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HELLENIC GLP COMPLIANCE PROGRAMME MANUAL

1. AIM
This text describes the scheme established by the Hellenic Republic to monitor the GLP compliance of laboratories within its territory, by means of inspections and study audits.
2. SCOPE

The Hellenic GLP Compliance Programme is set to ascertain that Test Facilities/Sites conducting safety studies on chemicals, the results of which will be submitted to the Receiving Authorities, have been carried out according to the OECD GLP Principles and the respective EU legislation.

The current national legislation referring to GLP “Joint Ministerial Decision of the Ministers of Finance – Development & Investments No 30/004/000/1531/15.11.2022 (Government Gazette No 5991/B/2022)”, implements the EU legislation into our national legislation, describing in the same time the Hellenic GLP Compliance Programme. 
The above mentioned Joint Ministerial Decision repeals and replaces the Joint Ministerial Decision No 273/2000 (Government Gazette No 1370/B/2000). 

This legislation is composed by a text consisting of (17) Articles and it is accompanied by (4) Annexes as following:

Annex I: Principles on Good Laboratory Practice 

Annex II: Guidance for the Conduct of Laboratory Inspections & Study Audits

Annex III: Guides for Compliance Monitoring Procedures for Good Laboratory 
       

                   Practice (GLP).

Annex IV: Guidance for application to enter in the Hellenic GLP Compliance Programme.
3. FIELD OF APPLICATION

The Hellenic GLP Compliance Programme according to the Joint Ministerial Decision No     30/004/000/1531/15.11.2022 covers the non-clinical safety testing of all kinds of chemicals / articles and field studies on plant protection products, with final destination/receptor the national and foreign Receiving Authorities.
This legislation is not concerned with the interpretation and evaluation of test results of the studies in question.
4. EU LEGISLATION & GLP

EU legislation requiring the performance of tests and/or studies according to the GLP Principles:

· Reg. 1907/2006/EC (REACH), 1272/2008/EC (CLP) (chemical products)  

·  Reg. 1907/2006/EC (REACH), 1272/2008/EC (CLP) & 648/2004/EC (detergents) 

·  Directive 2003/63/EC (human medicinal products) & Regulation (EU) No     536/2014 (clinical trials) 

· Directive 2009/9/EC (veterinary medicinal products) 

·  Regulation (EC) No 1107/2009 (plant protection products), Regulation (EU) No/2013 implementing Regulation (EC) No 1107/2009 as regards the data requirements for active substances and Regulation (EU) No 284/2013 implementing Regulation (EC) No 1107/2009 as regards the data requirement for plant protection products 

·  Regulation (EC) No 470/2009, implementing Regulation (EU) No 2017/12, Regulation (EU) 2018/782, Regulation (EU) No 234/2011 (food additives), Regulation (EU) No 503/2013 (GM food & feed) & Recommendation 97/618/EC (novel foods)

· Regulation (EC) No 429/2008 (feed additives), 

· Regulation (EU) No 1223/2009 on cosmetics.

· Regulation (EU) No 528/2012(biocidal products),  
Receiving Authorities in Greece for the above-mentioned legislation are:

· General Chemical State Laboratory (GCSL) (industrial chemicals),

               Directorate of Energy, Industrial & Chemical Products

               16, An. Tsocha Str, 115 21   Athens 

· Ministry of Rural Development and Food (pesticides and part of biocides)

               2, Acharnon Str, 104 33 Athens

· National Organization for Medicines (medicines, cosmetics, veterinary medicines and part of the biocides)

               Mesogeion Av. 284, 15562, Attica, Greece

5. ADMINISTRATION

The Hellenic GLP Monitoring Authority is the General Chemical State Laboratory - Directorate of Planning & Laboratory Support. The General Chemical State Laboratory (G.C.S.L.) is a scientific Organization and a Directorate General within the Independent Authority for Public Revenue. Most of its staff consists of chemists and chemical engineers supported by administrative staff. 
The GLP Compliance Monitoring is part of the responsibilities of the Directorate of Planning & Laboratory Support, Department B’ – Planning and Quality. Head of the Hellenic GLP Monitoring Authority is the Head of the Directorate of Planning & Laboratory Support, who is especially charged with the selection of, among the nominated GLP inspectors, the ones to perform a certain inspection as well as with the issue of the “Statement of GLP Compliance” to GLP compliant Test Facilities.

The GLP Monitoring Authority is responsible for:

· the “team” of the Greek GLP inspectors

· the publication of documents relating to the adoption of GLP principles in Greece

· the publication of documents concerning the management and operation of the Hellenic GLP Compliance Programme
· the maintenance of the records of the test facilities inspected, of their GLP Compliance Status and of the studies audited

· the preparation of the annual report concerning the monitoring of GLP Compliance in Greece 

· all inquiries on GLP from the national and foreign Receiving Authorities as well as from GLP monitoring Authorities in other countries, on issues relating to data generated in Greece and elsewhere.

The GLP Monitoring Authority also provides information to the chemical industry, test facilities or sponsors of studies on any aspect of GLP.

All the activities related to the GLP Compliance Monitoring are performed by the Head of the Directorate of Planning & Laboratory Support, the Head of the Department B’ and one chemist of the same Department. The inspections are performed by four (4) GLP inspectors nominated as such with the No 30/004/587/6.2.2013 Decision of the General Secretary of the Public Revenue of the Ministry of Finance. All inspectors are chemists or chemical engineers, members of the permanent staff of the GCSL and they are all scientifically qualified with practical experience in analytical chemistry. They have attended training courses on GLP issues in Greece and abroad (OECD Training Courses, MJVs, Joint Inspections with GLP inspectors of other countries etc.).

A candidate inspector has to participate in three (3) inspections as an observer before he/she is nominated as a GLP inspector and act as a member of the inspection team.

All inspectors work on a part-time basis on GLP inspections and according to the law there should not be any conflict of interest between the GLP inspectors and the test facilities inspected, the studies audited or the companies sponsoring such studies.

In case of inspections or study audits of specific toxicological, ecotoxicological and/or physical-chemical studies or field studies, specialized experts from other Ministries or Scientific Institutions may be integrated in the inspection team if apropriate.

These specialized experts must be proposed officially by the relative Ministries or Institutions after an official request submitted to them by the GLP Monitoring Authority. The request depends on the test facility to be inspected.

All inspectors are supplied with identification cards to use during inspections.

All issues on GLP should be addressed to:

Independent Authority for Public Revenue

Directorate General of 
General Chemical State Laboratory

Directorate of Planning & Laboratory Support 
Department B' 

16, An. Tsocha Str.

115 21 Athens

Tel: +30 210 64 79 241, 205, 201
e-mail: sype.gcsl@aade.gr, planning.gcsl@aade.gr
6. THE GLP COMPLIANCE MONITORING PROGRAMME
The GLP Compliance Monitoring Programme is intended to ascertain whether test facilities have implemented GLP Principles for the conduct of studies and are capable of assuring that the resulting data are of an adequate quality.

Chemicals covered by the GLP Compliance Monitoring Programme are:
· industrial chemicals

· pharmaceuticals 

· veterinary medical products

· pesticides

· food additives

· feed additives

· cosmetics

· biocides

· other products (medical devices)
Types of studies covered:

1. physical-chemical tests

2. toxicity studies

3. mutagenicity studies

4. ecotoxicological studies on water & soil organisms

5. studies in the air compartment, in soil and in water; bioaccumulation

6. residues studies

7. studies of the effects on the mesocosms and the natural ecosystems

8. methods of analytical and clinical chemistry
9. others, to be specified (field studies).
Test facilities submitting a request for verification of compliance with the GLP principles are only accepted if health and environmental safety data of non-clinical studies of chemicals are generated for regulatory purposes. Test facilities may be research laboratories, laboratories of industrial units, public laboratories, or laboratories of universities and research institutes.

The annual inspections schedule is prepared at the beginning of each year. It supplies information about the test facilities to be inspected, inspectors and the dates of inspections.

Test facilities introduced in the GLP Monitoring Programme are in principle monitored on a two years basis (routine inspections). The inspection includes a general test facility inspection and a study audit of on-going and completed studies. Special test facility inspections and/or study audits may be performed upon the request of a national or a foreign Receiving Authority via the GLP Monitoring Authority of the particular country. Such requests may concern study audits, or test facility inspections. However, it is the responsibility of the Receiving Authority to identify and justify the need of such inspections and study audits.

The wide diversity of test facilities (in terms both of physical layout and management structure), together with the variety of types of studies encountered by inspectors, means that the inspectors must use their own judgement and expertise to assess the degree and extent of compliance with GLP Principles. Nevertheless, inspectors should strive for a consistent approach in evaluating whether, an adequate level of compliance   with GLP Principles has been achieved. 

Inspectors will not be concerned with the need for, or the suitability of the design of the studies, the interpretation of the findings of the studies, or the suitability of the test systems used for the purposes of the study.

Inspectors normally enter the test facilities, or gain access to data held by the test facility after the permission of the test facility management. In case that access is refused, the GCSL (as GLP Compliance Authority) will proceed to the appropriate measures according to the provisions of the Greek legislation.
6.1           INSPECTION PROCESS
6.1.1 REQUEST OF INSPECTION
Test facilities are included in the Hellenic GLP Compliance Monitoring Programme after the submission of a request for monitoring compliance with GLP Principles to the GCSL - Directorate of Planning & Laboratory Support. Facilities for which a request for monitoring compliance with GLP Principles is submitted by a Receiving Authority will also be listed on the annual inspections schedule of the GLP Compliance Programme.

The procedure to be followed by a test facility for entering the GLP Compliance Programme is:

The authorized person of the test facility submits an application to the Monitoring Authority (the GCSL) accompanied by a Declaration of the law 1599/86.

The application form must contain the following data:

· Applicant (name, function, address, tel., e-mail)

· Test facility (name, address, tel., e-mail)

· Company (name if different from that of the test facility to be inspected, address, tel., e-mail)

· Contact person for the cooperation with the Monitoring Authority (name, function, address, tel., e-mail)

· Legal status of the test facility (S.A. affiliates, etc.)

· Precise description of the activities of the test facility

· Precise description of the tests and studies for which the test facility requests 

monitoring

· Annual turnover
· Personnel (number, function, qualifications, expertise etc.)

· Any other useful information

In the Declaration of the law No 1599/86 the authorized person of the Test Facility declares that:

i.    He / She is aware of:

· The Decision of the Ministers of Finance – Development & Investments No     30/004/000/1531/15.11.2022
· The OECD documents referring to the GLP Principles 

· The GLP accreditation process and the monitoring of compliance with the GLP principles.

ii. He / She will make available to the nominated inspectors at least two (2) weeks before the agreed date of the inspection, information relative to the:

· nature and layout of the test facility

· management structure of the test facility

· nature and number of the tests and studies to be monitored

iii.  He / She will permit the free access of the inspection team to all the premises, documents and archives related to the GLP activities, the contact with the personnel involved in the planning, realization and archiving of the GLP studies as well as in any other activity promoting the achievement or the maintenance of the GLP status of the test facility.

iv.   He / She will make available to the inspection team any information necessary to evaluate the test facility compliance with the GLP principles.

v.    He / She will make available to the inspection team an appropriate room to work in, during the inspection.

vi.  He / She will send to the Monitoring Authority, written arguments on the non-compliances mentioned in the inspection report, the proposed corrective actions to be taken and the time schedule for their realization.

vii. He / She will inform in time the Monitoring Authority about any change in the proprietary status, the personnel, the premises or any other change which may affect the quality of the undertaken studies and he/she will ask for approval.

viii.  The Company he / she represents is not under bankruptcy.

ix.  He / She will pay the inspection fees.

x.  In the case of field studies, he/she will destroy the crop used, according to the legal dispositions of the Ministry of Agricultural Development and Food.  

6.1.2 PRE-INSPECTION
If the test facility has to be inspected for the first time a pre-inspection is usually carried out before the initial inspection.

The pre-inspection is planned in order to familiarize the inspectors with the management structure, the physical layout of buildings and the range of studies undertaken by the test facility. A pre-inspection letter will be sent to the test facility about two (2) weeks before the date of the visit informing the test facility about the names of the inspectors and the date of the visit. The selected inspectors have to fill in a Declaration of the Law No 1599/86 declaring that there is no family or economic relation between them and the test facility to be inspected.

The management and QA staff shall be present at the pre-inspection, as some documents or records may be asked for examination. The time allocated to a pre-inspection is one (1) day.

The pre-inspection starts with an opening session during which the inspectors outline the purpose and the scope of the visit. This introduction is usually followed by a management's presentation concerning the organization and the activities of the test facility.

 Afterwards the inspectors examine the documentation and the operational system of the facility. 

Finally, some premises of the test facility will be visited while special attention will be paid to the type and separation of activities, the environmental conditions and the identification and storage of apparatus, test systems and test and reference materials.

At the closing meeting a summary of the findings, including the strong and weak points   of the test facility’s GLP system, is presented by the inspectors to the test facility management.
6.1.3 INSPECTION AND STUDY AUDIT
After submission by the test facility / Receiving Authority of the request for GLP compliance monitoring, the Head of the Division of Planning & Laboratory Support selects among the nominated inspectors those who will perform the pre-inspection and the initial inspection of the test facility. Usually the inspection team consists of two (2) inspectors but in particular cases where specific expertise may be needed specialized experts may be integrated in the inspection team. The date of inspection is defined after consultation with the test facility management. The same procedure is followed in the case of a routine inspection, but in this case no application is needed. The test facility has to pay in advance the relative inspection fees. 

An official announcement will be sent by e-mail to the test facility, about a month before the visit, indicating the names of the inspectors and the date of the inspection, which normally takes three (3) days. However, when major non-compliances are observed during the inspection, the inspection can be interrupted. On the other side, the inspection team may conclude to audit more studies than those programmed. This may prolong the duration of the inspection. During the inspection the normal work in the test facility may be disturbed. Inspectors will try to minimize this disturbance as much as possible.

The inspections and study audits are carried out in accordance with the OECD Guidance for the Conduct of Laboratory inspections and study audits. This Guidance provides an indication of the major GLP aspects which inspectors should examine during the inspections and the study audits. The checklist used by the inspectors is based upon the aspects listed in the Guidance, but it is not limited to them.

At the starting conference the inspection team is presented to the management of the test facility and the purpose and the scope of the visit are outlined by the team leader. Afterwards, the inspection programme is discussed and fixed and the test facility members who have to accompany the inspectors are designated.

The inspection and study audit will be concluded with an closing meeting, during which the test facility management and other personnel is informed about the findings of the inspection. The non-compliances from GLP Principles are communicated, as well as the strong points of the GLP system of the test facility. The non-compliances are discussed with the test facility management, concluded, written in two (2) copies and signed both by the inspectors and the test facility management. One copy is kept by the inspectors and the other is given to the test facility management. All non-compliances found and reported during the closing meeting, are reported in the inspection report as such.
The test facility has to send its arguments on the findings of the inspectors, the proposed corrective actions to be taken and the timeframe for the realization of these measures in writing, the soonest possible and not later than (20) working days after the receipt of the inspection report to the GLP Monitoring Authority. These arguments will be annexed to the inspection report and will be considered for the evaluation of the GLP status of the test facility by the Monitoring Authority.

The inspection team may visit the test facility again to investigate if the corrective actions are taken.
6.1.4 INSPECTION REPORT   

The inspectors within thirty (30) working days after the completion of the inspection send to the GLP Monitoring Authority the inspection report. The inspection report is prepared in two (2) copies. One copy is archived by the GLP Monitoring Authority and the second one is sent to the test facility management.
The inspection reports are treated as confidential documents and copies of them can be submitted only to the national or foreign Receiving Authorities, after an official and justified request aiming to the safety evaluation of a product and/or its licensing to be placed on the market.

The inspection report follows a specific format and contains the following:

· name and address of the test facility

· units inspected

· type of inspection (initial, routine etc.) 

· date of inspection

· persons interviewed during the inspection

· inspectors (name, function)

· specialized experts (name, function), if integrated in the inspection team

· an overview of the inspected test facility

· results of the GLP inspection

· observed non-compliances 

· annexes
6.2    GLP COMPLIANCE
It is in the interest of the test facility to comply with the requirements of GLP and to produce data of an adequate quality for assessment and decision making by the Receiving Authorities. Failure to do so may lead to rejection of test results by them.

Depending on the content of the inspection report and the written arguments of the inspected test facility, the Evaluation Committee nominated by the Decision No Δ.ΟΡΓ.Β. 1014133ΕΞ2023 of the Governor of the Independent Authority for Public Revenue evaluates the GLP Status of the test facility.

The Evaluation Committee consists of three (3) members and can be assisted in its work by the specialized experts integrated in the inspection team when necessary.

Where no or minor non-compliances have been found, the proposed by the test facility corrective actions have been assessed as satisfactory and after the positive proposal of the Evaluation Committee, the GLP Monitoring Authority will issue a statement that the test facility has been inspected and has been found to operate in compliance with the GLP Principles. The GLP Compliance Statement (Annex 3) will include:

· name and address of the test facility

· identification number of the GLP statement 

· date of inspection

· sector of chemicals covered by the GLP statement

· categories of tests for which the test facility meets the GLP Principles

· signature of the Head of the Directorate of Planning and Laboratory Support of the GCSL

· date of signature 

Where major non-compliances have been found during the test facility inspection and/or the study audit, the Hellenic GLP Monitoring Authority requires specific corrective actions to be taken by the test facility management and characterizes the GLP status of the test facility as "pending". When the appropriate corrective actions have been completed by the test facility, a new inspection is scheduled by the Monitoring Authority. 

If the test facility management denies to proceed to the apropriate corrective actions and the outcome of the appeal procedure is not in favor of the test facility, then the Monitoring Authority does not issue or withdraws the GLP Compliance Statement and informs all interested parties (GLP Monitoring Authorities and Receiving Authorities in Greece and abroad, sponsors etc.)

More specifically the Monitoring Authority can withdraw the issued GLP Compliance Statement in the following cases:

· When a test facility has submitted false or falsified information

· When a test facility performs tests and/or studies not covered by the provisions of the Joint Ministerial Decision No30/004/000/1531/15.11.2022  
· When a test facility does not respect the statements declared on the Declaration of the law No 1599/86

· When a test facility does not pay the defined inspection fees

· When a test facility refuses to the inspectors the access to its premises, archives etc.

If the management, the QA staff, the personnel and the infrastructure of the test facility, or the type of studies conducted is significantly extended or changed, the test facility has the obligation to make these changes known to the GCSL, Directorate of Planning & Laboratory Support and to ask for approval.

In order to facilitate the communication between sponsors, test facilities, regulatory and monitoring authorities from Greece or abroad the GCSL provides information on inspections to interested parties in three ways:

· the inspection report or/and a "Statement of GLP Compliance", where the inspection reveals an adequate compliance with GLP, are sent to the test facility; the inspection report may also be given to the Greek Receiving Authorities upon official and justified request;

· list of test facilities in compliance with GLP is available to test facilities and sponsors upon request; 
· an annual report, including the test facilities inspected and their GLP status, is sent to the OECD and the EU.

Test facilities/sites have to pay the inspection fees defined by the Decision of the Assistant to the Minister of Finance No 30/002/000/8788, (Government Gazette 181/B’/2017) as follows:

· Pre-inspection
  


                                                 200 EUROS
· Initial inspection





                 1.500 EUROS
· Preparation of the inspection report, evaluation of the 
      GLP compliance of the test facility and issuance 
      of the GLP Statement                                                                                                200 EUROS

· Routine inspection (every two years)



  800 EUROS
· Test facility inspection after request of another GLP Monitoring

Authority or national Receiving Authority 
(in the case of non-compliance found)                                                              500 EUROS

7. CONFIDENTIALITY

Before, during and after the inspections and study audits the inspectors may have access to highly confidential, commercially valuable information. To ensure that maximum confidentiality is maintained:

· The Greek GLP Monitoring Authority treats any information on GLP inspections (e.g. applications, declarations of the law No 1599/86, documents etc.) as confidential material. The staff of the GLP Monitoring Authority, the GLP inspectors and the specialized experts who may be integrated in the inspection team, are all civil servants and have to respect the provisions on confidentiality defined in the Greek Law No 3258/2007 - Code of the Civil Servants (Government Gazette 26/A/9.02.2007).   

· All information acquired by inspectors or held by the GCSL, Directorate of Planning & Laboratory Support, is restricted to the staff of the Greek GLP Monitoring Authority.

· Copies of any documents removed from the test facility before, during and after the inspections are handled as confidential documents. 

· Study audit and inspection reports are considered confidential material and shall be made available only to the test facility inspected and/or the relevant Greek Receiving Authorities upon request.

Overviews of test facilities with indication of their GLP status are not considered as confidential.
8. APPEAL PROCEDURES

Any disagreements or differences of opinion between the inspectors and the test facility management, arising from an inspection or study audit, are normally resolved during the inspection or at the closing meeting. However, where problems persist and an agreement cannot be reached during the inspection process, the test facility management may appeal against the findings observed and communicated by the inspectors. Such appeal must be addressed in writing to the Head of the Monitoring Authority. The test facility representative may be present at the conference of the Evaluation Committee and may present the arguments there.

If the problem still persists, the test facility may submit an appeal to the Supreme Chemical Council.

1.  9. REFERENCES

2.  The OECD series on Principles of Good Laboratory Practice and Compliance Monitoring 

2.  The EU Dirs. 2004/9/EC & 2004/102/EC.
3.  The Joint Ministerial Decision of the Ministers of Finance – Development & Investments No 30/004/000/1531/15.11.2022.
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