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How the journey continued

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

28 February 2012
EMA/INS/GCP/532137/2010
GCP Inspectors Working Group

Reflection paper for laboratories that perform the analysis

or evaluation of clinical trial samples

6. Reflection paper for laboratories that perform the
analysis or evaluation of clinical trials samples

6.1. Organisation

Roles and responsibilities within a laboratory should be established and documented prior to the
initiation of analytical work. These will include but not be limited to identifying personnel that are
responsible for laboratory management, quality assurance, scientific analysis, reporting and archiving.

It is the responsibility of laboratory management to ensure that laboratory personnel are appropriately
trained and qualified to perform the roles and responsibilities assigned to them.

Laboratory management should ensure that each individual involved in the analysis of clinical trial
samples has a current job description detailing the individual's role and responsibilities within the
laboratory.

Laboratory management should ensure that there is a Quality Assurance programme with designated
personnel and ensure that the quality assurance responsibility is being performed in accordance with
regulatory requirements.

The analysis or evaluation of clinical trial samples should be overseen by a named individual(s) who
assumes responsibility for the conduct and reporting of the work. This individual(s) should ensure that
all laboratory work is performed in compliance with the clinical trial protocol, clinical trial protocol
amendments, the contract, any associated work instruction and standard operating procedures.

Draft agreed by GCP Inspectors Working Group

10 June 2010

Adopted by GCP Inspectors Working Group for release for consultation

10 June 2010

Prior to the initiation of any analysis, the persons designated as “laboratory management” should
make provision to ensure that sufficient resources are available for the timely and proper conduct of
the analysis in accordance with the clinical trial protocol, work instructions, associated methods and
standard operating procedures.

Start of public consultation

23 September 2010

End of consultation (deadline for comments)

28 February 2011

Prior to the initiation of analytical work, lines of communication should be established and documented
between the sponsor or their representative and the individual who is responsible for coordinating the
laboratory analysis. It is particularly important that laboratory personnel know to whom they should
report anomalous results which may impact on trial subject safety.

Adopted by GCP Inspectors Working Group

28 February 2012

6.2. Personnel

[ keywords Clinical laboratory, Laboratory analysis, Clinical Trial

Procedures and systems should be implemented to ensure that individuals involved in the organisation
and conduct of the analysis or evaluation of samples collected as part of a clinical trial are appropriately
educated, experienced and trained. Laboratory personnel should be fully aware of their roles and
responsibilities with respect to the analysis or evaluation they are performing.




Before we arrived

Overinterpretation risk Details

area

Communication - Protocol deviations reporting requirements for Bioanalytical lab
- Issue Communication
- Informed consent status and data handling in case of withdrawal consent

GCP training - Training requirements for GCP trainings at BioA

Quality Assurance - Difference in QA activities between GLP and GCP

Equipment maintenance - Difference in equipment maintenance activities between GLP and GCP
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Before we arrived

Overinterpretation risk Details
area
Computerized system - Difference in CSV activities between GLP and GCP
validation
Accountability of BA team - Data Management Plan

- Expedited reporting

Contracting - Contracts expectation within the same organization

Archiving (Retention period - Archiving requirements and applicable retention period for different type of documents
and e-archiving)
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EBF
Round tables outcome — GCP guideline/reflection
papers requirements

> Still a strong culture and mindset to continue applying a GLP framework

— 90% of attendees at the Malaga FW round table have GLP certification
already.

— Drivers for change are perceived as ‘organisational efficiencies’, company
culture, and potentially less confusion for labs that may do both GLP and
GCP.

— Most consider that the processes stated in the EMA Reflection Paper are
not that different from what the GLP Regulations are requiring.

— Investing extra effort into introducing risk management (risk-based
processes) is considered too difficult and not adding enough value,
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Round tables outcome — EM and CSV

There is a strong culture and mindset to continue applying a GLP framework

— 90% of the attendees do GCP in a GLP environment (with regards to
EM/CSV)

— Drivers for this approach are organisational efficiencies, company culture,
and less confusion/risk of errors for labs that do both GLP and GCP

Most consider the objectives to be the same in GCP and GLP and that it's
difficult to see any differences in the requirements

Risk management investment for a fit-for-purpose approach is considered too
hard and too time consuming

Many consider equipment maintenance and csv to be outside of the BioA

scientist’s expertise and therefore it’s difficult to understand what can be
changed/ removed
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Round tables outcome - Role of QA

> What should be the specific focus of QA during audits in GCP BA lab

— GCP BA - process based audits (plus study-based audits for pivotal
primary endpoint studies, e.g, BE/BA)

— Potentially different process between ‘internal’ and ‘outsourced’ analysis
(based on sponsor-expectations)

> What should be risk-indicators for risk based audits at GCP BA labs?
— Defined Risk Indicators (e.g. audit history, criticality of process & data, etc)
— Data driven (re-intended use) and defendable
— Correlated with level of QC built into processes
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Round tables outcome — GCP training

GCP training (approach):

» Should be more interactive

» Could be performed by the QA, but engagement of management is recommended
» Should include training evaluation which is not based on generic question
>
>

Could be performed as reading and acknowledgement of white papers/publications
Should include refreshment training

GCP training (content):

» Should include as a minimum the following GCP topics: Definitions, Principles of GCP,
Investigator responsibilities, Sponsor Responsibilities, Clinical Trial Protocol, Essential
Documents, Subject Confidentiality, Management of serious breaches.

» Should be tailored for BioA team activities i.e. how subject confidentiality requirements are

implemented during bioanalytical activities.

Should include case studies from the actual performance as well as possibilities to discuss

observed issues and observations

10

e W wlaE | el el et e  ai e s iR w R  wm e M SR Sl o SN e S e S Sl S e LG S e o ol



EBE

/‘

Round tables outcome — Archiving

» Sample disposition
— PK typically disposed after final CTR (or used for met ID, if allowed in IC)
— ADA stored until marketing authorization (as per FDA expectation)
— Samples for biomarkers disposed after final CTR (as per protocol)
— Samples for future use- banked, managed by separate Informed consent
» Who owns the samples — and signs disposal papers?
— CRO’s: Sponsor is asked for permission

— Pharma: Study team lead, Project lead, Clin Pharm, BioA scientist after asking
stakeholders

> Study documentation archiving/retention

— Retention period varies: 2, 5, 10 years (3 regulatory cycles) — is described in
contracts
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Round tables outcome — Communication

» Focus for the round table discussion — the value (+) and challenges (-) of a
bioanalytical communication plan to clarify who/what/when to communicate

» Value:
— Key contact details, topics for communication and the expected timelines for
communication to minimise communication challenges/issues

— Critical topics to be included: inform consent withdrawal, blinding, expedited
reporting, unexpected results, sampling labelling issues, sample destruction,
sample collection deviations, CSP and amendments

> Challenges:

— The communication plan should not just be another document to be kept up to

date

ko) — Avoid duplication with the information already included in the clinical
communication plan, the sample analysis plan and data transfer specification




How we will continue
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Contact Information

EBF

Questions: info@e-b-f.eu

European Bioanalysis Forum vzw

www.e-b-f.eu


http://www.e-b-f.eu/
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Questions to the audience

> Informed consent status:

— Have you experienced any issues by analyzing samples taken after the
date of ICF withdrawal?

— Who should be accountable for obtaining and providing information about
the Informed Consent status?

— Do you have any inspection observations related to the sample analysis
and ICF status?
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Questions to the audience

> Results reporting:

— Do you have experience in expedited reporting of results obtained by the
BioA Lab?

— Do you have issues/inspection observation related to the result
reporting?
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Questions to the audience

> Issue communication:

— Should bioanalytical team report any deviations to the Clinical Operations
team under GCP settings?

— What type of deviations should be reported to Clinical Operations team?

— Should be requested Principal Investigator at the clinical site to sign the
deviations reported by the Bioanalytical team
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