DRAFT 1

The uge of Accreditation to monitor GLP compliance.

1. Introduction.

The differences betwsen the OECD Good Labhoratory Practice
Principles and ISO/IEC Guide 25 have already formed the subdect
of geveral papers [Refs]. It ig the alm of this paper to
highlight those requirements of ISQ Guide 25 which nead special
interpretation and where additional regquirements are necassary,
in order to demonsgtrate that the monitoring of laboratory
compliance with GLF Frinciples can bee accommodated within the
lakoratory assegament and accreditation process. For thils

purpose, the documents which define:

a) the OECD GLP Principles and theilr intarpretation

b) laboratory accreditation recquirementg and tHeir
interpretation

c) inspaction and monitnfing procedures and

d) asgessment and aceoreditation procedures

have heen compared. {see Appendix 1)

The following text is provided as guidance for those
acoreditation bhodles which may have reaponsibility for both
functions and for regulatory authorities receilving data from
laboratories lnaspected and assessgsed by such bodiesn.

2, Comparigon between IBQ Quide and ORCD GLP Principles.

4,1 8pecial interpretations.

B 2 P sneion |

150 Special interpratations/aexplanationz
Guide 25 | of T80 Gulde 25,

4.29 The Quality Maneger of an accredited l

5,3 laboratory is the perscn respongible
for the Quality Assurance Programme,
According to EAL-G3 2. ed, the
Quality Manager should be reaspongible
for enguring that internal audits are
carried out in accordance with an [
establighed plan in order tc ensure
that the laboratory's guality system

is fully implemented in practice, “
—————————————————— ...
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1.1.2¢ 5.24 The quality ayatem of an accredited
10.4 laboratory muat c¢ontaln arrangements

for ensuring that the laboratory
reviews all new work. Furthermore it
ig a requirement for acgredlited
laboratories that non standard
methods can only be used if they are
fully documented and agreed to by the
c¢lient.

These two requiremente can be meet by

management by agreeing te the study
plan in conjunction with the client
{eaponsaor] .

1.1.2h 5.2p It is & reguirement for accredited
laboratorieg, that the quality
documentation shall contain <
laboratory management arrangements
for permltting departures from
documentad policies and procedures or
from standard specificatione. To
laboratories who wants to wark in
accordance with the OECD GLP
Principles this means that amendments
to ptudy plang must be agreed upon
and documentad.

i.1.2i 12.1 Tt is a requirement for accredited
laboratorlies, that the reccrds for
gach test (study) shall contain
gufficient information te permiti its
repetition. It is therefore a
requirement to retain all study
pilans.

1,1.2k 6.1 Tt 1s a requirement for an accredited
laboratory to have sufficient
personnal , having the necessary
education, training, technical
knowledge and experience for their
agaigned functiong, This also méans
that sufficlent personnel nust be
available for each study.

2.1.3 5.3 EAL-GY 2., ed, stated in sactlion 4.4,
4.% and 4.7 that the individuals, who
earry out internal sudits must be
independent of the areas which are

audited.
= ———————— — e e e e

-
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) I
2,1.4 4.249 EAL-G3 2., ed. atatesa in section 7. 4
5.5 that the quality manager should

anpure that the report of the l
(internal)} audit and, where |
appropriate, individual non-
compliancies (findings), are seen by
the laboratories penlor management.
For an individual study the gtudy
director must e seen as part of the |
management.

2.2.1lc 5.20 The guality ayetem of an accreditad f
laboratory muat centain precedures to ||
be followed for feedback and
corrective action whenever testing
discrepancies are detected, or
" departures from documented poiicies
and procedures occur. Combined with
EAL-G3 2., ad, section 7.4 this means
that the ¢uality manager must reaport
pramptly to management and tha Btudy
Director unauthorliped deviations from
the study plan and from Standard
“ ; Operating Procadures.

3.4.1 11.4 It ip required that sn accredited
12.1 laboratory has preécedures for
retentlion of test items. These
procadures ghall ensure that space is
provided for archives for the storage
and retrieval of samples and
gpecimens.

4.2.1 g.1 An acerediced laboratory shall be
furnished with all items of equipment
raguired for the correct performanca
of tests (studies), which means that
apparatug and material used in
gstudiee Bhall not interfere with the
test syEtem.

-
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4.3.1 8.3 WELAC Guldance Document No, WGED2
gtates the interpretation of the |
requirements for ageredited chemlcal
laboratories in connection to
labelling of reagents. These
requiremente are applicable ta all
laborztories where labelling of
reagents ls relevant. The
interpratation given in WGD2 ensures
that reagents are labelled as
appropriate to indigate pource,
identity, concentration and stability
information including the preparation
it date, earliesat expiration date and
epacific storage instructions.

£.2.1 8.1 In klological tests or studiés the
B.2 bioclogical test gystem c¢an he
regarded as pieces of equipmeant which
musk be properly malntained.
Therefore proper cconditions shall be
eatsblisghed and malntained for the
houaing, handling and care of
animals, plants microbial as well as
other cellular and sub-celiular
gystems.
5,2.3 8.2 In biclogical tests or studies the
9.1 biclogical test syetem can be

regarded as pleces of equipment which "
muet be "calibrated before uge*.
Therefore newly recelved animal and
plant tept systems shall be ilmolated
until their health stztusp hag been
avaluated, If any unusual mortality ”

or morbidity occurs, this lot shall
not ba used in studies.

Biological test systems shall be
regarded as pleces of equipment and
records containing the information
mentioned in IS0 Guide 25 gectlion 8.4
ghall ke maintained for all
biological test ayeatems.
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9.1 In biological tests or studies the
biolegical test system can he -
regarded aa pleces of equipment which
muat be *"calibrated before use',
Therefore animal, plant, microblal,
and celiular test aystems phall be
acclimatised to the Lest environment
for an adequate period before a agtudy

ia inicieted.
8.2 In biological testes or studies che j
12.1 biclogical test sgyatem ocan be

regarded as pleces of equipment. The
diagnosis and treatment of any

disease before or during & study |
shall be recorded to allow the
lahoratory to examine the effect of
the "defect agquipment' on the atudy.

12.1 The study plan is necessary to permit
the repetition of tha gtudy and shall
therefore be retained as raw data.

8,1.3 5.2p It i8 a requirement for accredited
. laboratorien, that the quality
documentation shall contain
laboratary management arrangements
for permitting departuree from
documented policiee and proceduras or
from standard apecifications, To
laboratories who wants t¢ work in
accordance with the CECD GLD
Principles this means that all
changes, medlfications, or revielons
of the etudy plan, as agreed tg by
the Study Director, including
justificationis), shall be
documented, signed and dated by the
Study Director, and maintained with

the atudgﬁplan.

B.3.3 12.1 To allow the repeticion of a study
all data genarataed during the conduct
of a etudy phall be recorded
directly, promptly, accurately, and
legibly by the individual entering
the data. These entriea shall be

aigned or initialled and dated.
e L — .,

-y
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8.3.4 12,1 To allow the repetition of a gtudy
any change in the raw data shall be
made so as not to obgoura the :
previous entry, and shall indicate
the reason, if necessary, for changs
and shall be jigentified by date and
eigned by the individual making the
change.

8.3.5 12,1 Ta allow the repetition of & study
data generated ag a direct computer
input shall be identified at the time
of data input by the individual (8) :
ragponsible for direct data entries.
Corrections shall be entered
separately by the reascn for changs,
with the date and identity of the
individual making the change. *

g,1.5 13.5 A well in ISC Guilde 25 as in the
OECD GLP Principles it is reguired
rhat amendments to or corrections of
the final report shall be in the form |
of an additional document. The OECD
GLP principles emphaszizes that the
amendment must clearly specify the
reapon for the additlen or
correctlon.

2.2.1a 13.2 A deseriptive title, for example
containing information concerning
item studied and test method,shall be
given to the report.

13,2 mha characterisation ¢f the teat item
{substance) shall include infarmatlon
on purity, atability and homogeneity.

13.2m mhe Study Diractor is identical with
the person accepting ovarall
responsibility for the report. The
person having this role must clearly
be identified in the report,

13.2m Principal personnel having
contributed reports to the final
report mugt accept responaibility for
thelr part of the final report, The
named of these pecple must be
contained in the report.

o T — - — — -

-
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13.2g T80 Guide 25 requires the date(s) of
performance of the test to De )
included in the report, These dates
must be given as the dates on which
the study {teat) was initiated and
complated,

9.2.5a 13.2h 180 Guide 25 raguiraes that the report
conkaing identification of the teat
method, oy unambiguous description of
any neon-standardmathod ugead.
pescriptions of metheds shall contain
informations on the materials used.

9.2.5b 13.2h OBCD Tept Guidelines or other teat
| guidelines must be identified in the
report like other standard methods,

- F
9,2,6b 13.2k I50 Guide 25 regquires that the repork
containg information concerning
meagurements, examinations and q

darived results , supported by
tables, graphg, sketchas and
photographs ae appropriate, and any
failures identified. These
informationg shall contain all
information and data required in the |

study plan.
10.2.1 5.5 $tudy plana, raw data and final
11.4 reports ghall be archived to allow |
12.1 rapetltion of tha study.
12.2 The reports of laboratory inspections

and study audits performed according
" to the Quality Assurance Programme
(internal audits) are part of the
records which must be safely stored.
180 Gulde 25 reguires that the
1ahoratory has documented procedures
for the retention of test jtems.
Therefore archive facilitles dealgned
and equipped for the accommodation
and the secure storage of samples and
spacimens must be avallable.
- —————

e T

-
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The reguirements for retention in the
GLP Principles are coved by ISO Guide
25 and additlional reguirements but it |
must be emphasised that the ¢uality
manual and related quality syatem
documentation {(Standard Operating
Procedures) must be retained in a
historical file to allow repetition
of the atudiez. Furthermore apecimens "

muat be retained as well.

2.2 Additional ragquiremanta.

QECD 50

Additional reguirement for accredited
laboratories. \

aLe Guide 25
1.1.21 '

F
For each atudy management shall
designate an individual with the
appropriate qualifications, training,
and experlence as the Study Director
befors the study is initiated. If it
ie necessary to replace the Study
Director during a study, thise must bae

4 documented.

Managament shall ensure, that an
individual is identified as
reaponeible for the mansgement ¢f the

archives.

A designated Study Director has the
regponegibilities desceribed in the
OECD GLP principles section II part
1.1.2.

Quality Agpurance Personnel shall "
review the final reporks Lo conflirm
that the methods, procedures, and
obaervations are accurataly
depcribed, and that the reported
regulty accurately reflect the raw
data of the study.

2,2.1e

Quality Assurance Personnel shall

.prepare and slgn a statement, to be

incluged with the final report, which
gpecifiesz the dates inspections were
made and the datee any findings were
reported to management and the Scudy
birector. '

-
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Records including substance
characterisation and gquantities
13. zq recelived and used in atudias muet be
maintained.

11.4 A pample for analytical purposes Erom
each batch of test substance shall he
retained for studies in which the
test. substance is tested longer than
for four weeks,

10.4 For each atudy, a plan shall exist in
a written form prior to initation of
the poudy.

The atudy plan shall contain, but neot
be limited to the infermation
described in the CECD GLP Principles
gsection II part 8.2.

The final repoart shall include
ldentification of the reference
substance by chemical name,

The £inal report shall include a
: Quality Agsurance atatement
" certifying the dates inspectione were
made and the dates any findings were
raportad to management and the Study
Director,

9.2.6d The final report shall ineclude an
evaluation and disoussion of the |
results and, where approplate,
conelusions.

9.2.7a The final report shall inglude the “

location whare all samples,
specimens, raw data and the final
report are to be gtored.

10.1.2 Material retained in the archiveg
shall be indexed so ap to facilitate
orderly storage and rapld retrieval.

10.1.3 Only personnal authoriszed by
nanagement ghall have access to the
archives. Movement of material in and
out. ¢f the archives shall he properly
racorded,

-y
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If a test facility or an archive
contracting facility goes out of
businesas and hag no legal successor,
the archive ghall be tranaferred to
the archivees of the sponsor({s! af the
study(s) .

3., Inepaction, assesamant and survaillance activities.
3.1 gecope.

GLP monitoring authorities dafine the areas of expertige of the
laborateries in thelr programme using the following broad

catagories:

1) physical -chemical testing - .

2) toxicity studles #

3 mutagenicity atudies

1} anvironmental toxcity studies on agquatic and terrestrial
organlgms. .

5) studies of behaviour in water, soil and air,
hicacecumulation

6} regldue astudies

7) studies on effects on meaccvosma and natural ecoaystems

8) analytical and c¢linieal chemistry teating

9} other studles, specify

Furthaermore GLP monltoring authorities often define which
chemicals the labeoratory can test (eg pestlcides,
pharmaceuticals and industrial chemicals),

Accreditation bodies describe the laboratories scope of
accraditation using a combination of testing field, the type of
test, the product/object tested and the mathode and procedures
usad for the test, Until recently laboratories could only
modify their scope of accreditation 1f changee would not imply
any silgniflcant deviations from the defined scope snd after
proper notification of the acereditation body or after formal
application 1f the laboratory wanted major changes. However
several accreditation bodies within the RAL practice some
clearly defined fiexible approaches to define the acope of
accredltation {according to EAL G9%.

With this more flexible way of defining the scope of
accereditation the needs of GLP laboratorlies should be

patisfied.
3.2 Laboratory vigits (inel. reportd),

Lahoratory vipits
GLP monitoring authorities conduct ingpections of thelr

recognised organisations in order to determine thelr degree of
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conformity of the teat facilitiea and studiea with GLP
principles and to determine the integrity of data to assure
that resulting data are of adequate quality for assessment and
decision making by national regulatoxy authoritlies,

Tast facilitles inspection are conducted on-a regular, routine
basls and result in a report, which describes the adherence of
the test facilities to the GLP principles.

A Test Facility inspection will usually include a “Study Auditn
or "study review" s a part of the ilngpection, but Study Audits
are also condugted from time to time at the reguest, for
axample, of a regulatory authority.

Laboratories which are inspected by GLP authorities are visited
regularly by an inspection team, generally at a freguency of
once every two years, Such inspection activities normally <over
the whole requirements of the GLP principles,

During an inspection, the lnaspectors will examine once or more
complete studles, in crder to establieh that they have been
conducted in accordance with GLP principies. In addition,
regulatory authorities may request a monitoring authority te
carry out ppecific study Audits on thelr behalf,

Accraditacion bodies conelder thelr regular assessmants and
surveillance visite of theilr accredited laboratories as an
important tool to assure that the requirements for
accreditation are constantly fulfilled at any time ¢ver the
whole accreditation period which according ko the relevant
gtandards is up to five years. A normal accreditation period is
recommended as four years. .

Following attainment of accrsditation, laboratories are
regqularly monitored for compliance with the accreditation
¢riteria. '

gurvellliance activities inciude the gubmission of the
information such as proflclency teatling resultse to
acereditation hody and visite by assegsment teamsg to the
laboratory.

The time period hetween surveillance vigita currently varles,
depending on the individual accreditation bedies, form a first
gurvaillance vipit six menth after accreditation te anhual
vieits, or biannual visits.

EAL will publish guidance on how to perform surveillance visits
and how frequent these should be planned., ILAC will provide a
gimilar document, This document reguires that a first
gurveillance ies to carry out not later than 12 month aftar
accreditation and that the following surveillance viaits are to
be plenned not later than 18 month after the last survelllance
vigite. Additionally, annual aurvelllance activities are to be
performed which heed not nacessarily to be on zite visits.
hecording to thia guidance document, all the survelllance
activitiaes and visits have to be carried out in a way that all
the requirements of the relevant gtandarde have been chacked at
leagt once during an accreditation period.

Accreditation bodles having signed the multilateral agreement
for mutual recognition of accredited certificates and reporte
are regquired to work according to these guidance documents or
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at least on a corraesponding guallty level,

Reporta: .
When a test facility vigit or a study Audit has been completed

or if a survelllance visit or a vertical audit has been ecarried
out the GLP monitoring auwthority or the accreditation body hag
to dipouss his findings with the representatives of the tast
facllities at a Clesing conference. Additionally, both have to
prepare & wrlitten raporc. : :

Reporta from GLP monitoring authorities and from accreditation
bodies will provide close Information about the inspection or
asseasments activities carried out and will foous on deviations
from GLP principles or 180 Guide 28, Both, GLP monitoring
authorities and accreditation bodies distinguish between minor
deviations and serious deviations, in the wording of the
accreditation bodiee known aa non compliancefsa,

If serious deviations are monitored, actlons have to be takan
by the relevant authoritles, If Study Audits are doncerned, the
reguliatory Authority will be Informed by the GLP authority. If
the study Audit has been done on reguest of the regulatory
authority, a full reporxt will be provided te¢ that avthority.

3,3 Btudy auditg, vertical audits.

Laboratories which are inspected by GLP authorities are visited
regqularly by an inspection team, generally at a frequency of
once every two years. Such inspection activities normally cover
tha whole requirements of the GLP principles.

During an inspection, the inspectors will examine once or more
complete studies, in order to establish that they have been
conducted in accordance with GLP principles. In addition,
regulatory authorities may request a monitoring authority to
carry out specific study Audite on their behalf.

The objective of the atudy Audits is to reconstruct the study
by comparing the final report with the study plan and by
inapecting all the intermediate ateps leading to the report as
Study Plan, SCP’s, raw data, the ralevant calculations and
archiving.

In some cases, Inepectors need the help of other experts.

Study Auvdits in this respect can be compared to vertiecal
agfegsments carried out by accreditation bodies. However,
grater emphasie 18 normally placed on study audits by GLP
monitoring authorities, than 1s g¢enerally the cese for vertieal
Audite carried out by acereditation bodies.

In most of the cases, vertical assessments are part of the
agtivity of surveillance visits. In some special cases vertical
azpeasments will aiso be carried out at a request of a cliant
of a laboratory or 1f any doubt econcerning the quality of a
testing report is coming up with the accoreditation body,

The objectiva of vartical assessments is to reconstruct a
testing report by comparing the report with the request of the
laboratoxy’'s client and by agsessing all the intermediate
atepa. Both, QA and technical aapects have to be considered in
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such vertical assessments. This means, thet accreditation
bodies need to introduce technical ageessors as well,

In some countylea, accreditation bodies may need to work
closely with regulatory authorities if assesaments in the
requiated field are carried out. It 1s passible, that
regulatory authorities may provide technical experts to
accreditation bodies where laboratories applyving for hoth, GLP
principles and J80C Guide 25.

4, Training of inspectora and assgassors.

Aocareditation bodies are required by IS0 Guide 58 o provide
initial training of assessors and to monitor the continuing

- performance of aspessors following the completion of initial
training. Different accreditation bodiee approach this
requirement in varios ways but generally potential asaesgors
are required to attend a formal training course provided by the
acereditation body. Additionally assessorsg are prévided with
"on-the-iob" training by the aceoreditation bodies,

Inspectors of GLP Monitoring Authoritles are generally trained
"on-the-job" by experienced inapectors, either within theilr own
monitoring authority or by exchange viaitse to monitoring
authoritiea in other countries. Triining courses, which may be
0f a general patura or may address specific topics, are
organised every Lwo years by the OECD GLP Panel and Jnapectors
from monitoring authorities are invited to attend. Actendance
of inspectors at “formal® training courses 18 not mandatory for

all monitering authorities.

5. Conclugiona.

The QECD GLP Panels Pogition Paper “The Uase of Laborxatory
Acareditation with Reference to GLP Complisnce Monitoring®
states that laboratorles accredited for example for physical-
chemical and analytical procedures according to ISO/IEC Guide
25 cun be consaidered to have satisfied many of tha GLP
requirementa. The pesition paper algo states that “"data
generated solely under ISO/IRC Guide 25.,....i8 unlikely to be
accepted by regulatory authorities for purposes of assepamant
of chemicals related to protection of health and the
environment®. This poaition ig accepted by EAL. However, in
order ta satisfy the requests of regulatory authoritias n
number of additional requirements (sixteen) and apecial
Interprecations of existing reguirements in IS0 Guide 25
{(thirty two) have hesn identified, many on minor points of
detail, which can easily be incorporated into the quality
systama of laboratories accredited to I80 Guide 25. It ik
common practice to provide special interpratations of I80 Guida
2% for different technical fielde such as chemical testing,
microbiological testing, sensory analysig etc: many
accreditation hodies are therafore very expasrienced in the
interpretation of IS0 Guide 25 for different altuations.
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As discuseed in section 3.3, the aim of both study audite, as
carried out by GLP Monitoring Authorities, and vertical auvdits
carried out by accreditation bodies, is the reconstruction of a
atudy or test using documented nrocedures, reccrds and raports,
wWhere the special interpretations and additicnal reguilrementa
identified in this paper are implemented by laboratories
working in accordance with 180 Guide , study audits and
vertical auditas ¢an be conaidered as equivalent.

The training of 80 Guide 25 asgessors and GLP inspectors has
been seen to include & combination of "formal® training courses
and "on-the-job" training. In thie respect, it is congidered
that accreditation bodiea can provide appropriate training for
inepactors monitoring GLP compliancea, by

a) incorporsting the gpeacial interpretations and additional
requiremants for GLP into thelr existing training courses
and, ¥

b} by attendance of representatives at ORCD tralning courses

It is conaiderad by EAL that there are no si¢gnificant barriers
to the incorporation of the inspection against the OECD
Principles of GLP, as set out in the OECD Seriaes on Principlea
of Good Laboratory Practlce and Compliance Moniltoring (Number
1, Tha OECD Principles of Goocd Laboratory Practice}, into the
procese of accreditation against the regquirements of IS0 Guide
25, to the satisfaction of the regulatory authorities,
Implementation of this weould meet the needs of laboratories
requiring both accreditation and GLF Compliance, including a
reduction in the disruption to the laborateries and in the
coats of asaesamsnt and inapection,

Survelillance viglts by accreditation bodles mey be carried out
at a greater freguency (eg annually), than inepection visits by
GLP monitoring authorities {biannually). However, as not all
aspacts will nacessarily ke covered at a survelllance visit, in
ordar to meet the current requiremente of Council birectivesa
BAa/320/EEC and 90/18/EEC, accreditation bodies, will need to
enpure that all of a laboratoriee activities, including the
additional requirements and specizl interpretations, are

ingpected within & two year period.

Appuandix 1: Referenoes.

The following documents have bean considered to prepare this
guidance:

A, Documantea related to Acaraditation:

IS0/IEC Gulde 2%5: 1990 (E) "General Reguirements for the
Competence of calibration and Testlng Laboratories,

T80 Guide 58:1993 “Calibration and Teating Laboratory
Accreditcation Systems-General reqguirements for operation and
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recoghltion®
WELAC/EURACHEM Guidance Document No. WGD 2 "Accreditation for

Chemical Laboratories
EAL G 18: Accreditation for Laboratcries performing
Microbiological Test (eatablished and published in co-operation

with EURACHEM)
EAL G 3: Internal Audita and Management Review for Laborataories

B. Documents related to GLP:
QECD Seriesn on Principles of ¢ood Laboratory Practice znd

Compliance Monitoring

Number 1: The OECD Principles of good laboratory Practice
Numbaxr 2: Revised Guides for the compliance monitoring
procedure for gopd lahoratory practice

Number 2: Revised Guidance for the conduct of laboratory
inapesctions and study audits

Humbar 4; Quality Aspurance and GLP

Number §: Compliance of Laboratory suppliere and GLP Principles
Number 6: The Application of the GLP Principles to Field

Btudies
Numbar 8: The Application of the GLP Principlees teo Short-term

Studies _
Number B: The Role and Responsibillities of the Study Director

in GLP Principles
Pogition Paper: The use of Laboratory Accreditation with

reference to GLP Compliance Monitoring

-
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