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GeneralGeneral ObjectivesObjectives

TO ORGANISE THE EUROPEAN  FIGHT AGAINST VIRAL DRUG RESISTANCETO ORGANISE THE EUROPEAN  FIGHT AGAINST VIRAL DRUG RESISTANCE
WITH A COMPREHENSIVE AND INTEGRATED ULTRASTRUCTURE WITH A COMPREHENSIVE AND INTEGRATED ULTRASTRUCTURE 
MODEL: 3 major viral diseases  in EuropeMODEL: 3 major viral diseases  in Europe

–– InfluenzaInfluenza
!! Annual epidemic outbreaksAnnual epidemic outbreaks

–– 114 000 hospitalizations / year114 000 hospitalizations / year
–– 21 000 Deaths / year21 000 Deaths / year

!! Anticipation for pandemic planning and viral resistanceAnticipation for pandemic planning and viral resistance
–– Chronic hepatitis Chronic hepatitis 

!! Hepatitis B Hepatitis B 
–– 15 million chronic carriers in Europe15 million chronic carriers in Europe

!! Hepatitis C Hepatitis C 
–– 88--10 million chronic carriers in Europe10 million chronic carriers in Europe

!! Responsible for  2/3 of Responsible for  2/3 of cirrhosis and liver cancercirrhosis and liver cancer
!! Treatment failureTreatment failure:50:50--60% patients60% patients



HBV resistance to HBV resistance to 
therapytherapy
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1 Lai et al. 1 Lai et al. ClinClin Infect Dis. 2003;36:687Infect Dis. 2003;36:687--9696
2 2 SchiffmanSchiffman ML et al. ML et al. HepatologyHepatology 2004; 40:172A2004; 40:172A
3 Lai CL, et al. 3 Lai CL, et al. HepatologyHepatology 2003; 38: 262A2003; 38: 262A
4 4 ColonnoColonno RJ, et al. RJ, et al. HepatologyHepatology 2004; 40: 661A 2004; 40: 661A 

5 5 XiongXiong et al. EASL 2005et al. EASL 2005
6 Angus et at Gastroenterology (2003)6 Angus et at Gastroenterology (2003)
7. 7. VilleneuveVilleneuve et al J. et al J. HepatolHepatol..



HBV resistance to HBV resistance to 
nucleoside analogsnucleoside analogs

Allen Allen HepatologyHepatology 1998, 1998, DelaneyDelaney J J VirolVirol 2003, Angus 2003, Angus GastroenterologyGastroenterology 2003, 2003, 
Villeneuve J Villeneuve J HepatolHepatol 2003, Lai AASLD 2003, 2003, Lai AASLD 2003, ColonnoColonno HepDartHepDart 20032003
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Chronic hepatitis C Chronic hepatitis C 
Treatment response Treatment response 
and failureand failure
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HCV : HCV : thethe new new targetstargets
andand thethe resistanceresistance problemproblem

Di Bisceglie et al., Hepatology 2002



SpecificSpecific
ObjectivesObjectives

!! ImproveImprove thethe understandingunderstanding, , diagnosisdiagnosis, , 
surveillance, surveillance, andand treatmenttreatment of of antiviral antiviral drugdrug
resistanceresistance

!! ImprovedImproved benefitbenefit//costcost of viral of viral diseasedisease
managementmanagement

!! IntegrationIntegration of of EuropeanEuropean researchresearch excellence excellence 
andand capacitiescapacities



viRgil NetworkviRgil Network
A European CoverageA European Coverage

+ ISRAEL



60 60 scientificscientific
teamsteams

12 12 EuropeanEuropean MemberMember StatesStates
55 institutions55 institutions

SteeringSteering CommitteeCommittee
Project Management Project Management 

TeamTeam

GoverningGoverning BoardBoard
ScientificScientific AdvisoryAdvisory BoardBoard
Patients Patients AdvocayAdvocay GroupsGroups

7 7 
PharmaceuticaPharmaceutica

ll
companiescompanies
/ / BiotechBiotech
••BioallianceBioalliance
••BioMérieuxBioMérieux
••LiverDocLiverDoc
••RetroscreenRetroscreen
••RiotechRiotech
••TripepTripep

viRgilviRgil Network Network 
composition composition 

EC EC grantgrant
for for integrationintegration: : 
9 M € / 4 9 M € / 4 yearsyears



viRgilviRgil NetworkNetwork
TheThe structurestructure



Major Major strengthsstrengths

!! ComplementarityComplementarity/Excellence of /Excellence of thethe teamsteams
!! Exchange of Exchange of materialmaterial, expertise, , expertise, personelpersonel
!! CentralizedCentralized platformsplatforms for collaborative for collaborative clinicalclinical

andand prepre--clinicalclinical studiesstudies
–– New New drugsdrugs
–– New New assaysassays

!! > > IntegrationIntegration of of activitiesactivities
!! > More > More ambitiousambitious andand largerlarger scalescale projectsprojects
!! > > AdditionalAdditional grantsgrants



LaunchingLaunching of of 
viRgilviRgil activitiesactivities

!! KickKick--off meeting, off meeting, JuneJune 2727--29, 2004 in Lyon29, 2004 in Lyon
–– LaunchingLaunching atat thethe RhôneRhône--Alpes Alpes regionregion councilcouncil

headquartersheadquarters
–– PressPress conferenceconference
–– InternalInternal meeting meeting withwith thethe network network membersmembers

!! Management structure in placeManagement structure in place
!! WebsiteWebsite in place: in place: http://www.virgil-net.org/

–– Intranet Intranet 
–– ExtranetExtranet
–– Links Links withwith scientificscientific societiessocieties (EASL, national (EASL, national 

liverliver societiessocieties, , etcetc…)…)



ViRgil ViRgil launchinglaunching
Lyon, Lyon, JuneJune 2727--2929



!! CommonCommon definitiondefinition of viral of viral drugdrug
resistanceresistance

!! CommonCommon clinicalclinical record record formform toto
–– CollectCollect clinicalclinical datadata
–– CollectCollect samplessamples for for furtherfurther biologicalbiological

studiesstudies
–– IdentifyIdentify patients for patients for clinicalclinical studiesstudies

TheThe basis for basis for 
clinicalclinical researchresearch



 ÒprimaryÓ treatment failure* ÒsecondaryÓ treatment failure *

Hepatitis B decline of HBV-DNA load in serum <

1log10 IU/ml after 12 weeks of

therapy compared to baseline value.

 increase in viral load in serum during

therapy of at least 1log10 IU/ml

compared to the nadir value

Hepatitis C 1. decline < 2-log (IU/mL) of HCV RNA

load in serum at week 12 of therapy

in comparison to baseline value.

2. Patients with further treatment

until week 24 (Òslow responderÓ) are

considered as non-responders if they

are not HCV RNA negative in serum

at week 24.

at least 1-log increase of viral load

(IU/mL) in serum determined at t wo

different time points during IFN-based

therapy after initial response.

viRgil definition of 
viral drug resistance





viRgilviRgil readyready to to startstart
clinicalclinical studiesstudies !!

!! OngoingOngoing activitiesactivities of of thethe centralizedcentralized

platformsplatforms

!! ImplementationImplementation of a of a clinicalclinical trial trial platformplatform

for for EuropeanEuropean trials trials 
--> > EuropeanEuropean clinicalclinical researchresearch infrastructure network (ECRIN)infrastructure network (ECRIN)

!! EndorsementEndorsement of of viRgilviRgil activitiesactivities by by thethe EASLEASL



PhysicianPhysician PhysicianPhysician

DatabaseDatabase

LiverLiver
ExpertExpert

PatientPatient

Follow upFollow up

Decision
Support System

Best practiceBest practice

DDDoc

Consultation Consultation 
requestrequest ReportReport



DisseminationDissemination of of 
knowledgeknowledge activitiesactivities

!! EndorsementEndorsement//organizationorganization of of severalseveral
meetingsmeetings
–– 2004: 2004: ImmunologyImmunology, HBV, & HCV (Heidelberg) , HBV, & HCV (Heidelberg) 

meetingsmeetings
–– 2005: HBV meeting (Heidelberg)2005: HBV meeting (Heidelberg)
–– 2005: «2005: « virologyvirology of of hepatitishepatitis BB » book» book
–– 2005: Virgil antiviral 2005: Virgil antiviral drugdrug resistanceresistance symposium symposium 

(Lyon), (Lyon), BioVisionBioVision



VIRGIL International Workshop
on Antiviral Drug Resistance

June 8, 2005

Lyon, France

http://www.virgil-net.org/



!! Interaction Interaction betweenbetween partnerspartners
–– Exchange of Exchange of materialmaterial / / methodologymethodology
–– Exchange of Exchange of scientificscientific personelpersonel
–– StartStart of new collaborative of new collaborative studiesstudies

!! Interaction Interaction withwith otherother EuropeanEuropean actionsactions
–– BiosapiensBiosapiens networknetwork
–– ECRINECRIN

!! AlreadyAlready > 20 > 20 viRgilviRgil publications publications andand patent patent 
applicationsapplications

--> Infrastructure for > Infrastructure for clinicalclinical researchresearch on on drugdrug
resistanceresistance

DisseminationDissemination of of 
knowledgeknowledge
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