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PURPOSE
This standard operating procedure (SOP) describes all activities necessary to initiate and activate a site in a clinical trial.
Site activation is defined as the point at which enrolment activities may commence in a clinical trial at a given study site.  The site activation checklist (SAC) must be completed as soon as possible after the site initiation visit so that the site can be activated.  The SAC lists the essential documents which are required prior to study start in accordance with Good Clinical Practice (GCP) and applicable regulatory requirements.
SCOPE
This SOP is applicable to all persons responsible for the management of a clinical trial site to be activated to initiate clinical trial activities.
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 to perform one or more of a sponsor 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.
Site: any institution, Phase 1 facility or individual physician that has the potential to conduct clinical research trials.
Site Activation: the time point at which the site may commence enrolment activities in a clinical trial.
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 – Site Activation Checklist.
procedure
Site Initiation
Upon submission of the Clinical Trial Notification (CTN) form with the appropriate fee to the Therapeutic Goods Administration (TGA) (refer to SOP: Regulatory Notification and Clinical Trial Registration), the sponsor will inform the investigator in writing that site initiation activities can commence.
If the site initiation is sub-contracted to a Clinical Research Organisation (CRO), the CRO will conduct the visit according to their SOPs and forward the report to the sponsor within 10 business days.
Conducting the Site Initiation 
If the site initiation is to be conducted by the sponsor, the sponsor must ensure that the PI is aware of his/her obligations and responsibilities as per applicable regulations and guidelines.  The sponsor will review the protocol and all clinical trial documents and procedures with the investigators and other study team members involved in the clinical trial.  The sponsor shall ensure that the study team are aware of their roles and responsibilities in the clinical trial by discussing and confirming the following activities.
Protocol and Clinical Trial Procedures
The study team has an understanding of protocol, investigator’s brochure, case report form and all other clinical trial requirements.
Demonstrate, or arrange for demonstration of any equipment provided for the purposes of the clinical trial with which the study team are unfamiliar.
The study team, facility and equipment are acceptable for performing the clinical trial. 
The following documents are required:
The PI and co-investigators current (within 1 year since signature), signed and dated CVs.
Preparation of, or amendment to, any applicable regulatory documents.
Completion of the site signature and responsibilities log or equivalent form (refer SOP: Study Templates).
Evidence of training in protocol and protocol- specific procedures. 
Verify that site’s facilities are adequate to commence the clinical trial and review requirements for documenting any changes of such facilities or their services during the course of the clinical trial.
Verify that equipment to be used in the conduct of the clinical trial has been adequately maintained and documentation is available for review i.e. calibration and/or maintenance records.
Each member of the study team understands their obligations for the conduct of the protocol.  The requirements for training any study team members who are not present at the site initiation should be confirmed with the PI.  
Ensure that the study team understand the following aspects of the clinical trial:
Site personnel contact details, specifically the medical advisor.
Procedure for handling subjects who are early terminations i.e. prior to completing the clinical trial.
Laboratory sample collection, handling, storage and shipping and any other specific data collection procedures.
Human Research Ethics Committee (HREC) submission and reporting requirements.
Possible audits and regulatory inspections. 
Informed Consent
Ensure the study team understand their obligation to obtain informed consent and adequately document the informed consent in the subject’s source notes.
Sufficient copies of the respective HREC’s current approved informed consent form are available.  Previous drafts of informed consent forms should be retained in the investigator site file (ISF) to prevent their inadvertent use and should be clearly identified as superseded.
Ensure that the study team understand that informed consent must be obtained prior to any trial related activity inclusive of witness/ responsible person (if applicable) personally signed and dated signatures.
Recruitment
Review in detail recruitment targets and the site’s recruitment strategies.  Any agreed upon strategies and timelines should be documented.
Review HREC approved recruitment materials.
Discuss and agree requirements for completion and distribution of subject identification, screening and recruitment logs and associated privacy obligations. 
Investigational Product (IP)
Review procedures for IP dispensing (including handling, packaging and labelling), accountability, disposal and applicable record keeping requirements.  
Verify that all IP at site at the time of the site initiation are accounted for, appropriately stored and managed, including required record management, such as temperature logs.
Confirm site’s procedures for management of IP storage condition deviations.
Detail applicable requirements, procedures and timelines for reporting temperature excursions.
Review clinical trial blinding requirements and provide study team with randomisation/blinding envelopes, if applicable.  
For blinded studies outline the unblinding process.
For randomised studies review, and demonstrate if possible, the randomisation procedures.
Monitoring and Source Data Verification (SDV)
Monitoring procedures and schedules should be reviewed and agreed upon inclusive of provision of adequate monitoring facilities for monitor’s during site visits.
Full and direct source documentation availability and access must be agreed upon.  Content, types and use of Source Documents should be reviewed and agreed upon and documented in the SIV Report.
Describe minimum requirements for the recording of clinical trial data in source documents at each applicable monitoring visit.  For example:
The full clinical trial number including randomisation number, if applicable.
Date of the visit.
Confirmation and adequate source documentation that the subject meets inclusion/exclusion criteria as per protocol.
Status or nature of the visit e.g. screening, visit 2, follow-up. 
That all source entries are current, dated and signed by the author.
Complete details of concomitant medication and Investigational product/clinical trial medication or changes from previous visit e.g. for concomitant medication all dates, indication etc.
Complete details of any adverse events and serious adverse events e.g. dates, severity, causality and outcome.
Details of the trial procedures completed for that visit.
Status of the subject at the visit e.g. continues on trial, withdrawn etc.
Details and explanation of any protocol compliance issues or protocol deviations.
Statement in the medical notes that the subject is enrolled in a clinical trial.
Requirement that any corrections made to errors in source should be crossed through, dated and initialled by the author.
Reporting of Adverse Events (AE) and Serious Adverse Events (SAE)
Protocol requirements should be reviewed in detail, inclusive of expected AEs and SAEs as contained in the investigator’s Brochure or equivalent.
Ensure the study team understands the requirements for recording all AEs in the source documents and CRF as above.
Verify that the study team understands the requirements and procedures for notifying the sponsor and the applicable HREC in the event of a SAE occurring including review of any applicable reporting documents and required timelines.  Review and document the procedure the site will follow when clinical trial coordinator(s) is/are not available, for example on weekends.
Review the requirements for safety reporting, including serious unexpected suspected adverse reactions (SUSARs), line listings, and investigator safety letters and investigator brochure updates.
Review of applicable protocol specified AE grading or coding requirements.
Data Management
Ensure the study team is aware of data management processes, timelines and expectations.
Review data correction requirements, responsibilities and timeline.
Provide sample CRF and instruction on CRF completion.
Investigator’s Site File (ISF)
Review the ISF for compliance with GCP section 8.2, ensuring that documents required before the trial formally starts are on file.  
Ensure that the ISF is currently complete and up to date, including correspondence. 
Review maintenance and responsibility of the ISF in accordance with the protocol, applicable GCP and regulatory requirements.  
Determine requirements for printing and filing of emails and electronic documents.
Ensure file notes are used appropriately to identify the location of documents filed elsewhere at the site.  File sections that are not applicable to the clinical trial should be marked “N/A”.
Record Retention and Publication Policy
Ensure the study team understands requirements for retention of clinical trial documents both during and upon completion of the clinical trial, and that source documents (such as medical records) will need to be labelled with appropriate retention labels for ease of identification and proper retention.
Ensure that access to CRFs and study documents is controlled and that secure storage facilities are available during the study execution phase.  Ensure the study team understand that access to CRFs should be limited to authorized study personnel only.  In the case of electronic CRFs (eCRFS), ensure that access to the eCRF is by individual named, password protected access only.
Ensure that acceptable archiving facilities and archiving arrangements are available and institutional processes do not conflict with GCP requirements.
Confirm that the study team understand the publication policy as detailed in the protocol.
Administrative Issues
Review the Clinical Trial Research Agreement (CTRA) payment schedules and procedure for invoicing and confirmation of receipt, including any local health authority financial management process (refer to SOP: Clinical Trial Research Agreement).
Discuss and review HREC approved subject reimbursement processes to be utilised in the clinical trial.  Review any procedures for invoicing and confirmation of receipt for subject reimbursement.
Review financial disclosure requirements both during and after the clinical trial, if applicable.
Ensure that the site visit log is signed by appropriate persons at the time of the site visit.
Site Initiation Visit Report
Upon completion of the site Initiation, the sponsor will complete a site initiation report which will be finalized for filing and distribution to the sponsor within the timelines specified in the project management plan (refer to SOP: Project Management)
preparation and approval of the site activation checklist (SAC)
The sponsor will ensure that the SAC (Appendix A) meets applicable regulatory, and study requirements.
The sponsor is responsible for collating and checking for completeness and accuracy the SAC Essential Documents and updating the SAC.
The site will be activated i.e. informed to commence trial related procedures on final approval and sign off of the SAC.
Filing
All correspondence and reports will be filed as required by GCP Section 8, Essential Documents (refer SOP: Essential Documents and Trial Master File).
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	Study
	<#; Abbrev title>
	 
	 

	Site & Investigator
	<Site #, site name, PI name>
	Date of Final Signature/Approval/Version
	Comments

	IP Release
	Protocol signature page
	 
	This should be the signature page for the version of the protocol listed on the ethics approval

	
	Ethics Approval letter
	 
	Should list all documents reviewed with version number and date, including: protocol, subject Information Sheet/ Informed Consent Form, advertising, QoL questionnaires, diary card, IB, safety reports, patient identification card, etc.

	
	Signed CTN Form & Acknowledgement (Australia Only)
	 
	Required for IP release for first site only. Not required for subsequent sites providing completed CTN form has been posted to the TGA.

	
	Principal Investigator CV & Medical Licence
	 
	 

	
	IB Receipt/Acknowledgement
	 
	 

	
	
IP RELEASE CONFIRMED:
 
	Date IP approved for shipment to site:

	
	Name, Position, 
Signature & Date:

	Activation
	Clinical Trial Research Agreement
	 
	Check for all signatures & that the institutional payment details have been entered.

	
	Financial Disclosure 
	 
	PI Financial Agreement

	
	Ethics Members List
	 
	List of ethics members, indicating who was present at the meeting when study was approved. If no members list must have confirmation of EC accreditation.

	
	Final approved site PIS/CF for study 
	 
	On institution letterhead (should be exactly what the subject would receive to read and sign)

	
	Local lab accreditation & Reference Ranges (e.g. NATA)
	 
	Only required if a local lab is being used for testing, or if an SAE is followed up using a local lab

	
	Indemnity
	 
	Site Indemnity & if required HREC Only Indemnity

	
	Certificate of Insurance
	 
	Country specific

	
	Sub Investigator CV's & Medical Licences
	 
	Should include GCP training

	
	IP Labels & Handling Instructions
	 
	Training should be provided during the SIV. If alternate training this must be documented and dated prior to activation.

	
	IP Shipment Records & COA
	 
	To document shipment of IP and batches.

	
	Other study related material
	 
	eg. CRF pages, any other documentation to be provided to subjects, non-IP supplies

	
	Normal Values/ranges for medical /laboratory / technical procedures and tests included in the protocol
	
	

	
	Validation of medical /laboratory / technical procedures and tests
	
	Certification or accreditation or established quality control/assessment or similar when required

	
	Emergency unblinding instructions/Master Randomisation List
	 
	eg. instructions for unblinding via IVRS, code break envelopes if applicable

	
	Site Initiation Visit Report Complete & Approved
	 
	If required to be completed by sponsor prior to activation.

	
	Governance Approval/Locality Approval
	 
	If required by site

	
	Other Documents as required by the sponsor (Please list)
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