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Standard Operating Procedure CCTU/SOP004 

End of Trial Procedures for Cambridge Sponsored 

CTIMPs 

1. Scope 

This SOP applies to staff working in the Cambridge Clinical Trials Unit (CCTU), 
Chief Investigators (CIs) and Principal Investigators (PIs) within the Trust 

(either as substantive employees or under an honorary contract) involved with, 
or working on Cambridge Sponsored Clinical Trials of Investigational Medicinal 

Products (CTIMPs).  

2. Purpose 

This SOP outlines processes to ensure that the CCTU maintains oversight of the 
end of trial or early termination declarations, site closure, end of trial reports 

and publications.  

This process ensures that clinical trial related activities are appropriately 
reconciled, recorded and reported in accordance with the protocol, SOPs, GCP 

and applicable regulatory requirements to ensure the integrity of the 
documentation should the information be retrieved or inspected in the future. 

3. Definitions and Abbreviations 

The headings below contain the definitions of terms and meaning of 

abbreviations used within the document. 

3.1. Definitions 

Term Definition 

Cambridge 

Sponsored 

Sponsored by Cambridge University Hospitals NHS Foundation 

Trust (CUH); or the University of Cambridge (UoC); or jointly 

by CUH and UoC  

or Cambridgeshire & Peterborough NHS Foundation Trust 

(CPFT) or CPFT jointly with the University of Cambridge 

Archiving The process of preparing and storing documents for a defined 

period of time to preserve their integrity and readability 

End of Trial The date of the last visit of the last participant or the 

completion of any follow-up monitoring and data collection as 

described in the protocol. 

Essential 

Documents 

Those documents that individually or collectively permit the 

evaluation of the conduct of a trial and the quality of the data 

generated. Essential documents include the trial master file, 

investigator site file, source documents, case report forms, 

sponsor file and the pharmacy file. (Section 8, ICH-GCP E6 

(R1). 

Investigational 

Medicinal Product 

The IMP is the pharmaceutical form of an active substance or 

placebo being tested, or used as a reference in a clinical trial. 
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(IMP) This includes a medicinal product which has a marketing 

authorisation but is for the purposes of a clinical trial: 

a) used or assembled (formulated or packaged) in a way that 

differs from the form of the product authorised under the 

Marketing Authorisation 

b) used for an indication not included in the summary of 

product characteristics under the Marketing Authorisation for 

that product or 

c) used to gain further information about the form of that 

product as authorised under the authorisation 

Investigator Site 

File 

(ISF) 

The investigator site file is a standard filing system which allows 

the effective storage and location of essential documents 

relating to the conduct of a clinical trial at a participating site. 

The filing system can be in the form of a single project file or a 

number of files. The ISF also encompasses the participating site 

pharmacy files. 

Pharmacy File The pharmacy file is a standard filing system which allows the 

effective storage and location of essential documents relating 

specifically to IMP management and dispensing procedures. 

Sponsor File The sponsor file comprises of the essential documents which 

confirm compliance with the Sponsor’s governance procedures. 

This provides evidence of Sponsor oversight and management 

of a clinical trial. 

Trial Master File  

(TMF) 

The trial master file is filing system which allows the effective 

storage and location of essential documents relating to the 

conduct of a clinical trial. This can be in the form of a single 

project file or a number of files. The TMF also encompasses the 

pharmacy files and the site information file for every 

participating site involved in a clinical trial  

TMF: Site 

Information  

Participating site information and local essential documents 

held by the co-ordinating centre. Technically part of the TMF, 

these files can be held separately for ease of use. 

3.2. Abbreviations 

Abbreviation Meaning 

CONSORT Consolidated Standards of Reporting Trials 

CTC Clinical Trials Coordinator 

CTIMP Clinical Trial Investigational Medicinal Product 

EPIC Electronic Patient Record 

HRA Health Research Authority 

IMP Investigational Medicinal Product 

IRAS Integrated Research Application System 

ISF Investigator Site File 

MHRA Medicines and Healthcare products Regulatory Agency 

PS Participating Site 

ReDA Research Data Base Application 

REC Research Ethics Committee 

SDV Source Data Verification 

TMF Trial Master File 
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4. Undertaken by 

The Chief Investigator (CI) is responsible for:  

 Declaring the end of trial as defined in the protocol 

 Completion and timely submission of end of trial notifications in accordance 
with regulatory timelines: 

 Submitting the completed end of trial declaration form to the CCTU 
regulatory team, who will make submission to MHRA on behalf of the 

Sponsor  

 Forwarding the completed end of trial declaration form to REC   

 Ensuring the provision of documentation for the Investigator Site File at all 

participating sites in the trial   

 Ensuring that all participating sites have been closed-out fully and 

appropriately 

 Completing analysis of trial data and generating the end of trial 
report/dataset within the regulatory timeframe from the date the trial 

concluded as recorded on the end of trial declaration 

 Archiving of the TMFs, including the TMF Site Information files following 

receipt of the Sponsors End of Trial Confirmation Letter 

 Ensuring that all trial publications are notified to the CCTU and ensuring 
these are filed/archived as appropriate 

 Managing the research samples long-term storage or destruction according 
to details stated in the IRAS application 

 

The CCTU Regulatory Team is responsible for:  

 Obtaining all end of trial documentation and updating the trial tracking tools  

 Making the submission to MHRA on behalf of the Sponsor 

 The close-out visit at the lead site 

 Ensuring the completeness of the Sponsor Files 

 Facilitating adherence to the end of trial reporting timelines  

 Archiving the Sponsor File documentation 

5. Items Required 

CCTU/TPL069 Close-Out Monitoring Report 

CCTU/GD008 Monitoring Activities Guidance Document 

CCTU/TPL099 Participating Site Close out Template 

CCTU/SOP044 Research Sample Management 

CCTU/FRM097 Hard Lock Completion Confirmation 

CCTU/GD059 Registering Clinical Trials 

CCTU/SOP011 Monitoring Trust Sponsored CTIMPs 

CCTU/GD066 Remote Monitoring Guidance for the Central Coordination Team 
CCTU/TPL098 Remote Monitoring Conversation Template 

CCTU/FRM117A End of Trial Checklist for CCTU Managed Trials 

CCTU/FRM117B End of Trial Checklist for CCTU Managed Participating Sites  

CCTU/TPL101 Participating Site Closing Letter 
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6. Summary of Significant Changes 

End of trial closeout monitoring procedures updated 

Addition of Close out Checklists 

Addition of Participating Site Closing letter template 

More clarification around end of trial sample handling  

7. Method 

The following sections provide a description of the processes to be followed 
when implementing this document’s procedures. 

7.1. Notification of End of Trial or Early Termination 

 It is the CI’s responsibility to declare a trial completed when it reaches the 
end of trial as defined in the protocol or it has been terminated prematurely 

in accordance to the timeline listed below  

 All trial activities (including all protocol stated follow-up visits and 

procedures) must be completed before the trial can be declared completed 
to the both MHRA and REC. Separate early closure to the MHRA is not 
permitted 

 For multi-centre trials the notification is only submitted when the trial has 
completed at all sites 

 For multi-national trials, the end of trial form should only be submitted when 
the trial has ended in all countries  

 For trials submitted through combined review, the Declaration of End of Trial  

is submitted in the new part of IRAS. This automatically submits the 
notification to the REC and MHRA. For CTIMPs that were not submitted 

through combined review, the Chief Investigator (CI) or delegate will 
complete the Declaration of End of Trial available on the MHRA website:  

https://www.gov.uk/guidance/clinical-trials-for-medicines-manage-your-

authorisation-report-safety-issues#end-of-trial 

 The Declaration of End of Trial Form must be reviewed by the Regulatory 

Team prior to signature and submission to any regulatory agency/ethics 
committee 

Timeline for notification: 

 For end of trial (completed) within 90 days of the end of the trial 

 For early termination within 15 days with a reason for the 

termination 

End of trial notification to REC (for trials not submitted through 
combined review) 

The CI or delegate will: 

 Submit the notification to the REC 

 File the notification, submission email and subsequent 
acknowledgement of receipt in the relevant section of the TMF 

 Provide copy of the notification, submission email and 

acknowledgement of receipt to the CCTU for inclusion in the Sponsor 
File 

https://eur03.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.hra.nhs.uk%2Fplanning-and-improving-research%2Fpolicies-standards-legislation%2Fclinical-trials-investigational-medicinal-products-ctimps%2Fcombined-ways-working-pilot%2F&data=04%7C01%7CEleanor.Ashworth%40hra.nhs.uk%7Cd7f5a29713ef42c3e9fa08d99f999fd9%7C8e1f0acad87d4f20939e36243d574267%7C0%7C0%7C637716304420129473%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C1000&sdata=1k5ReoWtDfsD9%2BCeIDhWPqfLPzKKMvtRfLuVXVW13ag%3D&reserved=0
https://www.gov.uk/guidance/clinical-trials-for-medicines-manage-your-authorisation-report-safety-issues#end-of-trial
https://www.gov.uk/guidance/clinical-trials-for-medicines-manage-your-authorisation-report-safety-issues#end-of-trial
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End of trial notification to MHRA (for trials not submitted through 

combined review) 

The Regulatory Team will: 

 Submit the notification to the MHRA upon receipt of the necessary 
documentation from the CI or delegate 

 File the notification, covering letter and proof of submission 

 Provide copy of documents to the CTC for inclusion in the TMF 

Notification to CUH R&D, Participating Sites & Other Organisations: 

The CI or delegate will provide copy of end of trial notification documents to 
CUH R&D, participating sites for inclusion in the ISF and to other organisations 
as defined in contractual agreements  

7.2. Participating Site Closure 

 The Participating Site may only be closed when all data queries have been 

answered, resolved and documentation returned to the coordinating team as 
necessary. Refer to CCTU/TPL098 Remote Monitoring Conversation Template  

 Once all the documents have been provided to the participating sites for 
inclusion in the ISF, the CI or designee will arrange for a site close-out via: 

 Remote monitoring Refer to CCTU/GD066 Remote Monitoring 

Guidance for the Central Coordination Team   

 The coordinating team will distribute The Participating Site 

Close Out Template CCTU/TPL099 to participating sites for 
completion, along with an electronic copy of all essential 
documentation for the duration of the trial so that the site 

team can perform an ISF reconciliation as needed prior to 
archiving 

 Upon receipt, Participating sites are expected to complete and 
return the completed form in advance of site closure 

 On-site visit 

 The Close Out Monitoring Report CCTU/TPL069 should be 
completed for all site close-out visits    

 During close out procedures, specific attention should be paid to: 

 IMP accountability including the return or destruction of IMP which 
was provided specifically for use in the trial (this excludes hospital 

stock) 

 Confirmation of archiving arrangements for the ISF and associate 

files at the PS 

 Closure of trial documents such as the final non-compliance log and 
fully signed-off Delegation Log 

 Specific requirements of the site staff including the publication rights 
and procedures, dissemination of information to trial participants etc. 

 On-going responsibilities of the site staff or the site for example 
collection of patient long-term follow-up data, provision of 

information in the event of an Audit or Inspection or long term safety 
reporting for patients included in the trial 
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7.3. Cambridge University Hospitals Site Closure  

 The PI at CUH is responsible for ensuring that all patients registered in EPIC 
and linked to the trial are marked as completed/withdrawn prior to the 

close-out visit 

 All outstanding monitoring findings from previous monitoring activities and 

compliance with the monitoring plan, specifically levels of SDV and 
verification of query resolution need to be completed prior to final data 
cleaning and database lock 

 Once all the documentation has been received by the Regulatory Team the 
end of trial details will be entered onto all trial tracking tools as appropriate  

 ReDA 

 MHRA eSUSAR website  

 All studies that have obtained/received IMP will be closed out even if no 

subjects were recruited  

 Close-out visits will be conducted by Clinical Trials Monitors or where this is 

delegated or contracted out to external organisations/monitors, the 
Regulatory Team will maintain oversight by reviewing completed close-out 
reports prepared by external/contract monitor 

The Clinical Trials Monitors will: 

 Confirm with the trial team and the CI, the scope and anticipated duration of 

the closeout visit by email 

 Request access to the TMF, ISF and pharmacy files in order to complete the 
closeout visit 

 Follow the review process detailed in CCTU/SOP011 

 Complete the Close-Out Monitoring Report CCTU/TPL069 

 Ensure that the final non-compliance log is printed and signed by the CI at 
the final closeout visit 

 Send a closeout visit follow-up letter to the Chief Investigator/PI & trial 

team and Pharmacy 

 File a copy of fully signed report and follow up letter in the Sponsor File and 

the TMF 

7.4. Outstanding Monitoring Actions  

Outstanding actions from the close-out visit must be completed and      
documented within an agreed timeframe as detailed in the follow up letter.  

7.5. Sample Handling 

Refer to CCTU/SOP044 Research Sample Management.  

The CI or delegate will inform any labs involved in processing storage or 

analysis of samples that the trial has closed 

Within one year of the conclusion of the trial The CI or delegate will ensure 

research samples are either stored, transferred to another ethically approved 
study or destroyed according to the requirements stipulated in the clinical trial 
protocol and IRAS form.  
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7.6. End of Trial Reporting 

 The CI will confirm that they are satisfied with the trial database locking 
process by completing and signing the Hard Lock Completion Confirmation 

form CCTU/FRM097. This is filed in the TMF 

 It is the CI’s responsibility to ensure analysis is completed and the summary 

report is provided to the regulatory bodies in accordance to the timeline 
listed below: 

 For CTIMPs with a paediatric population – within 6 months of the end 

of trial date 

 For any trials in adult only population – within 12 months of the end 

of trial date 

 

End of trial Final Report to REC: 

The CI or delegate will prepare the End of Trial Final Report. 

For trial submitted via combined review, the final report form is completed and 

submitted via  IRAS.  

For trials not submitted via combine review, the final report is submitted to REC 
using the webform available on the HRA website.  

 https://www.hra.nhs.uk/approvals-amendments/managing-your-
approval/ending-your-project/final-report-form/ 

 The Final Report form must be completed online in one go. There is 
guidance next to each question of the form.   

 Report questions can be copied and pasted from the website and added to a 

word document in order that responses to all questions can be edited and 
reviewed by the trial team before online submission 

The CI or delegate will: 

 Submit the End of Trial Final Report to REC either through IRAS or using the 
online form, file acknowledgement of receipt and the PDF of the Final Report 

that is generated at the point of submission in the relevant section of the 
TMF 

 Provide copy of the Final Report PDF, and acknowledgement of receipt to: 

 The Regulatory Team for inclusion in the Sponsor File 

 Provide documents to participating sites for inclusion in the ISF 

 Submit the End of Trial summary results to MHRA Refer to 
CCTU/GD059 Registering Clinical Trials  

 The CI will ensure a full dataset is finalised and ready for posting within 12 
months (or 6 months for Paediatric trials) following the conclusion of the 
trial  

 The CI or delegate will upload the full dataset as required by 
EudraCT/Clinical Trial Registry: 

 In order to report results via EudraCT, the user must be registered 
with the system as a results reporter 

 Results data can be directly entered into the EudraCT system using 
the fields provided or uploaded via an .xml file 
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EudraCT summary of results submission:  

 Once data has been successfully uploaded and the results become public 
(approximately 15 days after upload)  

 The CI/delegate will send a short confirmatory email to The MHRA stating 
“End of trial study report: EudraCT XXXX-XXXXXX-XX” in the subject line  

 

Clinical Trial Registry (not EudraCT):  

 Once data has been successfully uploaded and the results become public, 

 The CI or delegate will send a short confirmatory email to the MHRA stating 
“End of trial study report: Clinical Trial Name and Unique Trial Reference" in 
the subject line 

 The datasets posted and confirmatory email will be filed in:  

 The TMF by the coordinating team 

 The Sponsor File by the CCTU Regulatory team 

 The Participating Site’s ISF as provided by the Coordinating team 

 NOTE: Failure to report results via EudraCT or other appropriate public 

Clinical Trial Registries within the required timelines can adversely affect 
future regulatory approvals for the Sponsor  

 

Report to Funder(s) 

The trial funder will be notified of the end of trial and sent the end of trial final 

report  Some funders will request the end of trial final report on their own 
template (provided to CI via a portal) 

  

7.7. Sponsors End of Trial Confirmation Letter  

 The Sponsors end of trial confirmation letter signifies the end of all close out 
activities, regulatory reporting activities and triggers the archiving process 

Once all outstanding regulatory reporting requirements have been 

completed and any closeout visit findings have been rectified, the Clinical 
Trials Officer will send the trial team the Sponsors end of trial confirmation 

letter using the template in ReDA   

 The end of trial confirmation letter will detail the following information: 

 Archiving requirements 

 Publications, Abstracts and Presentation requirements 

 Any other relevant information specific to the trial 

 

7.8. Participating Site Closing Letter 

 Once all participating site close-out activities have been completed, the 
Sponsor will confirm with the trial team that the Participating Site Closing 
Letter (CCTU/TPL101) can be sent to the site 

 The Participating Site Closing Letter will give permission to sites to archive 
site files and pharmacy files and the following will also be provided with the 

letter: 
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 Archiving Form (CCTU/FRM017) for ISF/PF  

 End of Trial Final Report that was submitted to the REC 

 The EudraCT summary of results 

 Investigator Site File Index for Archiving TPL033 (Optional) 

 Pharmacy File Index for Archiving TPL038 (Optional) 

 

7.9. Financial Reconciliation 

Before the grant closes, all invoices to sites, suppliers, labs etc must be paid.  

Funders expect a final finance report FSTOX to be prepared with the help of the 
CUH and UoC finance departments. 

 

7.10. Trial Publications 

 At the request of the Research Compliance Committee, the Sponsor will  

review any publication prior to submission and all reasonable comments 
from the Sponsor will be incorporated prior to publication 

 The publication policy should be detailed in the protocol and IRAS form 
submitted to REC 

 The CI should refer to the funding contract where appropriate to ensure that 
they comply with the terms and conditions of the report publication policy. 

 For any publication or dissemination of clinical trials and clinical research 

follow the guidance given by the Consolidated Standards of Reporting Trials 
(CONSORT),  http://www.consort-statement.org/consort-2010 

 All publications should be sent to the CCTU inbox cuh.cctu@nhs.net and a 
copy placed in the TMF and retained centrally in the CCTU 

   

7.11. Archiving 

 The trial can be archived when the Sponsors End of Trial Confirmation Letter 

has been received 

 Any publications received after the files have been archived will be added to 
the archive at that time  

 The trial documentation must be archived in accordance with CCTU/SOP006 
The CCTU Archiving Process  

  

8. Monitoring Compliance with and the Effectiveness of 
this Document 

a. Process for Monitoring Compliance and Effectiveness  

As part of routine monitoring visits, audit and inspection  

b. Standards/Key Performance Indicators  

This process forms part of a quality management system and is reviewed 
according to CCTU procedures. Standard Operating Procedures are reviewed 

every two years. 

http://www.consort-statement.org/consort-2010
mailto:cuh.cctu@nhs.net
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10. Associated Documents 

 CCTU/SOP006 The CCTU Archiving Process  

11. Equality and Diversity Statement 

This document complies with the Cambridge University Hospitals NHS 

Foundation Trust service equality and diversity statement. 

12. Disclaimer 

It is the user’s responsibility to check against the electronic library that this 
printed out copy is the most recent issue of this document. 
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