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Background

The OECD Principles of GLP have been in force for over fifteen years (see No.l in this
OECD Series on Good Laboratory Practice and Compliance Monitoring, as revised in
1997). Valuable experience has been gained at test facilities where these principles have
been applied, as well as by governmental bodies monitoring for compliance. In light of this
experience, some additional guidance can be given on the role and operation of quality
assurance programmes in test facilities.
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References to Quality Assurance in the OECD Principles of GLP

A quality assurance programme is defined in the Revised OECD Principles of Good
Laboratory Practice as "a defined system, including personnel, which is independent of
study conduct and is designed to assure test facility management of compliance with these
Principles of Good Laboratory Practice" [Section 1.2.2(8)]. The responsibilities of the
management of a test facility include ensuring “that there is a Quality Assurance Programme
with designated personnel and assure that the quality assurance responsibility is being
performed in compliance with these Principles of Good Laboratory Practice" [Section
11.1.1(2f)]. In addition the test facility management should ensure “that the Study Director
has made the approved study plan available to the Quality Assurance personnel” [Section
11.1.1(2j)] and the responsibility of the Study Director should include ensuring "that the
Quality Assurance personnel have a copy of the study plan and any amendments in a timely
manner and communicate effectively with the Quality Assurance personnel as required
during the conduct of the study" [Section 11.1.2(2b)]. The test facility management should
also ensure that “for a multi-site study that clear lines” of communication exist between the
Study Director, Principal Investigator(s), the Quality Assurance Programme(s) and study
personnel [Section 11.1.1(20)].

OECD GLP JRRIDAEHEMAREEIZ IS 1T D2 IR HIH

TEREMELRGE 7 77 2%, SEThI OECD GLP JRHIIZ ISV T, “BREBRA S5
FLRRDSDIRST L, BRBADY GLP JRHNZHEHLL TDZ & A E B 12X LT
PREET DIeOICRITONT, BEEZE O ERINIZVAT L LERIND
[Section I.2.2(8) ], Rk DFE & B HF OEBITIT, “ASFMELREY
17T AOFIELZ U T DI B A SV QOB ZEORERE K OMEFEME
BAFEDEH D GLP JFANZ > TEMSN TWAZEDRFETHZE” NEE
N5 [Sectionll. 1. 1(2fF) ], 2, GRBRHtiER OEE & HLE 1L, “REBREMTE
DR RS VI ARG A E A E MR S 2 A B TWAI LD
#” [SectionIl. 1.1(2)) JF /= B BRE(TH OE(LITIL, “(BHEMELRAEH
WE N GRBREH B ELZDIEIEED B LA > TNAZEDOMER KL O
[EHEPEAR AR Y 3 CRRBR A T R L BN U R A2l 2 L D7 LA ARGIE
T 5[SectionIl. 1. 2(2b) ]ZENEENHZEAMER LT UL /eD720 F
7o AR MR OIS B HA T, “BEGPTRERIC VTR, RBREEE . R
B AT (BEMRE T 17T A R Y O I/l E R e 52
L7 BEER LU UL e S [Sectionl. 1. 1(20) ],

1/10




X

R

In section 11.2 ("Quality Assurance Programme™) the following requirements are listed:

2.1 General
1. The test facility should have a documented Quality Assurance Programme to assure that
studies performed are in compliance with these Principles of Good Laboratory Practice.

2. The Quality Assurance Programme should be carried out by an individual or by
individuals designated by and directly responsible to management and who are familiar with
the test procedures.

3. This individual(s) should not be involved in the conduct of the study being assured.

2.2 Responsibilities of the Quality Assurance Personnel
1. The responsibilities of the Quality Assurance personnel include, but are not limited to,
the following functions. They should:

a) maintain copies of all approved study plans and Standard Operating Procedures in
use in the test facility and have access to an up-to-date copy of the master schedule;

b) verify that the study plan contains the information required for compliance with
these Principles of Good Laboratory Practice. This verification should be
documented;

c) conduct inspections to determine if all studies are conducted in compliance with
these Principles of Good Laboratory Practice. Inspections should also determine
that study plans and Standard Operating Procedures have been made available to
study personnel and are being followed.
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Inspections can be of three types as specified by Quality Assurance Programme Standard
Operating Procedures:

- Study-based inspections,

- Facility-based inspections,

- Process-based inspections.

Records of such inspections should be retained.

d) inspect the final reports to confirm that the methods, procedures, and observations are
accurately and completely described, and that the reported results accurately and
completely reflect the raw data of the studies;

e) promptly report any inspection results in writing to management and to the Study
Director, and to the Principal Investigator(s) and the respective management, when
applicable;

f) prepare and sign a statement, to be included with the final report, which specifies types
of inspections and their dates, including the phase(s) of the study inspected, and the
dates inspection results were reported to management and the Study Director and
Principal Investigator(s), if applicable. This statement would also serve to confirm that
the final report reflects the raw data.

In section 11.7.4.5 the "operation of Quality Assurance personnel in planning, scheduling,
performing, documenting and reporting inspections” is one of the categories of laboratory
activities for which Standard Operating Procedures (SOPs) should be available.
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In section 11.9.2.4. a final study report is required to include "a Quality Assurance
Programme statement listing the types of inspections made and their dates, including the
phase(s) inspected, and the dates any inspection results were reported to management and to
the Study Director and Principal Investigator(s), if applicable. This statement would also
serve to confirm that the final report reflects the raw data".

Finally, in section 11.10.1(b) "records of all inspections performed by the Quality Assurance
Programme, as well as master schedules” should be retained in the archives for the period
specified by the appropriate authorities.
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The QA-management link

Management of a test facility has the ultimate responsibility for ensuring that the facility as
a whole operates in compliance with GLP Principles. Management may delegate designated
control activities through the line management organisation, but always retains overall
responsibility. An essential management responsibility is the appointment and effective
organisation of an adequate number of appropriately qualified and experienced staff
throughout the facility, including those specifically required to perform QA functions.
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The manager ultimately responsible for GLP should be clearly identified. This person’s
responsibilities include the appointment of appropriately qualified personnel for both the
experimental programme and for the conduct of an independent QA function. Delegation to
QA of tasks which are attributed to management in the GLP Principles must not
compromise the independence of the QA operation, and must not entail any involvement of
QA personnel in the conduct of the study other than in a monitoring role. The person
appointed to be responsible for QA must have direct access to the different levels of
management, particularly to top level management of the test facility.
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Qualifications of QA personnel

QA personnel should have the training, expertise and experience necessary to fulfil their
responsibilities. They must be familiar with the test procedures, standards and systems
operated at or on behalf of the test facility.

Individuals appointed to QA functions should have the ability to understand the basic
concepts underlying the activities being monitored. They should also have a thorough
understanding of the Principles of GLP.

In case of lack of specialized knowledge, or the need for a second opinion, it is
recommended that the QA operation ask for specialist support. Management should also
ensure that there is a documented

training programme encompassing all aspects of QA work. The training programme should,
where possible, include on-the-job experience under the supervision of competent and
trained staff. Attendance at in-house and external seminars and courses may also be
relevant. For example, training in communication techniques and conflict handling is
advisable. Training should be continuous and subject to periodic review.

The training of QA personnel must be documented and their competence evaluated. These
records should be kept up-to-date and be retained.
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QA involvement in developing SOPs and study plans

Management is responsible for ensuring that Standard Operating Procedures (SOPs) are
produced, issued, distributed and retained. QA personnel are not normally involved in
drafting SOPs; however it is desirable that they review SOPs before use in order to assess
their clarity and compliance with GLP Principles.

Management should ensure that the study plan is available to QA before the experimental
starting date of the study. This allows QA:

- to monitor compliance of the study plan with GLP;

- to assess the clarity and consistency of the study plan;

- to identify the critical phases of the study; and

- to plan a monitoring programme in relation to the study.

As and when amendments are made to the study plan, they should be copied to QA to
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facilitate effective study monitoring.
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QA inspections
QA programmes are frequently based upon the following types of inspections:

- Study-based inspections:

These are scheduled according to the chronology of a given study, usually by first
identifying the critical phases of the study.

- Facility-based inspections:

These are not based upon specific studies, but cover the general facilities and
activities within a laboratory (installations, support services, computer system,
training, environmental monitoring, maintenance, calibration, etc.).

- Process-based inspections:

Again these are performed independently of specific studies. They are conducted
to monitor procedures or processes of a repetitive nature and are generally
performed on a random basis. These inspections take place when a process is
undertaken very frequently within a laboratory and it is therefore considered
inefficient or impractical to undertake study-based inspections. It is recognised
that performance of process-based inspections covering phases which occur with
a very high frequency may result in some studies not being inspected on an
individual basis during their experimental phases.
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QA planning and justification of QA activities and methods

QA should plan its work properly and its planning procedures as well as the operation of QA
personnel in performing, documenting and reporting inspections should be described in
SOPs. A list of studies planned and in progress should be kept. QA should have access to an
up-to-date copy of the master schedule. Such a list is necessary for planning QA activities
and assessing the QAworkload in the laboratory.

As is the case for any other operative procedures covered by the GLP Principles, the QA
programme of inspections and audits should be subject to management verification. Both
the QA staff and management should be able to justify the methods chosen for the
performance of their tasks.
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QA inspection reports

National GLP monitoring authorities may request information relating to the types of
inspections and their dates, including the phase(s) of the study inspected. However, QA
inspection reports should not normally be examined for their contents by national
monitoring authorities as this may inhibit QA when preparing inspection reports.
Nevertheless, national monitoring authorities may occasionally require access to the
contents of inspection reports in order to verify the adequate functioning of QA. They
should not inspect such reports merely as an easy way to identify inadequacies in the studies
carried out.

QA FRA AL E

[ GLP £=4)0 7" R 1%, QA FAEORIEE B A1 FHEZ T 7o BR D BRI
BT DR A R T 2058 LIV, LU, QA Sl SR ED/ERLZINHI+5
AIREMERH DO T IEE QA REREZONFIIZEOE=A4)V Y JFHIcLD
HEINDRE TN, LNLEND A EOE=4) 7 B FIE.QA D+ 70k
BEE MR T DI ICITRE R EZEONREHDHZEETRTLHNH LI
72N B EOF=HY 7Y JE, I FE S iR R O K x RO 57200
KT ITEL LT QA AR E EELMAE T & TIT R,

7/10




X

R

Audits of data and final reports

The review of a study’s raw datai by QA can be carried out in a number of ways. For
example, the records may be examined by QA during experimental phases of the study,
during process inspections or during audits of final reports. Management should ensure that
all final reports for which GLP compliance is claimed are audited by QA. This audit should
be conducted at the final draft stage, when all raw data have been gathered and no more
major changes are intended.

The aims of the audit of the final report should be to determine whether:
- the study was carried out in accordance with the study plan and SOPs;
- the study has been accurately and completely reported;
- the report contains all the elements required by GLP;
- the report is internally consistent; and
- the raw data are complete and in compliance with GLP.

QA may find it helpful to record the audit of the final report in a form that is sufficiently
detailed to enable the audit to be reconstructed. Procedures must be established so that QA
is made aware of all additions or changes made to the study data and report during the audit
phase.

Before signing the QA statement, QA should ensure that all issues raised in the QA audit
have been appropriately addressed in the final report, that all agreed actions have been
completed, and that no changes to the report have been made which would require a further
audit.

Any correction of or addition to a completed final report must be audited by QA. A revised
or additional QA statement would then need to be provided.

1In the GLP Principles, raw data are defined as "all original test facility records and documentation, or
verified copies thereof, which are the result of the original observations and activities in a study”. Raw
data also may include, for example, photographs, microfilm or microfiche copies, computer readable
media, dictated observations, recorded data from automated instruments, or any other data storage
medium, that has been recognised as capable of providing secure storage of information for a time period
as stated in section 10 below." [Section 1.2.3(7)].
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The QA statement

The Principles of GLP require that a signed quality assurance statement be included in the
final report, which specifies types of inspections and their dates, including the phase(s) of
study inspected, and the dates inspections results were reported to management and the
Study Director and the Principal Investigator(s), if applicable [Sections 11.2.2(1f) and
11.9.2(4)]. Procedures to ensure that this statement reflects QA’s acceptance of the Study
Director’s GLP compliance statement and is relevant to the final study report as issued are
the responsibility of management.

The format of the QA statement will be specific to the nature of the report. It is required that
the statement include full study identification and the dates and phases of relevant QA
monitoring activities.

Where individual study-based inspections have not been part of the scheduled QA
programme, a statement detailing the monitoring inspections that did take place must be
included, for example, in the case of shortterm studies where repeated inspections for each
study are inefficient or impractical.

It is recommended that the QA statement only be completed if the Study Director’s claim to
GLP compliance can be supported. The QA statement would also serve to confirm that the
final report reflects raw data. It remains the Study Director’s responsibility to ensure that
any areas of non-compliance with the GLP Principles are identified in the final report.

QA and non-regulatory studies

Compliance with GLP is a regulatory requirement for the acceptance of certain studies.
However, some test facilities conduct in the same area studies which are and which are not
intended for submission to regulatory authorities. If the non-regulatory studies are not
conducted in accordance with standards comparable to GLP, this will usually have a
negative impact on the GLP compliance of regulatory studies.

Lists of studies kept by QA should identify both regulatory and non-regulatory studies to
allow a proper assessment of work load, availability of facilities and possible interferences.
QA should have access to an up-to-date copy of the master schedule to assist them in this
task. It is not acceptable to claim GLP compliance for a non-GLP study after it has started.
If a GLP-designated study is continued as a non-GLP study, this must be clearly
documented.

QA [ 3£

BA ST QA B E R 21T 72RO B & & e OfE & B AT, 78
TRE RN E S EHEE R EEE L OB EEH GEYT258) ICliES
N2 B ERE LD D) DI ZTE DI LN GLP JRHCIEERK
Ehb[SectionIl. 2.2(1F) , 11.9.2(4) ], ZDO MR B IXHBREEEICLD
GLP i A MEDB IR A QA 2NEKGRLT-Z L2 L I TSN DI ELLT
WEChHDHZEARGET D FIEA R E T HILITLEE EHEHEORLThH D,

QA BRI E ORI TS E OIS, R E S FRERZ /0 2R E L. QAR
TIRED H AT LR A5 A TWAZENEREND,

{El 2 DR - ADFHE IMEHEVERGE Y 07T ATFHE S TR NG A,
QA BRI EBIA T mABEONEDN RSN AR T T 2B, fil 2
A 2 ORBR CTHAZ IR LATIZENIEDN RIS HVMELIEHR EN 72
HRBROLE THD,

AR BT D GLP & ORI N RSN DA DA, QA Bk ENER S
HZEMEDO LIS, QA BOREI LM E BN AT 4% KL CWAZ L4 fif
R DDITHESNL D THA),GLP JRANIKTL TR A TH Oy DN e s
ERICETOREN TWAZ LR EZET 20T R (T E D EITTHD,

QA LIEHLHIEER

GLP ~DiE AL R ZHEIN AT DH OB THD, LInL7esb,
WSO FRERNE R CTIIHGY R~DRMEEX LR R EE KL
BRI UG T CIThodL 5, FEHHERER DY GLP LRICEAETI T TG
T5E . ZHUTEE  HHEBRO GLP WA TEICEW LY B 2 5 Th A,

QA DOPETFFT 2R AMZ B W T A& S s OF LRI, T30 rTREME
D E/R TR AT H 72018 36 L ORI R BR [ 5 DN ESh A& T
HD,EDT-DIT, QA 1 THRHFT D EFHEROE LA AT RETHDH, I GLP ik
BrE U CRRLAS iR BR A, 212 GLP Tl A RBR ICE BN ZEITF RSN
VN, GLP 3R FE GLP 3R & L TReT D=6 . 2O I SCE kS
PR eYEeA S AR

9/10




X

#ER

QA at small test facilities

At small test facilities it may not be practicable for management to maintain personnel
dedicated solely to QA. However, management must give at least one individual permanent,
even if part-time, responsibility for co-ordination of the QA function. Some continuity in the
QA staff is desirable to allow the accumulation of expertise and to ensure consistent
interpretation. It is acceptable for individuals involved in studies that comply with GLP to
perform the QA function for GLP studies conducted in other departments within the test
facility. It is also acceptable for personnel from outside the test facility to undertake QA
functions if the necessary effectiveness required to comply the GLP principles can be
ensured.

This concept may be additionally applied to multi-site studies, for example field studies, on
the condition that overall responsibility for co-ordination is clearly established.
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