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1. Purpose

The purpose of this monitoring plan is to protect human subjects involved in the clinical trial described and to protect against the data integrity risks of the trial. This plan will describe the monitoring strategy, the monitoring responsibilities of all the parties involved, the various monitoring methods to be used, and the rationale for their use. This plan will emphasize the monitoring of trial specific data and processes; if applicable this attention will be given to those aspects that are not routine clinical practice and that require additional training. This monitoring plan will reference the applicable policies and procedures. This monitoring plan will outline the systematic, prioritized, risk-based approach to the monitoring of the clinical trial described.

2. Introduction

[Brief description including study population, disease area, drug and aim of study]

This study is sponsored by Imperial College London. There will be [n] research site(s) taking part, these are; [list all sites]. An Imperial College Research Governance and Integrity Team (RGIT) Trial Monitor will be responsible for monitoring the [insert site name] site and for overseeing the external monitoring, progress and conduct of the [Short title] study. Monitoring arrangements for research sites outside of the Imperial College Healthcare NHS Trust have been made during the study application and are budgeted for (multi-site studies only delete as applicable). All monitoring will be performed in accordance with the trial specific Monitoring Plan.

A monitoring risk assessment (appendix 1) for this study was completed by the assigned RGIT Monitor. The outcome of the assessment rated this study as [Insert risk level] risk with a risk score of [n] (appendix 2: Risk Assessment Scoring). This result is based on the study protocol, design, size and complexity. The monitoring risk assessment has been agreed with the CI and approved by the RGIT Clinical Trial Manager (CTM).



3. Schedule

The following visits will be conducted throughout the duration of the study at each research site:

· A Site Initiation Visit (SIV) will be conducted after the site has been granted Confirmation of Capacity and Capability (CCC).
· The first Routine Monitoring Visit (RMV) will take place after [n] subjects (~[n]% of recruitment target) have been consented.
· RMVs will be conducted [n] monthly/yearly from the date the 1st subject is recruited into the study; this has been agreed in principle with the CI based on the monitoring risk assessment.
· Once the study is complete a Close-out Visit (COV) will be conducted. This will be arranged once the investigator has submitted their End of Study Declaration to R&D, Ethics and the MHRA.

The frequency of routine monitoring visits is calculated based on the result of the monitoring risk assessment (See Appendix 1).

4. Scope

During monitoring visits, the Trial Monitor will review the Investigator Site File (ISF) and Pharmacy Site File (PSF) in full. They will check that all essential and trial specific documentation is up to date and has been filed.

The extent of Source Data Verification (SDV) for the study during a monitoring visit will be as follows:

Site
· A 10% sample of the subjects will be randomly selected to have source data verified. The sample selected will be 100% source data verified.
· 100% of Informed Consent process and Forms
· 100% of Serious Adverse Events (SAEs), including details of concomitant medications and laboratory tests related to the event
· Subject Eligibility (100% of sample selected for SDV)
· Patient medical records
· Study conduct and protocol adherence
· Protocol deviations and violations
Pharmacy
· 100% check of prescriptions to date
· 100% check of Investigation Medicinal Product (IMP) accountability logs (including Dispensing, Returns, Destruction and Temperature logs)
· 100% Check of Pharmacy IMP stock and IMP returns

The RGIT monitor will maintain oversight of the study using central monitoring alongside scheduled RMVs. Centralised monitoring will include but not be limited to:

· Collecting and reviewing annual reports such as Annual Progress Reports and Development Safety Update Reports
· Collecting and reviewing monitoring reports for visits conducted at sites external to Imperial College Healthcare Trust
· Reviewing all SAE reports, 
· Periodic review of recruitment progress
· Maintenance of the Sponsor Trial Master File where essential study documentation will be stored. They will ensure this is kept up to date with documents including new approvals/ amendments and annual reports

The purpose of centralised monitoring will be to identify any deficiencies during the progress of the trial. This will be used to efficiently direct triggered on-site monitoring activities and allow these issues to be further investigated or addressed.

5. Visits

Site Initiation Visit
The RGIT Trial Monitor will perform the SIV at all Imperial College London/Imperial College Healthcare NHS Trust research sites. The SIV for all other research sites must be conducted by an external monitor or appropriate trained member of the lead research team. An SIV cannot be performed until there is assurance that site agreement(s), contracts and all other relevant regulatory approvals are in place. 

The SIV will be arranged so that the CI/PI and other key members of the study team can attend e.g., Study doctor, research nurse and pharmacist etc. a list of attendees will be collected. This is an opportunity for the Trial Monitor to introduce themselves to the Study team.

A presentation will be given to the site to detail the responsibilities of the research team, as required by the sponsor. This will include at least the following:

· GCP and staff training
· The Informed Consent Process
· Safety Reporting
· Investigational Medicinal Product
· Protocol deviations and violations
· Trial Documentation
· Data Entry
· Laboratory
· Annual Reports
· Amendments
· End of Study
· End of Trial Reporting
· Trial-specific procedures
An SIV report will be written after the visit to record everything which was checked and raise any potential issues. The report will be approved by the Clinical Trial Manager (CTM) and sent to the site to review, complete any required actions and sign off. If the RGIT monitor is satisfied the research site is ready to begin recruitment, a Study Start Approval Form SSAF will also be signed at the SIV.

Routine Monitoring Visit
The monitor will perform the following activities during each site monitoring visit: 

	Activity
	Comments

	Review subject informed consent forms (original version and amendments as applicable.)
	100% review of consent forms

	Complete SDV as per requirements of the monitoring risk assessment.

	Minimum of 10% Selected subjects will have 100% SDV

	Review data quality
· Raise data queries
· Check and close answered data queries where applicable
· Ensure missing data is entered as soon as possible
	

	Review the Trial Master File
· Review essential documents e.g., Study documents and amendments, CVs and GCP certificates of staff, insurance certificates, laboratory certificates/ documentation, Investigators Brochure/ Summary of Product Characteristics
· Ensure the SAE log is complete and filed
· Ensure that all Ethics reporting requirements have been met e.g., submission of Annual Progress Reports and Development Safety Update Reports
· Review Delegation of Duties and Site Signature Log
· Ensure trial logs have been updated
· Screening & enrolment log
· Subject Identification log
· Delegation log
· Sign the monitoring visit log
	

	Discussion with the site staff and principle investigator on:
· New issues and unresolved issues from monitoring visit
· Patient recruitment
· Reminder on SAE reporting requirements and to check status of SAE (Monitoring Plan Section 7)
· Site’s compliance to protocol
· Timing of next visit
	



The Monitor will be responsible for reviewing the management of the IMP at investigator sites, including;

	Activity
	Comments

	Review storage conditions of the IMP including review of the temperature log, equipment calibrations and immediate reporting to product manufacturer and sponsor of any excursions
	

	Reconcile the IMP supply available at the pharmacy against the inventory and subject accountability logs
	

	Review any new IMP shipment documentation (including QP Release Certificates)
	

	Review of the relevant section of the ISF for IMP management/ Pharmacy folder
	



Site Close Out Visit
A COV will be performed after the trial has been completed (or if the study has terminated early). The Trial Monitor will arrange the visit at a convenient date and time with the site staff and notify them in writing. At sites which are not part of the Imperial College Healthcare Trust the delegated monitor will need to perform the close out visits.

The COV will comprise of full site file review and source data verification. It will also include ensuring that all listed actions from previous monitoring visits are resolved. The monitor will ensure data entry is complete and that all outstanding queries are resolved.

The pharmacy file will also be closed, and a final accountability of IMP stock and returns will be conducted. Destruction of any remaining IMP will need to be approved by the CI/PI.

[bookmark: _Hlk8122859]The trial monitor will discuss results reporting requirements with the study team and provide assistance with results reporting where needed. Results upload to EudraCT and clinicaltrials.gov will be the responsibility of the study team and must be completed as per regulatory requirement. The clinical study report must also be submitted to the REC and MHRA via email by the study team.
A Site COV report will be written to record the topics covered and any issues raised during the visit. The report will be approved by the clinical trial manager and once finalised, the Trial Monitor will make arrangements with the trial team for reconciliation of the ISF and PSF and archiving of the Trial Master Files can be performed.

6. Reporting Timelines

After a monitoring visit the Trial monitor will write the report within 2 weeks of the visit, and the report will be reviewed by the Clinical Trial Manager. The Trial monitor will send the finalised report to the PI and the study team within 1 month (maximum) of completing the visit. The PI will have 28 days to respond to the actions within the report and return a wet ink signed copy via post or email attachment. Should the PI or study team require more time to resolve the required actions to complete the report, they should contact the Trial Monitor to request more time to do so.

7. Identification of Data Errors and Protocol Deviations

The Trial Monitor will discuss any discrepancies in source data or protocol non-compliance identified during the monitoring visit (or during communication with the investigation site otherwise) with the PI and the Study Coordinator upon notification. A discussion of the findings, together with any corrective action(s) will be documented in the monitoring visit report. Any appropriate escalation will be discussed with the RGIT CTM.

8.  SAE Reconciliation

The Trial Monitor will review 100% of SAEs as part of the SDV process. They must also remind staff at each monitoring visit to report all SAEs to the Sponsor within 24 hours of being aware of the event, and to follow-up the outcome status of the SAE until it is resolved.

SAE Reports must be sent to the RGIT CTIMP Team at: RGIT.ctimp.team@imperial.ac.uk

Failure to adhere to the SAE reporting timelines must be reported as a protocol violation. Repetitive non-compliance of reporting SAEs could be reported to the regulatory authorities as a “serious breach”.

9.  eCRF and Site Training

OpenClinica is a mandatory requirement for all Imperial-sponsored CTIMPs. All investigational site staff must receive training on the use of OpenClinica and study specific procedures prior to study commencement. eCRF access will be activated for the site staff responsible for eCRF entry and authorised by the PI on the Delegation of Duties and Site Signature log. Site staff will also sign a Training log stating they have received training with regard to the study protocol. The PI will need eCRF entry rights in order to sign off SAEs, protocol deviations and participant’s casebooks at the end of the trial. Following eCRF training of the site staff, an eCRF training certificate is obtained which should be filed in the ISF.

10. Contact with sites

Contact should be maintained by the Trial Monitor between the site visits by telephone or email. Teleconferences can be held between site staff and the Trial Monitor (or delegate) if important issues need to be discussed i.e., actions to be resolved on the monitoring visit report.














11. Appendices

Appendix 1: Monitoring Risk Assessment

	Scoring Criteria
	Score

	1. Phase
	 

	2. Number of Participants
	 

	3. Number of Trial Arms
	 

	4. Number of IMPs
	 

	5. Type of Study
	 

	6. Vulnerable Groups
	 

	7. No of organisations/departments involved
	 

	8. Design
	 

	9. Study Team and their experience
	 

	10. Number of sites
	 

	11. Length of study
	 

	12. MHRA Risk Assessment Score
	 

	RGIT Monitoring Risk Score
	

	RGIT Monitoring Risk Level
	Low/
Similar to usual care/
Substantial/
High (delete as applicable)







Appendix 2: Risk Assessment Scoring

The RGIT monitor should use the following scoring to determine the frequency of monitoring visits for a Clinical trial of Investigational Medicinal Products (CTIMP) study.

Please note that any CTIMP study where the investigated medicinal products (IMPs) are First in Mankind, these should automatically be considered as “high risk”.

Phase
This question refers to what phase the study is. The earlier the phase of study, the less information we may have about the IMP and therefore the greater the potential for unexpected adverse events. These should be scored as follows:
Phase 1	4
Phase 2	3
Phase 3	2
Phase 4	1

Number of participants
This question refers to the number of participants in the study. The greater the number of patients, the more potential there is for deviations from the study protocol or study processes and for things to be done in error:
1-10 		1  
11-50 		2 
50-100 	3 
101+ 		4  

Number of Trial Arms
This question refers to the number of arms in the study. There is greater potential for errors to be made in terms of IMP allocation if there is a larger number of arms in the study:
0-2 		1
3-4 		2
5+             	3


Number of IMPs
This question refers to the number of IMPs. If there are placebos in the study, these should also be included for this question. This question should be scored as follows:
0-2 		1
3-4 		2
5+             	3


Type of Study
This question refers to the type of study the trial is. For example, IMPs being used within their licensed indication will be a lower risk than an IMP which is licensed but being applied in a novel way. If the IMP is not licensed at all, it will entail an even greater risk than both previous categories. Gene Therapy and Advanced Therapy Medicinal Products (ATMPs) will entail the highest risk category based on their novelty and level of unknown adverse events.   

If multiple IMPs are used, then the IMP that has the highest risk should be used to score this question:
CTIMP licensed for use 	   1 
CTIMP licensed, new use 	   2 
CTIMP not licensed 	   3 
Gene Therapy or ATMPs      4 


Vulnerable Groups
This question relates to whether the research will involve any vulnerable groups. If there are multiple vulnerable groups in the study, then the most vulnerable group should be used to score this question:
None involved 	    0 
Children 		    1 
Children under 5 	    2 
Mental Capacity 	    1 
Prisoners 		    1 
Young Offenders 	    1 



No of organisations/departments involved
This question relates to the number of different departments or organisations that will be involved. Imaging, Pharmacy and Pathology should each be considered an individual department:
0-1 		1 
2-3 		2 
3- 5 		3 
5+ 		4  

Design
This question relates to the design of the study. If more than one is applicable to the study, then the RGIT monitor should add up the scores to give a total figure:
RCT 			1  
Open label              	1
Single Blinded        	1
Double Blinded      	1

Study Team and their experience
A more experienced and qualified research team is less likely to make errors than a team conducting their first research project. Qualifications and experience of the main members of the team should be considered when answering this question:
Low 		3 
Moderate 	2 
High 		1 

Number of sites
The more sites that a study is conducted in, the higher the chance of errors occurring. If there are international sites, these should be included in the scoring of this question:
0-1 		1 
2-5 		2 
6- 10 		3 
10+ 		4 



Length of study
If a study is conducted for a longer period of time, there may be more changes to the study (e.g., staff changes) and therefore a greater risk of errors occurring. This question should be scored as follows:
< 1 year 	1 
1-3 years	2 
4+years 	3 

MHRA Risk Assessment Score
The MHRA Grades studies based on the level of risk involved. The Grading ranges from A – C and should be scored as follows: 
Type A: No higher than the risk of standard medical care - 1 
Type B: Somewhat higher than the risk of standard medical care - 2 
Type C: Markedly higher than the risk of standard medical care- 3

Scoring Explained:
A score of 11 - 15 is considered a low-risk study. 
A score of 16 - 20 is considered a study similar to usual care. 
A score of 21 - 26 is considered a study with substantial risk. 
A score of 27 - 37 or a first in mankind study is considered a study with high risk.

The monitor should check the timeline for recruiting participants. If the study will recruit all participants in under 12 months, then the study’s monitoring plan should be:

· Initiation monitoring visit by RGIT monitor
· Routine monitoring visit after 2 participants recruited
· Routine monitoring visit after 50% of participants recruited
· Routine monitoring visit after 75% of participants recruited.
· Close Out monitoring visit by RGIT monitor

The Monitor must ensure at the initiation visit that the investigator is told to notify the Monitor when to visit to ensure compliance with the monitoring plan.


A score of 11 - 15 is considered a low-risk study. This study’s monitoring plan should be:
· Initiation monitoring visit by RGIT monitor
· Self-assessed monitoring report yearly from date of initiation visit
· Close Out monitoring visit by RGIT monitor

A score of 16 - 20 is considered a study similar to usual care. This study’s monitoring plan should be:
· Initiation monitoring visit by RGIT monitor
· Routine monitoring visit by RGIT monitor yearly from date of first consent form signed 
· Close Out monitoring visit by RGIT monitor

A score of 21 - 26 is considered to be a study with substantial risk. This study’s monitoring plan should be:
· Initiation monitoring visit by RGIT monitor
· Routine monitoring visit 6 months by RGIT monitor after date of first consent form signed and every 6 months thereafter
· Close Out monitoring visit by RGIT monitor

A score of 27 - 37 or a first in mankind study is considered to be a study with high risk. This study’s monitoring plan should be:
· Initiation monitoring visit by RGIT monitor
· Routine monitoring visits frequency to be agreed by RGIT monitor and Chief Investigator
· Close Out monitoring visit by RGIT monitor








12. Revision History

	Version
	Date
	Reason for update

	1.0
	17/07/2017
	1st Edition

	1.1
	TBC
	Change from Joint Research Compliance Office to Joint Research Compliance Office

	2.0
	07/05/2019
	Update to specifics regarding results upload and reporting.

	3.0
	12/08/2021
	Change from Joint Research Compliance Office (JRCO) to Research Governance and Integrity Team (RGIT).
Reference to OpenClinica added in section 9.
Updated Monitoring Risk Assessment Template Version 2 included in Appendices. 

	4.0
	21/03/2024
	Added updated Risk Assessment following RGIT 3-Yearly SOP Review. Updated College Logo.
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