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Antiviral drug resistance:
Viral Hepatitis

Hepatitis B

(PEG-) Interferon alpha
Nucleos(t)ides
Combination therapies

Hepatitis C

PEG-Interferon alpha + Ribavirin
New antivirals
( Enzyme inhibitors, etc. )




VIRGIL — European Network of Excellence
Integrating the expertise of national
networks
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VIRGIL Network Composition
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VIRGIL - Platforms
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VIRGIL Survelillance
(o0 SURVEIL] Platform
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Integration of local existing networks

EISS

t t France
ANRS

UK / Local cohorts Lyon, Paris
MRC cooperative «— Hep‘N et Ge rmany \

Infectious Disease network i
/ Spain
Sweden italy Local cohorts
Local cohorts Stockholm Local network north East Italy Madrid, Barcelona
Switzerland Netherlands

Swiss Hepatitis Network Local cohorts




Main Aims of the SURVEILLANCE Network

Minimise emergence and
spread of antiviral drug
resistance in cooperation
with the other platforms

Quality control

Research of special
patient groups

Information on the
prevalence and spread
of viral resistant strains
in Europe

European IT- platform

Central serum bank

European online database
for the documentation of
patients with antiviral drug
resistance




VIRGIL - Online Database



European database

1. Central Database for Europe and

comprehensive IT- platform

&uum;;:: ;

2. Serum samples

Basis for other projects, e.g. investigation of viral
and host mechanisms of drug resistance




VIRGIL - Online Database

Data about
treatment failures

Information flow
backwards about
resistance testing

Clinvir-Platform
[complete testing only in
cases with highly probable
resistance]

Surveil centers
in EU

\

\

Innotech




Case report forms — online documentation

- 1. Standard
— documentation

Primary Docurmentation

Doy, A
M hitatiog f tha clinjegy o,

O HEFATITIS B O HEPATIIE C
“‘-’Pinnsg

2. Primary
documentation

3. Documentation
of the clinical
course

4. End of
documentation




Cooperation Survell /Clinvir
- Interim solution -
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Patient informed
consent form - available
in 9 different languaqges

Patient Information about the Data Collection

Surveillance of resistance to antiviral treatment of chronic hepatitis B and chronic hepatitis C.

E n g I iS h Dear patient,

Introduction
As your or has q
which Is caused by a viral infection. In the ority viral hepatitis

G e rm a n the sense that the serious illn : prevented. me patients
,- ; ‘ 4 0 _” ) V U

infection might e
the antiviral tre tn
numerou

French

It I' Ce dict with certainty whi
a Ian avoid these very undesirable &ff
Yi our
:)pean netwo!

S a n iS h ,chh network is funded by the European union in ord
p in eu . ies. Th 8¢ projec ects data frc a
What do we ask from you?
= N ¢ avoid resistance develog 0 antiviral tree hep
SWed ISh fu Wi d your help. Therefore we hope that you are willing

abour our treatment to ¢ Ir qearrh database Ioa i ermany.
Greek Turkish

. The data will

y
wh|ch wlll be
your privacy will be prot
sample will be taken w

Pollsh RUSSlan her for the follow-up of the treatment. No extra vi ‘hospital wi
extra blood-samples will only be taken if you hrwu consented to that.




COMBATING VIRAL RESISTANCE TO TREATMENTS ﬁ,

Maiden name (if applicable)
Christian name(s)

Date of birth

Local patient 1D

Address

| have read and understood the information about the WVIRGIL project and have had time to consider
my participation. If | had any questions they have been sufficiently answered.

| agree that an extra blood sample will be taken when | visit my doctor { not more than 50 ml in
the whole timeperiod of the project). These samples will be used to analyse pseudonymously
the virus which | carry and its development, in a specialised laboratory. The outcome of these
analyses will be linked to the data about the treatment | receive and the way | react to this
treatment, however, in such a way that nobody doing such research will be able to know my
identity.
I therefore do not object that anonymous data will be sent to the research database and stored
electronically in order to make this kind of research into patterns of treatment, response to
treatment and the properties of the virus possible.
| am aware that in general this research will result in better treatment options for all patients in
the future and that whether | participate or not, will not directly influence my treatment or my
relationship with my treating doctor. However, when | participate there is a way that in
exceptional circumstances that my doctor can link my identity to the tests done in the laboratory
so that my treatment can be better adapted to the sub-type of virus | carry.
| know that | always can withdraw my consent without any steatment of reasons and this will not
affect my treatment or my relationship with my doctor

— | agree with publication of the results of this project in anonymous form.

Having read the above | voluntarily agree to participate in the WVIRGIL project as described.

Date and place Signature of the patient

Name of the doctor

Date and place




VIRGIL - Online Database

19.06.2006

Positive Votum from the ethics committee Hannover

VIR@SIL

—t

((ee SURVEIL]

Study Protocol
Surveillance of antiviral drug resistance in Hepatitis B and hepatitis C ps:
the EU-funded network of excellence VIRGIL




VIRGIL - Online Database

The following documents were sent to all Virqil

Surveillance partners and all additional clinicans within the Virgil Network

« Study protocoll
 Patient informed consent forms
 Positive votum from the ethics committee Hannover

« Case report forms



Problems in different

countries:

Insurance

Different patient groups

e.g. children

Cher collégue,
Madame,

Concerne : 2006/11 AQUT/AC/159 (4 rappeler dans toute correspondance concemant ce projet
N° EudraCl : N.A.

Intitulé Surveillance of antiviral drug resistance in hepatitis C et hepatitis (
patients within the EU-funded network of excellence Virgil

Nous avons bien recu les nouveaux documents d'information et de consentement éclairé ainsi
que le document & l'intention des grands enfants,

Nous mamifestons notre accord et nous vous en remercions

Nous vous prions d'agréer, cher Collégue, 'expression de nos sentiments les meilleurs

I ‘1}.},\}‘\
'\| |

|
Carine MOMMENS Professeur JM. MALOTEAUX
Membre du Comité Président




Virgil online database:
Two ways of documentation

1. Patients who have signed the informed consent form before or at
the date of data entry should be entered as

“pseudonymised/ identifiable” patients

2. Patients who have not signed the informed consent form before or at

the date of data entry should be entered as “anonymised” patients.



VIRGIL - Online Database

Every Hepatitis B (D) and Hepatitis C patient with ongoing or

previous antiviral treatment should be entered in the Virgil online database

Every Virgil partner will receive a user name and a password to link

via internet to the database

It must be documented at each center wich patient belongs to

which patient number !!!



VIRGIL - Online Database

1. Standard Documentation

SURVEI

\ P@ | New Patient
[

Cester (ML 4 Eraemuz MC =
Drate of presentation - DT

I

TYTY

P
CGendes & female O male

Tear of Bath

Chagnosis C Hepettis B © Hepatite © © Hepatite D
Dariral Status Tdiworced  Cmamed T parmeshy Csingle T widewrd

Profezzon

Clccupation Ol tene  ©jaklese O pattime O pension

Infortoed consent vecerred ¥

Doake of coneent (DL
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Date af conset (YT




2. Primary Documentation

\/| F{@ ‘ L Primary Documentation

[ e@e SURVEIL ]

iPat:ient

[1

Wisit date (DD)

=

[Visit date (M)

==

Visit date (YT YY)

iReferral tvpe

|| (unknown)

iInitial diagnosis of hepatitis (A

=

iInitial diagnesis of hepatitis (YY T 1)

|_A_m.i.notransferases elevated smce (WD

|- [

!f—'s_mjnot:ransferases elevated smece (Y¥ ¥ 1)

iIn.itial diagnosis of resistance (MWD

|- [

iInitial diagnosis of resistance (T Y Y ¥)

Wiral load elevated smee (24D

- =

iViral load elevated since (Y Y ¥ ¥ )

Dirug abuse

 (unknowr)

Drug abuse from (Y ¥ £ 1)

Drugabuse to (Y ¥ £ 1)

Promiscuty 7

| € (unknowmn)

I
!Homosexual contact 7

| € (unknown)

iWas the mother carrier of the same wirus childbirth 7

| © (unknown)

I T =
EIs sexual partner carrier of the same virus 7Y

© (unknowrn)

!Accommodation shared with carrer of the same wrus 7

 (unlcnowen)

iContact with other carrier of the same wrus 7

| © (unknown)

iOtherCarrierText

iJob—related contact to patient material 7

 (unlcnowen)

EOtherjob—related risk contacts 7

| € (uaknown)

EInjury with blood-contarmmated mstrument 7

| © (unknown)

!Surgery or other operational mtervention 7

| © (unknown)




3. Follow-up

L= New FollowUp
VIR(SIL I

( e SURVEIL ]

Patient

Wisit date (DI
Wisit date (D
Wisit date (YX YY)

‘Tre atment week

Wistt type {unknown)

Eeferral type {unknowmn)

Eeason for wisit (unknown)

Mo current diserders 2 (unlnewn)
Flu-like symptoms O (unlenowrn)
Loss of efficiencyifatigue O (unlonovw)
Paychiatnic adversze effects 2 (unln o)
Influenza O (unlcnowm)

Other dizorders or symptoms

Concomitant medication

Llecohel abuse {unknown)
History of alcchesl abuse O (unlenown)
Lleohol abuse from (T Y 1)
Lloohol abuse unhl (Y Y T 1)
Drug abuse (intravenous)

Dirag abuse {other)

Dirag substitution (e, MMethadon)

IMNew coinfection

Mew comfection
Oither relevant laboratory finding
Eelevant clinical finding




Serum samples

Every serum sample should be registered in the database before shipment

Enter the clinical data

@fIle]  @e]a 8 SERUM SAMPLES WILL BE SEND

You will receive a sample-ID, wich should be written on the tube
before shipment JRULERIEZIRIYEINE




Summary

Different legal issues in the european countries,
especially for the shipment of serum samples
Different patient groups, e.g. children

Different regulations concering the patient insurance
Differentiation between anonymised and
pseudonymised documentation

In some european countries is one central ethics votum

not sufficient



; viRgil - combating wiral resistance - Microsoft Internet Explorer

Datei EBearbeiten  Ansicht  Favoriten  Extras ¢

dzuick ~ = - G (2] 2 | Qsuchen [GFavoriten GFMedien # | B S o - 5] AL

Adresse |.é:| http: v, virgil-net.org/f

\/|R@|L — Network of Excellence

j P wiechseln zu |Links ”| o - |

SOMBATING VIRAL RESISTANGE

ETO TREATMENTS

Welcome Contact Platforms

Intranet  Ewents Links
What is VIRGIL 7

\Welcome to the website of the European surveillance network for vigilance against viral resistance
Slide Presentation

(VIRGIL).

This project aims to integrate and coordinate the activities of physicians and scientists from many
institutions in 12 European countries in order to combat current and emerging antiviral drug resistance
developments. The joint effortis initially directed towards three major infectious diseases: influenza and

viral hepatitis B and C.

The project is supported by a grant from the European Commission

(i Sixth Fromework Programme

[ [ [ mtermet

WWW.virgil-net.org
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