and are filed appropriately in subject’s records and includes adequate retention labelling?
	|_|
	|_|#
	|_|

	d. Confirmed that all original signed subject  ICFs are on file.
	|_|
	|_|#
	|_|

	e. Have copies of site correspondence with their HREC(s) informing them of site closure been sent to sponsor? 
	|_|
	|_|#
	|_|

	f. Has an accurate and complete original subject Identification Log been maintained?
	|_|
	|_|#
	|_|

	g. Has the site signature and responsiblities log been completed, sent to sponsor and a copy filed in the (ISF)?
	|_|
	|_|#
	|_|

	h. Have randomisation/ blinding envelopes been returned to sponsor?
	|_|
	|_|#
	|_|

	i. Have all other original logs still in the ISF been sent to sponsor and copies left in the ISF?
	|_|
	|_|#
	|_|

	j. Have all additional trial supplies (including specialised equipment/ diaries/ questionnaires) been accounted for?
	|_|
	|_|#
	|_|

	k.  Have all stored biological samples been shipped to the appropriate laboratory facility/stored/destroyed 
(as applicable) and all documentation is on file?
	|_|
	|_|#
	|_|


Investigator Site file (ISF)
	Item
	Yes
	No
	N/A

	a. Is the ISF complete and up to date and reconciled with the TMF?
	|_|
	|_|#
	|_|

	b. Have all outstanding regulatory document(s) been sent to sponsor?
	|_|
	|_|#
	|_|

	c. Has archive/storage of source documents been confirmed? 
	|_|
	|_|#
	|_|


Investigational Product (IP)
	Item
	Yes
	No
	N/A

	a. Has accurate and complete inventory reconciliation been performed and have all record keeping requirements been met?
	|_|
	|_|#
	|_|

	b. Has all IP been removed from site or destroyed in an appropriate manner?
	|_|
	|_|#
	|_|

	c. If IP has not been removed from site or destroyed, have arrangements now been made for return or confidential destruction on site?
	|_|
	|_|#
	|_|

	d. Has the archive location of the pharmacy records been determined? 
	|_|
	|_|#
	|_|


Reporting of Adverse Events (AE) and Serious Adverse Events (SAE)
	Item
	Yes
	No
	N/A

	a. Is all follow-up of reported SAEs completed?
	|_|
	|_|#
	|_|

	b. Were any unreported AEs/SAEs found?
	|_|
	|_|#
	|_|

	c. Were the unreported AEs /SAEs found, actioned appropriately? 
	|_|
	|_|#
	|_|

	d. Has it been verified that site staff understands the requirements and procedures for notifying the sponsor and their HREC in the event of any new and expeditable AE/SAE?
	|_|
	|_|#
	|_|

	e. Have all issued safety reports received by the investigator, been submitted to the HREC/RGO (if applicable) and acknowledged?
	|_|
	|_|#
	|_|


Record Retention and Publication Policy
	Item
	Yes
	No
	N/A

	a. Does site staff understand requirements for retention of clinical trial documents upon completion of the clinical trial?
	|_|
	|_|#
	|_|

	b. Has the archiving address, name and number of a contact person from the site been confirmed?  
	|_|
	|_|#
	|_|

	c. Is the investigator aware that they should advise the sponsor if their address changes or if they relocate during the 15 years document retention period?
	|_|
	|_|#
	|_|

	d. Are acceptable archiving facilities available?
	|_|
	|_|#
	|_|

	e. Has it been confirmed that site staff understands the publication policy as detailed in the protocol?
	|_|
	|_|#
	|_|

	f. Where the clinical trial is of blinded design, has the investigator been advised of the planned timing for unblinding the randomization code?
	|_|
	|_|#
	|_|

	g. Is the investigator aware of plans to issue the CSR and the site’s filing obligations?
	|_|
	|_|#
	|_|


Administrative Issues
	Item
	Yes
	No
	N/A

	a. Are there outstanding Investigator payments and procedures? 
	|_|
	|_|#
	|_|

	b. Are there any outstanding HREC approved subject reimbursement issues?
	|_|
	|_|#
	|_|

	c. Were ongoing financial disclosure obligations addressed?
	|_|
	|_|#
	|_|

	d. Has the site visit log been signed and the original taken for the sponsor records and a copy left in the ISF?
	|_|
	|_|#
	|_|

	e. Has the possibility and purpose of audits and regulatory inspections for 15 years after clinical trial Closure been discussed?
	|_|
	|_|#
	|_|

	f. Were unused clinical trial supplies returned or destroyed locally and this documented appropriately?
	|_|
	|_|#
	|_|


TRACKING
Documents Provided to Sponsor :	 |_| None
	Description
	Date / Version
	Original
	Copy

	1. 
	
	|_|
	|_|

	2. 
	
	|_|
	|_|



ADDITIONAL COMMENTS :
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