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Overview of the presentationOverview of the presentation

•• 1) Current legislation based on the New 1) Current legislation based on the New 
ApproachApproach
(DIRECTIVE 98/79/EC (DIRECTIVE 98/79/EC -- 27 October 1998)27 October 1998)
http://eurhttp://eur--lex.europa.eu/LexUriServ/LexUriServ.do?urilex.europa.eu/LexUriServ/LexUriServ.do?uri=CONSLEG:1998L0079:20031120:en:PDF=CONSLEG:1998L0079:20031120:en:PDF

•• 2) EU Perspectives : European  IVD2) EU Perspectives : European  IVD--WG, WG, 
Revision of the directive 98/79/CE ?Revision of the directive 98/79/CE ?

•• 3) 3) AfssapsAfssaps’’ss innovation policyinnovation policy
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From biomarkers to IVD MD

<<<<<<<<<<<<<<<<<<AcademicsAcademics , R, R§§§§§§§§D industries >>>>>>>>>>>>>>>>D industries >>>>>>>>>>>>>>>> <<<<<<usersusers , , physiciansphysicians >>>>

biomarker
discovering

may be : R.U.O

(Research use only)

may be : Devices for 
performances evaluation

Annex VIII
IVD MD

developpement
stage

(preclinic, clinic)

performance
evaluation

and validation

Notified body
Annex II

CE mark
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RegulatoryRegulatory frameworkframework : New : New ApproachApproach

New New approachapproach

-- Free Free movmentmovment
-- MutualMutual recognition (CErecognition (CE
mark).mark).

-- DefinitionDefinition of essentialof essential
requirementsrequirements thatthat devicesdevices
have to have to meetmeet..

-- RiskRisk assessmentassessment andand
riskrisk//benefitbenefit analysisanalysis..

-- ReferenceReference to to harmonizedharmonized
europeaneuropean standards.standards.

Manufacturer Manufacturer isis the the onlyonly responsibleresponsible for for placingplacing
on the on the europeaneuropean marketmarket productsproducts conformconform withwith
the the essential essential requirementsrequirements..
�� Directive Directive relatedrelated to IVD MD 98/79/ECto IVD MD 98/79/EC

(27 octobre 1998).(27 octobre 1998).

Manufacturer Manufacturer issuedissued the EC the EC certificatecertificate of of conformityconformity
for the EC for the EC markedmarked productsproducts. . 
�� Essential Essential requirementsrequirements, Annexe I., Annexe I.

For For highhigh risksrisks productsproducts, manufacturer , manufacturer shallshall askask forfor
certification certification fromfrom a a NotifiedNotified Body.Body.
�� AAnnexe II liste A et B, autotest.nnexe II liste A et B, autotest.

LegalLegal manufacturer places the manufacturer places the productsproducts on theon the
marketmarket underunder hishis ownown namename..
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Essential Essential RequirementsRequirements
«« DevicesDevices must must meetmeet the essential the essential requirementsrequirements set out in set out in AnnexAnnex I I whichwhich applyapply to to 

themthem, , takingtaking accountaccount of the of the intendedintended purposepurpose of the of the devicesdevices concernedconcerned..»»

•• AnnexAnnex II
•• ....bebe usedused ……underunder the conditions and the the conditions and the purposespurposes intendedintended
•• anyany risksrisks whichwhich maymay bebe associatedassociated withwith theirtheir use must use must bebe acceptable acceptable whenwhen

weighedweighed againstagainst benefitsbenefits and to the patientand to the patient……
•• theythey must must achieveachieve the the performancesperformances ……in terme of in terme of analyticalanalytical and diagnostic and diagnostic 

sensibilitysensibility and and specificityspecificity, relevant , relevant interferencesinterferences, , repetabilityrepetability……
•• requirementsrequirements for the for the labellinglabelling and the and the instructions for useinstructions for use..

•• RequirementsRequirements for self for self testingtesting

•• AnnexAnnex IIII
•• ConformityConformity withwith commoncommon technicaltechnical specificationsspecifications drawndrawn up for List A, and up for List A, and wherewhere

necessarynecessary, List B., List B.
•• NotifiedNotified BodyBody



5

MemberMember StatesStates

�Sauvegarde clausesSauvegarde clauses
requirerequire the the MemberMember
States to States to taketake allall
appropriateappropriate measuresmeasures toto
withdrawwithdraw unsafeunsafe
productsproducts fromfrom thethe
marketmarket

��MemberMember States are States are stillstill
responsibleresponsible for thefor the
protection protection requirementsrequirements
on on theirtheir territoryterritory ::
MarketMarket Surveillance andSurveillance and
Vigilance system.Vigilance system.

�MemberMember States areStates are
responsibleresponsible forfor
designationdesignation andand
surveillance of surveillance of NotifiedNotified
Bodies.Bodies.

��MemberMember States mustStates must
provideprovide informationinformation toto
otherother MemberMember StatesStates
and to Commission.and to Commission.
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News challengesNews challenges

•• RevisionRevision of directive 98/79/EC (IVDof directive 98/79/EC (IVD--WG)WG)

•• TakeTake in in accountaccount new new productsproducts

clinicalclinical utilityutility
and and validityvalidity

diagnostic servicesdiagnostic services
and internetand internet

softwaresoftware
(stand(stand--alonealone))

new new 
classificationclassification

- PharmacogenomicsPharmacogenomics test              test              -- GeneticGenetic test test withoutwithout medicalmedical purposepurpose
-- Direct to consumer Direct to consumer geneticgenetic testtest -- TheranosticsTheranostics
-- PredictivePredictive testtest -- PersonalizedPersonalized medicinemedicine
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MammaPrintMammaPrint fromfrom AgendiaAgendia
((suceptibilitysuceptibility of of breastbreast cancer cancer reccurrencereccurrence ))
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ClinicalClinical utility utility –– ClinicalClinical validityvalidity
DefinitionsDefinitions ::

-- demonstrationdemonstration of the of the potentialpotential usefulnessusefulness
•• ClinicalClinical utilityutility ::

-- addedadded value to patient management value to patient management 
decisiondecision--makingmaking

•• ClinicalClinical validityvalidity :        :        -- diagnosisdiagnosis sensibilitysensibility and and specificityspecificity, , predictivepredictive
valuevalue

IssuesIssues ::
�������� whatwhat isis coveredcovered by by thesethese concepts to concepts to taketake intointo accountaccount IVDsIVDs

specificitiesspecificities / MD / MD specificitiesspecificities ??
�������� how to how to demonstratedemonstrate the the conformityconformity of of IVDsIVDs for for thesethese concepts ?concepts ?
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Diagnostic services and internetDiagnostic services and internet

D. 98/79/EC : D. 98/79/EC : ««placingplacing on the on the marketmarket and putting and putting intointo serviceservice»»

ManufacturerManufacturer
-- productsproducts manufacturedmanufactured and and usedused in a in a 
commercial commercial contextcontext withoutwithout beingbeing marketedmarketed

-- resultsresults

InternetInternet
easyeasy to by to by -- no controlno control

ClinicalClinical
laboratorieslaboratories

specimensspecimens resultsresults

Lay Lay personperson DoctorsDoctorsInsuranceInsurance

IssuesIssues ::
�������� MD  IVD?D  IVD?
�������� ProhibitProhibit specificspecific analysisanalysis ??
�������� Control Control accessaccess to internet ?to internet ?
�������� ConfidentialityConfidentiality ??
�������� AdviceAdvice to patient ?to patient ?
�������� ResponsabilityResponsability of the of the resultresult ??
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Software, standSoftware, stand --alonealone

IssuesIssues :
����Rules ?
����Definition ?
����MD or IVD MD ?
����Requirements ?
����Classification ?

LaboratoryLaboratory Information System Information System (LIS)(LIS)
system (system (preanalyticalpreanalytical))

WorkWork Area ManagersArea Managers (WAM)(WAM)
((postanalyticalpostanalytical))

Software Software intendedintended
to to allowallow DIRECTDIRECT diagnosisdiagnosis

Stand-alone software
should be included in 
the definition of IVD ?
(D. related to MD 2007/47/EC)

?

?

MD

IIa.
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ClassificationClassification

D. 98/79/ECD. 98/79/EC : : 
SafetySafety of of bloodblood supplysupply andand
of of organorgan donationdonation

Annexe II. liste A and BAnnexe II. liste A and B

ReviewReview ::
-- Adoption of a Adoption of a riskrisk--basedbased classification : classification : AA��CC
-- IncreasedIncreased flexibilityflexibility, , 
-- Protection of Protection of public public healthhealth
-- Alignement Alignement withwith GHTFGHTF(Global (Global HarmonizationHarmonization TaskTask Force)Force)

IssuesIssues ::
�������� RulesRules ??
�������� Data?Data?
�������� TransitionalTransitional periodperiod ??
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ClassificationClassification
98/79/CE98/79/CE

AnnexAnnex IIII
List AList A

List BList B

AnnexAnnex II

TransmisibleTransmisible agentagent
in in bloodblood

Blood Blood groupinggrouping

Blood glucose monitoring

Genetic testing : 
Cystic fibrosis
Cardiac markers

Neisseria Gonorrhoeae/Meningitidis

hormones

Instruments

RevisionRevision

Classe Classe DD
PremarketPremarket reviewreview
(full performance(full performance
evaluationevaluation reportreport))

Classe Classe CC
PremarketPremarket reviewreview

Classe Classe BB
PremarketPremarket regulatoryregulatory

not not requiredrequired

Classe Classe AA
PremarketPremarket regulatoryregulatory

not not requiredrequired

P. Landais and all., Evaluation et validation des tests diagnostiques dans le cadre du
ciblage Thérapeutique, Thérapie 2009 Mai-juin ; 64 (3) : 187-194
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ExampleExample : : drugdrug developmentdevelopment and and 
personalisedpersonalised medicinemedicine , , theranostictheranostic
ImproveImprove outcomesoutcomes by by usingusing diagnostic testsdiagnostic tests

•• �������� to to predictpredict patient patient responseresponse

•• �������� sideside effectseffects beforebefore treatementtreatement isis initiatedinitiated, , 

•• �������� monitor monitor therapeutictherapeutic measuresmeasures

Issues : diagnostic test and Issues : diagnostic test and drugdrug

•• �������� 2 2 differentdifferent regulationsregulations ((authorizationauthorization or new or new approachapproach))

•• �������� simultaneoussimultaneous and and dedicateddedicated developmentdevelopment : one : one drugdrug -- one testone test

•• �������� putting on the putting on the marketmarket

•• �������� one one drugdrug and and somesome otherother tests ? tests ? 

HLAHLA--B*5701 and B*5701 and abacavirabacavir hypersensitivityhypersensitivity reactionreaction <<<<<<HIV<<<<<<HIV

KRAS and KRAS and ErbituxErbitux* (* (anticorpanticorp cetuximabcetuximab) <<<<<<<<<<<<<<colorectal cancer) <<<<<<<<<<<<<<colorectal cancer

Her2 and Her2 and HerceptinHerceptin* (* (trastuzumabtrastuzumab) <<<<<<<<<<<<<<<<<<) <<<<<<<<<<<<<<<<<<breastbreast cancercancer
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Afssaps’s (new) innovation policy

the complexity of the regulatory landscape

specific assignment for interfacing innovators
(meetings with « biotech companies”)

facilitate their operations while not 
giving up our assignment as a health 

safety agency .

Jean Marimbert
Director General of AFSSAPS
2009 - http://www.focusreports.net

Request forms and support documents 
available on line: 
http://www.afssaps.fr/Activites/Accompagn
ement-de-l-innovation/Afssaps-et-
innovation/(offset)/0

analysis of the request,

initial meeting in order to support innovation in 
several potential ways : 

���� Scientifics and/or regulatory advice 

���� Step-by-step monitoring of product 
development, 

���� Letters of interest to the applicant

���� Forwarding information to other institutions
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AfssapAfssap ’’ss innovation policy in innovation policy in ““ practicalpractical ””

••regulatory issuesregulatory issues
�� about limitations of directive 98/79/ECabout limitations of directive 98/79/EC
�� qualification (MD or IVD MD or ?)qualification (MD or IVD MD or ?)
�� about selfabout self --certification for most of new IVD certification for most of new IVD 
�� complexity of new IVD / central lab services complexity of new IVD / central lab services 
�� French clinical trails regulationFrench clinical trails regulation
�� responsibilities (results)responsibilities (results)

••scientific issuesscientific issues
�� patient selection, treatment strategy, patient selection, treatment strategy, 
�� safety or efficacy surrogate endpoint for safety or efficacy surrogate endpoint for 
drug developmentdrug development
�� impact of false positive / false negative ?impact of false positive / false negative ?
�� validation of the clinical value of the validation of the clinical value of the 
biomarkers?biomarkers?

••ethics issuesethics issues
�� predictive risks IVD without available predictive risks IVD without available 
treatment  for the disease?treatment  for the disease?
�� prognostic risks IVD without available prognostic risks IVD without available 
treatment for the disease?treatment for the disease?

mutual benefitsmutual benefits

For Afssaps:For Afssaps: anticipation of future anticipation of future 
market, identification of possible new market, identification of possible new 
risks, identification of regulatory gapsrisks, identification of regulatory gaps……

For Applicant:For Applicant: regulatory lighting and regulatory lighting and 
identification of regulatory authorities identification of regulatory authorities 
expectation, helping to build the expectation, helping to build the 
scientific and strategic plan of scientific and strategic plan of 
developmentdevelopment
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Specifics concerns identified for new Specifics concerns identified for new 
IVD based on new BiomarkersIVD based on new Biomarkers

others tools available others tools available 
for development planfor development plan

FDA : guidance and FAQ
• http://www.fda.gov/MedicalDevices/DeviceRegula

tionandGuidance/GuidanceDocuments/default.ht
m

• Guidance for industry , clinical laboratories, and 
FDA Staff : 
- In Vitro Diagnostic Multivariate Index   
Assays. 
- Pharmacogenetic tests and genetic tests for 
heritable Markers.

GHTF : IVD group http://www.ghtf.org/

Innovative medicine initiative
http://www.imi.europa.eu/index_en.html

EMEA : -Committee for medical products for 
humane use. Biomarkers qualification : 
guidance to applicants

-Novel Methodologies Qualification 
http://www.emea.europa.eu/htms/human/raguid

elines/sa_pa.htm

Eurpean Commission
http://ec.europa.eu/enterprise/sectors/medi
cal-devices/index_fr.htm

GHTF : IVD group http://www.ghtf.org/
MEDDEV : 2.14 IVD
http://ec.europa.eu/enterprise/sectors/me

dicaldevices/documents/guidelines/ind
ex_en.htm
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For more :

Web site : WWW.Afssaps.fr

And 

Afssaps 2008 annual report in English (but also available in French)
http://www.afssaps.fr/var/afssaps_site/storage/original/application/f041acfdf73129ac6

b0487e7bb21a020.pdf

And 
Notice for Sponsors of CLINICAL TRIALS RELATING TO MEDICAL DEVICES AND 

IN VITRO DIAGNOSTIC MEDICAL DEVICES

http://www.afssaps.fr/var/afssaps_site/storage/original/application/4952b4981d4e71b
d8cedfcfeb3ce7b32.pdf

Thank you for your attention


