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BACKGROUND

The ICH GCP guideline glossary definition of audit is: “A systematic and independent examination of trial related activities and documents to determine whether the evaluated trial related activities were conducted, and the data were recorded, analysed and accurately reported according to the protocol, sponsor’s SOPs, GCP and the applicable regulatory requirements.’’  Most quality standards emphasise that audit (and therefore auditors) should be independent; typically clinical auditors will not be members of the clinical research department, and they will have separate reporting line to management.

The process of inspection is essentially similar to audit.  However, the inspectors are employed by government, through the agency of the regulatory or competent authority.  The competent authority is that which is deemed by government to have the competence to issue and revoke licences and to regulate the conduct of clinical research.  As with audit, the main features of an inspection usually include preparation by the inspectors and by those to be inspected.  An introductory meeting, documentary review, interviews and observation, a closing meeting, production and issue of a report and possible requests for responses and action proposals.

An audit may be performed by a Sponsor or its agent, and an inspection by a regulatory authority (e.g. Medicines and Healthcare products Regulatory Agency, European Agency for the Evaluation of Medicinal Products, Food and Drug Administration).

For Simplicity purposes, this document will describe procedures for inspections, however, when inspectors or inspection are written, these can be interchanged for auditors or audits, respectively. Likewise, it follows that regulatory authority can be interchanged for Trusts/Sponsors.

Types of Inspections:

· Trial related 

· Sites or Sponsor are identified to be inspected by the regulatory authority as part of a routine inspection programme

· Systems 

· The Site or Sponsor is identified to be inspected by the regulatory authority as part of a routine inspection programme. 

· ‘For cause’
· The Site is identified to be inspected by the Regulatory authority due to suspicion of significant contractual or regulatory non-compliance, scientific misconduct or fraud .

· (Voluntary inspections were only available until April 2004.)

PURPOSE

The purpose of this SOP is to describe the requirements for an audit or inspection of a site (s) in the Cancer Research Network.

PROCEDURE

1. WHO?

The Research Network or individual Hospital Trusts are responsible for identifying a senior member of the research team to coordinate the inspection. Organising the inspection will include preparation prior to the inspection, coordination of the inspection visit and follow up of issues identified as a result of the inspection.

The Coordinator will be responsible for:

· Notifying all key personnel (Research & Development Manager, Research Network Manager, Medical Director) that the inspection is taking place.

· Booking a meeting room for the duration of the inspection.

· Clarifying with the inspectors what documentation should be made available during the inspection and ensuring that this is available during the inspection, including any documentation that has been archived.

· Arranging appointments for the inspectors with the Clinical Research Team (e.g. Principal Investigator, Research Nurse) and supporting departments (e.g. Pharmacy, Pathology, IT, Medical Records departments, etc.)

· Prior to the inspection, agreeing a timetable for the meeting with the inspectors.

All clinical research staff (including but not limited to: Principal Investigator, Research Nurses, Research Network Manager, Data Managers, Pharmacist etc.) should be available to attend the inspection meeting and answer questions.

2. WHEN?

Inspections can take place prior to, during and after the patient recruitment phase, although the latter is uncommon unless it is an inspection by a regulatory authority.

3. HOW?

During the inspection, the following may be inspected:

1) Essential Documentation (see ICH GCP section 8.2)

If the inspection involves a clinical trial coordinated by a pharmaceutical company, the monitor will assist in checking that all documentation below is in place prior to the visit.

Essential documentation that may be inspected includes, but is not limited to:

· Trial Site File (See relevant  SOP)

The trial site file should be kept up to date at all times.

· Case Report Forms (CRFs)

All CRFs, questionnaires, diaries, etc. should be available during the inspection.

· Patient Notes

All patients’ hospital notes should be available for source data documentation verification. This should include up-to-date annotations, GP letters, laboratory results, radiological results and any other documentation relating to the patients’ participation in the clinical trial. If there are legitimate reasons why a patient’s hospital notes cannot be available, this must be explained, if possible in advance of the inspection.

· Pharmacy and Drug records

All essential pharmacy documentation should be available, such as drug accountability records, drug storage records, drug shipment records etc.

· Central files

Files generic to more than one trial, kept centrally in a research team should be available. Eg. Curriculum Vitae, documented evidence of staff training. 

If any study data has been archived, details of the whereabouts of the data should be available for the inspector and written confirmation for the archiving site that the data will be maintained/stored according to Data Protection and GCP standards.

2) Processes

Processes may be inspected, such as the process for taking informed consent, SAE reporting, communication between individuals/departments, specimen processing etc.

3) Equipment

Any equipment that is being used in the study may be inspected to check validation and calibration records are maintained, e.g. Freezers, ECG machines, computers (usually only when electronic data capture is used) etc..

4) Personnel

Qualifications/experience of the principal investigator, co-investigators and other key personnel will be assessed by reviewing CV’s, training records and possibly discussions with the inspectors.

After the inspection, the inspector will provide verbal and/or written feedback of the inspection findings. If a response is required, this should be done within the timelines specified by the inspectors.

4. OTHER RELATED PROCEDURES

Audit preparation tools (Guidance Documents in development: Audit preparation checklist, audit preparation report, corrective action plan template).

All NCRN and Cancer Research Network SOP’s

5. APPENDICES

None
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