Newcastle upon Tyne Hospitals NHS Foundation Trust

Guidance notes - preparing for internal audit

Ensuring compliance with 

Department of Health Research Governance Framework 

and

Good Clinical Practice (GCP) regulations

Auditor:  Dr Lesley Hall – Research Governance Manager
This guidance is to help you prepare for internal audit by explaining the process from opening meeting to final report.  We appreciate the demands on everyone’s time and therefore it would be helpful if the documentation outlined in this guidance could be made easily available for review.  This ensures that the audit process goes as smoothly and quickly as possible so that there is minimal disruption to you and your team.  In accordance with the Newcastle upon Tyne Hospitals NHS Foundation Trust, ‘Auditing of Research Studies’ policy, the audit process will be as follows:

Audit process

Opening meeting

An opening meeting will be arranged to introduce the auditor (Lesley Hall) to the team.
During this meeting the auditor will:
· Define scope, objectives and schedule 

· Explain how the audit will be carried out 

· Confirm that the team are ready to support the audit process 

‘The Audit’ 
The audit will be carried out by:  
· Interviewing personnel 

· Reading documents 

· Reviewing SOPs 

· Studying records 

· Reading reports 

· Reviewing data 

· Observing activity 

· Examining conditions 

· Documenting observations 

What we need to see at audit
Trial Master File/Investigator Site File  (TMF)/(ISF)
A Trial Master File (TMF) or Investigator Site File (ISF) is an essential requirement of compliance to GCP for clinical trials of Investigational Medicinal Products (ctIMPs) as set out in The Medicines for Human Use (Clinical Trials) Amendment Regulations 2006, 31A (EU Clinical Trial Directive 2001/20/EC).  However, it is good practice for all studies to establish a ‘master file’ at the main site and an Investigator Site File (ISF) at participating sites at the beginning of a trial or study containing essential documents that help with efficient trial management, independent audit, close-out and archiving.  All essential documents should be legible and accurate
.  
Study documentation
· The research protocol – version submitted for approval and peer review (eg, to funder, REC and MHRA if applicable) plus any approved amendments showing system for version control to ensure latest version is used
· Study SOPs – or any operating instructions used to ensure staff are working to a standard procedures
· R&D approval letter from each NHS organisation involved in the study 
· Authorisation/approval from regulatory authorities as appropriate (eg, MHRA Clinical Trial Authorisation for ctIMPs - plus any amendments)

· Dated, documented approval/favourable opinion from the Research Ethics Committee plus any amendment approvals

· Evidence of Research Sponsorship and copies of all contracts/agreements as appropriate
· Any other approvals as relevant to the study (eg, ARSAC, GTAC)
· Evidence of study management and monitoring – minutes from regular research team meetings (eg, from Data Monitoring Committee (DMC) meetings)
· Evidence that data and samples are protected, stored securely and there is compliance with Caldicott Guidelines and the Data Protection Act and also Patient Information Advisory Group (PIAG) approval to use data without consent if applicable
· Copies of all versions of Patient Information Sheets (PIS) and informed consent forms showing system of version control to ensure latest version is being used (eg, old versions should be crossed through and a note made to say which version has replaced it)
· Lists of participants and copies of signed and dated informed consent forms for all participants. (Please note medical records will also be checked to ensure copies of informed consent are also present on participants' medical records)
· Case Report Forms (CRFs) or data collection forms for study participants and review of data analysis and verification procedures
· Subject screening log and recruitment record/enrolment log 

· Signature and initials log of all persons authorised to make entries and/or corrections on CRFs
· Signed delegation log showing delegated tasks – especially in relation to taking informed consent (if the person taking consent is not the Chief Investigator make sure that the person has been identified in writing by the Chief Investigator as being qualified and capable of informed consent for that particular study).
· Training log and current signed CVs for site staff – especially evidence of up to date GCP training for those working on ctIMPs
· Safety information – eg, un-blinding procedures for blinded trials, reporting arrangements for SAEs/SUSARs and copies of completed SAE reports
· For ctIMPs – Investigational Medicinal Product (IMP) information – instructions for handling and dispensing of IMP, current investigators brochure/Summary of Product Characteristics (SmPC)
· Details of funding arrangements and information about current financial status 
· Information about necessary honorary research contracts or letters of access for all non-NHS staff

· Evidence of reports submitted to ethical and funding bodies as required.

· Details of publications/conferences or any other form of dissemination of information/findings, as appropriate
· Arrangements/planned arrangements for archiving of study documentation
Audit tips
There are some basic actions that can be taken to ensure that you and your team are prepared for audit:

· Make sure that everyone involved with the research has a good knowledge of the Research Governance Framework for all research in the NHS and the EU Clinical Trials Directive for those working on ctIMP studies.
· Make sure that patient notes are easily accessible to validate data and check that all information entered in the patient notes matches the information recorded on case report forms or research documents.

· If a subject is withdrawn, ensure that clear reasons for this are recorded in the source documents (patient notes)

· Ensure that any confidential information is stored in a secure location with limited access.
· Consider any health and safety issues related to your research (eg, use of hazardous substances - stored in a safe and legal way).

Closing meeting 

After the audit has been completed, a closing meeting will also be arranged to discuss the compiled evidence, observations and initial findings. 
After the audit 
The data complied will be processed and a draft audit report will be prepared.  This will outline preliminary findings and recommendations and list areas of compliance or non-compliance as they relate to regulatory requirements.
The draft audit report will be sent to the Chief/Principal Investigator to review for factual accuracy.  This will include 

· A review of the evidence collected 

· A discussion of any conclusions drawn from the audit 

· A list of identified compliance and non-compliance 

· An assessment of how well regulatory requirements have been met 
· Recommendations for change in practice to comply with regulation 

· A timescale for corrective action 

· A date for recommended review of corrective action
Audit conclusions will be categorised as follows:

Satisfactory – fully compliant no follow up action required.


Satisfactory subject to resolution of minor discrepancies – Examples of minor discrepancies may include missing study documentation, minor extensions/amendments to protocol that do not have NHS Research Ethics approval.  These minor problems/omissions will be followed up and wherever possible resolved with the investigator.  If a satisfactory conclusion cannot be found the audit conclusion will be categorised as ‘not satisfactory’.


Not satisfactory, follow up action required – an audit conclusion of ‘not satisfactory’ will be reached where there is serious non-compliance with published standards, evidence of research fraud or a number of less serious failures indicating that the project is not being conducted according to necessary statutory standards and requirements. Examples of serious non-compliance:  Major deviation from the approved protocol; inclusion in a project of patients/subjects who have not given documented informed consent in line with NHS Research Ethics approval; serious deficiencies in documentation held in the investigator file such that compliance with audit standards could not be verified; refusal of the principal investigator to cooperate with the audit process; evidence of research fraud.
After feedback and discussion with the Chief Investigator/Principal Investigator, the final report will be submitted to the Clinical Director of R&D and the Medical Director of the Trust.  A summary report of issues, particularly those arising across a number of areas, will be presented to the Joint Research Executive (JRE) on a regular basis.  
Any trends in non-compliance or examples of good practice will also be shared in an anonymised form with the wider research community to promote high quality research.
Thank you in advance for your co-operation in the audit process.  If you have any questions or concerns at any stage during the audit process please contact:


Dr Lesley Hall
Research Governance Manager

Joint Research Office

(Research & Development)

Newcastle upon Tyne Hospitals NHS Foundation Trust

4th Floor, Leazes Wing

Royal Victoria Infirmary

Queen Victoria Road

Newcastle upon Tyne

NE1 4LP

Direct line:  0191 2824823 

Fax:  0191 2824524

Email:  lesley.hall@nuth.nhs.uk

�This is a generic guide and it is appreciated that all of the documents listed here are not applicable for all studies and would not be expected to be available for audit.
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