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HDV toujours associe a une infection HBV ?







HDV INHIBE LA REPLICATION DE L'HBV

Effet anti-transcriptionnel

Compétition enveloppe

Cytokines (MxA ?)




Inhibition du HBV par HDV

Enhancers

Vv 60% a80%

V. Williams, JFV Avril 2004
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HDV GENOTYPES

| Ubiquitaire ¢ || Japon,Taiwan, ¢ ||| Pérou,Columbie
Yakutie Veneézuela

Wang, Nature, 1986; Imazeki, J Virol, 1990; Casey, PNAS, 1993, Wu J Gen Virol 1998, and many others




HDV sequences phylogenetic analyses
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ARN HDV PAR RT-PCR
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1: PCR CLASSIQUE /-\

2 : PCR CONSENSUS

Ivanushina et al., J Gen Virol, 2001




Angola

Cameroun

Republigue Centre Africaine
Rep. Democratigue du Congo

Egypte
Gabon

Gambie

Ghana

Guinée

Cote d’lvoire

Mali

Republigue du Congo
Pologne

P RPRPANRPRPRPNRREROR




SEQUENCE AND PHYLOGENETIC ANALYSES

1679/1 318S  345As
RT- PCR amplification — s
R2 R1
) RO —> SHD gene < >
- Full length (R1 et R2)

1150As 960S

< RO >
1280As 900S

Cloning and sequencing
- Big Dye Terminator

Multiple Alignment (Clustal W1.8, ProAlign)

Phylogenetic approaches
- Distance (K2/GTR) (PAUP* 4b6)
- MP (PAUP* 4b6)
- ML (GTR+I)(PAUP* 4b6 / MetaPIGA)

Stabillity of the topology
- Bootstrap/ SOAP/ Proalign / MetaPIGA




Radjef et al.,
J. Virol. 2004




HD protein carboxy-terminal region
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Casey et al, J.Virol, 1998
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DISCUSSION

Le genre Deltavirus : au moins 8 clades majeurs
suggestion &) HDV-1 —> HDV-8

HDV / HBV co-(epidemiological)-speciation ?
8 HDV clades versus 8 HBV genotypes

HDV comme marqueur des migrations humaines ?

HDV variabilité : radiation Africaine large
suggerant une evolution ancienne ?

Robertson B et al., Arch. Virol. 1998, 143, 2493-2503




HDV HBV

Clade 1 Ubiquitaire HBV/D HBV/B (2
HBV/A HBVI/C

Clade 2 Asie HBV/B®
HBV/C

Clade 3 Amerique de Sud HBV/F®)

Clade 4 Asie HBV/B®

ade 5 |
ade 6 Africa/France HBV/E®)

ade 7 HBV/Aa

1 - Flodgren 2000, Saudy 2003; 2 - Kao 2002; 3 - Casey 1996; 4 Moriyama 2003; 5 Gordien 2004
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Intérét du suivi de la charge virale de HDV

PCR qualitative

18 months PEG-I1FN 12 months PEG-1FN

Charge virale (log,, copies/ml)




Intérét du suivi de la charge virale de HDV

PCR qualitative

18 months STD-1FN PEG-1FN PEG-1FN
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GeneChip® Probe Arrays

GeneChip Probe Array Hybridized Probe Cell

Single stranded, fluorescently
labeled DNA target

o
6 Oligonucleotide probe

Each probe cell contains
millions of molecules of a specific
oligonucleotide probe

Over 250,000 different probes
complementary to the genetic
information of interest
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of Hybridized Probe Array
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