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FOREWORD

This document describes the GLP-program in Finland. The document includes information on the
legal and administrative framework of the GLP monitoring system and on application and

inspection procedures.

In Finland, a scheme was set up in 1989 to monitor the compliance with good laboratory practice
(GLP) of test facilities carrying out tests on the safety of chemicals and medicines for regulatory
purposes. GLP compliance status can be granted to test facilities working in accordance with the

GLP principles adopted by the Organisation for Economic Co-operation and Development (OECD).

These principles are also incorporated in the relevant EC directives.

Helsinki, 1% November 2007

Katariina Rautalahti Jouni Rdisanen
Head of department Senior officer, GLP-inspector

National Product Control Agency for Welfare and Health
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1. INTRODUCTION

In 1981 the OECD Council decided to recommend that Member Countries adopt its Principles of
Good Laboratory Practice (GLP) when testing the safety of chemicals. These Principles were set
out as an integral part of the Council Decision on the Mutual Acceptance of Data in the Assessment
of Chemicals [C(81)30(Final)]. The Principles were revised in 1997 [C(97)186/Final]. Furthermore,
OECD Council decision/recommendation on Compliance with Principles of Good Laboratory
Practice [C(89)87(final)] requires that each OECD member state establish a national GLP
compliance Monitoring Program.

The OECD Principles of GLP are also incorporated into directives of the European Community
(2004/9/EC, 2004/10/EC).

Finland became a member of the OECD in 1969 and of the European Union in 1995. The Finnish
GLP compliance monitoring programme was established in 1989 under the Act on Chemicals
(744/1989). The Act took effect as of 1 September 1990, and the first inspection was conducted in
1991.

According to section 57 of the Act on Chemicals, studies submitted to regulatory authorities on the
evaluation of the health or environmental effects and physical or chemical properties of chemicals

must be conducted according the Principles of GLP.

GLP compliance status can be granted to test facilities which operate in accordance with the OECD
Principles of GLP. The test facilities are monitored according to the OECD guides for compliance
monitoring procedures. These principles and monitoring procedures are also incorporated into EC
directives concerning application, inspection and verification of GLP.
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2. ADMINISTRATION

The competent authority for the GLP monitoring programme in Finland is the National Product
Control Agency for Welfare and Health (Sosiaali- ja terveydenhuollon tuotevalvontakeskus,
STTV). The final decision on the GLP compliance status of a test facility is thereby made by the
STTV.

The STTV inspects test facilities which conduct safety studies of chemicals, whereas those facilities
conducting safety studies of medicines are inspected by the National Agency for Medicines
(NAM, Ladkelaitos) (Agreement on GLP inspections between STTV and NAM, 35/66/02)

Both agencies act as regulatory authorities. The STTV is responsible for control of chemicals under
the Act on Chemicals, and particularly for their health effects. The NAM is responsible for control
of medicines under the Act on Medicines (395/1987).

Both agencies operate under the Ministry of Social Affairs and Health. Organisation chart for the

Ministry and the STTV are shown in Annex 1.

The responsibility of the STTV is, by controlling and supervising trade and industry, to prevent
social and health damage caused by chemicals, alcohol, and tobacco and to promote a safe and
healthy environment. The NAM has the responsibility to maintain and improve the safety of both
human and veterinary medicines, medical devices and blood products.

In addition to the OECD principles and the EU-directives, STTV and NAM have written internal
procedures for further guiding their inspection procedures.

The OECD questionnaire on GLP as updated in 2005 is shown in Annex 2. The questionnaire gives

information on GLP monitoring procedures in Finland.
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3. CONFIDENTIALITY

According to section 59 of the Act on Chemicals, section 90 of the Act on Medicines, the Act on
Openness of Governmental Activities (621/1999) and the Civil Servants' Act (750/1994), all

confidential business information will be kept secret.
At the STTV, archiving arrangements are based on written internal procedures. Personnel are

trained to follow these instructions. The original GLP inspection reports, as well as any other

confidential GLP documents, are retained in the GLP archive, with restricted access.

4. PERSONNEL AND TRAINING

The STTV employs three persons part-time to deal with GLP issues. In-house experts may be

present at an inspection.
Persons responsible for conducting inspections must have relevant scientific education, appropriate

GLP training and experience of GLP inspections. The GLP inspector qualification requirements are

described more detailed in the written internal procedures.

5. NATIONAL GLP PROGRAMME

5.1 Scope and coverage

The scope and coverage of the GLP monitoring programme are prescribed in section 57 of the Act
on Chemicals. More detailed information on the programme is set out in a freely available STTV

guidance note (latest update no. 172/66/05 issues 18.4.2005).

The GLP monitoring programme covers industrial chemicals, pesticides, human and veterinary

medicinal products.

The STTV and the NAM arrange seminars for the staff of GLP test facilities for

GLP Programme in Finland 2007 6



information and discussion on current GLP issues. The seminars are arranged approximately once

every two year.

5.2 GLP requirements

GLP compliance status can be granted to test facilities which operate in accordance with the
Principles of GLP (see Annex 3). Test facilities are monitored according to the OECD guidelines
for compliance monitoring procedures. These principles and monitoring procedures are also
incorporated into EC directives concerning application, inspection and verification of GLP.
Additional guidance on conducting inspections is given in various OECD consensus documents.

The OECD documents are listed in Annex 4 and the EC directives in Annex 5.

Test facilities must themselves apply for GLP compliance status. More detailed information on the
application procedure is given in the STTV guidance note (18.4.2005, 172/66/05). Having been
granted this status, these facilities become part of the GLP monitoring programme. Although this is
a voluntary programme, safety studies can be rejected by the regulatory authority if carried out by a

test facility that does not have GLP compliance status.

5.3 Application procedures
A test facility requesting GLP inspection must first send an application to the STTV. The
application should contain the following information:

e the name of the test facility and its owner

the location of the test fasility, the test facility's address and other contact information

e the layout of the facility (ares to be inspected)

e the test facility's organisation chart

e adescription of the non-clinical or environmental safety studies conducted for regulatory
purposes

e the area of expertise

e master schedule including both GLP and non-GLP studies

5.4 Inspection and compliance status
After receipt of the application, the test facility is inspected by the STTV or the NAM, and a GLP
inspection report prepared by the inspection team. The final decision is based on this report. GLP

compliance status (“GLP test laboratory”) is granted to test facilities which operate in accordance
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with the Principles of GLP. These facilities are inspected on a regular basis, normally within the
period of two years. GLP inspectors must have unrestricted access to all test facilities in the GLP

monitoring programme.

The STTV must be informed about any essential changes in the GLP test facility. The facility may
be re-inspected at any time and its GLP compliance status can be withdrawn if non-compliance is

found.

The test facilities in the GLP monitoring programme in Finland are listed in Annex 6. This list gives
the dates of the last inspection and the GLP compliance decision, as well as the current GLP

compliance status of the facility.

5.5 International information exchange
An overview of GLP inspections is circulated annually (before the end of March) to members of the
OECD Working Group on GLP and the OECD Secretariat and the European Commission.

6. INSPECTION PROCEDURES

Test facility inspections and study audits are conducted according to the OECD Guidance for GLP
Monitoring Authorities: Revised Guidance for the Conduct of Laboratory Inspections and Study
Audit (see annex 4, document 3). In addition to these, both STTV and NAM have written internal

procedures for conducting GLP inspections and other GLP activities.

6.1 Test facility inspections

Before a test facility is inspected, the inspector will contact the facility to agree on the date of
inspection. The inspector may also ask the test facility to submit lists of on-going and completed
GLP and non-GLP studies (Master schedule), the layout of the test facility, organisation charts and
other relevant documents. The inspector will send the test facility a letter giving notification of the
start date and the estimated duration of the inspection. Pre-inspections may be carried out if

necessary.
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An inspector is appointed separately for each inspection. Upon arrival at the test facility the
inspector must identify himself/herself. The inspector must show the appointment letter to the test

facility management at the starting conference.

During the inspection, the inspector will discuss his/her findings with the test facility personnel and
the management. At the closing conference the inspector will present a list of any deviations found

during the inspection.

All test facilities in the GLP monitoring programme are inspected on a regular basis, approximately

once every two years.

The appointment of inspectors and inspection procedure, including joint inspections, is described
detailed in the written internal procedures of the STTV and NAM.

6.2 Study audits

Study audits form part of a routine test facility inspection. They can also be carried out at the
request of the national regulatory authorities or the GLP monitoring authorities in other OECD
countries. In the latter case, the STTV would liaise with the test facility in question.

6.3 Follow-up to inspections and study audits

After the GLP inspection, any list of deviations is sent to the test facility. In the event of major
deviations, the test facility will be asked to detail the corrective actions to be taken and the timetable
for them. Re-inspections may be carried out to ensure that the corrective actions have been taken.
After the inspection has been completed, an inspection report is written. The structure of the report
is based on the OECD's Guidance for the Preparation of GLP Inspection Reports (see Annex 4,
document 9). The final decision concerning GLP compliance status is based on the inspection

report.

7. APPEAL

Any differences of opinion between the GLP inspector and the test facility
management will normally be resolved during the course of the inspection. If the test facility
disagrees with the final decision, it may lodge an appeal with the court. Guidance on the appeal

procedure is included in every final decision on GLP compliance status.
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8. FEES

The following fees have been decided on by the Ministry of Social Affairs and Health (Decisions

1359/2006):
Type of inspection Inspection fee
(€)
Extensive inspection (> 3 days) 5560
Limited inspection (1-3 days) 3700
Joint inspections (STTV and NAM)
Extensive inspection | 3350 €'/ 2 2507
Limited inspection | 2 250 €'/ 1 500°
Later control inspection 1050
Field study inspection 2 400
Pre-inspection 2 400
Final decision 220

Linspection fee to body responsible for the

inspection (joint inspection)

Zinspection fee to the co-inspector (joint inspection)

GLP Programme in Finland 2007
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Annex 1

ORGANISATION CHARTS

The Ministry of Social Affairs and Health and Related National Authorities

The National Product Control Agency for Welfare and Health
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ORGANISATION CHART OF THE NATIONAL PRODUCT CONTROL

AGENCY FOR WELFARE AND HEALTH (18" July 2006)

DIRECTOR GENERAL

CHEMICALS
DEPARTMENT
(inc. GLP)

DEP:LRCTQ’E(')\‘LT OF ADMINISTRATIVE
DEPARTMENT
ADMINISTRATION
ALCOHOL PRODUCT ENVIRONMENTAL INFORMATION
CONTROL UNIT HEALTH CARE TECHNOLOGY
UNIT UNIT
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Annex 2

OECD QUESTIONNAIRE ON GOOD LABORATORY PRACTICE (AUGUST 1994)
- UPDATE 2005 -

(answers in italics, changes in programme from update 2001 are shadowed)

1. MEMBERCOUNTRY: FINLAND

Name of the governmental body in charge of the designation of the GLP monitoring authority

The Act on Chemicals (744/1989, amendment 1147/1994) states that the National Product Control Agency for Welfare
and Health (Sosiaali- ja terveydenhuollon tuotevalvontakeskus, STTV) approves test laboratories working in
accordance with the principles of GLP.

The bodies in charge of monitoring GLP compliance for the various of testing

All decisions on the GLP compliance status of test facilities are made by the National Product Control Agency for
Welfare and Health (STTV).

As a competent authority for GLP the National Product Control Agency for Welfare and Health (STTV) has agreed
(agreement 28.1.2002) to delegate inspections of test facilities carrying out non-clinical safety studies on medicines to
the National Agency for Medicines (Laékelaitos; NAM). Test facilities carrying out safety studies on chemicals
(including environmental safety studies) are inspected by the STTV.

Joint inspections of STTV and NAM are carried out if a test facility conducts safety studies both on medicines and on
chemicals (agreement 28.1.2002).

2. NATIONAL LEGAL REQUIREMENTS TO APPLY GLP

2.1 Legislative documents requiring the application of GLP in the field of:
2.1.1 industrial chemicals

New substances — Act on Chemicals (744/1989)

2.1.2 pharmaceuticals

Administrative Regulation of the National Agency for Medicines (2/2003)
2.1.3 veterinary drugs

Administrative Regulation of the National Agency for Medicines (2/2003)

2.1.4 pesticides
Decision of the Ministry of Agriculture (98/96)
2.1.5 other

Biocides (including wood preservatives and slimicides) — Act on Chemicals (744/1989)
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2.2 Ref. Appendix A
Appendix A of this questionnaire can not be filled in since there are no study specific requirements.

The Act on Chemicals (744/1989, 578) generally states that all studies submitted to the authorities for the purpose of
assessing safety have to be conducted according to the principles of GLP.

In the Administrative Regulation (2/2003) of the National Agency for Medicines it is generally stated that the
corresponding EC directives (2001/83/EC, 2001/82/EC) have to be followed when testing safety of medicines
(pharmaceuticals and veterinary drugs).

3. GLP COMPLIANCE MONITORING AUTHORITIES
3.1 Starting date

1.9.1990 Act on Chemicals
- first inspection/medicines 14.10.1991
- first inspection/chemicals 23.3.1998

3.2 Name and address of the GLP compliance monitoring authority and responsible person

A. The National Product Control Agency for Welfare ad Health (STTV)
Saastépankinranta 2 A

00530 Helsinki

Finland

http://www.sttv.fi/kemo/english/chemicals_frameset.htm

Tel: 358-9-3967 270
Fax: 358-9-3967 2797

Mr. Jouni Raisanen
Senior health officer

Tel: 358-9-3967 2769
E-mail: jouni.raisanen@sttv.fi

B. The National Agency for Medicines (NAM)
Mannerheimintie 103b

00300 Helsinki

Finland

www.nam.fi

Tel: 358-9-473341
Fax: 358-9-714 469

Mrs. Sirkku Rutanen
Senior Researcher

Tel: 358-9-47334 326
E-mail: Sirkku.Rutanen@nam.fi

3.3 Authority/person responsible for international communication

The National Product Control Agency for Welfare ad Health (STTV)
Saastépankinranta 2 A

00530 Helsinki

Finland

http://www.sttv.fi/kemo/english/chemicals_frameset.htm
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Tel: 358-9-3967 270
Fax: 358-9-3967 2797

Mrs. Katariina Rautalahti
Head of Department

Tel: 358-9-3967 2770
E-mail: katariina.rautalahti@sttv.fi

3.4 Legal basis for conducting GLP compliance monitoring

Tests on safety of chemicals have to be conducted in a test laboratory approved by the National Product Control
Agency for Welfare and Health (Act on Chemicals 744/1989, amendment 1147/1994). Criteria for approval are that
principles of GLP as given in OECD decisions are followed by a test facility (quidance letter of the National Product
Control Agency for Welfare an Health, update 2005 under preparation). These requirements are implementing
following EC Directives: the codification 2004/120/EC (87/018/EEC, 1999/11/EC) and the codification 2004/9/EC
(88/320/EEC, 1999/12/EC) concerning GLP.

Tests on safety of medicines have to be carried out in accordance with corresponding EC requirements (Administrative
Regulation 2/2003 of the National Agency for Medicines).

3.5 Power of inspectors
The GLP inspectors have access to test facilities which have applied for GLP compliance status.
3.6 Number of inspectors

A. The National Product Control Agency for Welfare and Health

- two GLP inspectors (part-time)

- education: Master of Science (environmental health science)

- training: OECD Training Courses on GLP, international courses (1990, 1992, 1994, 1996, 1999, 2004), visiting
foreign GLP monitoring authorities

- joint visits with foreign GLP monitoring authorities or internal experts if necessary

B. The National Agency for Medicines

- two GLP inspectors (part-time)

- education: Master of Science (pharmacy), PhD (microbiology)

- training: OECD Training Courses on GLP (1992, 1996, 1999, 2002, 2004), other international and national
courses, visits to foreign GLP monitoring authorities

- internal experts if necessary

3.7 Work load
A. two GLP inspector (4 months/year)
B. two GLP inspectors; (11 months/year and 1-2 months/year)

3.8 Relation of the inspectors to the compliance monitoring authority

A. The GLP inspectors are employees of the National Product Control Agency for Welfare and Health. Experts to be
used are also employees of this agency.

B. The GLP inspectors are employees of the National Agency for Medicines. Experts to be used are also employees of
this agency.
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4. EXPLANATION OF ORGANIZATION AND MANAGEMNET OF GLP COMPLIANCE MONITORING
4.1

A description of the organization is enclosed.

4.2

i) Determination of the inspection

A test facility is inspected when it applies for a GLP compliance status. It is a voluntary programme, but studies can be

rejected by a regulatory authority if not carried out by a GLP test facility. Therefore it is in test facilities’ own interest
to become part of GLP monitoring programme.

i) Inspections per year

- Non-clinical safety studies on medicines: 8-10 inspections per year.
- Safety studies on chemicals: 1-3 inspections per year

i) Studies audited per year

Study audits are performed as part of a full inspection.

i) Frequency of inspection
Test facilities are inspected approximately every second year.

4.3
i) Criteria for performing the first inspection and reinspection

First inspection is performed after receiving an application for GLP compliance status from a test facility. After first
full inspection the test facility becomes part of the GLP monitoring programme and is inspected on a regular basis full
inspection (approximately every second year). If deviations are found, a follow-up inspection can be organized to
control that corrective measures have been introduced. A pre-inspection may conducted before an inspection, if
necessary .

i) Criteria for performing study audits
So far no requests for study audits. However studies are always audited as part of a full inspection.

4.4
i) Actions taken in the case of finding non-compliance

GLP compliance status will not be given or can be withdrawn. Thereafter studies conducted in this test facility can be
rejected by a regulatory authority. Relevant regulatory authorities are also informed. Names of these test facilities are
also included in an annual overview of GLP inspections carried out in Finland . This overview is circulated to members
of the OECD GLP working group as well as to the Commission of the European Union. Test facilities in the GLP
programme are also listed in the homepage of the STTV (http://www.sttv.fi/lkemo/english/chemicals_frameset.htm).

i) Nature and number of action taken per year

In 1998 a test facility inspected was not given the GLP compliance status based on major deviations. In 1999 as a
consequence of a study audit a substudy was found to be “‘not in compliance™ since the QA had not inspected the final
report. In 2000 and in 2003 one test facility was removed from the GLP programme since there were no on-going
studies .

4.5 Documentation of inspections and study audits
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Every inspection (including study audits) is documented in an inspection report written by a GLP inspector. The report
is written in Finnish and it is considered confidential (confidential business information).

4.6 Information of test facility

A test facility is informed about findings of an inspection both during the inspection and in a closing conference of the
inspection. Questions concerning possible deviations are listed in a official letter which is sent to the test facility shortly
after the inspection. The test facility sends back written comments and a description of corrective measures and their
timetable within two weeks. A follow-up inspection may be carried out, if necessary.

GLP compliance status of the test facility is defined in a decision of the National Product Control Agency for Welfare
and Health. This decision includes a copy of the inspection report.

4.7 Request from other national GLP authorities

So far GLP monitoring authority has received no requests to conduct separate study audits. In a case of a request the
National Product Control Agency for Welfare and Health would need to negotiate the issue with the test facility in
question.

5. DATE
Helsinki, 30.3.2005

6. RESPONSIBLE FOR THE QUESTIONNAIRE (NAME, TITLE AND SIGNATURE)
Katariina Rautalahti

Head of Department
The National Product Control Agency for Welfare and Health (STTV)

KR/word\glp\oecd\questionnaire2005.doc

GLP Programme in Finland 2007 18



ENCLOSURE

4.1 Organization

* GLP compliance monitoring authorities

The National Product Control Agency for Welfare an Health

— COMPETENT AUTHORITY FOR GLP(ACT ON CHEMICALS)

— ALL DECISIONS ON GLP COMPLIANCE STATUS OF THE TEST FACILITY (BOTH NON-CLINICAL SAFETY
STUDIES ON MEDICINES AND SAFETY STUDIES ON CHEMICALS)

— INSPETIONS OF TEST FACILITIES CARRYING OUT SAFETY STUDIES ON CHEMICALS (INCLUDING
ENVIRONMENTAL SAFETY STUDIES)

The National Agency for Medicines

— INSPECTIONS OF TEST FACILITIES CARRYING OUT NON-CLINICAL SAFETY STUDIES ON MEDICINES

* Regulatory authorities

New substances (chemicals)
— The National Product Control Agency for Welfare and Health
— Finnish Environment Institute (environmental effects)

Pharmaceuticals
— The National Agency for Medicines

Veterinary drugs
— The National Agency for Medicines

Pesticides (including plant protections products)

— The Pesticide Board (decisions)

— The National Product Control Agency for Welfare and Health (health effects)
— Finnish Environment Institute (environmental effects)

Biocides (including wood preservatives and slimicides)

— The National Product Control Agency for Welfare and Health (health effects)
— Finnish Environment Institute (environmental effects)
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Annex 3

PRINCIPLES OF GOOD LABORATORY PRACTICE IN ENGLISH, IN FINNISH AND IN
SWEDISH
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SECTION |
INTRODUCTION

Preface

Government and industry are concerned about the quality of non-clinical health and environmental safety
studies upon which hazard assessments are based. As a consequence, OECD Member countries have
established criteria for the performance of these studies.

To avoid different schemes of implementation that could impede international trade in chemicals, OECD
Member countries have pursued international harmonisation of test methods and good laboratory practice. In
1979 and 1980, an international group of experts established under the Special Programme on the Control of
Chemicals developed the “OECD Principles of Good Laboratory Practice” (GLP), utilising common
managerial and scientific practices and experience from various national and international sources. These
Principles of GLP were adopted by the OECD Council in 1981, as an Annex to the Council Decision on the
Mutual Acceptance of Data in the Assessment of Chemicals [C(81)30(Final)].

In 1995 and 1996, a new group of experts was formed to revise and update the Principles. The current
document is the result of the consensus reached by that group. It cancels and replaces the original Principles
adopted in 1981.

The purpose of these Principles of Good Laboratory Practice is to promote the development of quality test
data. Comparable quality of test data forms the basis for the mutual acceptance of data among countries. If
individual countries can confidently rely on test data developed in other countries, duplicative testing can be
avoided, thereby saving time and resources. The application of these Principles should help to avoid the
creation of technical barriers to trade, and further improve the protection of human health and the environment.

1.  Scope

These Principles of Good Laboratory Practice should be applied 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 test items is to obtain data on their properties and/or their safety with respect to human health and/or the
environment.

Non-clinical health and environmental safety studies covered by the Principles of Good Laboratory Practice
include work conducted in the laboratory, in greenhouses, and in the field.

Unless specifically exempted by national legislation, these Principles of Good Laboratory Practice apply to
all non-clinical health and environmental safety studies required by regulations for the purpose of registering or
licensing pharmaceuticals, pesticides, food and feed additives, cosmetic products, veterinary drug products and
similar products, and for the regulation of industrial chemicals.

2. Definitions of Terms

2.1  Good Laboratory Practice

1. Good Laboratory Practice (GLP) is a quality system concerned with the organisational process and
the conditions under which non-clinical health and environmental safety studies are planned,
performed, monitored, recorded, archived and reported.

2.2  Terms Concerning the Organisation of a Test Facility

1. Test facility means the persons, premises and operational unit(s) that are necessary for conducting
the non-clinical health and environmental safety study. For multi-site studies, those which are
conducted at more than one site, the test facility comprises the site at which the Study Director is
located and all individual test sites, which individually or collectively can be considered to be test
facilities.

2. Test site means the location(s) at which a phase(s) of a study is conducted.
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2.3

2.4

10.

Test facility management means the person(s) who has the authority and formal responsibility for
the organisation and functioning of the test facility according to these Principles of Good
Laboratory Practice.

Test site management (if appointed) means the person(s) responsible for ensuring that the phase(s)
of the study, for which he is responsible, are conducted according to these Principles of Good
Laboratory Practice.

Sponsor means an entity which commissions, supports and/or submits a non-clinical health and
environmental safety study.

Study Director means the individual responsible for the overall conduct of the non-clinical health
and environmental safety study.

Principal Investigator means an individual who, for a multi-site study, acts on behalf of the Study
Director and has defined responsibility for delegated phases of the study. The Study Director’s
responsibility for the overall conduct of the study cannot be delegated to the Principal
Investigator(s); this includes approval of the study plan and its amendments, approval of the final
report, and ensuring that all applicable Principles of Good Laboratory Practice are followed.

Quality Assurance Programme means 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.

Standard Operating Procedures (SOPs) means documented procedures which describe how to
perform tests or activities normally not specified in detail in study plans or test guidelines.

Master schedule means a compilation of information to assist in the assessment of workload and
for the tracking of studies at a test facility.

Terms Concerning the Non-Clinical Health and Environmental Safety Study

1.

8.
9.

10.
11.
12.

Non-clinical health and environmental safety study, henceforth referred to simply as "study",
means an experiment or set of experiments in which a test item is examined under laboratory
conditions or in the environment to obtain data on its properties and/or its safety, intended for
submission to appropriate regulatory authorities.

Short-term study means a study of short duration with widely used, routine techniques.

Study plan means a document which defines the objectives and experimental design for the
conduct of the study, and includes any amendments.

Study plan amendment means an intended change to the study plan after the study initiation date.

Study plan deviation means an unintended departure from the study plan after the study initiation
date.

Test system means any biological, chemical or physical system or a combination thereof used in a
study.

Raw data means 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.

Specimen means any material derived from a test system for examination, analysis, or retention.
Experimental starting date means the date on which the first study specific data are collected.
Experimental completion date means the last date on which data are collected from the study.
Study initiation date means the date the Study Director signs the study plan.

Study completion date means the date the Study Director signs the final report.

Terms Concerning the Test Item

1.

Test item means an article that is the subject of a study.
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SECTION 11

Reference item (“control item”™) means any article used to provide a basis for comparison with the
test item.

Batch means a specific quantity or lot of a test item or reference item produced during a defined
cycle of manufacture in such a way that it could be expected to be of a uniform character and
should be designated as such.

Vehicle means any agent which serves as a carrier used to mix, disperse, or solubilise the test item
or reference item to facilitate the administration/application to the test system.

GOOD LABORATORY PRACTICE PRINCIPLES

1. Test Facility Organisation and Personnel
1.1  Test Facility Management's Responsibilities
1. Each test facility management should ensure that these Principles of Good Laboratory Practice are
complied with, in its test facility.
2. Ataminimum it should:

a)

b)

c)

d)

e)

9)

h)

)

k)

m)

n)

p)

ensure that a statement exists which identifies the individual(s) within a test facility who
fulfil the responsibilities of management as defined by these Principles of Good Laboratory
Practice;

ensure that a sufficient number of qualified personnel, appropriate facilities, equipment, and
materials are available for the timely and proper conduct of the study;

ensure the maintenance of a record of the qualifications, training, experience and job
description for each professional and technical individual;

ensure that personnel clearly understand the functions they are to perform and, where
necessary, provide training for these functions;

ensure that appropriate and technically valid Standard Operating Procedures are established
and followed, and approve all original and revised Standard Operating Procedures;

ensure that there is a Quality Assurance Programme with designated personnel and assure
that the quality assurance responsibility is being performed in accordance with these
Principles of Good Laboratory Practice;

ensure that for each study an individual with the appropriate qualifications, training, and
experience is designated by the management as the Study Director before the study is
initiated. Replacement of a Study Director should be done according to established
procedures, and should be documented.

ensure, in the event of a multi-site study, that, if needed, a Principal Investigator is
designated, who is appropriately trained, qualified and experienced to supervise the
delegated phase(s) of the study. Replacement of a Principal Investigator should be done
according to established procedures, and should be documented.

ensure documented approval of the study plan by the Study Director;

ensure that the Study Director has made the approved study plan available to the Quality
Assurance personnel;

ensure the maintenance of an historical file of all Standard Operating Procedures;

ensure that an individual is identified as responsible for the management of the archive(s);
ensure the maintenance of a master schedule;

ensure that test facility supplies meet requirements appropriate to their use in a study;

ensure 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;

ensure that test and reference items are appropriately characterised,
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1.2

13

14

3.

q) establish procedures to ensure that computerised systems are suitable for their intended
purpose, and are validated, operated and maintained in accordance with these Principles of
Good Laboratory Practice.

When a phase(s) of a study is conducted at a test site, test site management (if appointed) will have
the responsibilities as defined above with the following exceptions: 1.1.2 g), i), j) and 0).

Study Director's Responsibilities

1.

The Study Director is the single point of study control and has the responsibility for the overall
conduct of the study and for its final report.

These responsibilities should include, but not be limited to, the following functions. The Study
Director should:

a) approve the study plan and any amendments to the study plan by dated signature;

b) ensure 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;

c) ensure that study plans and amendments and Standard Operating Procedures are available
to study personnel;

d) ensure that the study plan and the final report for a multi-site study identify and define the
role of any Principal Investigator(s) and any test facilities and test sites involved in the
conduct of the study;

e) ensure that the procedures specified in the study plan are followed, and assess and
document the impact of any deviations from the study plan on the quality and integrity of
the study, and take appropriate corrective action if necessary; acknowledge deviations from
Standard Operating Procedures during the conduct of the study;

f) ensure that all raw data generated are fully documented and recorded,
0) ensure that computerised systems used in the study have been validated;

h) sign and date the final report to indicate acceptance of responsibility for the validity of the
data and to indicate the extent to which the study complies with these Principles of Good
Laboratory Practice;

i) ensure that after completion (including termination) of the study, the study plan, the final
report, raw data and supporting material are archived.

Principal Investigator’s Responsibilities

The Principal Investigator will ensure that the delegated phases of the study are conducted in
accordance with the applicable Principles of Good Laboratory Practice.

Study Personnel’s Responsibilities

1.

All personnel involved in the conduct of the study must be knowledgeable in those parts of the
Principles of Good Laboratory Practice which are applicable to their involvement in the study.

Study personnel will have access to the study plan and appropriate Standard Operating Procedures
applicable to their involvement in the study. It is their responsibility to comply with the
instructions given in these documents. Any deviation from these instructions should be
documented and communicated directly to the Study Director, and/or if appropriate, the Principal
Investigator(s).

All study personnel are responsible for recording raw data promptly and accurately and in
compliance with these Principles of Good Laboratory Practice, and are responsible for the quality
of their data.

Study personnel should exercise health precautions to minimise risk to themselves and to ensure
the integrity of the study. They should communicate to the appropriate person any relevant known
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health or medical condition in order that they can be excluded from operations that may affect the
study.

Quality Assurance Programme

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 accordance 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.

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.

Facilities
3.1 General

1.  The test facility should be of suitable size, construction and location to meet the requirements of
the study and to minimise disturbance that would interfere with the validity of the study.

GLP Programme in Finland 2007 27



3.2

3.3

3.4

3.5

2. The design of the test facility should provide an adequate degree of separation of the different
activities to assure the proper conduct of each study.

Test System Facilities

1.  The test facility should have a sufficient number of rooms or areas to assure the isolation of test
systems and the isolation of individual projects, involving substances or organisms known to be or
suspected of being biohazardous.

2. Suitable rooms or areas should be available for the diagnosis, treatment and control of diseases, in
order to ensure that there is no unacceptable degree of deterioration of test systems.

3. There should be storage rooms or areas as needed for supplies and equipment. Storage rooms or
areas should be separated from rooms or areas housing the test systems and should provide
adequate protection against infestation, contamination, and/or deterioration.

Facilities for Handling Test and Reference Items

1. To prevent contamination or mix-ups, there should be separate rooms or areas for receipt and
storage of the test and reference items, and mixing of the test items with a vehicle.

2. Storage rooms or areas for the test items should be separate from rooms or areas containing the test
systems. They should be adequate to preserve identity, concentration, purity, and stability, and
ensure safe storage for hazardous substances.

Archive Facilities

Archive facilities should be provided for the secure storage and retrieval of study plans, raw data, final
reports, samples of test items and specimens. Archive design and archive conditions should protect
contents from untimely deterioration.

Waste Disposal

Handling and disposal of wastes should be carried out in such a way as not to jeopardise the integrity of
studies. This includes provision for appropriate collection, storage and disposal facilities, and
decontamination and transportation procedures.

Apparatus, Material, and Reagents

1.  Apparatus, including validated computerised systems, used for the generation, storage and
retrieval of data, and for controlling environmental factors relevant to the study should be suitably
located and of appropriate design and adequate capacity.

2. Apparatus used in a study should be periodically inspected, cleaned, maintained, and calibrated
according to Standard Operating Procedures. Records of these activities should be maintained.
Calibration should, where appropriate, be traceable to national or international standards of
measurement.

3. Apparatus and materials used in a study should not interfere adversely with the test systems.

4.  Chemicals, reagents, and solutions should be labelled to indicate identity (with concentration if
appropriate), expiry date and specific storage instructions. Information concerning source,
preparation date and stability should be available. The expiry date may be extended on the basis
of documented evaluation or analysis.

Test Systems

5.1

5.2

Physical/Chemical

1. Apparatus used for the generation of physical/chemical data should be suitably located and of
appropriate design and adequate capacity.

2. The integrity of the physical/chemical test systems should be ensured.

Biological
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Proper conditions should be established and maintained for the storage, housing, handling and care
of biological test systems, in order to ensure the quality of the data.

Newly received animal and plant test systems should be isolated until their health status has been
evaluated. If any unusual mortality or morbidity occurs, this lot should not be used in studies and,
when appropriate, should be humanely destroyed. At the experimental starting date of a study, test
systems should be free of any disease or condition that might interfere with the purpose or conduct
of the study. Test systems that become diseased or injured during the course of a study should be
isolated and treated, if necessary to maintain the integrity of the study. Any diagnosis and
treatment of any disease before or during a study should be recorded.

Records of source, date of arrival, and arrival condition of test systems should be maintained.

Biological test systems should be acclimatised to the test environment for an adequate period
before the first administration/application of the test or reference item.

All information needed to properly identify the test systems should appear on their housing or
containers. Individual test systems that are to be removed from their housing or containers during
the conduct of the study should bear appropriate identification, wherever possible.

During use, housing or containers for test systems should be cleaned and sanitised at appropriate
intervals. Any material that comes into contact with the test system should be free of contaminants
at levels that would interfere with the study. Bedding for animals should be changed as required
by sound husbandry practice. Use of pest control agents should be documented.

Test systems used in field studies should be located so as to avoid interference in the study from
spray drift and from past usage of pesticides.

6. Test and Reference Items
6.1  Receipt, Handling, Sampling and Storage

1. Records including test item and reference item characterisation, date of receipt, expiry date,
quantities received and used in studies should be maintained.

2. Handling, sampling, and storage procedures should be identified in order that the homogeneity and
stability are assured to the degree possible and contamination or mix-up are precluded.

3. Storage container(s) should carry identification information, expiry date, and specific storage
instructions.

6.2  Characterisation

1. Each test and reference item should be appropriately identified (e.g., code, Chemical Abstracts
Service Registry Number [CAS number], name, biological parameters).

2. For each study, the identity, including batch number, purity, composition, concentrations, or other
characteristics to appropriately define each batch of the test or reference items should be known.

3. In cases where the test item is supplied by the sponsor, there should be a mechanism, developed in
co-operation between the sponsor and the test facility, to verify the identity of the test item subject
to the study.

4.  The stability of test and reference items under storage and test conditions should be known for all
studies.

5.  If the test item is administered or applied in a vehicle, the homogeneity, concentration and stability
of the test item in that vehicle should be determined. For test items used in field studies (e.g., tank
mixes), these may be determined through separate laboratory experiments.

6. A sample for analytical purposes from each batch of test item should be retained for all studies
except short-term studies.

7. Standard Operating Procedures

7.1.  Atest facility should have written Standard Operating Procedures approved by test facility management
that are intended to ensure the quality and integrity of the data generated by that test facility. Revisions
to Standard Operating Procedures should be approved by test facility management.
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7.2.  Each separate test facility unit or area should have immediately available current Standard Operating
Procedures relevant to the activities being performed therein. Published text books, analytical methods,
articles and manuals may be used as supplements to these Standard Operating Procedures.

7.3.  Deviations from Standard Operating Procedures related to the study should be documented and should
be acknowledged by the Study Director and the Principal Investigator(s), as applicable.

7.4.  Standard Operating Procedures should be available for, but not be limited to, the following categories of
test facility activities. The details given under each heading are to be considered as illustrative
examples.

1. Test and Reference Items
Receipt, identification, labelling, handling, sampling and storage.
2. Apparatus, Materials and Reagents
a) Apparatus
Use, maintenance, cleaning and calibration.
b) Computerised Systems
Validation, operation, maintenance, security, change control and back-up.
C) Materials, Reagents and Solutions
Preparation and labelling.
3. Record Keeping, Reporting, Storage, and Retrieval
Coding of studies, data collection, preparation of reports, indexing systems, handling of data,
including the use of computerised systems.
4.  Test System (where appropriate)
a) Room preparation and environmental room conditions for the test system.
b) Procedures for receipt, transfer, proper placement, characterisation, identification and care
of the test system.
C) Test system preparation, observations and examinations, before, during and at the
conclusion of the study.
d) Handling of test system individuals found moribund or dead during the study.
e) Collection, identification and handling of specimens including necropsy and
histopathology.
f) Siting and placement of test systems in test plots.
5. Quality Assurance Procedures
Operation of Quality Assurance personnel in planning, scheduling, performing, documenting and
reporting inspections.
8. Performance of the Study
8.1  Study Plan

1. For each study, a written plan should exist prior to the initiation of the study. The study plan
should be approved by dated signature of the Study Director and verified for GLP compliance by
Quality Assurance personnel as specified in Section 2.2.1.b., above. The study plan should also be
approved by the test facility management and the sponsor, if required by national regulation or
legislation in the country where the study is being performed.

2. a) Amendments to the study plan should be justified and approved by dated signature of the
Study Director and maintained with the study plan.
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8.2

8.3

b)

Deviations from the study plan should be described, explained, acknowledged and dated in
a timely fashion by the Study Director and/or Principal Investigator(s) and maintained with
the study raw data.

3. For short-term studies, a general study plan accompanied by a study specific supplement may be

used.

Content of the Study Plan

The study plan should contain, but not be limited to the following information:

1. Identification of the Study, the Test Item and Reference Item

a)
b)

c)

d)

A descriptive title;
A statement which reveals the nature and purpose of the study;

Identification of the test item by code or name (IUPAC; CAS number, biological
parameters, etc.);

The reference item to be used.

2. Information Concerning the Sponsor and the Test Facility

a)
b)
c)
d)
3. Dates

a)

b)

Name and address of the sponsor;
Name and address of any test facilities and test sites involved,;
Name and address of the Study Director;

Name and address of the Principal Investigator(s), and the phase(s) of the study delegated
by the Study Director and under the responsibility of the Principal Investigator(s).

The date of approval of the study plan by signature of the Study Director. The date of
approval of the study plan by signature of the test facility management and sponsor if
required by national regulation or legislation in the country where the study is being
performed.

The proposed experimental starting and completion dates.

4, Test Methods

Reference to the OECD Test Guideline or other test guideline or method to be used.
5. Issues (where applicable)

a) The justification for selection of the test system;

b) Characterisation of the test system, such as the species, strain, substrain, source of supply,
number, body weight range, sex, age and other pertinent information;

c) The method of administration and the reason for its choice;

d) The dose levels and/or concentration(s), frequency, and duration of administration/
application;

e) Detailed information on the experimental design, including a description of the
chronological procedure of the study, all methods, materials and conditions, type and
frequency of analysis, measurements, observations and examinations to be performed, and
statistical methods to be used (if any).

6. Records

A list of records to be retained.

Conduct of the Study
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A unique identification should be given to each study. All items concerning this study should
carry this identification. Specimens from the study should be identified to confirm their origin.
Such identification should enable traceability, as appropriate for the specimen and study.

The study should be conducted in accordance with the study plan.

All data generated during the conduct of the study should be recorded directly, promptly,
accurately, and legibly by the individual entering the data. These entries should be signed or
initialled and dated.

Any change in the raw data should be made so as not to obscure the previous entry, should indicate
the reason for change and should be dated and signed or initialled by the individual making the
change.

Data generated as a direct computer input should be identified at the time of data input by the
individual(s) responsible for direct data entries. Computerised system design should always
provide for the retention of full audit trails to show all changes to the data without obscuring the
original data. It should be possible to associate all changes to data with the persons having made
those changes, for example, by use of timed and dated (electronic) signatures. Reason for changes
should be given.

Reporting of Study Results

9.1

9.2

General

1. Afinal report should be prepared for each study. In the case of short term studies, a standardised
final report accompanied by a study specific extension may be prepared.

2. Reports of Principal Investigators or scientists involved in the study should be signed and dated by
them.

3. The final report should be signed and dated by the Study Director to indicate acceptance of
responsibility for the validity of the data. The extent of compliance with these Principles of Good
Laboratory Practice should be indicated.

4. Corrections and additions to a final report should be in the form of amendments. Amendments
should clearly specify the reason for the corrections or additions and should be signed and dated
by the Study Director.

5. Reformatting of the final report to comply with the submission requirements of a national

registration or regulatory authority does not constitute a correction, addition or amendment to the
final report.

Content of the Final Report

The final report should include, but not be limited to, the following information:

1.

Identification of the Study, the Test Item and Reference Item
a) A descriptive title;

b) Identification of the test item by code or name (IUPAC, CAS number, biological
parameters, etc.);

C) Identification of the reference item by name;

d) Characterisation of the test item including purity, stability and homogeneity.
Information Concerning the Sponsor and the Test Facility

a) Name and address of the sponsor;

b) Name and address of any test facilities and test sites involved,;

c) Name and address of the Study Director;

d) Name and address of the Principal Investigator(s) and the phase(s) of the study delegated, if
applicable;

e) Name and address of scientists having contributed reports to the final report.
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10.

10.1

10.2

10.3

Dates
Experimental starting and completion dates.
Statement

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.

Description of Materials and Test Methods

a) Description of methods and materials used;

b) Reference to OECD Test Guideline or other test guideline or method.
Results

a) A summary of results;

b) All information and data required by the study plan;

C) A presentation of the results, including calculations and determinations of statistical
significance;

d) An evaluation and discussion of the results and, where appropriate, conclusions.

Storage

The location(s) where the study plan, samples of test and reference items, specimens, raw data and
the final report are to be stored.

Storage and Retention of Records and Materials

The following should be retained in the archives for the period specified by the appropriate
authorities:

a) The study plan, raw data, samples of test and reference items, specimens, and the final
report of each study;

b) Records of all inspections performed by the Quality Assurance Programme, as well as
master schedules;

c) Records of qualifications, training, experience and job descriptions of personnel;
d) Records and reports of the maintenance and calibration of apparatus;

e) Validation documentation for computerised systems;

f) The historical file of all Standard Operating Procedures;

0) Environmental monitoring records.

In the absence of a required retention period, the final disposition of any study materials should be
documented. When samples of test and reference items and specimens are disposed of before the
expiry of the required retention period for any reason, this should be justified and documented.
Samples of test and reference items and specimens should be retained only as long as the quality of
the preparation permits evaluation.

Material retained in the archives should be indexed so as to facilitate orderly storage and retrieval.

Only personnel authorised by management should have access to the archives. Movement of
material in and out of the archives should be properly recorded.
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10.4

If a test facility or an archive contracting facility goes out of business and has no legal successor,
the archive should be transferred to the archives of the sponsor(s) of the study(s).
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OSA |
JOHDANTO
Esipuhe

Terveys- ja ymparistdvaarojen arviointi perustuu muihin kuin kliinisiin terveys- ja
ympéristoturvallisuustutkimuksiin. Hallitukset ja teollisuus ovat kiinnittdneet huomiota naiden tutkimusten
laatuun, minka vuoksi OECD-maat ovat vahvistaneet periaatteet niiden suorittamiselle.

Jotta voitaisiin valttaa erilaiset tdytantéonpanotavat, jotka saattaisivat haitata kemikaalien kansainvalista
kauppaa, OECD:n jasenmaat ovat pyrkineet yhdenmukaistamaan kansainvalisesti testausmenetelmia ja hyvaa
laboratoriokdytantda. Kemikaalien valvonnan erityisohjelman mukaisesti perustettu kansainvélinen
asiantuntijaryhma kehitti vuosina 1979 ja 1980 OECD:n hyvén laboratoriokdytanndn periaatteet (GLP) kéyttaen
esikuvana yleisid johtamis- ja tutkimuskaytantoja seké useista kansallisista ja kansainvalisista lahteista saatua
asiantuntemusta. OECD:n neuvosto hyvaksyi ndmé GLP-periaatteet vuonna 1981, ja ne liitettiin kemikaalien
arvioinnissa kaytettavien tutkimustulosten vastavuoroisesta hyvéaksymisesta tehtyyn neuvoston paatokseen
[C(81)30(Final)].

Uusi asiantuntijaryhmad koottiin vuosina 1995 ja 1996 tarkistamaan ja ajanmukaistamaan ndma periaatteet. Tama
asiakirja on laadittu kyseisen ryhmén tyon perusteella, ja se kumoaa ja korvaa vuonna 1981 hyvéksytyt
ensimmaiset GLP-periaatteet.

Hyvan laboratoriokdytannon periaatteiden tarkoitus on edistéa korkealaatuisia testaustuloksia. Testaustulosten
laadun vertailtavuus on edellytys tulosten vastavuoroiselle hyvaksymiselle eri maissa. Jos yksittaiset valtiot
voivat luottaa muissa maissa saatuihin testaustuloksiin, voidaan vélttaa paallekkaiset testaukset ja siten saastaa
aikaa ja varoja. Naiden periaatteiden noudattamisella on tarkoitus estad kaupan teknisten esteiden
muodostuminen ja parantaa edelleen ihmisten terveyden ja ympariston suojelua.

1 Soveltamisala

N&ita hyvén laboratoriokdytannén periaatteita olisi sovellettava ladkkeissd, torjunta-aineissa,
kosmetiikkatuotteissa, elainladkkeissa seka elintarvikkeiden ja rehujen lisdaineissa ja teollisuuskemikaaleissa
kéytettavien aineiden turvallisuuden ei-kliinisessa testaamisessa. Testiaineet ovat usein synteettisia kemikaaleja,
mutta ne voivat olla myds luonnosta perdisin ja joissakin tapauksissa eldvid organismeja. N&iden aineiden
testaamisen tarkoitus on saada tietoa niiden ominaisuuksista ja/tai niiden turvallisuudesta ihmisten terveydelle
ja/tai ymparistolle.

Hyvan laboratoriokdytannon periaatteita sovelletaan laboratorioissa, kasvihuoneissa ja kenttdolosuhteissa
suoritettaviin ei-kliinisiin terveys- ja ymparistoturvallisuustutkimuksiin.

Jollei kansallisessa lainsaddanndssa nimenomaan anneta vapautusta hyvén laboratoriokdytanndn periaatteista,
niitd sovelletaan kaikkiin ei-kliinisiin terveys- ja ympdristoturvallisuustutkimuksiin, joita s&annoksisséa
edellytetdén ladkkeiden, torjunta-aineiden, elintarvikkeiden ja rehujen liséaineiden, kosmeettisten tuotteiden,
eldinlddketuotteiden ja muiden samanlaisten tuotteiden rekisterdimiseen tai hyvaksymiseen sekd
teollisuuskemikaalien valvontaan.

2 Maéritelmat
2.1 Hyvéa laboratoriokaytanto

1. Hyva laboratoriokaytantd (GLP) on laatujarjestelma, joka koskee organisationaalista
toimintamallia ja edellytyksid, joiden mukaan ei-kliiniset terveys- ja
ympéristoturvallisuustutkimukset suunnitellaan, suoritetaan ja kirjataan, joiden mukaan niita
seurataan ja ne arkistoidaan ja joiden mukaan niisté raportoidaan.

2.2 Testauslaitoksen organisaatiota koskevat maaritelméat

1. Testauslaitoksella tarkoitetaan henkil@it4, tiloja ja toimintayksikkda (-yksikoitd), joita tarvitaan
ei-kliinisen terveys- ja ymparistoturvallisuustutkimuksen suorittamiseksi.
Monikeskustutkimusten osalta, jotka tehdaan useassa paikassa, testauslaitos kasittad laitoksen,
joka on tutkimuksen johtajan toimipaikka, ja kaikki yksittdiset testauslaitokset, jotka voidaan
katsoa yksittéin tai yhdessa testauslaitoksiksi.
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2.3

2. Testauspaikalla tarkoitetaan paikkaa (paikkoja), jo(i)ssa jokin tutkimuksen vaihe (vaiheet)
suoritetaan.

3. Testauslaitoksen johdolla tarkoitetaan henkil6(it)a, joka vastaa (jotka vastaavat) virallisesti
testauslaitoksen organisaatiosta ja toiminnasta ndiden hyvén laboratoriokdytdnnon periaatteiden
mukaisesti.

4. Testauspaikan johdolla (jos sellainen on nimetty) tarkoitetaan henkil6(it)a, joka vastaa (jotka
vastaavat) siitd, ettd testauspaikan tehtadvéksi méaratty tutkimusvaihe (vaiheet) suoritetaan ndiden
hyvén laboratoriokdytdnnén periaatteiden mukaisesti.

5. Sponsorilla tarkoitetaan henkil6a tai elintd, joka teettaa ei-kliinisen terveys- ja
ympéristoturvallisuustutkimuksen, tukee sité ja/tai toimittaa sellaisen kasiteltavaksi.

6. Tutkimuksen johtajalla tarkoitetaan henkil®4, joka vastaa ei-kliinisen terveys- ja
ympéristoturvallisuustutkimuksen yleisesta suorittamisesta.

7. Paatutkijalla tarkoitetaan henkil6a, joka on monikeskustutkimuksessa tutkimuksen johtajan
edustaja ja jonka vastuu tutkimuksen hénelle siirretyistd vaiheista on maaritelty. Tutkimuksen
johtajan vastuuta tutkimuksen yleisesta suorittamisesta ei voi siirtdd paatutkijalle (paatutkijoille).
Tutkimuksen johtajan vastuualueeseen kuuluu tutkimussuunnitelman ja sen tarkistusten
hyvéksyminen, loppuraportin hyvaksyminen ja sen varmistaminen, etté kaikkia asiaankuuluvia
hyvén laboratoriokdytdnnon periaatteita noudatetaan.

8. Laadunvarmistusjarjestelmalla tarkoitetaan méaériteltyd jarjestelma, johon sisaltyy henkildsto,
joka on riippumaton tutkimuksen suorittamisesta ja jonka tarkoitus on varmistaa
tutkimuslaitoksen johdolle, ettd naita hyvén laboratoriokdytannén periaatteita noudatetaan.

9. Vakioiduilla toimintaohjeilla (SOP) tarkoitetaan dokumentoituja menetelmig, joissa kuvataan,
miten suoritetaan testaukset tai toimet, joita ei tavallisesti kuvata yksityiskohtaisesti
tutkimussuunnitelmissa tai testausohjeissa.

10. Tutkimusluettelolla (Master Schedule) tarkoitetaan yhteenkoottuja tietoja, joiden avulla voidaan
arvioida tydn méaré ja jéljittad testauslaitoksessa tehtavét tutkimukset.

Muita kuin Kliinisia terveys- ja ymparistoturvallisuustutkimuksia koskevat maaritelmét

1.

Muulla kuin kliinisella terveys- ja ymparistoturvallisuustutkimuksella, jaljempéana yksinkertaisesti
‘tutkimus', tarkoitetaan koetta tai koesarjaa, jossa testiainetta tutkitaan laboratorio-olosuhteissa tai
ympaéristdssd, jotta sen ominaisuuksista ja/tai turvallisuudesta saataisiin tietoja, jotka on tarkoitus jattaa
toimivaltaiselle valvontaviranomaiselle.

Lyhytaikaisella tutkimuksella tarkoitetaan tutkimusta, joka kestad vahan aikaa ja jossa kdytetaan yleisia
rutiinimenetelmié.

Tutkimussuunnitelmalla tarkoitetaan asiakirjaa, jossa mééritelladn tutkimuksen tavoitteet ja kokeelliset
menetelmat ja joka sisaltdd mahdolliset muutokset.

Tutkimussuunnitelman muutoksella tarkoitetaan suunniteltua muutosta, joka tehdéan
tutkimussuunnitelmaan tutkimuksen aloituspéivan jalkeen.

Tutkimussuunnitelmasta poikkeamisella tarkoitetaan tutkimuksen aloituspaivamaaran jélkeen tapahtunutta
suunnittelematonta poikkeamista tutkimussuunnitelmasta.

Testausjérjestelmalld tarkoitetaan mitd tahansa tutkimuksessa kéytettya biologista, kemiallista tai
fysikaalista jarjestelméaa tai niiden yhdistelméaa.

Raakatiedoilla (raw data) tarkoitetaan kaikkia testauslaitoksen alkuperaisia asiakirjoja ja dokumentteja

tai niiden todennettuja jaljennoksid, jotka ovat tuloksia tutkimuksessa tehdyista alkuperaishavainnoista tai
toimista. Raakatietoihin voi siséltyd myds esimerkiksi valokuvia, mikrofilmeja, mikrokortteja, sahkoisesti
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10.

11.

12.

luettavaa aineistoa, saneluja seka raakatietoja, jotka saadaan automaattilaitteistoista tai misté tahansa
tallennemuodosta, jonka tiedetd&n pystyvén varastoimaan tietoja varmasti jaljempand kohdassa 10
mainitun ajan.

Naytteell& tarkoitetaan kaikkea tutkittavaa, analysoitavaa tai sdilytettdvéa materiaalia, joka on perdisin
testausjérjestelmasta.

Kokeen aloituspaivamaaralla tarkoitetaan paivamaérad, jona ensimmainen tutkimukseen liittyvé tieto
kerataan.

Kokeen lopetuspdivamaaralla tarkoitetaan viimeista paivamaarad, jona tutkimukseen liittyvaa tietoa
keré&tdan.

Tutkimuksen aloituspaivamaaralla tarkoitetaan paivamaarad, jona tutkimuksen johtaja allekirjoittaa
tutkimussuunnitelman.

Tutkimuksen lopetuspaivamaaralla tarkoitetaan paivamaaraa, jona tutkimuksen johtaja allekirjoittaa
tutkimuksen loppuraportin.

Testiainetta koskevat maaritelmat

1.

2.

Testiaineella (test item) tarkoitetaan mité tahansa tuotetta, joka on tutkimuksen kohde.

Referenssiaineella (reference item) (kontrollilla) tarkoitetaan mitd tahansa tuotetta, johon testiainetta on
tarkoitus verrata.

Eralla tarkoitetaan erityista testiaineen tai referenssiaineen maéraerad, joka tuotetaan méaaritellyssa
valmistuskierrossa siten, ettd sen voidaan olettaa olevan tasalaatuista, ja sen pitdisi mainita olevan
tasalaatuista.

Vehikkelilla tarkoitetaan ainetta, jonka tarkoitus on toimia kantaja-aineena ja jota kdytetaan testiaineen tai
referenssiaineen sekoittamiseksi, dispergoimiseksi tai liuottamiseksi, jotta se olisi helpompi antaa
testausjarjestelmaan.

HYVAN LABORATORIOKAYTANNON PERIAATTEET

1

11

Testauslaitoksen organisaatio ja henkilosto
Testauslaitoksen johdon velvollisuudet

1. Testauslaitoksen johdon on varmistettava, etté testauslaitoksessa noudatetaan ndita hyvan
laboratoriokdytdnndn periaatteita.
2. Sen on véhintéan
a) varmistettava, ettd on nimetty henkild(t), jo(t)ka vastaa(vat) testauslaitoksen johdosta
néiden hyvan laboratoriokdytdnnon periaatteiden mukaisesti,
b) varmistettava, ettd tutkimukseen, jotta se voidaan suorittaa ajoissa ja oikein, on
kaytettavissa riittavasti patevad henkilostod sekd asianmukaisia laitteita, valineitd ja
materiaaleja,

€) varmistettava, ettd kunkin tutkijan ja teknisen henkilon pétevyys, koulutus, kokemus ja
toimenkuva on rekistergity,

d) varmistettava, ettd henkilostd ymmaértaa selvasti sille annetut tehtavét ja tarvittaessa
huolehdittava koulutuksesta néihin tehtéviin,

e) varmistettava, ettd on laadittu asianmukaiset ja teknisesti vakioidut toimintachjeet ja etta
niitd noudatetaan, ja hyvaksyttava kaikki alkuperaiset vakioidut toimintaohjeet ja niiden
muutokset,

f)  varmistettava, ettd on olemassa laadunvarmistusjérjestelmé, johon on nimetty henkildsto, ja
ettd laadunvarmistus toteutetaan néiden hyvan laboratoriok&ytannon periaatteiden
mukaisesti,
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g) varmistettava, ettd johto nimead jokaiseen tutkimukseen ennen sen aloittamista tutkimuksen
johtajaksi henkilon, jolla on asianmukainen patevyys, koulutus ja kokemus. Tutkimuksen
johtajan vaihdos on tehtdva hyvéksytyn menettelyn mukaisesti ja dokumentoitava,

h)  varmistettava, ettd monikeskustutkimukseen nimetéan tarvittaessa paatutkija, jolla on
asianmukainen koulutus, patevyys ja kokemus tutkimuksen muihin tutkimuspaikkoihin
siirrettyjen vaiheiden valvomiseksi. Pa&tutkijan muuttaminen on tehtava hyvéksytyn
menettelyn mukaisesti ja dokumentoitava,

i)  varmistettava, ettd tutkimuksen johtaja hyvaksyy tutkimussuunnitelman ja se
dokumentoidaan,

j)  varmistettava, ettd tutkimuksen johtaja toimittaa hyvéaksytyn tutkimussuunnitelman
laadunvarmistushenkildstolle,

k) varmistettava, ettd kaikista aiemminkin kédytetyista (historical file) vakioiduista
toimintaohjeista on olemassa tiedot,

I) varmistettava, ettd arkisto(je)n hoitoon on nimetty vastuuhenkild,

m) varmistettava, ettd tutkimusluetteloa pidetaén ajan tasalla,

n) varmistettava, ettd testauslaitoksen laitteet ja tarvikkeet tayttavét tutkimuksen vaatimukset,

0) varmistettava, ettd monikeskustutkimuksessa toimii selkeé tiedonvaihto tutkimuksen
johtajan, paatutkijan (paatutkijoiden), laadunvarmistusjarjestelmén (-jarjestelmien) ja
tutkimushenkildston valilla,

p) varmistettava, ettd testi- ja referenssiaineet on karakterisoitu asianmukaisesti,

gq) otettava kaytt6én menettelyt sen varmistamiseksi, ettd tietokonejarjestelmét sopivat niille
suunniteltuun kayttdon ja ettd ne on validoitu ja niitd kdytetaan ja yllapidetaan naiden
hyvén laboratoriokdytdnnon periaatteiden mukaisesti.

Kun jokin tutkimusvaihe (jotkin vaiheet) suoritetaan testauspaikassa, testauspaikan johdolla (jos
sellainen on nimetty) on vastuu edelld mainituista tehtévisté lukuun ottamatta kohtia 1.1.2 g, i, j
jao.

1.2 Tutkimuksen johtajan velvollisuudet

1.

2.

Tutkimuksen johtaja vastaa yksin tutkimuksen valvonnasta ja sen yleisesta suorittamisesta seka

loppuraportista.

Tutkimuksen johtajan vastuualueeseen kuuluvat ainakin seuraavassa mainitut tehtavat. Hanen on

a) hyvaksyttava ja allekirjoitettava (paivayksen kera) tutkimussuunnitelma ja kaikki siihen
tehdyt muutokset,

b) varmistettava, ettd laadunvarmistushenkildsto saa ajoissa jaljennoksen
tutkimussuunnitelmasta ja mahdollisista muutoksista, sekd oltava yhteydessa
laadunvarmistushenkilstoon asianmukaisella tavalla tutkimuksen aikana,

c) varmistettava, ettd tutkimushenkildstolla on kaytettdvissaan tutkimussuunnitelma ja sen
muutokset sekd vakioidut toimintaohjeet

d) varmistettava, ettd monikeskustutkimuksen tutkimussuunnitelmassa ja sen loppuraportissa
mainitaan mahdollisesti nimetyt paatutkijat, testauslaitokset ja testauspaikat sekd kuvataan
niiden tehtavat,

e) varmistettava, ettd tutkimussuunnitelmassa tdsmennettyja menettelyja noudatetaan,
arvioitava ja dokumentoitava tutkimussuunnitelmasta mahdollisesti tehtyjen poikkeusten
vaikutus tutkimuksen laatuun ja oikeellisuuteen seké ryhdyttéva tarvittaessa
korjaustoimenpiteisiin; todettava tutkimuksen kuluessa vakioiduista toimintaohjeista
tehdyt poikkeukset,

f)  varmistettava, etté kaikki raakatiedot dokumentoidaan ja rekisterdiddin kokonaan,

g) varmistettava, ettd tutkimuksessa kéytetyt tietokonejarjestelmat on validoitu,

h) allekirjoitettava ja péivattava loppuraportti sen merkiksi, ettd hén vastaa tulosten
validiteetista, ja osoittaakseen, missd maarin tutkimuksessa on noudatettu néita hyvén
laboratoriokdytdnndn periaatteita,

i)  varmistettava, ettd kun tutkimus on paattynyt, tutkimussuunnitelma, loppuraportti ja
raakatiedot ja naihin liittyva aineisto arkistoidaan.
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Paatutkijan velvollisuudet

Paatutkijan on varmistettava, etta tutkimuksen hanelle siirretyt osat suoritetaan asiaan kuuluvien
hyvén laboratoriokdytdnnon periaatteiden mukaisesti.

14 Tutkimushenkildston velvollisuudet

1.

2.

Kaikkien tutkimuksessa mukana olevien henkildiden on tunnettava ne hyvén
laboratoriokdytdnndn periaatteiden osat, joita sovelletaan heidan tydosuuteensa.
Tutkimushenkiléstolld on kaytossaan tutkimussuunnitelma ja sen tydosuutta koskevat vakioidut
toimintachjeet. Sen velvollisuus on noudattaa néita ohjeita. Kaikki poikkeukset ohjeista on
dokumentoitava ja ilmoitettava suoraan tutkimuksen johtajalle ja/tai tarvittaessa paatutkijalle
(paéatutkijoille).

Tutkimushenkildstoon kuuluvien on rekisterditava raakatiedot heti ja tarkasti ndiden hyvén
laboratorioké&ytanndn periaatteiden mukaisesti, ja he vastaavat toimittamiensa tietojen laadusta.
Tutkimushenkiléston on noudatettava tyéturvallisuusohjeita minimoidakseen itseensa
kohdistuvan terveysriskin ja varmistaakseen tutkimuksen oikeellisuuden. Sen on ilmoitettava
asiaa késittelevalle henkildlle kaikki asian kannalta merkitykselliset tunnetut terveyteen liittyvét
tai ladketieteelliset tilat, jotta heidat voidaan sulkea pois toimista, jotka saattavat vaikuttaa
tutkimukseen.

Laadunvarmistusjarjestelmé

2.1 Yleista

1.

2.

3.

Testauslaitoksella on oltava dokumentoitu laadunvarmistusjarjestelma sen varmistamiseksi, etta
tutkimukset tehddén néiden hyvén laboratoriokdytanndén periaatteiden mukaisesti.
Laadunvarmistusjarjestelman toteuttaa johdon nime&dmaé henkild (henkil6t), joka on suoraan
vastuussa johdolle ja joka tuntee testausmenettelyt.

Tama henkild ei saa olla mukana sen tutkimuksen suorittamisessa, jonka laadunvarmistuksen
hén toteuttaa.

2.2 Laadunvarmistushenkildston velvollisuudet

1.

Laadunvarmistushenkilstén velvollisuuksiin kuuluu ainakin seuraavassa esitetyt tehtavéat. Sen

on

a) sdilytettavé jaljennokset kaikista testauslaitoksessa kaytossé olevista hyvéksytyistd
tutkimussuunnitelmista ja vakioiduista toimintaohjeista ja silla on oltava kdytettdvanaan
péivitetty tutkimusluettelo,

b) tarkistettava, ettd tutkimussuunnitelmassa on néiden hyvan laboratoriokdytdnnon
periaatteiden noudattamiseksi tarvittavat tiedot. Tdma4 tarkistus on dokumentoitava,

c) tehtdva tarkastuksia sen toteamiseksi, tehddanko kaikki tutkimukset ndiden hyvén
laboratoriokdytannon periaatteiden mukaisesti. Tarkastuksissa on myds selvitettava, onko
tutkimussuunnitelmat ja vakioidut toimintaohjeet annettu tutkimushenkiléston kayttéon ja
noudatetaanko niita.

Tarkastukset voivat olla kolmenlaisia, ja ne selostetaan laadunvarmistusjarjestelman vakioiduissa
toimintaohjeissa:

- tutkimuksiin kohdistuvat tarkastukset

- tiloihin kohdistuvat tarkastukset

- prosesseihin kohdistuvat tarkastukset.

Tallaisista tarkastuksista laaditut asiakirjat on sdilytettavé,

d) tarkastettava loppuraportit sen varmistamiseksi, ettd menetelmét ja havainnot on kuvattu
tarkasti ja tdydellisesti ja ettd ilmoitetut tulokset heijastavat tarkasti ja taydellisesti
tutkimuksissa saatuja-raakatietoja,

e) ilmoitettava heti tarkastuksen tulokset kirjallisesti johdolle ja tutkimuksen johtajalle seka
tarvittaessa paatutkijalle (paatutkijoille) ja vastaavalle johtoelimelle,

f) laadittava ja allekirjoitettava lausunto, joka liitetd&n loppuraporttiin ja jossa eritellaén
tarkastukset ja niiden paivamaarat, mukaan lukien tarkastetun tutkimuksen vaihe (vaiheet),
sekd paivamaarat, jolloin tarkastustulokset toimitettiin johdolle ja tutkimuksen johtajalle
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3.1

3.2

3.3

3.4

3.5

w

seké tarvittaessa paatutkijalle (paatutkijoille). Tassa lausunnossa myds vahvistetaan, etta
loppuraportti vastaa raakatietoja.

Tilat

Yleista
1. Jotta minimoitaisiin hairidt, jotka voivat vaikuttaa tutkimuksen validiteettiin, testauslaitoksen on
oltava kooltaan, rakenteeltaan ja sijainniltaan sopiva tutkimuksen tekemiseen.
2. Testauslaitoksen on oltava siten suunniteltu, etta eri toiminnot voidaan erottaa riittavasti, jotta
kukin tutkimus voidaan suorittaa asianmukaisesti.

Testausjarjestelmalle tarvittavat tilat

1. Testauslaitoksessa on oltava riittdvd maéra huoneita tai tiloja, jotta voidaan varmistaa, etta
testausjérjestelmét ja yksittdiset hankkeet, joihin liittyy biologisesti vaarallisiksi tiedettyja tai
epailtyja aineita tai organismeja, voidaan eristaa.

2. Tautien diagnosointia, hoitoa ja valvontaa varten on oltava sopivia huoneita tai tiloja, jotta
voidaan varmistaa, ettei testausjérjestelmien tila huonone liikaa.

3. Tarvikkeille ja laitteille on oltava tarvittavat varastohuoneet ja -tilat. VVarastohuoneiden ja -tilojen
on oltava erillaan testausjarjestelmille osoitetuista huoneista tai tiloista, ja niiden on tarjottava
riittdva suoja tartuntoja, kontaminaatiota ja/tai pilaantumista vastaan.

Testi- ja referenssiaineille tarvittavat tilat

1. Kontaminaation tai sekoittumisen estdmiseksi on oltava erilliset huoneet tai tilat testi- ja
referenssiaineiden vastaanottoa ja séilyttdmista varten seka tilat, joissa testiaineet sekoitetaan
kantaja-aineen kanssa.

2.  Testiaineiden varastohuoneiden tai -tilojen on oltava erillaén testausjérjestelmille osoitetuista
huoneista tai tiloista. Niiden on oltava sellaiset, etté testiaineet sdilyvat muuttumattomina ja
niiden pitoisuus, puhtausaste ja stabiilius sailyvét, ja niiden on varmistettava vaarallisten
aineiden turvallinen sailytys.

Arkistotilat

Tutkimussuunnitelmien, raakatietojen, loppuraporttien seké testiaineista otettujen naytteiden ja
testausjérjestelméstd otettujen naytteiden varmaa sailytysta varten on oltava arkistotilat. Ne on oltava
siten suunnitellut ja niissd on oltava sellaiset olot, etteivat niissa olevat aineistot pilaannu liian
nopeasti.

Jatteiden havittaminen

Jatteiden kasittely ja niiden hdvittdminen on tehtava siten, ettd tutkimusten luotettavuus ei vaarannu.
Tahan kuuluvat asianmukaiset kerdily-, varasto- ja havitystilat sekd dekontaminaatio- ja
kuljetusmenettelyt.

Laitteet, tarvikkeet ja reagenssit

Laitteet, mukaan lukien validoidut tietokonejérjestelmét, joita k&ytetaan tietojen tuottamiseen
séilyttdmiseen ja hakuun sekd tutkimuksen kannalta merkityksellisten ymparistotekijoiden
valvomiseen, on sijoitettava sopivasti, ja niiden on oltava asianmukaisesti suunniteltuja ja riittdvéan
tehokkaita.

Tutkimuksessa kaytettavat laitteet on tarkastettava, puhdistettava, huollettava ja kalibroitava
saannollisesti vakioitujen toimintaohjeiden_mukaisesti. Naista toimenpiteistd on pidettava kirjaa.
Kalibrointi olisi voitava jaljittaa tarvittaessa kansallisiin tai kansainvélisiin mittastandardeihin.
Tutkimuksessa kaytettavat laitteet ja tarvikkeet eivét saa vaikuttaa haitallisesti testausjarjestelmiin.
Kemikaaleissa, reagensseissa ja liuoksissa on oltava merkinnét, joista kdy ilmi aineen tunnistetiedot
(ja tarvittaessa sen konsentraatio) sekd sen vanhenemispaiva ja erityiset sailytysohjeet. Aineen
alkuperad, valmistuspaivaa ja sdilyvyytta koskevat tiedot on oltava saatavilla.
Vanhenemispaivamaaraa voidaan jatkaa dokumentoidun arvion tai analyysin perusteella.
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Testausjarjestelmat

5.1  Fysikaaliset ja kemialliset jarjestelmét

1.

2.

Fysikaalisten tai kemiallisten tietojen hankkimiseen kéytettavat laitteet on sijoitettava sopivasti,
janiiden on oltava asianmukaisesti suunniteltuja ja riittdvan tehokkaita.
Fysikaalisten tai kemiallisten testausjarjestelmien muuttumattomuus on varmistettava.

5.2  Biologiset jarjestelmat

1.

2.

Biologisten testausjarjestelmien sailytykseen, sijoitukseen, késittelyyn ja hoitoon on luotava
asianmukaiset edellytykset ja olot, jotka on yllapidettava, jotta tietojen laatu voidaan varmistaa.
Testaukseen kaytettavét eldimet ja kasvit on eristettdva, kun ne saapuvat laitokseen, kunnes
niiden terveydellinen tila on arvioitu. Jos ilmenee epétavallista sairastavuutta tai kuolevuutta, ei
kyseisté erdd saa kayttad tutkimuksissa, ja eldimet on tarvittaessa havitettdva humaanisti. Kun
kokeellinen tutkimus aloitetaan, testausjarjestelmissa ei saa olla sellaista tautia tai
laéketieteellistd tilaa, joka voisi vaikuttaa tutkimuksen tavoitteeseen tai sen suorittamiseen. Jos
testausjérjestelmat sairastuvat tai loukkaantuvat tutkimuksen aikana, ne on eristettédva ja
hoidettava tarvittaessa, jotta tutkimukset voidaan suorittaa asianmukaisesti. Kaikki
tautidiagnoosit ja kaikki hoidot, jotka tehdd&n ennen tutkimusta tai sen aikana, on kirjattava.
Testausjarjestelmien alkuperd, saapumispéivamaara ja tila niiden tullessa laitokseen on
rekisterditava pysyvasti.

Biologiset testausjarjestelmat on totutettava testausymparistoon riittdvan kauan ennen kuin niille
annetaan testi- tai referenssiainetta ensimmaisen kerran.

Kaikki testausjarjestelmien tunnistetiedot on kiinnitettdva niiden hékkeihin tai sdilytysastioihin.
Jos yksittéisia testausjérjestelmid siirretddn hékeista tai sdilytysastioista tutkimuksen aikana, ne
on merkittadva asianmukaisesti aina, kun se on mahdollista.

Testattavien jarjestelmien hakit tai sdilytysastiat on kdyton aikana puhdistettava ja sanitoitava
sadénnollisesti. Kaiken materiaalin, joka joutuu kosketuksiin testausjarjestelman kanssa, on oltava
siind méaarin puhdasta, ettei tutkimus vaarannu. Eldinten kuivikkeet on vaihdettava hyvén
kotieldinten hoitok&ytannon periaatteiden mukaisesti. Tuholaistentorjunta-aineiden kayttd on
dokumentoitava.

Kenttékokeissa kdytettavat testausjarjestelmét on sijoitettava siten, etta véltetdan aerosolien tai
aiemmin kéytettyjen torjunta-aineiden haitallinen vaikutus tutkimukseen.

Testi- ja referenssiaineet

6.1  Vastaanotto, kasittely, naytteenotto ja varastointi

1.

2.

Testiaineen ja referenssiaineiden karakterisointia, vastaanottopdivama&rad, vanhenemispéivas,
vastaanotettuja madrid ja tutkimuksissa kéytettyjéd maaria koskevat tiedot on séilytettava.
Kaésittely-, ndytteenotto- ja varastointimenettelyt on maariteltava, jotta homogeenisuus ja
séilyvyys voidaan varmistaa mahdollisimman hyvin ja kontaminaatio tai sekoittuminen voidaan
estaa.

Varastoastioissa on oltava merkinnét, joista kdy ilmi tunnistetiedot, vanhenemispaiva ja erityiset
varastointiohjeet.

6.2 Karakterisointi

1.

Jokaisen testi- ja referenssiaineen tunnistetiedot on ilmoitettava asianmukaisella tavalla (esim.
koodilla, Chemical Abstracts Service Registry- eli CAS-numerolla, nimell4 tai biologisten
parametrien avulla).

Jokaisessa tutkimuksessa on tunnettava kunkin testi- tai referenssiaine-eran maarittelemiseksi
tarvittavat tunnistetiedot, mukaan lukien erdnumero, puhtausaste, koostumus, pitoisuudet tai
muut ominaisuudet.

Jos testiaine saadaan sponsorilta, kdytdssa on oltava sponsorin ja testauslaitoksen yhdessa
kehittdma menetelma tutkimuksessa kaytetyn testiaineen tunnistamisen varmistamiseksi.
Kaikissa tutkimuksissa on tunnettava testi- ja referenssiaineiden sdilyvyys varastointi- ja
testausolosuhteissa.

GLP Programme in Finland 2007 43



7.1

7.2

7.3

7.4

8.1

5. Jos testiainetta annetaan vehikkelin mukana, testiaineen homogeenisuus, pitoisuus ja sailyvyys
kyseisessa vehikkelissd on madritettdva. Kenttdkokeissa kaytettyjen testiaineiden (esim.
tankkiseosten) ominaisuudet voidaan maarittaa erillisissé laboratoriokokeissa.

6. Jokaisen tutkimuksen kustakin testiaine-erdsta on sdilytettdvé analyysindyte lukuun ottamatta
lyhytaikaisia tutkimuksia.

Vakioidut toimintaohjeet

Testauslaitoksessa on oltava testauslaitoksen johdon hyvaksymat Kirjalliset vakioidut toimintachjeet
joiden tarkoitus on varmistaa kyseisessa testauslaitoksessa tuotettujen tietojen laatu ja oikeellisuus.
Vakioitujen toimintachjeiden muutosten on oltava testauslaitoksen johdon hyvéaksymat.

Kussakin testauslaitoksen yksikdssa tai osassa on oltava valittdmasti saatavilla ajan tasalla olevat
vakioidut toimintaohjeet siella tehtaville toiminnoille. Vakioitujen toimintaohjeiden lisaksi voidaan
kayttaa julkaistuja oppikirjoja, analyysimenetelmid, artikkeleja ja késikirjoja.

Tutkimukseen liittyvét poikkeamiset vakioiduista toimintaohjeista on dokumentoitava, ja
tutkimuksen johtajan tai tapauksen mukaan paétutkijan (p&atutkijoiden) on hyvéksyttava ne.
Vakioidut toimintaohjeet on oltava olemassa vahintdan seuraavassa esitetyille testauslaitoksen
toimille. Kussakin kohdassa annettuja yksityiskohtaisia ohjeita on pidettava esimerkkeind.

1 Testi- ja referenssiaineet
Vastaanotto, tunnistusmenetelmd, merkinnét, kasittely, ndytteenotto ja varastointi.

2 Laitteet, tarvikkeet ja reagenssit
a) Laitteet
Kayttd, yllapito, puhdistus ja kalibrointi.
b)  Tietokonejarjestelmét
Validointi, kéyttd, yllapito, tietoturva, muutosten hallinta ja varmuuskopiot.
c) Tarvikkeet, reagenssit ja liuokset
Valmistus ja merkinnat.

3 Kirjaaminen, raportointi, sailytys ja haku
Tutkimusten koodaaminen, tietojen kerdys, raporttien valmistelu, indeksointijarjestelmat,
tietojen késittely, mukaan lukien tietokonejarjestelmét.

4 Testausjarjestelma (tarvittaessa)
a) Huoneen valmistelu ja testausjarjestelmalle tarvittavat ymparistéolosuhteet.
b) Menetelmat testausjarjestelméan vastaanottoon, siirtoon, sopivaan sijoittamiseen,
karakterisointiin, tunnistamiseen ja hoitoon.
C) Testausjdrjestelman valmistaminen tutkimukseen seka sit4 koskevat havainnot ja
tutkimukset ennen tutkimusta, sen aikana ja sen jalkeen.
d) Tutkimuksen aikana kuolemaisillaan olevien tai kuolleina 16ydettyjen
testausjarjestelmien yksil6iden kasittely.
e) Néaytteiden kerddminen, tunnistaminen ja kasittely, mukaan lukien ruumiinavaus ja
histopatologia.
f) Testattavien jarjestelmien sijoittaminen ja asettaminen testauspalstoihin.
5 Laadunvarmistusmenetelmét

Laadunvarmistushenkildston toiminta tarkastusten suunnittelussa, ajoittamisessa,
toteuttamisessa, dokumentoinnissa ja raportoinnissa.

Tutkimuksen suorittaminen

Tutkimussuunnitelma

1  Kustakin tutkimuksesta on oltava olemassa Kirjallinen tutkimussuunnitelma ennen tutkimuksen

aloittamista. Tutkimuksen johtajan on paivattava ja allekirjoitettava tutkimussuunnitelma, ja
laadunvarmistushenkildston on todennettava osan 11 edelld olevan kohdan 2.2.1 b mukaisesti,
etta tutkimussuunnitelma on GLP:n mukainen. My®s testauslaitoksen johdon ja tutkimuksen
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sponsorin on hyvéksyttava tutkimussuunnitelma, jos sen maan kansalliset asetukset tai lait, jossa
tutkimus suoritetaan, niin edellyttavat.

a) Tutkimuksen johtajan on perusteltava ja hyvaksyttavé paivatylla allekirjoituksella
tutkimussuunnitelman muutokset, ja ne on sdilytettdva tutkimussuunnitelman yhteydessa.
b) Tutkimuksen johtajan on kuvattava, selitettdva, hyvéaksyttava ja paivattava hyvissa

ajoin tutkimussuunnitelmasta tehtdvat poikkeamiset, ja ndma asiakirjat on sailytettava
tutkimussuunnitelman yhteydessa.

Lyhytaikaisista tutkimuksista voidaan laatia yleinen tutkimussuunnitelma ja tutkimuskohtaiset
lisdykset.

8.2  Tutkimussuunnitelman sisaltd

Tutkimussuunnitelmaan on siséllyttavé ainakin seuraavat tiedot:

1

Tutkimuksen, testi- ja referenssiaineen tunnistetiedot

a) Kuvaileva nimi

b) IImoitus, josta ilmenee tutkimuksen luonne ja tarkoitus

C) Testiaineen tunnistetiedot koodina tai nimen avulla (esim. IUPAC, CAS-numero tai
biologiset parametrit)

d) Kéytettava referenssiaine

Sponsoria ja testauslaitosta koskevat tiedot

a) Sponsorin nimi ja osoite

b) Kaikkien tutkimukseen liittyvien testauslaitosten ja testauspaikkojen nimet ja
osoitteet

c) Tutkimuksen johtajan nimi ja osoite

d) Pa4tutkijan (paatutkijoiden) nimi ja osoite sekd tutkimusvaihe(et), jonka (jotka)

tutkimuksen johtaja on siirtdnyt paatutkijan (paatutkijoiden) vastuulle.

Paivamaarat
a) Paivamaara, jona tutkimuksen johtaja on hyvaksynyt tutkimussuunnitelman
allekirjoituksellaan. Paivamaara, jona testauslaitoksen johto ja tutkimuksen sponsori
on hyvéksynyt tutkimussuunnitelman allekirjoituksellaan, jos sen maan, jossa
tutkimus suoritetaan, kansalliset maaraykset tai lainsdadanto niin edellyttavéat
b) Kokeen ehdotetut aloitus- ja lopetuspaivamaarat.

Testausmenetelmat
Viittaus OECD:n testimenetelmé&an tai muuhun kaytettdvaén testiohjeeseen tai menetelméaéan.

Muut kohdat (tarpeen mukaan)
a)  Perustelut testausjarjestelmdn valintaan

b) Testausjarjestelman karakterisointi, esim. laji, kanta, alalaji, alkuperd, lukuméaara,
ruumiinpainoalueet , sukupuoli, ikd ja muut tarkeat tiedot

c) Antotapa ja perustelut sen valinnalle

d) Annostasot ja/tai pitoisuudet, antotaajuus ja annostuksen/antamisen kestoaika

e) Yksityiskohtaiset koetta koskevat tiedot, mukaan lukien tutkimusaikataulu, kaikki

menetelmat, materiaalit ja koeolot, suoritettavien analyysien, mittausten, havaintojen
ja tutkimusten tyyppi ja taajuus, sekd mahdolliset tilastomenetelmat.

Asiakirjat
Asiakirjoista on pidettava luetteloa.

8.3 Tutkimuksen suoritus

1

Jokaiselle tutkimukselle on annettava yksiselitteinen tunniste. Kaikissa kyseiseen
tutkimukseen liittyvissa materiaaleissa on oltava tdmé tunniste. Tutkimukseen kuuluvissa
naytteissa on oltava tunniste niiden alkuperan vahvistamiseksi. Tunnisteen on
mahdollistettava jaljitettavyys ndytteen ja tutkimuksen kannalta sopivalla tavalla.
Tutkimus on tehtévé tutkimussuunnitelman mukaisesti.
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Tietoja syottavan henkildn on rekisterditava kaikki tutkimuksen suorittamisen aikana tuotetut
tulostiedot suoraan, heti, tarkasti ja luettavasti. Merkinnét on varustettava allekirjoituksella
tai nimikirjaimilla ja paivattava.

Jos raakatietoihin tehd&dn muutoksia, ne on tehtava peittdmétta aiempaa merkintd. Niissd on
ilmoitettava muutoksen syy, ja muutoksen tekevéan henkilén on paivattava ja allekirjoitettava
muutokset tai merkittava niihin nimikirjaimensa.

Suorasta tietojen syotosté vastaavan henkilén (henkildiden) on yksiloitdva suorana
tietokonesyotteena tuotetut tiedot. Tietokonejarjestelmat on suunniteltava siten, etta kaikki
tietojen muutokset voidaan aina osoittaa tdydellisesti peittdmétta alkuperéisid tietoja.
Kaikkien tietojen muutoksien yhteydessé on oltava tiedot muutokset tehneisté henkildista
esimerkiksi siten, ettd kaytetadn sahkdisia allekirjoituksia kelloajan ja pdivamaaran kanssa.
Muutoksien syyt on esitettava.

Tutkimustulosten raportointi

9.1 Yleista

1

2

Jokaisesta tutkimuksesta on laadittava loppuraportti. Lyhytaikaisista tutkimuksista voidaan
laatia vakioitu loppuraportti johon liitetddn tutkimuskohtainen lisdys.

Tutkimukseen osallistuvien paatutkijoiden tai muiden tutkijoiden on allekirjoitettava ja
paivéattava kertomuksensa.

Tutkimuksen johtajan on allekirjoitettava ja paivattava loppuraportti sen merkiksi, etta hén
vastaa tietojen validiteetista. Kertomuksessa on ilmoitettava, missd maarin néita hyvén
laboratoriokéytanndn periaatteita on noudatettu.

Loppuraportin muutokset ja oikaisut on tehtdvad muutoksen muodossa. Muutoksissa on
ilmoitettava selvésti syyt oikaisuihin tai lisyksiin, ja tutkimuksen johtajan on
allekirjoitettava ja péivattava muutokset.

Jos loppuraporttia muotoillaan uudelleen sen vuoksi, etté se tayttaisi kansallisten
rekisterdinti- tai valvontaviranomaisten vaatimukset, uudelleenmuotoilua ei katsota
loppuraporttiin tehdyksi oikaisuksi, lisdykseksi tai-muutokseksi.

9.2  Loppuraportin sisaltd

Loppuraportissa pitdisi olla ainakin seuraavat tiedot:

1

Tutkimuksen, testi- ja referenssiaineen tunnistetiedot

a) Kuvaileva nimi

b) Testiaineen tunnistetiedot koodilla tai nimen avulla (esim. IUPAC, CAS-numero tai
biologiset parametrit)

c) Referenssiaineen tunnistetiedot nimen avulla

d) Testiaineen karakterisointi, mukaan lukien puhtausaste, séilyvyys ja

homogeenisuus.

Sponsoria ja testauslaitosta koskevat tiedot

a) Sponsorin nimi ja osoite

b) Kaikkien tutkimukseen liittyvien testauslaitosten ja testauspaikkojen nimet ja
osoitteet

c) Tutkimuksen johtajan nimi ja osoite

d) Paatutkijan (paatutkijoiden) nimi ja osoite sekd mahdolliset delegoidut
tutkimusvaiheet.

e) Niiden tutkijoiden nimet ja osoitteet, joiden raportteja on liitetty loppuraporttiin.

Paivamaarat
Kokeiden aloitus- ja lopetuspdivamaéarat.

Lausunto
Laadunvarmistusjarjestelman mukainen lausunto, jossa luetellaan erityyppiset tarkastukset ja
niiden pdivamaarat, mukaan lukien tarkastetun tutkimuksen vaihe (vaiheet), seka
paivamaarat, jolloin tarkastustulokset toimitettiin johdolle ja tutkimuksen johtajalle_seka
tarvittaessa paatutkijalle (paatutkijoille). Téssé lausunnossa myos vahvistetaan, etta
loppuraportti heijastaa raakatietoja.
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10

10.1

10.2

10.3

10.4

5 Materiaalien ja testausmenetelmien kuvaus
a) Kaytettyjen menetelmien ja materiaalien kuvaus
b) Viittaus OECD:n testimenetelmé&an tai muuhun kdytettyyn testiohjeeseen tai
menetelmaan.

6 Tulokset
a)  Yhteenveto tuloksista
b)  Kaikki tutkimussuunnitelmassa vaaditut tiedot

c) Tulosten esitys, mukaan lukien laskutoimitukset ja tilastollisen merkitsevyyden
maaritys,
d) Tulosten arviointi ja tarkastelu ja tarvittaessa johtopaatokset.
7 Varastointi

Paikka (paikat), jo(i)ssa tutkimussuunnitelma, ndytteet testi- ja referenssiaineista, ndytteet,
raakatiedot, ja loppuraportti sdilytetaan.
Asiakirjojen ja materiaalien varastointi ja sailyttaminen

Seuraavat asiakirjat ja materiaalit on séilytettdva arkistoissa asiasta vastaavien viranomaisten
maaraaman ajan:

a) Tutkimussuunnitelma, naytteet testi- ja referenssiaineista, muut naytteet, raakatiedot ja
loppuraportti kustakin tutkimuksesta

b) Asiakirjat kaikista laadunvarmistusjérjestelméan mukaisesti tehdyista tarkastuksista seké
tutkimusluettelot

c) Tiedot henkilokunnan patevyydestd, koulutuksesta, kokemuksesta ja toimenkuvasta

d) Laitteiden yllapito- ja kalibrointitiedot ja -raportit

e) Tiedot tietokonejérjestelmien validoinnista

f) Tiedot kaikista, my6s aiemmista vakioiduista toimintaohjeista

0) Tiedot ympéristdparametrien rekisterdinnista.

Jollei tutkimusmateriaaleille ole maaratty sailytysaikaa, niiden loppusijoittamisesta on sailytettava

tiedot. Jos testi- ja referenssiaineista otettuja naytteita havitetddn mistd tahansa syysta ennen vaaditun

séilytysajan kulumista, se on perusteltava ja dokumentoitava. Testi- ja referenssiaineista otettuja
naytteita sailytetddn vain niin kauan kuin valmisteen laatu on riittdva arviointia varten.
Arkistoissa sdilytettdva aineisto on indeksoitava, jotta se on helppo séilyttad ja hakea uudelleen
kayttoon.

Ainoastaan johdon valtuuttamilla henkil6illa on oikeus paasta arkistoihin. Kun materiaalia viedaan
arkistoon tai otetaan sieltd, siirrot on kirjattava asianmukaisesti.

Jos testauslaitos tai arkistoinnista vastaava toimeksisaaja lopettaa toimintansa ilman, etta silla on
juridista seuraajaa, arkisto on siirrettadva tutkimuksen (tutkimusten) sponsorin (sponsoreiden)
arkistoihin.
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AVSNITT I
INLEDNING
Forord

Kvaliteten pé icke-kliniska halso- och miljsakerhetsforsok, pé vilka riskbedémningar grundas, ar en
angelagenhet for bade stat och naringsliv. OECD-landerna har darfor faststallt kriterier for hur sadana forsok
skall utforas.

For att undvika att forekomst av olika system, vilket skulle kunna hdmma den internationella handeln med
kemiska produkter, har OECD-landerna strévat efter en internationell harmonisering av testmetoder och god
laboratoriesed. 1979 och 1980 utarbetade en internationell expertgrupp, som tillsatts inom ramen for det
speciella programmet for kemikaliekontroll, "OECD:s principer for god laboratoriesed” (GLP), som bygger pa
vedertagen praxis och erfarenheter inom néringsliv och forskning inhdmtade fran olika inhemska och
internationella kallor. OECD-radet antog GLP-principerna 1981 i form av en bilaga till dess beslut om
Omsesidigt erk&nnande av data vid bedémning av kemikalier [C(81)30(Final)].

1995 och 1996 tillsattes en ny expertgrupp for att revidera och uppdatera principerna. Det féreliggande
dokumentet utgor resultatet av gruppens arbete. Det upphaver och ersatter de tidigare principerna som antogs
1981.

Syftet med principerna for god laboratoriesed ar att bidra till att framtagna forsoksdata haller god kvalitet. En
likvardig kvalitet pa forsoksdata utgor grunden for landernas 6msesidiga erkdnnande av data. Om enskilda lander
kan lita pa de forsoksdata som tagits fram i andra lander, kan man undvika dubblering av forsok och darmed
spara bade tid och resurser. Genom att tillampa principerna bidrar man till att undvika uppkomst av tekniska
handelshinder och till att battre skydda folkhédlsan och miljon.

1. Omfattning

Principerna for god laboratoriesed skall tillimpas pé icke-klinisk halso- och miljosakerhetsforsok som
forekommer i lakemedel, bekdmpningsmedel, kosmetika, veterinara lakemedel samt i livsmedelstillsatser,
fodertillsatser och industrikemikalier. Testartiklarna ar ofta syntetiska kemikalier men kan dven vara av naturligt
eller biologiskt ursprung, och i vissa fall vara levande organismer. Syftet med forsoken ar att fa fram uppgifter
om deras egenskaper och/eller deras sékerhet avseende folkhélsan och/eller miljén.

I icke-kliniska halso- och miljosakerhetsforsok, vilka omfattas av principerna for god laboratoriesed, ingar bl.a.
det arbete som utfors i laboratorier, i vaxthus och i félt.

Savida inga undantag ar foreskrivna i den nationella lagstiftningen, skall principerna for god laboratoriesed
tillampas pa samtliga icke-kliniska halso- och miljosikerhetsforsok vilka enligt lag kréavs for registrering eller
godké&nnande av l&kemedel, bekdmpningsmedel, livsmedels- och fodertillsatser, kosmetika, veterindra lakemedel
och liknande produkter, samt fér myndighetsreglering pa industrikemikalieomradet.
2. Definition av termer
2.1  God laboratoriesed
1. God laboratoriesed (GLP) &r ett kvalitetssystem som ror den organisatoriska process och de
forhallanden som rader nar icke-kliniska halso- och_miljosakerhetsforsok planeras, utfors,
Overvakas, registreras, arkiveras och rapporteras.
2.2 Termer avseende testanlaggningens organisation
1. Med testanlaggning avses de personer, lokaler och operativa avdelningar (en eller flera) som kravs
for att utfora det icke-kliniska halso- och miljosakerhetsforsoket. For forsok som utfors pa flera
platser utgor testanlaggningen den plats dar forsoksledaren ar stationerad samt alla enskilda
testplatser som var for sig eller tillsammans kan anses utgdra en testanlaggning.

2. Med testplats avses de platser (en eller flera) dér en eller flera faser av forsoket utfors.
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2.3

10.

Med testanlaggningens ledning avses de personer (en eller flera) som har bestimmanderétt Gver
och formellt ansvar for organisationen och driften av testanlaggningen enligt principerna for god
laboratoriesed.

Med testplatsens ledning (om sddan ar utsedd) avses de personer (en eller flera) som ansvarar for
att de faser (en eller flera) av forsoket, for vilka dessa personer ansvarar, genomfors enligt
principerna for god laboratoriesed.

Med uppdragsgivare (sponsor) avses en organisation som bestaller och/eller stodjer ett icke-
klinisk halso- och miljosakerhetsférsék och/eller Iamnar in resultaten till en
registreringsmyndighet.

Forsoksledaren &r den person som har det 6vergripande ansvaret for genomférandet av det icke-
kliniska hélso- och miljosékerhetsforsoket.

Delforsoksledare &r den person som, nar ett forsok utfors pa flera platser, representerar
forsoksledaren och har specifikt ansvar for delegerade delar av forsoket. Forsoksledarens
Overgripande ansvar for hela forsokets genomférande kan inte delegeras till delférsoksledare. |
detta 6vergripande ansvar ingar godkannande av forsoksplanen med eventuella andringar,
godkannande av slutrapporten, samt att sékerstélla att samtliga tillampbara delar av principerna for
god laboratoriesed f6ljs.

Kvalitetssakringsprogram &r ett faststallt system, dér personal ingdr, vilket ar oberoende av
forsokets genomforande och uppbyggt sa att testanlaggningens ledning kan vara forsakrad om att
principerna for god laboratoriesed foljs.

Standardrutiner ar dokumenterade forfaranden som beskriver hur man skall utfora tester eller
aktiviteter som normalt inte &r specificerade i detalj i forsoksplanen eller i riktlinjerna for testning.

Oversiktsplan (Master Schedule) &r en sammanstallning av uppgifter till hjalp for beddmning av
arbetsbelastningen och for att 4stadkomma spérbarhet i frdga om forsoken vid en testanlaggning.

Termer avseende icke-kliniska halso- och miljéséakerhetsférsok

1.

Icke-kliniskt halso- och miljosakerhetsforsok, i fortsattningen endast kallad "foérs6k”, innebar ett
experiment eller en rad experiment dér en testartikel undersoks under laboratorieforhallanden eller
i miljon (faltforsok) for att fa fram data om dess egenskaper och/eller sékerhet for inlamning till
berdrda registreringsmyndigheter.

Kortvarigt forsok innebér férsék med kort varaktighet och med anvéndning av allmént vedertagna
rutinmetoder.

Med férsoksplan avses ett dokument dar forsokets syfte och upplaggningen av experimenten
faststélls. Eventuella &ndringar skall inforas i planen.

Andringar i férsoksplanen innebér en avsiktlig &ndring i forsoksplanen efter forsoket paboriats.

Med avvikelse fran forsoksplanen avses en oavsiktlig avvikelse fran forsoksplanen efter forsoket
paborjats.

Testsystem 4r ett biologiskt, kemiskt eller fysikaliskt system eller en kombination av dessa system
som anvands i ett forsok.

Priméardata omfattar samtliga vid testanlaggningen utférda originalanteckningar och den
originaldokumentation, eller bestyrkta kopior av dessa, vilka utgor resultaten av de ursprungliga
iakttagelserna eller aktiviteterna under ett forsok. Priméardata kan dven omfatta till exempel
fotografier, kopior pa mikrofilm eller mikrofich, datamedier, diktafonintalade iakttagelser,
dataregistreringar fran automatiserade instrument, eller varje annat datalagringsmedium som har
godkants for séker forvaring av information under en tidsperiod som anges i avsnitt 10 nedan.
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10.

11.

12.

Med prov avses varje material som tagits fran ett testsystem for undersokning, analys eller
bevarande.

Experimentellt startdatum ar det datum da de forsta uppgifterna samlas in speciellt for forsoket.
Experimentellt slutdatum ar det sista datum da uppgifter for forsoket samlas in.
Forsokets startdatum ar det datum da forsoksledaren undertecknar forsoksplanen.

Forsokets slutdatum &r det datum da forsoksledaren undertecknar slutrapporten.

2.4  Termer avseende testartikel

1.

2.

AVSNITT 11

En testartikel ar en substans som ar foremal for ett forsok.
Referensartikel &r en artikel som anvands som grund till jimforelse med testartikeln.

En sats (batch) &r en specifik kvantitet eller en specifik mangd av en test- eller referensartikel som
framstallts under en faststalld produktionscykel pa s sétt att man kan forvanta sig att satsen
genomgaende har lika beskaffenhet och skall betecknas som sédan.

En vehikel &r ett medium som fungerar som bérare och som anvands till att blanda, dispergera eller
l6sa upp en test- eller referensartikeln for att underlétta administreringen eller applicerandet i
testsystemet.

PRINCIPER FOR GOD LABORATORIESED

1. Testanlaggningens organisation och personal

1.1  Testanlaggningens lednings ansvarsomrade

1.

2.

Det aligger ledningen att se till att principerna for god laboratoriesed féljs vid testanléaggningen.
Som minimikrav skall ledningen se till att

a) det finns en redovisning med uppgift om vilka personer vid testanléggningen som utévar
ledningsansvar enligt principerna fér god laboratoriesed,

b) det finns tillrackligt antal kompetent personal, ldmpliga lokaler, utrustning och material fér
att forsoket skall kunna genomforas i tid och pa riktigt satt,

C) det fors register med uppgifter om varje fackman och tekniker i form av kvalifikationer,
utbildning, erfarenhet och arbetsbeskrivning,

d) personalen forstar sina arbetsuppgifter val och att vid behov ordna utbildning for dessa
uppgifter,

e) tillfredsstallande och d&ndamélsenliga standardrutiner tas fram och féljs samt att samtliga
ursprungliga och reviderade standardrutiner ar godkénda,

f) det finns ett kvalitetssakringsprogram med utsedd personal och att aliggandena enligt
kvalitetssakringsprogrammet utévas i enlighet med principerna for god laboratoriesed,

0) det for varje forsok, innan den pabdrjas, till forsoksledare utses en person med liampliga

kvalifikationer, utbildning och erfarenhet. Byte av forsoksledare skall gdras enligt faststallt
forfarande och dokumenteras.
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h)

p)

a)

— i det fall forsoket sker pa flera platser — det vid behov utses delforsoksledare med lamplig
utbildning, kompetens och erfarenhet for att leda de delegerade delarna (en eller flera) av
forsoket. Byte av delforsoksledare skall goras enligt faststallt forfarande och dokumenteras.
forsoksledarens godké&nnande av forsoksplanen finns dokumenterat,

forsoksledaren har éverlamnat den godkanda forsoksplanen till kvalitetssakringsfunktionen,
det finns en redovisning av samtliga standardrutiner bakat i tiden (historik),

en person utndmns som arkivansvarig,

det fors en dversiktsplan (Master Schedule),

fornodenheter pa testanlaggningen uppfyller tillréackliga krav for att anvandas i forsoket,

— i det fall forsoket sker pa flera platser — det finns klart fastlagda kommunikationsvagar
mellan forsoksledaren, delforsdksledare (en eller flera), kvalitetssakringsfunktionerna (ett
eller flera) och forsokspersonalen,

test- och referensartiklar ar tillfredsstéllande karakteriserade,

det inréttas rutiner for att sorja for att datasystemen &r andamalsenliga och for att de ar
validerade, anvéands och underhalls enligt principerna for god laboratoriesed.

Om en eller flera delar av ett forsok utfors pa en testplats och det har utsetts en ledning for
testplatsen skall den ha ansvarsomradena a—q ovan med undantag av g, i, j och o.

1.2 Forsoksledarens ansvarsomrade

1.

Forsoksledaren ansvarar ensam for ledningen av férsdket och har det évergripande ansvaret for
forsokets genomférande och for slutrapporten.

Ansvaret skall innefatta men &r inte begransat till féljande uppgifter. Forsoksledaren skall

a)
b)

c)

d)

e)

9)

godkénna férsdksplanen och varje adndring av forsdksplanen med daterad underskrift,

se till att kvalitetssakringsfunktionen utan dréjsmal far en kopia av forsoksplanen och varje
andring, samt vid behov sté i effektiv forbindelse med kvalitetssakringsfunktionen under
genomforandet av forsoket,

se till att forsokspersonalen har tillgang till forsoksplanerna inklusive andringar och till
standardrutiner,

— for ett forsok som sker pa flera platser — se till att rollerna for varje delforsoksledare samt
for de testanlaggningar och testplatser som ingdr i forsdket anges och faststalls i
forsdksplanen och slutrapporten,

se till att de forfaranden som specificeras i forsdksplanen foljs, bedéma och dokumentera
hur varje avvikelse fran forsoksplanen paverkar forsokets kvalitet och integritet, vid behov
vidta lampliga atgarder samt bekréfta avvikelser fran standardrutiner under forsokets
genomfdrande,

se till att samtliga erhalina primardata ar fullstandigt dokumenterade och registrerade,

se till att de datasystem som anvands i forsoket ar validerade,

GLP Programme in Finland 2007 53



h) underteckna och datera slutrapporten som bevis pa att han/hon péatar sig ansvaret for att
uppgifterna ar korrekta och for att ange i vilken utstrackning som foérsoket foljer principerna
for god laboratoriesed,

i) se till att forsdksplanen, slutrapporten, primérdata och andra underlag arkiveras efter det att

forsoket har genomforts (och avslutats).

1.3  Delforsoksledarens ansvarsomrade

Delférsoksledaren ansvarar for att forsokets delegerade delar genomférs enligt principerna fér god
laboratoriesed i tillampliga delar.

1.4  Forsokspersonalens ansvarsomrade

1.

All personal som deltar i genomforandet av forsoket skall vara val insatt i de delar av principerna
for god laboratoriesed som ar tillampliga pa deras arbete med forsoket.

Forsokspersonalen skall ha tillgang till forsoksplanen och de standardrutiner som &r tillampliga pa
deras arbete med forsoket. Det &ligger dem att félja instruktionerna i dessa dokument. Avvikelser
frén instruktionerna skall dokumenteras och omedelbart meddelas till férsoksledaren och/eller i
forekommande fall till delférsoksledare (en eller flera).

All forsokspersonal ar ansvarig for att primardata registreras korrekt och utan dréjsmal i enlighet
med principerna for god laboratoriesed, och &r dven ansvarig for kvaliteten hos data.

Forsokspersonalen skall vidta halsoskyddsatgarder for att minimera de risker den utsatts for och
for att sorja for forsokets integritet. Personalen skall informera den darfor ansvarige om varje ként
halso- eller sjukdomstillstdnd av betydelse i sammanhanget sa att de kan undantas fran
arbetsuppgifter som kan paverka forsoket.

Kvalitetssakringsprogram

2.1 Allmént
1. Testanlaggningen skall ha ett dokumenterat program for kvalitetssékring for att sérja for att de
forsok som genomfors dverensstammer med principerna fér god laboratoriesed.
2. Kuvalitetssékringsprogrammet skall utévas av personer (en eller flera) som utses av ledningen. De
ar direkt ansvariga infor ledningen och skall vara vél insatta i testningsforfarandena.
3. Dessa personer (en eller flera) far inte delta i sjalva genomforandet av forsoket som skall

kvalitetssakras.

2.2 Kvalitetssakringsfunktionens ansvarsomrade

1.

Kvalitetssékringsfunktionens ansvar innefattar men &r inte begransat till féljande
funktioner. Den skall

a) forvara kopior pa samtliga godkénda forsoksplaner och standardrutiner som anvands i
testanlaggningen och ha tillgang till en uppdaterad kopia av éversiktsplanen (Master
Schedule),

b) verifiera att forsoksplanen innehaller de uppgifter som kravs enligt principerna fér god
laboratoriesed. Denna kontroll skall finnas dokumenterad.

c) utféra inspektioner for att kontrollera att alla férsék genomférs enligt principerna fér god

laboratoriesed. Vid inspektionerna skall dven faststallas att forsokspersonalen har fatt
tillgang till forsoksplanerna och standardrutinerna och att de foljs.
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3.

Inspektioner kan vara av tre typer vilka skall ha fastlagts i kvalitetssdkringsprogrammets
standardrutiner:

— Forsoksrelaterade inspektioner.
— Anldggningsinspektioner.
— Processinspektioner.
Protokoll fran sddana inspektioner skall bevaras.

d) granska slutrapporterna for att forvissa sig om att metoder, forfaranden och iakttagelser ar
korrekt och fullstandigt beskrivna samt att rapporterade resultat korrekt och fullstandigt
aterger forsokets primardata,

e) utan drojsmal skriftligen rapportera inspektionsresultaten till ledningen och forsoksledaren,
samt i forekommande fall till delférsoksledare (en eller flera) och respektive ledning,

f) utarbeta och underteckna ett intyg, som skall ingd i slutrapporten och dar det anges vilka
typer av inspektioner som utforts samt pa vilka datum, inbegripet uppgift om faser (en eller
flera) hos det férsdk som inspekterats, samt uppgift om datum nér inspektionsresultaten
rapporterats till ledningen och forsdksledaren, samt i forekommande fall till
delforsoksledare (en eller flera). Intyget kan ocksa tjana som bekraftelse pa att primérdata
ar korrekt &tergivna i slutrapporten.

Utrymmen
3.1  Allmént
1. Testanldggningen skall ha l[&mplig storlek, byggnadskonstruktion och placering for att uppfylla

forsokets krav och for att minimera stérande moment som kan paverka forsokets tillforlitlighet.

Testanlaggningens utformning skall vara sadan att de olika aktiviteterna atskiljs i tillracklig grad
for att sakerstélla ett korrekt genomférande av varje forsok.

3.2 Utrymmen for testsystem

1.

Testanlaggningen skall ha tillrackligt antal rum eller utrymmen sa att man kan isolera testsystem
och enskilda projekt, som innefattar substanser eller organismer som man vet eller misstanker &r
biologiskt farliga.

Det skall finnas 1dampliga rum eller utrymmen for diagnos, behandling och kontroll av sjukdomar,
for att pa sa sétt sorja for att testsystemen inte forsamras pa oacceptabelt satt.

Det skall finnas férvaringsrum eller forvaringsutrymmen efter behov fér férnédenheter och
utrustning. Forvaringsrummen eller forvaringsutrymmena skall vara atskilda fran rum och
utrymmen for testsystem och skall skyddas pa lampligt satt mot skadedjursangrepp, féroreningar
och/eller forstoring.

3.3 Utrymmen foér hantering av test- och referensartiklar

1.

For att undvika fororeningar eller forvéxlingar skall det finnas sérskilda rum eller utrymmen for
mottagning och forvaring av test- och referensartiklar samt for blandning av testartiklar med
vehikel.

Forvaringsrummen eller forvaringsutrymmena for testartiklar skall vara étskilda fran rum eller
utrymmen med testsystem. De skall vara sadana att testartiklarnas identitet, koncentration, renhet
och stabilitet bevaras pa tillfredsstallande satt samt att saker forvaring av giftiga substanser och
smittsamma organismer garanteras.
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34 Arkiv

Det skall finnas arkiv for saker forvaring av och tillgang till forsoksplaner, primardata, slutrapporter,
prover pa testartiklar samt dvriga prover. Arkivets utformning och forhallanden déri skall vara sadana
att innehallet skyddas fran for tidig forstoring.

3.5 Avfallshantering

Hantering och slutomhandertagande av avfall skall ske pa sadant satt att forsokens integritet inte
aventyras. Har ingar bestammelser om lampliga utrymmen for insamling, forvaring och
slutomhéndertagande samt rutiner for sanering och transport.

4, Apparatur, material och reagens

1.

5. Testsystem

Apparatur, inklusive validerade datoriserade system, som anvands for framtagning, lagring och
sokning av data samt for att kontrollera miljofaktorer som &r av betydelse for forsoket, skall vara
lampligt placerad och utformad och ha tillracklig kapacitet.

Apparatur som anvands i ett forsok skall regelbundet kontrolleras, rengéras, underhéllas och
kalibreras i enlighet med standardrutiner. Dessa atgérder skall dokumenteras. Kalibreringen skall i
forekommande fall vara spérbar till nationella eller internationella matstandarder.

Apparatur och material som anvands i ett forsok skall vara sddana att de inte inverkar stérande pa
testsystemen.

Kemikalier, reagens och l6sningar skall mérkas med identitet (i forekommande fall med
koncentration), utgangsdatum och sérskilda forvaringsinstruktioner. Uppgifter om ursprung,
beredningsdatum och stabilitet skall finnas tillgdngliga. Utgangsdatumet kan férlangas pé basis av
dokumenterade bedémningar eller analyser.

5.1  Fysikaliska och kemiska system

1.

2.

Apparatur som anvands for att fa fram fysikaliska och kemiska data skall vara lampligt placerad
och lampligt utformad och ha tillracklig kapacitet.

De fysikaliska och kemiska testsystemens integritet skall vara sakerstalld.

5.2  Biologiska system

1.

Lampliga betingelser skall inrattas och uppratthallas for forvaring, inrymmande, hantering och
skotsel av biologiska testsystem.

Nyss inkomna djur- och véxttestsystem skall isoleras tills deras halsotillstand har utretts. Om en
ovantad dodlighet eller sjuklighet visar sig, skall det aktuella partiet inte anvéandas i forsok, och i
forekommande fall skall det forstoras pa barmhartigt sétt. Vid experimentellt startdatum for
forsoket skall testsystemen vara friska eller fria fran tillstind som kan motverka forsokets syfte
eller genomforande. Testsystem som insjuknar eller skadas under forsokets gang skall isoleras och
behandlas om det &r nodvandigt for att uppratthalla studiens integritet. Diagnos och behandling av
sjukdom fore eller under forsokets gang skall dokumenteras.

Dokumentation om testsystemens ursprung och ankomstdag och om deras tillstand vid ankomsten
skall foras.

Biologiska testsystem skall fa tillfélle att anpassa sig till testmiljon under lamplig tid fore den
forsta administreringen eller appliceringen av test- eller referensartikel.
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5. Alla uppgifter som behovs for en korrekt identifiering av testsystemen skall finnas pa deras
forvaringsutrymme eller behallare. Individuella testsystem som skall flyttas fran sitt
forvaringsutrymme eller sin behallare under forsokets genomforande skall markas med lamplig
identifikation dar det &r mgjligt.

6. Under anvindning skall forvaringsutrymmen eller behallare for testsystem regelbundet rengras
och saneras. Varje material som kommer i kontakt med testsystem skall vara fritt fran fororeningar
i sddana mangder som kan paverka forsoket. Baddmaterial skall bytas enligt praxis for god
husdjursskotsel. Anvéndning av bekdmpningsmedel mot skadedjur skall dokumenteras.

7. Testsystem som anvands i faltforsok skall vara placerade sa att forsoket inte paverkas av spridning
med vinden och av tidigare anvanda bekampningsmedel.

6. Test- och referensartiklar
6.1  Mottagning, hantering, provtagning och forvaring

1. Det skall foras anteckningar innefattande uppgifter om test- och referensartiklarnas
karakterisering, ankomstdatum och utgangsdatum samt om de méangder som tagits emot och
anvénts i forsok.

2. Det skall faststallas rutiner fér hantering, provtagning och forvaring for att garantera acceptabel
homogenitet och stabilitet samt for att utesluta férorening eller forvaxling.

3. Forvaringsbehallare skall markas med uppgifter om innehallets identitet, utgangsdatum samt
sérskilda forvaringsinstruktioner.

6.2  Karakterisering

1. Varje test- och referensartikel skall betecknas pa lampligt satt (dvs. med kod, CAS-nummer
[Chemical Abstracts Service Registry Number], namn och biologiska parametrar).

2. For varje forsok skall test- och referensartiklarnas identitet vara k&nda, inklusive satsnummer
(batchnummer), renhet, sammanséttning, koncentrationer eller andra ldmpliga kédnnetecken som
behovs for att pa tillfredsstallande satt definiera varje sats.

3. Om uppdragsgivaren tillhandahaller en testartikel, skall det finnas ett system, utformat i samarbete
mellan uppdragsgivare och testanlaggning, for att bekrafta identiteten hos den testartikel som
forsoket avser.

4.  Test- och referensartiklarnas stabilitet under forvarings- och experimentella férhallanden skall vara
kand i fraga om samtliga forsok.

5. Om testartikeln administreras eller appliceras i en vehikel, skall testartikelns homogenitet,
koncentration och stabilitet i denna vehikel bestdmmas. For testartiklar som anvands i faltforsok
(t.ex. tankblandningar) kan dessa egenskaper faststéllas genom separata analyser.

6. Ett prov fran varje sats av testartikel skall i analytiskt syfte bevaras i fraga om samtliga forsok med
undantag av kortvariga forsok.

7. Standardrutiner
7.1.  Testanlaggningen skall ha skriftliga standardrutiner som godkants av testanlaggningens ledning och
som skall garantera kvaliteten och integriteten hos de data som tas fram vid testanlaggningen.

Revideringar av standardrutiner skall godkéannas av testanlaggningens ledning.

7.2.  Pavarje enskild avdelning eller omrade av testanlaggningen skall det finnas omedelbart tillgangliga och

aktuella standardrutiner for den verksamhet som pagér dar. Publicerade handbdcker, analysmetoder,
artiklar och manualer far anvandas som komplement till dessa standardrutiner.
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7.3.

7.4.

Awvikelser fran sddana standardrutiner som beror forsoket skall dokumenteras och bekraftas av
forsoksledaren och delférsoksledare (en eller flera) efter vad som &r tillampligt.

Standardrutiner skall finnas for, men inte vara begrénsat till, féljande kategorier av verksamhet vid
testanlaggningen. Uppgifterna under respektive rubrik skall betraktas som &skadliggérande exempel.

1. Test- och referensartiklar

Mottagning, faststallande av identitet, markning, hantering, provtagning och férvaring.

2. Apparatur, material och reagens

a)

b)

Apparatur
Anvandning, underhall, rengéring och kalibrering.
Datoriserade system

Validering, drift, underhall, sakerhet, kontroller vid férandringar (change control) och
sékerhetskopiering (backup).

Material, reagens och lésningar

Beredning och mérkning.

3. Dokumentering, rapportering, férvaring och sékning

Kodning av forsok, datainsamling, sammanstéllining av rapporter, registersystem, datahantering
(déribland anvandning av datoriserade system).

4.  Testsystem (i férekommande fall)

a)
b)

c)

d)
€)
f)

lordningstallande av lokal och miljéforhallanden for testsystemet.

Rutiner for mottagning, éverforing, lamplig placering, karakterisering, identifiering och
skotsel av testsystemet.

Forberedelse, observation och genomgangar av testsystemet fore och under forsokets
utférande samt vid dess avslutning.

Hantering av ddende eller ddda individer i testsystemet under forsokets utférande.
Insamling, markning och hantering av prover, inbegripet obduktion och histopatologi.

Randomisering av testsystem.

5. Kvalitetssakringsrutiner

Kvalitetssékringsfunktionens verksamhet for att planera, schemaldgga, genomféra, dokumentera
och rapportera inspektioner.
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Forsokets genomforande

8.1  Forsoksplan

1. For varje forsok skall det finnas en skriftlig plan innan forsoket pabérjas. Forsoksplanen skall
godkénnas, undertecknas och dateras av forsdksledaren, och kvalitetssakringsfunktionen skall
verifiera att den dverensstdmmer med GLP enligt 2.2.1 b ovan. Forsoksplanen skall &ven
godkannas av testanlaggningens ledning och forsokets uppdragsgivare om sa kravs enligt
nationella bestammelser eller lagar i det land dar forsoket genomférs.

2. a)

b)

Andringar av forsoksplanen skall motiveras och godkénnas, undertecknas och dateras av
forsoksledaren samt forvaras tillsammans med forsoksplanen.

Avvikelser fran forsoksplanen skall utan dréjsmal beskrivas, forklaras, bekraftas och
dateras av forsoksledaren och/eller delférsoksledare (en eller flera) och férvaras
tillsammans med forsokets primérdata.

3. For kortvariga forsok far en allmén forsoksplan med ett forsoksspecifikt tillagg anvandas.

8.2  Forsoksplanens innehall

Férsoksplanen skall innefatta men &r inte begransad till féljande uppgifter:

1. Identifikation av forsoket, testartikeln och referensartikeln

a)
b)

c)

d)

En beskrivande rubrik.
En kortfattad forklaring av forsokets art och syfte.

Identifikation av testartikeln i form av kod eller namn (IUPAC, CAS-nummer, biologiska
parametrar osv.).

Uppgift om referensartikel.

2. Information om uppdragsgivare och testanlaggning

a)
b)
c)
d)

3. Datum

a)

b)

Uppdragsgivarens hamn och adress.
Namn och adresser for samtliga deltagande testanldggningar och testplatser.
Forsoksledarens namn och adress.

Delforsoksledarens (en eller flera) namn och adresser samt de delar av forsoket (en eller
flera) som forsoksledaren delegerat och som aligger delforsoksledare (en eller flera).

Datum da forsoksplanen godkéants genom forsoksledarens underskrift. Datum for
godkénnande av forsoksplanen genom testanldggningens_lednings och uppdragsgivarens
underskrift, om sa kréavs enligt nationella bestimmelser eller lagar i det land dar forsoket
genomfors.

Datum for planerad start och avslutning av experimentell del av férsoket.

4, Testmetoder

Uppgift om vilken OECD-riktlinje for testning eller annan testningsriktlinje eller testmetod som
skall anvéndas.
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Ovriga punkter (i férekommande fall)
a) Motivering for val av testsystemet.

b) Beskrivning av testsystemet, t.ex. art, stam, understam, anskaffningskalla, antal,
kroppsviktsintervall, kon, alder och andra uppgifter av betydelse.

c) Administreringsmetod och skél till att den valts.

d) Dosnivaer och/eller doskoncentration(er), doseringsfrekvens och varaktighet av
administrering eller applicering.

e) Utforliga uppgifter om forsokets upplaggning, inklusive en beskrivning av tillvagagangssatt
i kronologisk ordning, samtliga metoder, material och betingelser, typ och frekvens av
analyser, matningar, iakttagelser och undersokningar som skall utféras, samt statistiska
metoder som skall anvéndas (i forekommande fall).

Dokumentation

En forteckning dver den dokumentation som skall bevaras.

8.3  Forsokets genomférande

1. Varje forsok skall ha en egen, unik identitet. Allt som ingar i det aktuella forsoket skall mérkas
med denna identitet. Prover fran forsoket skall markas for att styrka deras ursprung. Markning pa
detta sétt skall astadkomma sparbarhet, pa ett satt som ar lampligt for provet och forsoket.

2. Forsoket skall genomforas enligt forsoksplanen.

3. All information som tas fram under genomférandet av forsoket skall dokumenteras utan drojsmal,
exakt och lashart av den person som utfor registreringen. Denna dokumentation skall undertecknas
eller férses med signatur samt dateras.

4. Varje andring av primardata skall utféras pa sadant satt att tidigare registrerade data inte doljs.
Skaélet till andringen skall anges, och den skall dateras och undertecknas eller férses med signatur
av den person som gjort andringen.

5. Data som erhalls i form av direkt inmatade elektroniska data skall identifieras vid tidpunkten for
datainmatningen av de personer (en eller flera) som ansvarar for direktinmatningen. De
datoriserade systemen skall vara utformade sa att man alltid kan spara samtliga &ndringar av data
utan att tidigare registrerade data skrivs dver. Det skall vara mojligt att koppla samtliga andringar
av data till de personer som gjort &ndringarna, till exempel med hjélp av tids- och
datumregistrerade (elektroniska) signaturer. Skélen till &ndringarna skall anges.

9. Rapportering av forsoksresultat
9.1 Allmént

1. Enslutrapport skall ssmmanstéllas for varje forsok. Vid kortvariga forsok racker det med en
standardiserad slutrapport med ett tilldgg som &r specifikt for forsoket.

2. Rapporter fran delforsoksledare eller forskare som deltar i forsoket skall undertecknas och dateras
av dem.

3. Forsoksledaren skall underteckna och datera slutrapporten som bekréftelse pa att denne tar pa sig

ansvaret for uppgifternas giltighet. Det skall anges i vilken man forsoket Gverensstaimmer med
principerna for god laboratoriesed.
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Rattelser och tillagg till en slutrapport skall géras i form av andringar. | &ndringarna skall tydligt
anges skalen till rattelserna eller tilldggen, och de skall undertecknas och dateras av
forsoksledaren.

Att andra sjalva uppstallningen av slutrapporten sé att den 6verensstammer med en nationell
registreringsmyndighets krav skall inte betraktas som en réttelse, ett tilldgg eller en &ndring till
slutrapporten.

9.2  Slutrapportens innehall

Slutrapporten skall innefatta men inte vara begréansad till féljande information:

1.

Uppgifter om forsoket, testartikeln och referensartikeln
a) En beskrivande titel.

b) Uppgifter om testartikeln i form av kod eller namn (IUPAC, CAS-nummer, biologiska
parametrar osv.).

c) Referensartikelns namn.

d) Karakterisering av testartikeln, inbegripet renhet, stabilitet och homogenitet.
Information om uppdragsgivare (sponsor) och testanlaggning

a) Uppdragsgivarens hamn och adress.

b) Namn och adresser for samtliga deltagande testanldggningar och testplatser.
C) Forsoksledarens namn och adress.

d) Delforsoksledares (en eller flera) namn och adresser samt i forekommande fall uppgift om
vilka delar av forsoket (en eller flera) som delegerats.

e) Namn och adresser for de forskare som bidragit med rapporter till slutrapporten.
Datum
Start- och slutdatum for forsokets experimentella del.

Intyg

Ett intyg fran kvalitetssakringsfunktionen med en forteckning 6ver de olika typer av inspektioner
som gjorts, med datum och uppgift om vilka delar av forsoket (en eller flera), samt i
forekommande fall datum da inspektionsresultat rapporterats till ledningen och till forséksledaren
och delforsoksledare (en eller flera). Detta intyg kan aven tjana som bekréaftelse pa att
slutrapporten aterger primardata pa ett riktigt satt.

Beskrivning av material och testmetoder

a) Beskrivning av anvédnda metoder och anvant material.

b) Uppgift om vilken OECD-riktlinje for testning eller annan riktlinje eller metod som
anvants.

Resultat
a) Sammanfattning av resultaten.

b) Alla uppgifter och data som kravs enligt forsdksplanen.
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C) Presentation av resultaten, inklusive berdkningar och bestdmningar av statistisk signifikans.
d) Utvardering och diskussion av resultaten samt i férekommande fall slutsatser.
Forvaring

De platser (en eller flera) dar forsdksplanen, prover av test- och referensartiklar, prover,
primardata och slutrapporten skall férvaras.

10. Forvaring och bevarande av dokumentation och material

10.1

10.2

10.3

10.4

Foljande skall arkiveras under den tid som berérd myndighet angett:

a) Forsoksplan, primardata, prover pa test- och referensartiklar, Gvriga prover och slutrapport
for varje forsok.

b) Protokoll fran samtliga inspektioner som utforts av kvalitetssékringsfunktionen samt
Oversiktsplan (Master Schedule).

c) Uppgifter om personalens kvalifikationer, utbildning och erfarenhet samt
arbetsbeskrivningar.

d) Anteckningar och rapporter om underhall och kalibrering av apparatur.

e) Valideringsdokumentation rérande datasystem.

f) Historisk samling av samtliga standardrutiner.

g)  Anteckningar frdn miljokontroller.

Om faststalld forvaringstid saknas, skall det slutliga omhé&ndertagandet av allt forsoksrelaterat
material finnas dokumenterat. Om man av nagon anledning gor sig av med prover pé test- och
referensartiklar och 6vriga prover innan den faststéllda forvaringstiden gatt ut, skall detta
motiveras och dokumenteras. Prover pa test- och referensartiklar och évriga prover behéver bara

forvaras s lange som dessas kvalitet mojliggor en utvardering.

Material som forvaras i arkiv skall inforas i sokregister (index) for att underlétta systematisk
arkivering och sékning.

Endast personal som getts behdrighet av ledningen skall ha tillgang till arkiven. Forflyttningar av
material till och fran arkiven skall journalforas pa lampligt satt.

Om en testanlaggning eller en anlitad arkivanlaggning laggs ned och inte 6vertas av ndgon pa
lagstadgat satt, skall arkivet flyttas dver till uppdragsgivarens arkiv.

GLP Programme in Finland 2007 62



Annex 4
LIST OF OECD DOCUMENTS ON GLP

These documents are published in the Series on Good Laboratory Practice and
Compliance Monitoring.

1. OECD Principles of Good laboratory Practice (as revised in 1997) (1998)

2. Revised Guides for Compliance Monitoring Procedures for Good Laboratory Practise
(1995)

3. Revised Guidance for the Conduct of Laboratory Inspections and Study Audits (1995)
4. Quality Assurance and GLP (revised 1999)

5. Compliance of Laboratory Suppliers with GLP Principles (revised 1999)

6. The Applications of the GLP Principles to Field Studies (revised 1999)

7. The Application of the GLP Principles to Short-term Studies (revised 1999)

8. The Role and Responsibilities of the Study Director in GLP Studies (revised 1999)

9. Guidance for the Preparation of GLP Inspection Reports (1995)

10. The Application of the Principles of GLP to Computerised Systems (1995)

11. The Role and Responsibilities of Sponsor in the Application of the Principles of GLP
(1998)

12. Requesting and Carrying out Inspections and Study Audits in Another Country (2000)

13. The Application of the OECD Principles of GLP to the Organisation and Management of
Multi-Site Studies (2002)

14. The application of the principles of GLP to in vitro studies (2004)

15. Establishment and Control of Archives that Operate in Compliance with the Prinsiples of
the GLP

These publications are available in:
The OECD’s World Wide Web Site (http://www.oecd.org/ehs/) or

OECD Environmental Directorate
Environmental Health and Safety Division
2 rue Andre-Pascal

75775 Paris Cedex 16

France

Fax: (33-1) 4524 16 75
E-mail: ehscont@oecd.org
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Annex 5

LIST OF GLP DIRECTIVES OF THE EUROPEAN COMMUNITY

Directive 2004/10/EC requires Member States to take all measures necessary to
ensure that laboratories carrying out safety studies on chemical products comply with
the OECD Principles of Good Laboratory Practice. Directive 2004/10/EC replaces
Directive 87/18/EEC and it’s amendment 1999/11/EEC on the harmonization of laws,
regulations and administrative provisions relating to the application of the principles
of good laboratory practice and the verification of their application for tests on
chemicals substances

Directive 2004/9/EC lays down the obligation of the Member States to designate the
authorities responsible for GLP inspections in their territory. It also comprises
reporting and internal market (= mutual acceptance of data) requirements. The
Directive requires that the OECD Revised Guides for Compliance Monitoring
Procedures for GLP and the OECD Guidance for the Conduct of Test Facility
Inspections and Study Audits must be followed during laboratory inspections and
study audits. Directive 2004/9/EC replaces Directive 88/320/EEC and it’s amendment
1999/12/EEC.
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Inspections Report of FINLAND for 2006

Test Facility Type of Type of Area of Date of Nature of Compliance | Comments Date of Other
Facility Chemical Expertise Inspection Inspection | Status Compliance
Statement
Orion-yhtymd Oyj Industry Medicinal 2,9 February/ March | FULL IC Bioanalytics February First inspection:
Orion Pharma Products (Bioanalytics) 2002 laboratory unit 2 2003 October 1991
Espoon tutkimus Area: 2,8,9
February/ FULL Mass spectrometry
Espoo Research March 2002
New test facility
FIN-02200 Espoo August 2002 Inspection name:
of changes Orion Oyj,
Orion Pharma
February 2002 Inspection IC Toxicology (involves activities
of changes laboratory February 2003 at Espoo and Turku
sites)
May 2002 FULL
See the new
column in the end
of this report
NAM*
Schering Oy Industry Medicinal 9 April 2005 FULL IC Laboratory Animal | September First inspection:
Products (Bioanalytics, Center 2005 November 1991
Preclinical Development Pharmaco- Area: 2,8
kinetics, April and June FIRST IC
FIN-20101 Turku Laboratory 2005 Department of Safety Previous names:
Animal Services Pharmacology Huhtaméki Oy
and Safety Leiras
Pharmacology) June 2005 FULL IC

Department of
Pharmacokinetics

NAM*

Leiras Oy

NAM* = inspected by the National Agency for Medicines
STTV* = inspected by the National Product Control Agency for Welfare and Health
pending for administrative reasons




Test Facility Type of Type of Area of Date of Nature of Compliance | Comments Date of Other
Facility Chemical Expertise Inspection Inspection Status Compliance
Statement
Kansanterveyslaitos Government | Medicinal 2 September 2002 | RE-I STTV* October 2002 | First inspection:
Products and NAM* April 1992
National Public Health Chemicals Area: 2
Institute
RFP in January
FIN-70101 Kuopio 2000, new
application, first
inspection
December
RFP 2003 November 2001
by NAM* and
STTV*
No on-going
studies
Leiras Oy Industry Medicinal 2,8,9 (Pharmaco- | October 1994 FULL IC NAM* December First inspection:
Products kinetics) 1994 June 1992
FIN-33720 Tampere Area: 2,8,11
RFP Activities moved to October 1995 | Previous name:
Leiras Oy, Turku Huhtaméki Oy
Leiras
Orion-yhtyma Oyj Industry Medicinal 2,9 (Bioanalytics, | May 2002 FULL IC Bioanalytics February First inspection:
Orion Pharma Produts Safety laboratory unit 3 2003 December 1993
Turun tutkimus Pharmacology) Area: 2
June 2002 FULL IC Toxicology laboratory Feb
Turku Research Zgoguary New test facility

Laboratory of Safety

name:
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FIN-20101 Turku

March 2003

March 2003

PRE

FIRST

Pharmacology

NAM*

June 2003

Orion Oyj, Orion
Pharma (involves
activities at
Espoo and Turku
sites)

See the new
column in the end
of this report

NAM* = inspected by the National Agency for Medicines
STTV* = inspected by the National Product Control Agency for Welfare and Health

pending for administrative reasons
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Test Facility Type of Type of Area of Date of Nature of Compliance | Comments Date of Other
Facility Chemical Expertise Inspection Inspection Status compliance
statement
Yhtyneet Laboratoriot Oy Contract Medicinal 8 March 2005 FULL IC NAM* May 2005 First inspection:
Products January 1994
United Laboratories Ltd Area: 8
FIN-00381 Helsinki
Santen Oy Industry Medicinal 2,9 December 2005 | FULL IC NAM* March 2006 | First inspection:
Products (Pharmaco- April 1997
FIN-33721 Tampere kinetics (ADME), Area: 2
Bioanalytics)

Previous name:

Oy Star Ab
Kasvintuotannon Government | Pesticides 6 May/June 2005 | FULL IC STTV* June 2005 First inspection:
tarkastuskeskus March 1998/NIC

March 1999/IC
Plant Production Inspection RFP May 2006 | Area: 6
Centre
FIN-01310 Vantaa
Maa- ja elintarviketalouden | Government | Pesticides 9 (Field studies, | November 2004 | FULL IC STTV* February First inspection:
tutkimuskeskus residues) 2005 June 2000

June 2005 Area: 9
FSI PEN' Results of field

Agrifood Research Finland

FIN-31600 Jokioinen

inspection will be
included in to next
decision

Previous name:
Maatalouden
tutkimuskeskus

(Agricultural
Research Centre)

NAM* = inspected by the National Agency for Medicines
STTV* = inspected by the National Product Control Agency for Welfare and Health
pending for administrative reasons
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Test Facility Type of Type of Area of Date of Nature of Compliance | Comments Date of Other
Facility Chemical Expertise Inspection Inspection Status Compliance
Statement
Turun yliopisto University Medicinal 2 April 2001 RE-I IC NAM* June 2001 First inspection:
Safety City Products November 2000
Area: 2
University of Turku
Safety City RFP October 2001 | Safety City no
more part of the
FIN-20520 Turku University
See: SafetyCity
Ltd Oy
Histoteknologian Contract Medicinal 9 December 2006 | FULL PEN! NAM* April 2005 First inspection:
laboratorio Products (Histo- November 2000
Kliinis-teoreettinen laitos and Chemicals | technology) Area: 9
Turun yliopisto
Histotechnology laboratory
Department of Forensic
Science
University of Turku
FIN-20520 Turku
CRST Contract Medicinal 9 (Bioanalytics) | October 2005 FULL IC NAM* January 2006 | First inspection:
Turun yliopisto Products October 2001
Area: 8
CRST
University of Turku
FIN-20520 Turku
Hormos Medical Oy Contract Medicinal 9 (Bioanalytics) | May 2006 Inspection of |IC NAM* December First inspection:
Products changes 2006 July 2002
Hormos Medical Ltd Area: 9
September 2006 | FULL

FIN-20520 Turku

Previous name:
Hormos Medical

Oyj

NAM* = inspected by the National Agency for Medicines

STTV* = inspected by the National Product Control Agency for Welfare and Health

pending for administrative reasons
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Test Facility Type of Type of Area of Date of Nature of Compliance | Comments Date of Other
Facility Chemical Expertise Inspection Inspection | Status Compliance
Statement
Koe-eldinkeskus Contract Medicinal 9 November 2006 | FULL PEN! NAM* March 2005 | First inspection:
Turun yliopisto Products (Laboratory STTV*
and Industrial Animal Services) N ber 2002
Central Animal Laboratory Chemicals one.n; er
University of Turku rea.
FIN-20520 Turku
SafetyCity Ltd Oy Contract Medicinal 2,9 December 2004 | FULL IC NAM* March 2005 First inspection:
Products (Safety STTV*
FIN-20520 Turku and Industrial Pharmacology, N ber 2002
Chemicals Pharmaco- November 2005 | SA IC STTV* February ongn; gr
kinetics) 2006 rea: 2,
RFP June 2005
Orion Oyj Industry Medicinal 2,9 February and FULL IC NAM* September First inspection:
Orion Pharma Products (Bioanalytics, June 2006 2006 October 1991
Safety Area: 2,8,9

Nonclinical R&D

Orion Corporation,
Orion Pharma

FIN-02101 Espoo

Pharmacology)

Previous name:
Orion-yhtyma Oyj
Orion Pharma

Sites in Espoo and
Turku

NAM* = inspected by the National Agency for Medicines
STTV* = inspected by the National Product Control Agency for Welfare and Health
pending for administrative reasons
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Test Facility Type of Type of Area of Date of Nature of Compliance | Comments Date of Other
Facility Chemical Expertise Inspection Inspection | Status Compliance
Statement
Biotie Therapies Oyj Industry Medicinal 9 June 2006 PRE IC NAM* December
Products (Bioanalytics) 2006
Biotie Therapies October/ FIRST
Corporation November 2006

FIN-20520 Turku

NAM* = inspected by the National Agency for Medicines

STTV* = inspected by the National Product Control Agency for Welfare and Health

pending for administrative reasons
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TERMS USED:

FULL
(Full Routine)

FULL-R
(Full on request)

FS
(Field Site)

SA
(Study audit)

PRE
(Pre-inspect.)

FIRST
(First full )

RE-I
(Re-inspection after FULL)

IC

(in compliance)

NIC

(not in compliance)

PEN

(pending)

FNC

(full inspection not yet completed)
RFP

(Removed from programme)

1) physical-chemical testing

6) residue studies

2) toxicity studies

7) studies on effects on mesocosms and natural ecosystems

3) mutagenicity studies

8) analytical and clinical chemistry testing

4) environmental toxicity studies on aquatic and terrestrial organism

9) other studies (specify)

5) studies on behaviour in water, soil and air, bioaccumulation
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Test Facility Type of Type of Area of Date of Nature of Compliance | Comments Date of Other
Facility Chemical Expertise Inspection Inspection | Status Compliance
Statement

Turun yliopisto University Medicinal 9 December 2004 | FULL IC NAM* March 2005 | First inspection:
Koe-eldinkeskus Products (Laboratory STTV*

and Industrial Animal Services)
University of Turku Chemicals 2ovejn;ber 2002
Central Animal Laboratory rea:
FIN-20520 Turku
SafetyCity Ltd Oy Contract Medicinal 2,9 December 2004 | FULL IC NAM* March 2005 | First inspection:

Products (Safety STTV*
FIN-20520 Turku and Industrial Pharmacology, N ber 2002

Chemicals Pharmaco- November 2005 |SA PEN! STTV* ovember

- Area: 2,9
kinetics)
Will be removed from
the programme
Orion Oyj Industry Medicinal 2,9 February, May FULL IC NAM* September First inspection:
Orion Pharma Products (Bioanalytics, and June 2004 2004 October 1991
Safety Area: 2,8,9

Nonclinical R&D

FIN-02101 Espoo

Pharmacology)

Previous name:
Orion-yhtymé Oyj
Orion Pharma

Sites in Espoo and
Turku

NAM* = inspected by the National Agency for Medicines

STTV* = inspected by the National Product Control Agency for Welfare and Health

pending for administrative reasons
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TERMS USED:

FULL
(Full Routine)

FULL-R
(Full on request)

Fsl
(Field Site)

SA
(Study audit)

PRE
(Pre-inspect.)

FIRST
(First full )

RE-I
(Re-inspection after FULL)

IC

(in compliance)

NIC

(not in compliance)

PEN

(pending)

FNC

(full inspection not yet completed)
RFP

(Removed from programme)

1) physical-chemical testing

6) residue studies

2) toxicity studies

7) studies on effects on mesocosms and natural ecosystems

3) mutagenicity studies

8) analytical and clinical chemistry testing

4) environmental toxicity studies on aquatic and terrestrial organism

9) other studies (specify)

5) studies on behaviour in water, soil and air, bioaccumulation
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