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1. Purpose/scope
While monitoring is usually a sponsor’s responsibility, there may be circumstances where the Principal Investigator (PI) takes on the monitoring. Monitoring may also be on-site (i.e. where someone physically visits the trial site) or off-site (where monitoring is done remotely to the site). This procedure describes the process and documentation required for the on-site monitoring of a clinical trial by a PI’s team and is applicable for those with responsibility for organising and conducting such visits.
2. Abbreviations

CRF

Case Record Form
CAPA

Corrective and preventative action
CRO

Contract Research Organisation
GCP

Good Clinical Practice

IP

Investigational Product
ISF

Investigator Site File
PI

Principal Investigator
SDV

Source data verification
3. Definitions
Sponsor

An individual, company, institution or organisation that takes responsibility for the initiation, management and or financing of a clinical trial.

Monitor

A person appointed by, and responsible to the sponsor or CRO for monitoring and reporting of the trial and for verification of data. 

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, SOPs, GCP and the applicable regulatory requirements.

Monitoring plan

A description of the methods, responsibilities and requirements for monitoring the trial.

Risk-Based monitoring

The process of ensuring the quality of clinical trials by identifying, assessing, monitoring and mitigating the risks that could affect the quality or safety of a study.

On-site monitoring

Monitoring performed at the sites at which the clinical trial is being conducted.

Centralised monitoring

A remote evaluation of ongoing and cumulative data collected from trial sites, promptly. Includes data relating to the management of the study (enrolment rates/safety reporting rates).

Monitoring report 

A written report from the monitor to the sponsor after each site visit and any other trial-related communication according to the sponsor’s standard operating procedures. Outcomes of any centralised monitoring should also be reported on (if present).

Source documents

All information in original records and certified copies of original records of clinical findings, observations, or other activities in a clinical trial necessary for the reconstruction and evaluation of the trial. 

Source data

Original documents, data, and records (e.g. hospital records, clinical and office charts, laboratory notes, memoranda, subjects’ diaries or evaluation checklists, pharmacy dispensing records, recorded data from automated instruments, copies or transcriptions certified after verification as being accurate copies).

Source data verification (SDV)

The act of checking the accuracy and completeness of the CRF entries against the source documents in accordance with the protocol.

Case record form (CRF)

A printed, optical or electronic document designed to record all of the protocol-required information to be reported to the sponsor on each trial participant.

Risk assessment 

The process of identifying the potential hazards associated with a specific trial, and assessing the likelihood of those hazards occurring and resulting in harm. 

Corrective and preventative action (CAPA)

The corrective and preventative action necessary to address any shortcomings highlighted in the completion or review of a non-compliance form or as identified by a member of either the sponsor or study teams.
Investigator Site File (ISF)

Files of Essential Documents held by the Investigator. NB on occasion sites may also hold the Sponsor's Essential Documents, where the Principal Investigator (PI) assumes a Sponsor-investigator role.
Sponsor File

The sponsor’s files for each project containing key documents (such as Essential Documents for clinical trials). The Sponsor File and the ISF together make up the entire trial documents.

4. Associated forms
QA08.1 Monitoring plan template


QA08.2 Source data verification report 

QA08.3 Site initiation visit checklist and report 

QA08.4 Monitoring visit checklist and report (interim or close out)
5. Procedure
5.1 Responsibility for risk assessment and its relevance to monitoring
A risk assessment conducted by the PI contributes to determining the type/intensity of monitoring needed for a particular trial and informs the design of the monitoring plan (e.g. higher risk = regular on-site monitoring; lower risk = centralised monitoring with critical data flags identifying the need for on-site visits). See Form QA08.1 for a template monitoring plan.
5.2 Responsibility for on-site monitoring
The sponsor may delegate responsibility for monitoring to a suitably trained and qualified person (either a member of the institution’s team or an individual contracted for the role, including from the PI's team). Responsibilities for various tasks should be agreed between the PI, sponsor and monitor before the trial starts:
Example table

	Role
	Responsible for

	Sponsor representative
	Reviewing risk assessment and confirming need for a trial management group, data safety monitoring committee, trial steering committee and/or independent physician adjudicator/clinical monitor
Ensuring a monitoring plan is produced
Overseeing monitoring activities

	PI/designee
	Conducting risk assessment

Reviewing and agreeing with monitoring plan

Facilitating access to trial files, documents, data, facilities and processes to allow for on-site (and centralised, if required) monitoring activities

Receiving monitoring reports

Acting on any issues identified in monitoring reports

Responding to monitor requests 

	Monitor
	Understanding their responsibilities as regards monitoring
Complying with the monitoring plan

Producing monitoring reports

Ensuring unresolved findings are escalated appropriately


5.3 Selection of monitors 
The monitor selected and appointed for a trial should have sufficient scientific and/or clinical knowledge to monitor the trial adequately and appropriate knowledge about the IP, informed consent process, relevant SOPs, GCP and other applicable legal and regulatory requirements as determined by the sponsor.
5.4 Conducting an on-site monitoring visit
The monitor schedules pre-trial monitoring visits, site initiation, interim monitoring, for-cause monitoring, and site close out visits according to sponsor and PI requirements (as detailed in the monitoring plan). In preparation for on-site visits he/she will:

· Negotiate suitable dates with the site representative
· Confirm the date/time in writing (with an agenda as necessary), filing a copy of the communication in the sponsor file
· Prepare any required documentation for delivery as needed
· Review previous visit reports to highlight outstanding actions

· Consult with the centralised monitoring team (if applicable), to clarify any outstanding issues

Minimum procedures to be undertaken at an on-site monitoring visit include:
· Reviewing participant recruitment (participants screened, completed or withdrawn) and eligibility
· Reviewing informed consent process and forms, verification of CRF data against source data (source data verification, SDV) according to a pre-defined monitoring plan (see Form QA08.2 for a template for SDV)

· Documenting inconsistencies for discussion with the PI/site representative.

· Collecting completed CRFs, data clarification forms, as necessary, after approval and sign off by appropriate site personnel

· Assessing trial oversight, conduct, non-compliances, IP (quantities, expiry dates, storage and accountability) and laboratory procedures

· Reviewing the ISF to ensure essential documentation are consistent with the sponsor files
After the on-site monitoring visit the monitor will:

· Write a report (Form QA08.3 or 4) for submission to the sponsor and PI for review before finalisation and circulation to the site representative(s) and other relevant parties

· Write to the PI/site representative as soon as possible detailing outstanding/concerning issues that require action, and by whom/when

· Address any of his/her own actions
· Update trial-specific tracking logs or databases etc., as required

Before the next monitoring visit, the monitor will maintain contact with the site as per the monitoring plan and document issues raised and acted on
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