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Foreword

The Irish National Accreditation Board has the statutory responsibility for the European Union
and the Organisation for Economic Co-operation and Development (EU/OECD GLP) scheme in
Ireland. It is also the national Accreditation Body responsible for the accreditation of
laboratories, certification bodies, inspection bodies and environmental verifiers in accordance
with the harmonised EN45000 series of European standards and the relevant International
Organisation for Standardisation (ISO) standards and guides.

The Irish National Accreditation Board has statutory responsibility for the enforcement of
national legislation S.I. No 4 of 1991 as amended by S.l. No. 294 of 1999 to give effect to
Commission Directives 87/18/EEC, 88/320/EEC, 90/18/EEC, and Commission Directives
1999/11/EC and 1999/12/EC, which require certain testing on chemicals to be carried out in
accordance with the annexed OECD Principles of Good Laboratory Practice. These Directives
have been codified into Directives 2004/9/EC and 2004/10/EC on 11" February 2004.

INAB was appointed Competent Authority under the Chemicals Act [13. of 2008] to provide
accreditation to I1SO 17025 or GLP Compliance to laboratories testing detergents in support of the
Detergents Regulation 648/2004 (Art. 8(2) and (3) only).

GLP applies to the non-clinical safety testing of test items contained in pharmaceutical products,
pesticide products, cosmetic products, veterinary drugs as well as food additives, feed additives
and industrial chemicals. These test items are frequently synthetic chemicals, but may be of
natural or biological origin and, in some circumstances, may be living organisms. The purpose of
testing these items is to obtain data on their properties and/or their safety with respect to

human health and/or the environment.

This publication presents the structure and operation of the National GLP Compliance Monitoring
Programme in Ireland.
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Relevant reference documentation :-

e Good Laboratory Practice OECD Principles and Guidance for Compliance Monitoring
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e S.I. No. 294 of 1999 European Communities (Good Laboratory Practice

e Amendment) Regulations, 1999
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e Directive 2004/10/EC on the harmonisation of laws, regulations and administrative
provisions relating to the application of the principles of good laboratory practice and
the verification of their applications for tests on chemical substances.

(Note: For relevant reference documentation see page 16 & 17 for website details to access

documents).
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1) Introduction

Good Laboratory Practice (GLP) is concerned with the organisational process and the conditions
under which laboratory studies are planned, performed, monitored, recorded and reported. The
principles of GLP are designed to apply to test facilities carrying out health and environmental
safety studies on chemical substances where the results are to be submitted to Regulatory
Authorities (national or international bodies with legal responsibility for the registration and
licensing of chemical substances). The application of GLP to studies assures the quality and
integrity of the data generated and allows this data to be used with confidence by relevant
Regulatory Authorities in hazard and risk assessment of chemicals.

The Irish Government designated the Irish National Accreditation Board (INAB) under Statutory
Instrument S.I. No. 4 of 1991 European Communities (Good Laboratory Practice) Regulations
1991- see Annex 4) as the competent authority for verifying compliance with the OECD Principles
of Good Laboratory Practice in order to give effect to European Council Directives 87/18/EEC,
88/320/EEC and European Commission Directive 90/18/EEC. The Regulations state that test
facilities carrying out tests on chemical products in accordance with European Council Directive
67/548/EEC or any other Community provision providing for the application of Good Laboratory
Practice in respect of tests on chemical products to evaluate their safety for man or the
environment or both shall comply with the OECD Principles of Good Laboratory Practice.

Statutory Instrument S.l. No. 4 of 1991 requires test facilities carrying out tests on chemical
products in accordance with Council Directives or any other Community provision providing for
the application of Good Laboratory Practice to give a notice in writing to the person who
commissioned the test and to INAB stating that the test has been carried out in conformity with

the Principles of Good Laboratory Practice.

S.l. No.4 of 1991 was amended by S.I. No. 294 of 1999 to give effect to the Commission
Directives 1999/11/EC and 1999/12/EC incorporating the revised OECD GLP principles (1997).

All GLP related Directives have been codified into Directives 2004/9/EC and 2004/10/EC.
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The Irish National Accreditation Board - GLP Compliance Monitoring Authority

2) Administration

The Irish National Accreditation Board is located in the Department of Enterprise, Trade and
Innovation and is a division of Forfas, the national policy advisory board for enterprise and
science. All enquiries concerning GLP should be addressed to:

The Irish National Accreditation Board
Wilton Park House

Wilton Place

Dublin 2

Tel: +353-1-607 3003 Fax: +353-1-607 3109

E-Mail: inab@inab.ie

The Irish National Accreditation Board has statutory responsibility for all matters relating to GLP
including enquiries from Regulatory Authorities, industry and GLP monitoring authorities in other
countries. It conducts GLP inspections and study audits to monitor compliance with the OECD
principles of GLP.

Since foreign monitoring authorities do not have any legal authority to carry out inspections in
Ireland the Irish National Accreditation Board co-operates fully with any requests from such
monitoring authorities concerning the operation of GLP in Ireland.

In order to facilitate communications between sponsors of studies, test facilities and regulatory
authorities, INAB provides information on inspections to interested parties as follows:-

e An annual report of Test Facility inspections is provided to the European Commission in
accordance with EU Directive 88/320/EEC and the OECD indicating the GLP compliance
status of test facilities.

e An annual report is provided to the Health & Safety Authority (HSA) on the performance
of INAB of its functions under the Act in the preceding year. (Chemicals Act 2008 &
2010).

e A GLP Compliance Statement is given by INAB to a test facility where an inspection has
revealed an adequate compliance with GLP.

e Where a test facility does not comply with GLP to the extent that the integrity or
authenticity of the studies it performs might be compromised, the European Commission
is informed immediately (i.e. not later than seven days from the date of inspection). The
Commission shall inform the other Member States.
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The Irish National Accreditation Board is responsible for ensuring that an adequate team of
inspectors having the necessary technical/scientific expertise is appointed to carry out
inspections. Inspections are performed by a team comprising at least one member of staff of the
Irish National Accreditation Board supported where necessary by other suitably qualified experts
contracted onto the team.

The Irish National Accreditation Board maintains records of studies audited, and records of test

facilities inspected and their GLP Compliance Status.

3) Confidentiality

Inspectors may have access to confidential and commercially valuable information whilst
conducting inspections and audits and may even need to remove commercially sensitive
documents from a test facility or to refer to them in detail in their reports. The following
provisions apply for the maintenance of confidentiality not only for inspectors but also any other
persons who gain access to confidential information as a result of GLP compliance monitoring
activities:

e Inspectors are required by the Regulations (S.I. No 4 of 1991) to carry means of
identification including authorisation by the Minister for Enterprise and Employment, or
the Chief Executive Officer of the Irish National Accreditation Board and must produce
this authorisation if so requested by any person affected by the Regulations.

e The disclosure of information, except in the exercise of their duties, obtained by any
member of the INAB Board, or its staff, or any committee or consultative group
appointed by it or by any person engaged by it, in accordance with paragraph 5(3) of the
schedule of the Industrial Development Act, 1993 as amended by section 47 sub-section
(2) (C) of the Industrial Development (Enterprise Ireland) Act 1998, shall be prohibited.

o Copies of any documents removed from a facility by INAB are uniquely marked
(Annex 1).

e Access to information and reports held by the Irish National Accreditation Board is
restricted to the Irish National Accreditation Board staff and Board members.

e The Regulations make it an offence to disclose commercially sensitive or other
confidential information (other than to the Commission of the European Communities or
the Board) unless it is necessary to do so for the purpose of the enforcement of the
Regulations.

e Reports of test facility inspections and study audits are made available only to
Regulatory Authorities if so requested by a Regulatory Authority, and where appropriate,
to the test facilities inspected or concerned with the study audits and/or to study

sponsors.
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e Inspectors who are employed on contract by the Irish National Accreditation Board to
perform test facility inspections or study audits are required to sign a contract
incorporating appropriate confidentiality clauses.

4) Personnel and Training

The National GLP Monitoring Authority within the Irish National Accreditation Board consists of a
Chief Executive Officer and trained inspectors scientifically qualified and having practical
experience in a range of scientific disciplines relevant to the testing of chemicals.

Inspectors are required to be familiar with the Principles of GLP and with the requirements
necessary to comply with those Principles. Inspectors are required to undertake appropriate
training having regard to their individual qualifications and experience. Training includes formal
training courses for GLP inspectors. The Irish National Accreditation Board encourages
consultations including joint training activities where necessary with the staff of other OECD
member countries” national GLP Monitoring Authorities in order to promote international
harmonisation in the interpretation and application of GLP Principles and in the monitoring of

compliance with such Principles.

Inspectors who are employed on contract by the Irish National Accreditation Board are required
to sign a contract which obliges them to disclose in advance any financial or other interests they
might have in test facilities or firms sponsoring studies. The contract forbids inspectors to
undertake work for the Irish National Accreditation Board where any such interest may arise.

The Irish National Accreditation Board has ultimate responsibility in all cases for determining the
GLP compliance status of test facilities and the quality/acceptability of a study audit and for
taking any action based on the results of test facility inspections or study audits which the Irish
National Accreditation Board deems necessary.

Every GLP Compliance Statement issued by the Irish National Accreditation Board must be signed
by the Chief Executive Officer.
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5) The National GLP Compliance Monitoring Programme

The National GLP Compliance Programme ascertains whether test facilities have implemented
the OECD GLP Principles for the conduct of studies and are capable of assuring that the resulting
data is of adequate quality and appropriately archived.

6) Scope and extent of the Programme

The scope and extent of the National GLP Compliance Programme is defined in Statutory
Instrument S.I. No. 4 of 1991 European Communities (Good Laboratory Practice) Regulations,
1991 which designates the Irish National Accreditation Board as the Competent Authority.

The Programme applies to health and environmental non-clinical safety testing of all chemical
substances (pharmaceutical products, pesticide products, cosmetic products, veterinary drugs,
food additives, feed additives, and industrial chemicals) including physical, chemical,
toxicological and ecotoxicological studies as well as field studies.

The wide diversity of facilities (in terms both of physical layout and management structure),
together with the variety of types of studies encountered by Inspectors means that the
Inspectors must use their own judgement when assessing the acceptability of the degree and
extent of compliance with GLP Principles. The Principles of Good Laboratory Practice (GLP) are
designed in the main to apply to test facilities carrying out comprehensive toxicological studies
in connection with health and environmental safety testing of pharmaceuticals, agrochemicals,
cosmetics, food additives, veterinary drugs, new industrial chemicals etc. Such studies in many
instances involve animal testing which may be carried out over a period of months or even years.
On the other hand, many of the chemical and physical tests used in characterisation of the above
materials to provide data in support of a submission to a Regulatory Authority are relatively
straightforward, of short duration and involve only small batches of samples. It is evident
therefore that the Principles of GLP need to be interpreted sensibly to take account of the
differences between a detailed toxicological study involving animal testing and the more routine
nature of many chemical and physical tests.

Inspectors will not concern themselves with the scientific design of the study or the
interpretation of the findings of studies with respect to risks for human and animal health or the
environment. These aspects are the responsibility of those Regulatory Authorities to which the
data are submitted for regulatory purposes.

Test facility inspections are conducted to determine the degree of conformity of test facilities
and studies with the GLP Principles and to confirm the quality and integrity of that data. A
report, which describes the degree of adherence of a Test Facility to the GLP Principles, is
prepared by INAB following each test facility inspection.
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7) The Mechanisms by which test facilities enter the programme

A test facility can enter the national GLP Compliance Programme either at the request of the
facility itself or by means of a notification to the Irish National Accreditation Board under S.I.
No. 4 of 1991 which obliges test facilities claiming compliance with GLP under the Regulations to
notify the Irish National Accreditation Board in writing, of each and every claim of GLP
compliance. This notification must be made to the Board within three months of making a claim
of compliance with GLP. The test facility will be required to supply details of the facility such as
site plans, types of studies undertaken, number of staff, a facility organisation chart etc.
(Annex 2) following such a request or notification. A pre-inspection site visit may also be carried
out to obtain further relevant information. The initial formal inspection of the test facility will
normally be undertaken within three months of receiving the written request or notification from
the test facility.

Test facilities carrying out GLP requiring studies on chemicals in the Pharmaceutical, Veterinary,
Agricultural, Chemical areas etc., are obliged to carry them out in accordance with the OECD
Principles of GLP and to notify INAB of these activities in writing.

Other test facilities may seek to enter the National Good Laboratory Practice Compliance
Programme under one of the following categories:

(a) The test facility is seeking work in an area of testing which legislation requires to be
carried out in accordance with GLP.

(b) Customers of the test facility require the test facility to have a National GLP
Compliance Statement even though it is not clear that legislation requires the testing to
be carried out in accordance with GLP.

Test facilities will be required to justify their reasons for wishing to enter the National GLP
Compliance Monitoring Programme for categories (a) or (b) above. Test facilities that are
allowed to enter the Programme under categories (a) or (b) will be subject to annual inspections
which will include reconsideration of the test facility’s justification for requiring a GLP
compliance Statement.

In any event all such test facilities will be required to undertake GLP requiring studies within an
agreed timeframe, not exceeding two years. A test facility will be removed from the National
Compliance Monitoring Programme where no GLP requiring study has been carried out within any
two year period or where INAB concludes that the test facility’s reasons for inclusion in the
Programme are no longer justified.
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A compliance statement will be given only to those facilities which are found to be operating in
accordance with the OECD GLP principles and compliance statements are renewed after each full
routine biennial GLP inspection.

8) Categories of Test Facility Inspections/Study Audits

The inspections and Study Audits fall into two main categories:

0] A system of regular inspections of test facilities in its programme is undertaken
by INAB at two-year intervals although special circumstances may lead to a
higher frequency. These inspections will involve both a full inspection of the test
facility and incorporate an audit of one or more of the ongoing or completed
studies. A pre-inspection may be carried out for new applicants to familiarise the
inspection team with the facility and obtain relevant information. A sample pre-
inspection agenda is shown in annex 3 and a sample inspection checklist and
agenda is shown in annex 4 & 5.

(i) Monitoring is also carried out at the specific request of national or foreign
Regulatory Authorities. Such requests are usually for study audits but may
sometimes involve test facility inspections. In some instances, study audits may
generate the need for a test facility inspection. In other instances, specific
requests from a Regulatory Authority may be met from information derived from
recently completed inspections and further visits to the test facility may not be
necessary. The Regulatory Authority is obliged to identify and justify the need
for any inspection or study audit, which it has requested.

The test facility will usually be given not more than two weeks notice of a planned visit.
The Irish National Accreditation Board may occasionally invite, or upon request invite, official

representatives of other authorities to participate in an inspection or study audit. Such
invitations will be made known to the test facility/sponsor, as appropriate.

9) Powers of Inspectors

Statutory Instrument S.I. No. 4 of 1991 confers legal powers on authorised inspectors to enter
test facilities, carry out inspections, take samples and copies of documents and interview staff.

Inspectors will normally not wish to enter a test facility against the will of its management,
however circumstances may arise where entry to the test facility and access to data are
essential to protect public health or the environment.
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10) Test Facility Inspection and Study Audit Procedures

The procedures for carrying out test facility inspections and study audits for verification of GLP
Compliance are in accordance with Revised Guidance for the Conduct of Laboratory Inspections
and Study Audits, N° 3 in the OECD series on Principles of GLP and Compliance Monitoring. In
each section of these procedures there is a statement of purpose as well as an illustrative list of
specific items, which could be considered during the course of a test facility inspection or study
audit. These lists are not meant to be comprehensive and should not be taken as such.

The inspection or study audit will be concluded with an exit meeting during which management
and other personnel are informed of the findings of the inspection. A list of observations will be
presented at that time, giving an overview of any observed major deviations or potential

deviations from the GLP Principles.

The test facility is invited to give its comments on these observations, orally at the exit meeting
and also later in writing (preferably within 2 weeks). Comments may concern agreement or
disagreement with observations, but can also indicate follow-up or corrective actions taken or to
be taken in the test facility. These comments will be taken into account when drafting the final

report on the inspection. The test facility will receive a copy of the full report.

11) Follow-up to Test Facility Inspections and Study Audits

When a test facility inspection or study audit has been completed, a written report of the
findings is prepared by INAB and presented to management. Management must confirm within
four weeks their acceptance or otherwise of the report and detail any actions taken or being
taken to rectify issues raised in the report.

If a Test Facility Inspection or Study Audit reveals only minor deviations from the GLP Principles,
the facility will be required to correct such minor deviations and to provide evidence to the GLP
Monitoring Authority that these minor deviations have been corrected and where appropriate,
that corrective action is being taken to prevent such deviations recurring. The Inspector may
need, at an appropriate time, to return to the facility to verify that the proposed corrective

actions have been effective.

Where no or where only minor deviations have been found, the National GLP Monitoring

Authority may:-

e Issue a statement that the test facility has been inspected and found to be operating in
compliance with GLP Principles. The date of the inspection and, if appropriate, the
categories of test inspected in the Test Facility at that time will be included. (See annex
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6 - Test Facility’s GLP Activities). Such statements may be used to provide information to
GLP Monitoring Authorities in other Member countries; and/or

e Provide the Regulatory Authority which requested a Study Audit with a detailed report of
the findings.

Where serious deviations are found, the action taken by the National GLP Monitoring Authority
will depend upon the particular circumstances of each case and the legal or administrative
provisions of the Regulations. Actions which may be taken include, but are not limited to, the
following:

Issuance of a statement giving details of the inadequacies or faults found which might
affect the integrity of studies conducted in the test facility;

. Issuance of a recommendation to a Regulatory Authority that a study be
rejected;

Suspension of Test Facility Inspections or Study Audits of a test facility and/or, for
example removal of the test facility from the National GLP Compliance Programme;

o Notification to the European Commission;

. Requiring that a statement detailing the deviations be attached to specific
study reports;

Action through the courts, where warranted by circumstances and where the
legal/administrative procedures of the Regulations so permit.

The test facility will be informed before such actions are taken.

12) Payment of Fees and Charges

General
This section sets out INAB regulations on payment of fees for INAB services and schemes.
Regulations

12.1) Payment of Fees

INAB charges fees for the operation of all its schemes. Fees are set annually and are
subject to, at minimum, a yearly review. They are published in the ‘Schedule of Fees’
for the calendar year by scheme.

GLP Manual GLP - Compliance Monitoring Programme
Issue 8 June 2011 Page 13 of 29



Charging arrangements between an organisation and its clients are in no way the
responsibility of, and are not subject to the control of INAB.

12.2) Application Fee (For all Organisations)

An application fee is levied to offset costs involved in processing the application

documents and appointing the inspection team.

The application fee is per organisation or group of organisations at a single location and
listed at the time of application on the application form.

Subsequent applications for the inspection of related organisations not included in the
original application may be subject to a further application fee.

12.3) Pre-Inspection Fee (For all Organisations)

A pre-inspection fee is levied to offset the costs involved in the on site review of the
implementation of the quality system.

12.4) Inspection/Study Audit Fee (For all Organisations)

The initial inspection fee is levied to offset the costs involved at the first inspection of

the implementation of the quality system on site.

The initial inspection fee is dependent on the work to be undertaken by INAB and the
number of inspectors and inspection days required for the inspection of an organisation.

12.5) Cancellation Fee (For all Organisations)

Where a confirmed visit has to be postponed by the organisation for any reason within 6
weeks of the confirmed date, a cancellation fee comprising the sum of expenses incurred
for such a visit plus 50% of the fee applicable for the visit will be levied in addition to
the inspection fee.

12.6) Fees for Additional Visits (For all Organisations)

INAB reserves the right to levy fees if additional visits are found to be necessary, or if at
any stage a failure to comply with INAB requirements imposes additional work on INAB or

its inspectors.

A fee will be charged for an inspection arising from a change of premises.

12.7) Order Numbers
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Any organisation that requires its order number to be quoted on invoices issued by INAB
shall supply such order numbers to the Forfas accounts department within 14 days of

being requested by INAB to provide such order numbers.

13) Appeals Procedure

Problems or differences of opinion between inspectors and test facility management will
normally be resolved during the course of a test facility inspection or study audit. However,
when problems persist and differences cannot be resolved at inspector level, the facility
management may appeal the findings of the GLP inspectors. Appeals against the findings of the
GLP inspectors and disputes concerning the interpretation of the OECD Principles of Good
Laboratory Practice, should be submitted in writing to the Chief Executive Officer of the Irish
National Accreditation Board, Wilton Park House, Wilton Place, Dublin 2. Where such appeals are
not resolved by the Chief Executive Officer they will be considered by the Board of INAB acting
with the advice of any appropriate specialist it may deem to be necessary. Should the test
facility concerned wish to have a representative present during consideration of its appeal, then
written notification to this effect shall be submitted together with the appeal and INAB will give
the test facility at least two weeks prior written notice of the date on which the appeal will be

considered.

In the event that the test facility is not satisfied with the outcome of its representations to the
Irish National Accreditation Board and/or it wishes to appeal against a INAB decision the Chief
Executive Officer of INAB will refer the appeal to the Appeals Committee whose decisions are
final and binding on both INAB and the appellant.

The Appeals Committee shall consist of three members to be appointed by the Chief Executive
Officer of INAB. One of these, the Chairperson shall be a former member of the INAB Board,
another shall be a professional member of staff from a national accreditation body in another
member state which is a signatory to the European Co-operation for Accreditation (EA)
agreements and the third member shall be a lawyer, appointed by the firm of solicitors which

acts on behalf of Forfas.
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14) International acceptance of data generated by test facilities in the GLP
Compliance Monitoring Programme

The results of studies carried out by test facilities in the Irish GLP Compliance Monitoring
Programme may be submitted to several Regulatory Authorities for the purpose of registering
and licensing of products in different countries. Since the Irish GLP Compliance Monitoring
Programme is in accordance with the EU and OECD GLP principles and regulations, and data (i.e.
statements of compliance and inspection reports) will be acceptable to most foreign Regulatory
Authorities.

Test facilities can expect this data to be acceptable to foreign Regulatory Authorities that are
members of the EU and OECD. In fact in the case of EU member states article 5 of Directive
88/320/EEC states that “.. the results of laboratory inspections and study audits on GLP
compliance carried out by a Member State shall be binding on the other Member States”.

In this regard, each year Member States draw up a report relating to the implementation of GLP
within their territory. This report contains a list of the laboratories inspected, the date on which
such inspections were carried out and a brief summary of the conclusions of the inspections. This
report is forwarded to the Commission each year, not later that the 31°March.

INAB in implementing the EU directive 88/320/EEC is the national body responsible for handling
all queries relating to GLP between Member States. Any requests by Irish Regulatory Authorities
for study audits in Ireland or overseas must be channelled through INAB. Also, INAB is the point
of contact for any requests for information on the GLP compliance status of test facilities in
Ireland and overseas.

Requests for study audits of Irish facilities from overseas authorities must be handled by INAB.
INAB is the point of contact in Ireland for information of the status of all EU and OECD test
facilities and holds information on the status of all test facilities in the EU and OECD monitoring
programmes.

If a GLP compliant test facility in the Irish GLP compliance programme experiences difficulties
with the mutual acceptance of data by foreign authorities on grounds relating to GLP, they
should immediately contact the Irish National Accreditation Board.

GLP Manual GLP - Compliance Monitoring Programme
Issue 8 June 2011 Page 16 of 29



15) Documents relevant to the OECD Good laboratory Practice (GLP)
Scheme

The OECD series on Principles of Good laboratory Practice and Compliance Monitoring are
available from:

OECD Publications Service

2 rue André Pascal

75775 Paris Cedex 16

France

Tel. ++33-1-45 24 8200 / Fax: ++33-1-45241675 E-mail: ehscont@oecd.org

This series comprise 15 documents as follows:

The OECD Principles of Good Laboratory Practice - Environment Monograph No. 45;

2. Guidance for GLP Monitoring Authorities - Revised Guides for Compliance Monitoring
Procedures for Good Laboratory Practice, Environment Monograph No. 110;

3. Guidance for GLP Monitoring Authorities - Revised Guidance for the Conduct of
Laboratory Inspections and Study Audits, Environment Monograph No. 111;
(Revised - 1999) GLP Consensus Document - Quality Assurance and GLP;
(Revised - 1999) GLP Consensus Document - Compliance of Laboratory Suppliers with GLP

Principles;

6. (Revised - 1999) GLP Consensus Document - The Application of the GLP Principles to
Field Studies;

7. (Revised - 1999) GLP Consensus Document - The Application of the GLP Principles to
Short-Term Studies;

8. (Revised - 1999) GLP Consensus Document - The Role and Responsibilities of The Study
Director in GLP Studies;

9. Guidance for GLP Monitoring authorities - Guidance for the Preparation of GLP

Inspection Reports, Environment Monograph No. 115;

10. Consensus Document - The Application of the Principles of GLP to Computerised
Systems, Environmental Monograph No. 116;

11. Advisory Document - The Role and Responsibilities of the Sponsor in the Application of
the Principles of GLP;

12. Advisory Document - Requesting and carrying out inspections and study audits in another
Country;

13. Consensus Document - The application of the OECD Principles of GLP to the
organisation and management of multi-site studies;

14. Advisory Document - The Application of the Principles of GLP to in-vitro studies;

15. Advisory Document - Establishment and Control of Archives that operate in compliance
with the Principles of GLP.
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OECD publications can be downloaded from the OECD’s website http://www.oecd.org/ehs/

Other OECD publications can be purchased from the following address:

DVG mbh
Birkenmaarstrasse 8
D-53340 Mechenheim
Germany

Phone: 0049 222592166
Fax: 0049 2225926
E-mail:_oecd@dvg.dsb.net

Internet: www.oecd.org/bookshop/

European commission Directives and European council Directives can be purchased from any one
of Enterprise Ireland’s six European Information Centres in Ireland, details of which can be found
at the website http://www.eic.ie

Statutory Instrument S.I. No.4 o f 1991 - “European communities (Good laboratory Practice)
Regulations, 1991 designates INAB as the competent authority and gives effect to Council
Directives 87/18/EEC, 88/320/EEC and Commission Directive 90/18/EEC. S.I. No.294 of 1999
European communities (Good laboratory Practice Amendment) Regulations, 1999, gives effect to
Council Directives 1999/11/EC and 1999/12/EC.

These are available from:
Government Publications Sales Office,
Sun Alliance House,

Molesworth Street,

Dublin 2.

Tel. +353 1 6613111

www.irishstatutebook.ie/statutory.html
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Annex 1 - National GLP Compliance Monitoring Authority Document Request

Sheet
GLP Page:
Inspection:
Date: Of:

Document Title: Copies: Review Comments
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Annex 2 - Pre-Inspection/Inspection Material Request

In order to plan the programme for the visit the Facility is asked to forward two copies of the
following information:

0] Copy of the site plan;

(i) List of all GLP-requiring studies undertaken since last visit, both completed and in
Progress;

(iii) Titles of all relevant S.0.P.s;

(iv) Organisation structure changes;

V) Staff changes (Management Organograms);

(vi) Statement of compliance claims, if any.
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Annex 3 - GLP Pre-Inspection Agenda

GLP PRE-INSPECTION PROGRAMME

Test Facility

Date of Pre-inspection

STARTING CONFERENCE

o Introduction

. Outline of purpose and scope of visit

. Presentation by Test Facility’s management
. Designation of accompanying persons

DISCUSSION OF RANGE OF STUDIES

MANAGEMENT STRUCTURE OF THE TEST FACILITY

. Organisation Chart

o Documentation

) Master schedule studies

. Study plans

. SOPs

. Study reports

. Master schedule QA programme

LUNCH

VISIT TO TEST FACILITY

. Infrastructure
o Archives
. Equipment
o Test and reference substances
. Test systems
EXIT MEETING
GLP Manual GLP - Compliance Monitoring Programme
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Annex 4 - GLP Inspection Checklist

ISSUE Documentation Operation Conclusion

Organisation and personnel

Organisation Chart
Master schedule studies
Study plans

SOP’s

Study reports

Master schedule QA
Programme

Facilities
e Infrastructure
e Separation of activities
e Environmental conditions

Equipment
e |dentification
e Location

Test and reference substances
e |dentification
e Storage

Test systems
e Identification
e Storage

Archives

Blank= no judgement

A= satisfaction

B= minor deviation

C= major deviation

NA= not applicable

The same symbols are used in the Checklist GLP inspection.
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GLP Inspection Checklist (cont’d.)

Checklist GLP Inspection

ISSUE Documentation Operation Conclusion

Organisation and personnel

e Master schedule studies
Organisation Chart
CVs
Training & health policy
SOPs
List of study directors

QA Programme
e Qualification QA staff
¢ Independence
e Master schedule
inspections:
Facility, study audits
Reporting
Deviations - actions
Contract Laboratories
Role in revision and
updating of SOP’s

Facilities

e Separation of activities

e Environmental
conditions and control
Housekeeping
Waste disposal
Adequacy of
building/services

Apparatus, materials, reagents
and specimens
e Apparatus: operation,
Maintenance,
standardisation
. Calibration,
failure
Identification, location
e Materials: identification,
storage
e Specimens: -
identification, storage
e Reagents - expiry date

GLP Manual GLP - Compliance Monitoring Programme
Issue 8 June 2011 Page 23 of 29



GLP Inspection Checklist (cont’d.)

CHECKLIST GLP INSPECTION

ISSUE Documentation Operation Conclusion

Test Systems
e Physical/ Chemical
- Stability of test and reference
items
- Generation of data with
automated systems

o Biological

- ldentification

- Separation of test systems

- Quarantine process

- lIsolation of diseased animals

- Health surveillance

- Environmental conditions
equipment, monitoring

- Cleaning of cages, racks, tanks,
containers, rooms, houses

- Animal feed: storage, analysis

- Removal and disposal animal
Waste

- Animal care

- Rodent control

Test and reference substances

e SOP + records: receipt,
identification, handling,
sampling, usage, storage

e Containers: labelling

e SOP + records: identify, purity,
composition, stability,
Prevention of contamination

e SOP + records: Homogeneity and
stability of mixtures
Containers: labelling
Retention of samples for analysis
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GLP Inspection Checklist (cont’d.)

CHECKLIST GLP INSPECTION

ISSUE Documentation Operation Conclusion

Standard Operating Procedures

e Approval, issuing and
retrieval

e Availability authorised
copies

e Revision and updating
Authorisation and date of
amendments or changes

e Historical file

Performance

e Study plan: signatures

e Amendments study plan:
signature and date

e Agreement by sponsor

e Measurements, observations,
examinations: study plan,
SOPs, records

e Changes to raw data: who,
traceability, sign, date

e Computer data: entry,
storage and security

e Computer software:
reliability validation

e Raw data - results report:
consistency, traceability

Reports
e Sign and date: who
e Statement of study director
o QA Statement
e Amendments: who, sign,
date, traceability
e List of records to archive

Archives
e Responsibility
e Facility
e Type of records and
specimens

Material entry and retrieval
e Access, logs
e Removal and return of

archives
Retention: period of time
Disposal
GLP Manual GLP - Compliance Monitoring Programme
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GLP Inspection Checklist (cont’d.)

CHECKLIST GLP INSPECTION

ISSUE Documentation Operation Conclusion

Archives
e Environmental conditions
e Stop of activities

Study audit
e Personnel names, job
description, training,
experience capacity,
interview
o Equipment: calibration,
maintenance, location,

service records:

e Test substances: records
stability tests

e Documentation
Follow-up: arrival animals,
handling, clinical
observations, Autopsy
findings, clinical
chemistry, pathology

e Archived material
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Annex 5 - GLP Inspection Agenda

GLP INSPECTION/STUDY AUDIT PROGRAMME

Test Facility

Date of GLP Inspection

DAY 1

STARTING CONFERENCE
« Introduction
< Outline of purpose and scope of visit
= Approval of inspection/study audit programme
« Designation of accompanying persons

INSPECTION
< Organisation and personnel
< Documentation
* QA Programme
= Archives

INTERNAL DISCUSSION INSPECTION TEAM
LUNCH

INSPECTION (continued)
» Facilities
« Equipment
» Test and reference substances
* Test systems
* Performance

INTERNAL DISCUSSION INPSECTION TEAM
INTERIM EXIT MEETING WITH MANAGEMENT

Page 1 of 2
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GLP Inspection Agenda (continued)

GLP INSPECTION/STUDY AUDIT PROGRAMME

Test Facility

Date of GLP Inspection

DAY 2

STUDY AUDIT

INTERNAL DISUCSSION INSPECTION TEAM
LUNCH

STUDY AUDIT (Continue)

INTERNAL DISCUSSION INSPECTION TEAM

INTERIM EXIT MEETING WITH MANAGEMENT

DAY 3

STUDY AUDIT (Continue)

INTERNAL DISCUSSION INSPECTION TEAM
LUNCH

STUDY AUDIT (Continue)

INTERNAL DISCUSSION INSPECTION TEAM
PREPARATION EXIT MEETING

DISCUSSION INSPECTION TEAM
FINAL EXIT MEETING WITH MANAGEMENT

Page 2 of 2
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Annex 6 - Test Facility’s GLP Activities

Type of Studies A B C D E F G

Physical-chemical test
Toxicity studies
Mutagenicity studies
Environmental toxicity
studies on aquatic and
terrestrial organisms
Studies on behaviour in
water, soil, air,
bioaccumulation
Residue studies
Studies on effects on
mecocosms and natural

ecosystems

Analytical and clinical
chemistry testing

Other studies; specify

A = Industrial Chemical

B = Pharmaceuticals

C = Veterinary Drugs

D = Phytopharmaceuticals
E = Food Additives

F = Feed Additives

G = Cosmetics
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