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GCP central to AUDIT

GCP
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}Quality Assurance

}Who rules our world 

}How to Prepare for an Audit

}Audit Process

}Outcome



}To ensure that a trial is performed  and 
data generated, documented and reported 
in  compliance with the 
protocol, SOPs, GCP, GPP, GLP and 
regulatory requirements

} ICH GCP E6 1.46

} SA GCP 5
ƁSection 5.1  Monitoring 

ƁSection 5.2  Audits 

ƁSection 5.3  Inspections



}Independent review of the overall clinical trial 
process from Protocol Design to final CSR
ƁICH GCP sect .19.2

}Site Audit is one element in the process



PLAN-

observe, analy

se, propose

DO-

implement with appropriate 

controls and approvals

CHECK-
determine 

effectiveness

ACT-

adjust



} ICH GCP 1996,  rapidly evolving cGCP

}GCP legalised in US and EU

}Use country specific guidelines SA GCP rev2008

}Regulatory requirements

}Sponsor/ CRO specific

Trials across borders, multiple rules
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}Periodic Information Exchanges on GCP - Related 
Information

}To conduct Collaborative GCP Inspection

}To share information on interpretation of GC P

Pilot phase will start 1 Sept 2009



}Clinical Research requires 
flexibility. Give and take 
based on good logic

}MDõs are not used to 
following rules

}CROõs- only do what they 
are contracted and paid to 
do



}QA

}Regulations

}How to prepare for an Audit

}Audit Process

}Outcome





}Examines set up and real life operation

}What is the process?

}Do you follow the process? 

}Can you prove it?

}The òsay what you do, do what you say, and 
prove itó



Prepare in advance

1. Requirements, know

2. Protocol, know 

3. Records, keep

4. Process Compliance

5. Corrective Action

P

R
P

C

R
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DRUG SAFETY

PROTOCOL EXECUTION

Pre-
clinical 
studies

Protocol 
Develop
ment 

REPORT 
GENERATION

CRO

MONITOR

LABS
DRUG

Change 
control

Deviations

PRE- TRIAL TRIAL POST- TRIAL

DATA 
ANALYSIS



Elements of a trial Elements of a trial 



DOCUMENTS

ENROLENROL EVALUATEEVALUATE TREATTREAT EVALUATEEVALUATEACCEPT 
PT

C
L
O
S
E

LABS LABS

REJECT 
PTõS

DATA RECORDS

SAFETY, DEVIATION & PROGRESS REPORTING

DATA 
CLOSE



1. Pre- Enrolment, site set up

2. Patient Reception

3. Pre- screening

4. Medical evaluation

5. Enrolment

6. Drug administration

7. Medical follow - up

8. Sponsor/CRO role

9. Close out of patient file



}Know your protocol

}Prepare source
}Delegation of responsibilities

}Are SOPõs in place? Current?

}CVõs and certification on file and up to date
}Training in place, timely

}Qualification of staff to do trials

}Approval of study and study staff by MCC and IRB

}Agreements in place

}Sufficient facilities

}Calibrate equipment



}Process for patient entry at clinical centre

}Process for booking patients

}Process for paying patients

}Patient personal details documented

} Information provided to patient

} Inconsistencies between patients?



}Recruitment strategy

}What criteria are examined for potential trial 
participants

}Pre- screen process

}Log of pre - screens, reasons why not eligible

}Decisions logical and documented?



}Informed consent process NB NB

}Evaluate risk vs benefit

}Medical evaluation 

}Eligibility criteria

}Education and training of patients

}Supply patient with contact details of 
Investigator

}Inform GP or regular medical care taker



} Check randomisation criteria

} Process of random allocation to treatment

} Investigational Product

} Acknowledge of receipt

} IP storage

} Dispensing

} IP administration

} IP (Drug) accountability



}Evaluate eficacy

}Who does the follow - up?

}What happens if patient gets sick in between 
study visits

}Withdrawal criteria

}Safety reporting NB, NB, NB



}All logs completed

}Documents retained at site 

}Archiving

8. Close out8. Close out

}Regular monitor visits

}Handling of Deviations

}Wavers?



}Essential documents - ISF (ICH GCP sect 8)

}Signed protocol / amendment

}CVõs and financial disclosure

} IRB

} IEC and regulatory communication

}Documents signed

}Lab certification and reference ranges

}Dug accountability

}100% signed IC

}Sample CRF and patient files

}SAE reports and IND safety letters 



AUDIT AREA ACTIVITY SOURCE YES/NO IF NO, ACTION TO BE TAKEN

CONFIRMATION Written confirmation of audit Investigator site file (ISF)

TTC SYSTEMS Investigator site file (ISF)

Organisation and personnel TTC  file Certificates.

TTC SOP's, Policies TTC  file SOP's

CV's (Formal Training) Personal file

TTC Training

TTC  file Training and 

attendance

Quality assurance systems TTC  file Quality Control

STUDY STAFF

PI Number of studies

Role of PI and subs

Delegation of duties Delegation log

Changes in personel Delegation log

Training of new staff File note

INVESTIGATOR'S FILE REVIEW ISF

Approvals

MCC

Ethics

Amendments

Staff

Version Control

Protocol

Informed Consent

Dairies

Insurance

Agreement



AUDIT AREA ACTIVITY SOURCE YES/NO IF NO, ACTION TO BE TAKEN

STUDY CONDUCT

Study documentation- IRB, Protocol ISF

PIC ISF

Study procedures and responsibilities Delegation Log

Source doc verification Source and CRF

IP records ISF

Monitor visit reports ISF

CIOMS Reports ISF/ safety file

AE's Source and CRF

LOGS

Temperature Logs QC File

Employee responsibility Logs ISF

Delegation Logs ISF

Calibration Certificates QC File

Service records QC File

Completion of Logs ISF

Signatories ISF

TTC SOP Source Documents

Informed Consent

Handling of Investigational Product

Serious Adverse Event reporting

Dispensing of IP

Source Documents

SITE / FACILITY

Storage of IP IP Room

Storage of PK Samples Fridge / Freezer

Archiving Metrofile Log





Audit 

Request

Audit Plan

Confirmation

AUDIT

Peer review

Issues draft 

report

Corrective 

plan

Final 

Report



}Interview Investigator and staff

}Tour of facility
}Inspect equipment used for study
}Review IC forms, essentials docs, CRFõs 

source docs
}Safety reporting
}Drug accountability

}Exit meeting

Cowboys donõtõ cry
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}List of potential observations - should be clarified 
as far as possible

}End of the each day summary of findings not 
resolved.  No surprises at end

}List observations with ranking               
critical, major, minor

}30 days response 


