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QualityQuality isis nevernever an accident. an accident. 

ItIt isis alwaysalways thethe resultsresults ofof highhigh intention, intention, 
sinceresincere effort, intelligent direction effort, intelligent direction andand

skillfullskillfull executionexecution ; ; itit representsrepresents thethe wisewise
choicechoice ofof manymany options.options.

John RuskinJohn Ruskin
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AGENDAAGENDA

•• Partnership European frameworkPartnership European framework

•• Standardisation Ph. Eur.Standardisation Ph. Eur.

•• Certification of suitability of monographs Certification of suitability of monographs 
for APIfor API

•• European Biological Standardisation European Biological Standardisation 
ProgrammeProgramme

•• European OMCLs NetworkEuropean OMCLs Network
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EUROPEAN REGULATORY FRAMEWORKEUROPEAN REGULATORY FRAMEWORK
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Partnership EDQMPartnership EDQM--CoECoE/EU/EU

• EP Convention
• 1964: EU Observer
• 1975-2004: EU Dir, Reg. refers to EP
• 1994: EU signs the Convention 

• Contracts
• 1992: Biological standardisation
• 1994: setting up the Eur. Network of OMCLs

•1997:  EMEA post marketing control of  centrally 
authorised products
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MISSIONS OF THE EDQM MISSIONS OF THE EDQM (1)(1)

SECRETARIAT OF THE PHEUR COMMISSIONSECRETARIAT OF THE PHEUR COMMISSION

Goals Goals ofof thethe PheurPheur::
-- Harmonise Harmonise thethe Q Q andand thethe C C ofof medicinesmedicines for for 

humanhuman andand veterinaryveterinary use in Europeuse in Europe
-- ContributeContribute to to thethe protection protection ofof Public Public healthhealth
-- PromotePromote freefree movementmovement ofof medicinesmedicines in in 

EuropeEurope
ActivitiesActivities basedbased on an international on an international 
convention convention fromfrom thethe CouncilCouncil ofof EuropeEurope
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SecretariatSecretariat ofof PhPh. Eur. Commission. Eur. Commission
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PhPh. Eur. MEMBER & OBSERVERSHIP. Eur. MEMBER & OBSERVERSHIP
((includingincluding EU)EU)
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Purpose of a monograph?Purpose of a monograph?

•• Public standardPublic standard

•• Independent evaluation of quality Independent evaluation of quality 
specificationspecification

•• Applicable by all laboratoriesApplicable by all laboratories

•• Regulators need uniform quality standardRegulators need uniform quality standard

•• Sets standard for future productsSets standard for future products
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TheThe EuropeanEuropean PharmacopoeiaPharmacopoeia
RecentRecent developmentdevelopment
•• 5th Edition (2004), 5th Edition (2004), generalgeneral monographsmonographs

•• International harmonisation International harmonisation amongamong JP, EP, USPJP, EP, USP

•• FunctionalityFunctionality--relatedrelated characteristicscharacteristics in excipient in excipient 
monographsmonographs

•• Control Control ofof impuritiesimpurities in in APIAPI’’ss

•• TheThe Certification Certification schemescheme

•• ElectronicElectronic communicationcommunication
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General monographs General monographs 1.11.1

•• Cover classes defined by different criteria: Cover classes defined by different criteria: 
production method, origin, risk factorsproduction method, origin, risk factors

•• Deal with aspects that cannot be treated in Deal with aspects that cannot be treated in 
each individual monographeach individual monograph

•• Residual solvents, polymorphism, Residual solvents, polymorphism, 
pesticides in herbals, etc.pesticides in herbals, etc.

http://online.pheur.org/IP404TER/IPep404.dll/Infobase/01_general_notices/1.1.__general_statements/10100e.htm?fn=document-frame.htm&f=templates&2.0


A. Artiges, Lisbonne, 11/10/2004 1212

Scope of monographsScope of monographs

•• Aim is to cover all sources of a product Aim is to cover all sources of a product 
approved for use in EP Member Statesapproved for use in EP Member States

•• Monograph does not necessarily cover Monograph does not necessarily cover 
other sourcesother sources

•• Suitability to be demonstrated (CEP)Suitability to be demonstrated (CEP)
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PhPh. Eur.: . Eur.: WorkWork ProgrammeProgramme

BasedBased on on inquiriesinquiries on on needsneeds ofof usersusers
–– LicensingLicensing authoritiesauthorities

–– Industries, Industries, hospitalshospitals

MonographsMonographs
–– PharmeuropaPharmeuropa (4 issues/(4 issues/yearyear))

–– InternetInternet

–– ScientificScientific seminarseminar
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PhPh. Eur. . Eur. andand new technologies new technologies (1)(1)

•• ProductsProducts ofof Recombinant DNA Recombinant DNA TechnologyTechnology (5th Edition)(5th Edition)

•• Alternative Alternative methodsmethods for control for control ofof microbiologicalmicrobiological qualityquality
((PharmeuropaPharmeuropa No 16.4)No 16.4)

•• CellCell & & genegene TherapyTherapy ((PharmeuropaPharmeuropa No 16.4)No 16.4)
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PhPh. Eur. . Eur. andand new technologies new technologies (2)(2)

•• AdenovirusAdenovirus vectorsvectors for for humanhuman useuse
•• PlasmidPlasmid vectorsvectors for for humanhuman useuse
•• PoxvirusPoxvirus vectorsvectors for for humanhuman useuse
•• HumanHuman haematopoietichaematopoietic progenitorprogenitor cellscells
•• GeneGene transfertransfer medicinalmedicinal productsproducts for for humanhuman useuse
•• BacterialBacterial cellscells usedused for for thethe manufacture manufacture ofof plasmidplasmid

vectorsvectors for for humanhuman use (5.2.10)use (5.2.10)
•• NumerationNumeration ofof CD34 + CD34 + cellscells in in haematopoietichaematopoietic

productsproducts (2.7.23)(2.7.23)
•• MicrobiologicalMicrobiological control control ofof cellcell therapytherapy productsproducts

(2.6.27)(2.6.27)
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EDQM EDQM LaboratoryLaboratory
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MISSIONS OF THE EDQM MISSIONS OF THE EDQM ((22))

•• Publication Publication ofof thethe Eur. Pharm.   Eur. Pharm.   TextsTexts (F+E)(F+E)

•• 5th Edition, 5th Edition, updatedupdated 3 3 timestimes a a yearyear (Book,  (Book,  CDCD--ROMROM
andand OnlineOnline versions)versions)

•• A forum: PHARMEUROPA (4 issues A forum: PHARMEUROPA (4 issues perper yearyear) & ) & 
PHARMEUROPA BIO (2 issues PHARMEUROPA BIO (2 issues perper yearyear) ;) ;

•• An official guideline: THE LIST OF STANDARD TERMS An official guideline: THE LIST OF STANDARD TERMS 
((pharmaceuticalpharmaceutical dosage dosage formsforms, route , route ofof adminadmin, containers), containers) to to bebe usedused in in 
MA dossiers (27 MA dossiers (27 languageslanguages) ;) ;

•• TechnicalTechnical guide for guide for elaborationelaboration ofof monographsmonographs
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5th Edition5th Edition
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Implementation datesImplementation dates

AdoptionAdoption PublicationPublication ImplementationImplementation

5 th Edition5 th Edition 11/200311/2003 July 2004July 2004 Jan. 2005Jan. 2005

Suppl. 5.1Suppl. 5.1 03/200403/2004 Oct. 2004Oct. 2004 AprilApril 20052005

Suppl. 5.2Suppl. 5.2 06/ 200406/ 2004 DecDec. 2004. 2004 July 2005July 2005
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MISSIONS OF THE EDQM MISSIONS OF THE EDQM ((33))

• Producing and distributing 
Pharmaceutical RS , Biological RS 
described in the standards

More than 1600 reference substances More than 1600 reference substances 
availableavailable
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MISSIONS OF THE EDQM MISSIONS OF THE EDQM ((44))

Certification of suitability Certification of suitability 
of Ph. of Ph. EurEur. monographs. monographs

Participating in the European regulatory system by a centralisedParticipating in the European regulatory system by a centralised
evaluation of the quality that the quality of material is suitabevaluation of the quality that the quality of material is suitably ly 

controlled by monograph (API & controlled by monograph (API & excipientsexcipients))

Directives 2001/83/EC, 2003/63/EC & 2001/82/ECDirectives 2001/83/EC, 2003/63/EC & 2001/82/EC
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HowHow to to demonstratedemonstrate thethe suitabilitysuitability ofof
monographsmonographs for a substance  ?for a substance  ?

•• ImproveImprove upup--datedate andand transparencytransparency ofof
monographsmonographs

•• ProcedureProcedure ofof centralisedcentralised evaluationevaluation
elaboratedelaborated withwith

–– TheThe licensinglicensing authoritiesauthorities in Europein Europe

•• Recognition Recognition ofof itsits validityvalidity

–– Industries Industries --> assurance on > assurance on thethe protection protection 
ofof thethe information information providedprovided

Certification Certification ofof suitabilitysuitability
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Certification UnitCertification Unit
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TheThe CEP CEP SteeringSteering CommitteeCommittee

•• Chairman Chairman ofof thethe Eur.Ph.Eur.Ph. Commission Commission 
ChairmenChairmen ofof technicaltechnical groups groups 

CPMP/CMV (QWP/CPMP/CMV (QWP/BioWPBioWP/IWP/HPWP)/IWP/HPWP)

•• 1 repr1 repréésentant enregistrement Etats non UEsentant enregistrement Etats non UE

•• 1 repr1 repréésentant de lsentant de l’’EMEAEMEA (Inspection)(Inspection)

•• 1 repr1 repréésentant EDQMsentant EDQM

•• Chairs of TABChairs of TAB
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Certification Certification -- InspectionInspection

•• Applicant to agree to be inspectedApplicant to agree to be inspected

•• Inspection by national inspector + 2nd  Inspection by national inspector + 2nd  
from another country + EDQMfrom another country + EDQM

•• 2 European inspectors outside Europe2 European inspectors outside Europe

•• 1999 Pilot programme1999 Pilot programme

•• 2001 established inspection2001 established inspection

•• 48 sites inspected (18 in 2003, 7 in 2004)48 sites inspected (18 in 2003, 7 in 2004)



A. Artiges, Lisbonne, 11/10/2004 2626

InspectionInspection

•• Inspection inside and outside EuropeInspection inside and outside Europe

•• Inspection ofInspection of
–– Chemicals including sterile bulkChemicals including sterile bulk

–– TSE riskTSE risk

–– ManufacturersManufacturers

–– BrokersBrokers

•• Authorities notified of issues arisingAuthorities notified of issues arising
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Certification: benefitsCertification: benefits

•• Single assessmentSingle assessment

•• Uniformity of assessmentUniformity of assessment

•• Replaces Drug Master FileReplaces Drug Master File

•• Savings of time and costSavings of time and cost

•• Updating of monographs (impurities)Updating of monographs (impurities)

•• Revision of monographs (new or Revision of monographs (new or 
replacement  test methods)replacement  test methods)
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MISSIONS OF THE EDQM MISSIONS OF THE EDQM ((55))

The European Biological Standardisation The European Biological Standardisation 
Programme  (BSP) Programme  (BSP) 

Goals 
•The establishment of European working standards; 
• The development and validation of new analytical 
methods;
• the validation of alternative methods in the 
framework of the 3Rs concept (Refine, Reduce, 
Replace animal experiments);
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Recent achievementsRecent achievements
•• Viral markers for blood HCVRnA, B19Viral markers for blood HCVRnA, B19

–– Testing methodsTesting methods
–– StandardStandard

•• Alternative methodsAlternative methods
–– TetanusTetanus
–– Diphteria/Serological methodsDiphteria/Serological methods
–– HormonesHormones

•• StandardsStandards
–– EPO, IGg, Fact VIII/IX IG antiDEPO, IGg, Fact VIII/IX IG antiD

Established together with WHO,FDAEstablished together with WHO,FDA
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MISSIONS OF THE EDQM MISSIONS OF THE EDQM ((66))

The European network of the Official 
Medicines Control Laboratories (OMCL 
network)
Created in 1994 in close collaboration with the E.U.

Goals of the OMCL network:

To develop exchanges and know-how, facilitate mutual 
recognition of controls of national laboratories and 
promote the future development of harmonised 
common standards and foster further work-sharing.
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DefinitionDefinition of OMCLof OMCL

•• Public InstitutionPublic Institution which ONLY performs which ONLY performs 
laboratory testing for a Competent laboratory testing for a Competent 
Authority, Authority, independently from the independently from the 
manufacturermanufacturer, for medicinal products, , for medicinal products, 
prior to and/or after marketing for the prior to and/or after marketing for the 
general surveillance of medicines in general surveillance of medicines in 
relation to the safety of human patient relation to the safety of human patient 
and/or animalsand/or animals
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OMCL Network: compositionOMCL Network: composition

•• OMCL Network is composed of public OMCL Network is composed of public OMCLsOMCLs and, and, 
when appropriate, representatives of Competent when appropriate, representatives of Competent 
AuthoritiesAuthorities

•• Criteria :Criteria :
–– establishing a  formal QA System based on ISO establishing a  formal QA System based on ISO 

1702517025
–– Implementing European PharmacopoeiaImplementing European Pharmacopoeia
–– Indepency (see definition)Indepency (see definition)
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OMCL Network: objectivesOMCL Network: objectives

•• Harmonise the administrative and Harmonise the administrative and 
technical activities of technical activities of common interestscommon interests

•• Mutual recognition of national quality Mutual recognition of national quality 
control testscontrol tests

•• OMCL tests samples of medicinal products OMCL tests samples of medicinal products 
and/or its components to check whether and/or its components to check whether 
they comply with the specifications in the they comply with the specifications in the 
MA applicationMA application or in official documents or in official documents 
such as such as Ph Ph EurEur or or specific guidelinesspecific guidelines
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OMCL Network OMCL Network -- Where are we ?Where are we ?

already in place:already in place:

•• Common QA systemCommon QA system

•• Official Control Authorities Batch ReleaseOfficial Control Authorities Batch Release withwith

formalformal mutual recognitionmutual recognition

•• Centrally authorised productsCentrally authorised products

truetrue workwork--sharingsharing



A. Artiges, Lisbonne, 11/10/2004 3535

OMCL Network OMCL Network -- Quality AssuranceQuality Assurance

•• Development and maintenance of QA Development and maintenance of QA 
system initiated in 1998system initiated in 1998

•• ImplementationImplementation of QA System of QA System basedbased onon
–– CommonlyCommonly agreedagreed standard Iso 17025 standard Iso 17025 
–– PeerPeer reviewreview (audit)(audit)
–– SpecificSpecific proceduresprocedures
–– PTSPTS (performance  measurements)(performance  measurements)
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OMCL Network OMCL Network -- WorkWork--sharingsharing

•• For techniques that are rarely used or For techniques that are rarely used or 
require onrequire on--going use going use 

create centres of expertisecreate centres of expertise

•• For other products For other products cut costscut costs by workby work--and and 
information information sharing sharing 

for e.g. Mutual Recognition products (MRP)for e.g. Mutual Recognition products (MRP)
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MJA/MJV ProgrammeMJA/MJV Programme

•• 1999 1999 -- OMCL Network starts MJV/MJA system to help OMCL Network starts MJV/MJA system to help 
each other implementing and maintaining a Quality each other implementing and maintaining a Quality 
SystemSystem

•• StandardStandard ISO/IEC 17025 was selectedISO/IEC 17025 was selected

•• MJA are intended to evaluate the competence of the MJA are intended to evaluate the competence of the 
labs in an equivalent way to the External labs in an equivalent way to the External 
Accreditation BodiesAccreditation Bodies

•• MJA/MJV highly appreciated MJA/MJV highly appreciated -- sharing of technical sharing of technical 
knowledge, meeting other experts, independent knowledge, meeting other experts, independent 
evaluationevaluation
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MJA Process MJA Process (1)(1)

•• The interested OMCL makes an The interested OMCL makes an ””Audit requestAudit request”” to EDQM Div. IV to EDQM Div. IV 

•• 5 types of Audit scope: 5 types of Audit scope: 

•• Blank auditBlank audit (all elements covered, only recommendations (all elements covered, only recommendations 
given)given)

•• Initial auditInitial audit (all elements of ISO 17025 are assessed)(all elements of ISO 17025 are assessed)
•• Surveillance auditSurveillance audit (only specific topics are covered)(only specific topics are covered)
•• Reassessment auditReassessment audit (every 5 years, all elements covered)(every 5 years, all elements covered)
•• Follow upFollow up of nonof non--conformitiesconformities

•• Audit team: one or more trained auditors from the OMCL Network +Audit team: one or more trained auditors from the OMCL Network +

audit team coordinator from EDQM (+ experts if needed)audit team coordinator from EDQM (+ experts if needed)

•• Auditors sign a Confidentiality statement prior to the auditAuditors sign a Confidentiality statement prior to the audit

•• OMCL is requested to send QS documentationOMCL is requested to send QS documentation for evaluationfor evaluation
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MJA Process MJA Process (2)(2)

•• ““Audit NotificationAudit Notification”” sent to the OMCLsent to the OMCL

•• ““Audit planAudit plan”” agreed with the OMCLagreed with the OMCL

•• Audit check list based on ISO/IEC 17025 Audit check list based on ISO/IEC 17025 
requirementsrequirements

•• Closing meeting: findings are discussed with Closing meeting: findings are discussed with 
OMCL Management OMCL Management 

•• Draft Audit Report is sent to OMCL for commentsDraft Audit Report is sent to OMCL for comments

•• OMCL decides on corrective action + informs OMCL decides on corrective action + informs 
Division IV on its status Division IV on its status 

•• When all nonWhen all non--conformities are solved, Div IV conformities are solved, Div IV 
sends a MJA Attestationsends a MJA Attestation
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Tutorial SchemeTutorial Scheme
•• TutorsTutors: qualified experts from the OMCL Network or from EDQM carrying : qualified experts from the OMCL Network or from EDQM carrying out out 

tuition in the field of interesttuition in the field of interest

•• ObjectiveObjective: to coach personnel on QA topics (general, specific, : to coach personnel on QA topics (general, specific, 

implementation of the Quality system, etc)implementation of the Quality system, etc)

TUTORIAL PROCESSTUTORIAL PROCESS

•• Interested OMCL makes a Interested OMCL makes a ““QA Tutorial requestQA Tutorial request”” to EDQM Division IV to EDQM Division IV 

•• Coaching is given in the form of lessons, seminars, discussion Coaching is given in the form of lessons, seminars, discussion groups,etcgroups,etc

•• Tutorial planning established by Division IV + QA Officer of OMCTutorial planning established by Division IV + QA Officer of OMCLL

•• Tutors are bound by confidentiality agreementTutors are bound by confidentiality agreement

•• Tutorial Report is written on site: topics discussed + recommendTutorial Report is written on site: topics discussed + recommendationsations
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Proficiency Testing StudiesProficiency Testing Studies
PTSPTS
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Proficiency testingProficiency testing
Proficiency testing is the use of interProficiency testing is the use of inter--laboratory laboratory 
comparison for the determination of laboratory comparison for the determination of laboratory 
testing or measurement performancetesting or measurement performance

Participation in proficiency testing schemes Participation in proficiency testing schemes 
provides laboratories with an objective means of provides laboratories with an objective means of 
assessing and demonstrating the reliability of the assessing and demonstrating the reliability of the 
data they are producingdata they are producing

Use as a complement of the QA system in place as Use as a complement of the QA system in place as 
requested by the standard ISO 17025requested by the standard ISO 17025



A. Artiges, Lisbonne, 11/10/2004 4343

Some dataSome data

•• Scheme initiated in 1995 (Scheme initiated in 1995 (OMCLsOMCLs + EP lab)+ EP lab)
•• Open to non OMCL labs since 2000 (2004 Open to non OMCL labs since 2000 (2004 

bio)bio)
•• 33--4 (bio) & 54 (bio) & 5--6 (6 (physicophysico--chemical) chemical) 

studies/yearstudies/year
•• Average of 13 (bio) and 45 (Average of 13 (bio) and 45 (physicophysico--

chemical) participants/studychemical) participants/study
•• Use of Use of compendialcompendial methods: EP, BP& USP methods: EP, BP& USP 

(for finished products only)(for finished products only)
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PhysicoPhysico--Chemical PTS Studies in 2004Chemical PTS Studies in 2004

•• Assay of tablets (UVAssay of tablets (UV--VIS)VIS)

•• RELS by HPLCRELS by HPLC

•• Water semiWater semi--micro determinationmicro determination

•• Assay of tablets (titration)Assay of tablets (titration)

•• ChiralChiral purity of essential oils by GCpurity of essential oils by GC

•• Acetic acid in synthetic peptidesAcetic acid in synthetic peptides
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PhysicoPhysico--Chemical PTS studies for 2005 Chemical PTS studies for 2005 

•• Assay of injections (HPLC)Assay of injections (HPLC)

•• Assay of suppositories (titration)Assay of suppositories (titration)

•• Residual solvents (GC)Residual solvents (GC)

•• Refractive indexRefractive index

•• Assay of tablets (HPLC)Assay of tablets (HPLC)

•• Impurity profileImpurity profile
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PhysicoPhysico--Chemical PTS programme Chemical PTS programme 
with WHOwith WHO
•• Contractual collaboration with WHO since 2000Contractual collaboration with WHO since 2000

•• Programmes are run for a 1,5Programmes are run for a 1,5--2 year2 year’’s periods period

•• On going programme: 5 studies planned between On going programme: 5 studies planned between 
July 2004 and June 2006   July 2004 and June 2006   

•• 42 control laboratories of the WHO regional offices 42 control laboratories of the WHO regional offices 
in Asia, Africa, South America, East Europe in Asia, Africa, South America, East Europe 

•• Protocol based on IP & using essential medicinesProtocol based on IP & using essential medicines
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Bio PTS Studies in 2004 (1)Bio PTS Studies in 2004 (1)

PTS052: Testing human blood (plasma pools) for PTS052: Testing human blood (plasma pools) for 
contamination with B19 virus DNA by contamination with B19 virus DNA by 

quantitativequantitative Nucleic Acid Amplification (NAT)Nucleic Acid Amplification (NAT)

•• 1st PTS on topic (testing mandatory since 1/04)1st PTS on topic (testing mandatory since 1/04)

•• Participation Participation OMCLsOMCLs and manufacturersand manufacturers

•• 1/2 available test kits not appropriate1/2 available test kits not appropriate

==> information of kit manufacturer==> information of kit manufacturer

•• feedback to users of EP and regulatorsfeedback to users of EP and regulators
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Bio PTS Studies in 2004 Bio PTS Studies in 2004 (2)(2)

PTS054: Testing human blood (plasma PTS054: Testing human blood (plasma 
pools) for contamination with pools) for contamination with 

Hepatitis B RNA by Hepatitis B RNA by qualitativequalitative NATNAT

•• Performed 1Performed 1--2 per year2 per year

•• Significant decrease of number of Significant decrease of number of 
failing labs over timefailing labs over time

•• First participation of manufacturersFirst participation of manufacturers



A. Artiges, Lisbonne, 11/10/2004 4949

Future Bio PTS studies 2004Future Bio PTS studies 2004--55

•• PTS063: PTS063: EndotoxinEndotoxin content of human content of human 
heparin preparationsheparin preparations

•• PTS065: Serological potency assay of PTS065: Serological potency assay of 
acellularacellular pertussispertussis vaccinesvaccines

•• HCVHCV--NAT (as PTS054 but other virus NAT (as PTS054 but other virus 
genotypes)genotypes)

•• B19 NAT (as PTS052)B19 NAT (as PTS052)
•• PrePre--kallikreinkallikrein activator content of human activator content of human 

albumin preparationsalbumin preparations
•• AntiAnti--D immunoglobulin: potency assayD immunoglobulin: potency assay
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General activitiesGeneral activities
Market Surveillance StudiesMarket Surveillance Studies

MSSMSS
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MSS 2003/2004

MSS017 - Matricaria flower 
MSS020 - Aciclovir tablets 
MSS021 - Amoxicillin granules and powders
MSS022 - Ibuprofen tablets
MSS023 - Omeprazole tablets and capsules 
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MSS 2004/2005 (1) 

MSS025 - Tablets for which subdivision is authorised 

MSS026 - Erythromycin liquid preparations and 
erythromycin esters preparations

MSS027 - Equisetum stem

MSS028 - Products containing sulfasalazines
Type of products: tablets / suppositories
Assay and impurity profile

MSS029 - Trimethropim
Control of impurities in API and tablets
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EU/EEA EU/EEA EUROPEAN NETWORK OF EUROPEAN NETWORK OF OMCLsOMCLs

•• OCABROCABR
–– CommonCommon approachapproach of batch releaseof batch release

•• Administrative procedureAdministrative procedure

•• 3399 guidelinesguidelines product specificproduct specific

•• mutualmutual recognitionrecognition

•• CAP (CAP (centrallycentrally authorisedauthorised productsproducts))
–– SharingSharing samplingsampling andand testingtesting

–– Reports to EMEAReports to EMEA
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CAPCAP
RegulationRegulation 726/2004 & 726/2004 & SamplingSampling

andand TestingTesting Programme for Programme for 
centrallycentrally authorisedauthorised productsproducts

article 57rarticle 57r
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Objectives of Objectives of samplingsampling andand testingtesting…… (1)(1)

••To supervise To supervise the quality the quality of of medicinal productsmedicinal products
••To To confirm compliance confirm compliance of of the medicinal product placed the medicinal product placed 
on on the market with its authorised specificationsthe market with its authorised specifications
••To  monitor To  monitor the quality the quality of of the finished product the finished product in all parts in all parts 
of of the the distribution distribution chain throughout the authorised shelfchain throughout the authorised shelf--
lifelife
••To To investigate suspected quality defects investigate suspected quality defects of of CAPs CAPs --when when 
requestedrequested
••To To assist assist in in testing testing of of counterfeits counterfeits of of CAPs CAPs --when when 
requestedrequested
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Objectives of Objectives of samplingsampling andand testingtesting…… (2)(2)

••To To make make use of use of existing systems and resourcesexisting systems and resources
••To To avoid avoid duplication`duplication`
••Provide Provide for for work sharingwork sharing
••Mutual Mutual recognition of recognition of testing results testing results in in the the EEA EEA 
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OrganisationalOrganisational challengeschallenges

•• PartnershipPartnership withwith EMEA/EDQM for coEMEA/EDQM for co--
operationoperation withwith OMCL networkOMCL network

•• Support of GMP Support of GMP inspectorsinspectors throughthrough ad hoc ad hoc 
GMP GMP inspectorsinspectors groupgroup

•• DedicatedDedicated EMEA staff EMEA staff membermember appointedappointed

•• EDQM EDQM strenghtensstrenghtens coordination teamcoordination team

•• RegularRegular feedback feedback throughthrough AdvisoryAdvisory GroupGroup
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EMEA EMEA responsibilitiesresponsibilities

•• ResponsibleResponsible for for choicechoice of of medicinalmedicinal productsproducts
-- adoptedadopted by by scientificscientific committeescommittees

•• Liaison Liaison withwith ((coco) rapporteur/) rapporteur/workingworking partiesparties
•• Communication Communication withwith Marketing Autorisation Marketing Autorisation 

holderholder
•• CoCo--ordinationordination of communication of of communication of followfollow--upup

measuresmeasures
•• OverallOverall responsibilityresponsibility
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EDQM EDQM responsibilitiesresponsibilities

•• Coordination of EEA OMCL networkCoordination of EEA OMCL network
•• Organisation of QA systemOrganisation of QA system
•• Coordination Coordination samplingsampling andand testingtesting
•• ReceiptReceipt andand reviewingreviewing of documentationof documentation
•• ReferenceReference materialmaterial andand specificspecific reagentreagent requestrequest
•• DefineDefine samplingsampling andand select select inspectoratesinspectorates
•• ProvideProvide samplessamples to to selectedselected OMCLsOMCLs
•• ReviewReview andand summariessummaries resultsresults, report to EMEA, report to EMEA
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MAH MAH responsibilitiesresponsibilities

•• Provision of documentationProvision of documentation

•• Clarification of issuesClarification of issues

•• Supplies of Supplies of referencereference materialmaterial//reagentsreagents

•• PayPay for for samplessamples throughthrough voucher systemvoucher system

•• ExplainingExplaining deviationsdeviations

•• ImplementingImplementing necessarynecessary followfollow--upup
measuresmeasures
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National National AuthorityAuthority ResponsabilitiesResponsabilities

•• As (As (cooocooo) rapporteur/) rapporteur/assessorassessor -- selectionselection
of test of test andand advisingadvising on implications of on implications of 
outcomeoutcome for dossierfor dossier

•• As As inspectorsinspectors, , samplingsampling andand takingtaking intointo
accountaccount resultsresults in national inspection in national inspection 
programmesprogrammes

•• As OMLC As OMLC membersmembers, , performingperforming tests tests andand
advisingadvising on on outcomesoutcomes
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Examples of findings Examples of findings (1)(1)

•• Products within specification limitsProducts within specification limits

•• In some cases, difficulties in setting up the In some cases, difficulties in setting up the 
test protocolstest protocols
–– Problems in method transferProblems in method transfer

–– Difficulty to fulfil system suitability criteriaDifficulty to fulfil system suitability criteria

–– Unclear descriptions in test methodsUnclear descriptions in test methods

–– Incorrect or missing formulas for calculationsIncorrect or missing formulas for calculations
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Examples of findings Examples of findings (2)(2)

•• Questioning method sensitivity, precision Questioning method sensitivity, precision 
and robustnessand robustness

•• Unclear specifications and impurity limitsUnclear specifications and impurity limits

•• Discrepancies between specifications and Discrepancies between specifications and 
referring analytical proceduresreferring analytical procedures
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OriginOrigin of of samplessamples

•• Routine GMPRoutine GMP--inspection of a inspection of a contractcontract
manufacturermanufacturer

•• Observation of a major Observation of a major GMPGMP--deficiencydeficiency due due 
to to insufficientinsufficient testingtesting of of incomingincoming APIsAPIs

•• SamplingSampling of of thethe API & API & BulkBulk andand finishedfinished
productproduct for for analysisanalysis in OMCLin OMCL
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ConclusionsConclusions

•• Working in a network: the 3CWorking in a network: the 3C
–– ConsultationConsultation

–– CollaborationCollaboration

–– CoCo--ordinationordination
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