Virus Hepatitis C



Caracteristicas generales VHC
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Structure of Hepatitis C Virus




Caracteristicas genéticas VHC

Virus RNA con alta tasa de
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Tipado del VHC

 Métodos Moleculares |
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SECUENCIACION
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Versant HCV Genotype 2.0

Hepatitis C virus RNA
9600 nt bases

2 encoding precursor polyprotein

e Utiliza las regiones 5" UTR y parte del CORE

 No puede identificar o identifica erroneamente algunos
subtipos

 No puede distinguir entre 1ay 1b en un 10% de los
Casos.

 No identifica mutaciones importantes como la Q80
* No puede determinar infecciones multiples minoritarias
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RT-PCR-Secuenciacion

9600 nt bases

Gene encoding precursor polyprotein (

7 ISTNTR

Structural proteins nnn-stnljlctural proteins

Analiza la region NS5B de la zona 3’ del VHC
|dentifica todos los genotipos y subtipos del VHC
Distingue entre 1ay 1b

No puede determinar infecciones multiples minoritarias



MUTACION Q80K
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MUTACION Q80K

max planck institut
l . l p informatik

Home

About Genafor

Contact Page: INput Resuits References Contact Rules

Membership and Donations This is the new service geno2phenolhev]. Although we did several test-runs, we cannot guarantee for perfect stability at the moment. In case you observe any
Services MW problems, please don't hesitate to contact us (beggel@mpi-inf.mpg.de)

geno2pheno [resistance] The list of rules may not be complete. Please stay tuned for some updates.

=i Submit below DNA sequences of the HCV NS3 region, NS5A region or NS5B region.
geno2pheno [coreceptor]
geno2pheno [454] = You will obtain a list of mutations and predictions of phenotypic resistance of the respective virus to antiviral drugs.
geno2pheno [integrase] = You will obtain genotype and subgenotype prediction (and in case of 1a clade information) using a sequence alignments of the input sequence to HCV reference
gena2pheno [gag] sequences.
geno2pheno [hbv]
geno2pheno [hev] By setting a fold change cutoff you will only obtain mutations with a higher maximal fold change than the threshold. Setting the cutoff "0' all mutations will be obtained. The
Beta Services fold change is based on the IC50 values of the drugs for the different mutations and the wild type.
Related Sites By changing the "Alignment width" you change the number of nuclsotides printed per line in the alignmeant.
Events Please note that for reliable predictions the sequences must contain a substantial part of the N83, NS5A or NS58B region.

News No clinical decision should be based only on the result of the used algorithm.



Included NS3 region codons:

Mutations NS3 region:

MUTACION Q80K

Used reference for NS3 region: H77

Drugs
Baceprevir
Telaprevir
Simeprevir

Faldaprevir

Scored mutations
none
none
none

none

Mutation

T40A, QB9H, S91A, L1531

13 - 167 (similarity to reference = 97.42%)

Resistance analysis
susceptible
susceptible
susceptible

susceptible

Fold Change

Fold Change

Resistance analysis



Included NS3 region codons:
Mutations NS3 region:

Used reference for N53 region:

Drugs
Boceprevir
Telaprevir
Simeprevir

Faldaprevir

Mutation
Simeprevir
BOK
Faldaprevir
80K

MUTACION Q80K

13 - 167 (similarity to reference = 96.77%)
T40A, QBOK, Q89H, S91A, L1531

H77

Scored mutations Resistance analysis
none susceptible
none susceptible
80K resistant
BOK resistant

Fold Change
14
2.2

Fold Change

i4
2.2

Resistance analysis

resistant

resistant



SECUENCIACION MASIVA

a) b)
CpG1|CpG2|CpG3iCpG4
tonsil B i 7 18 13
LN 5 5 16 10
 spleen | 15 | 15 | 28 | 22
Signal image MCL-1 4 4 7 7
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MCL-4 5 5 10 8
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MCL-9 7 [ 13 8
MCL-10 7 7 9 B
MCL-11 16 17 24 19
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Light + oxy lucifernin MCL-22 | 38 27 | 54| 53
McL23 | 6 | 5 | &8 | 7
MCL-24 2 2 3 5
MCL-25 2 2 2 K
MCL-26 3 4 & 7
MCL-27 3 Z 3 3
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Permite detectar los genotipos y las mutaciones de las ST R
Rec1 5 5 9 10
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CONSERVACION Y TRANSPORTE

Table 1: Mean difference and Intraclass correlation coefficients* (ICC), limits of 95% confidence interval (95%

cl)
Mean difference, Ul/ml SD CCl (95% Cl)
(95% Cl)
-212.0 0.457 (0.099; 0.714
Between 0 and 6 hours (-474.10; 50.10) 634 ( )
-412.88 0.256 (-0.079; 0.564)
Bet 6and 24 h 564.207
etween ban OUrs ((645.77; -179.99)
Between 0 and 24 hours ©624.88 598.558 AU (OO 05

(-871.95; -377.81)
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CONCLUSIONES

La genotipificacion del LIPA es un método poco preciso para diferenciar
entre los genotipos 1ay 1b

Los resultados deben confirmarse, al menos, por secuenciacion clasica

Hay que caracterizar molecularmente todas las mutaciones que sean
clinicamente importantes

La secuenciacion masiva es una técnica compleja pero permite:
— Caracterizar poblaciones minoritarias
— Estudiar el genoma completo del virus

La toma, el transporte y la conservacion de la muestra es clave para el
correcto control del tratamiento



