Antivirais de Acao
Direta (DAA’S)

MANEJO DOS PACIENTES PARA EVITAR RESISTENCIA

Programa Municipal de Hepatites Virais — Sao Paulo/SP
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e Passado: tinhamos drogas cujo mecanismo
de acao estava fora do mecanismo de acao
viral. Ex: Interferon, Ribavirina.

* Presente: temos drogas a¢ao direta no virus e
com isto risco RESISTENCIA !
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Inhibitor class Resistance Potency Lead compounds®

DAAs

NS3-NS4A protease inhibitors

First generation Low edimm barrier  High toward genotype Telaprevir (Incivek, Incivo)
1, lower toward o .
genotypes 2 and 3 Boceprevir (Victrelis)

idr (TMC-435)

F(BI201335)
previr (MK-7009)
Asunaprevir (BMS-650032)
ABT-450
Danoprevir (RG7227
Sovaprevir (ACH-1625)
Vedroprevir (GS-9451)
Second generation Medium barrier High: expected to be MEK-5172

pan-genotypic .
Neceprevir (ACH-2684)
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NS5A inhibitors?

Low-medinm barrier

Resistance

O

Very high

Daclatasvir (BMS-720052)
Ledipasvir (GS-5885)
ART-267

GSK2336805

ACH-3102

IDX-719

MK-8742

PPI-668

GS-3816

NS5B polvimerase inhibitors

Nucleoside/nucleotide analogs

Non-nucleoside analogs®

Medium-high barrier

Low barrier, escape
mutants have high
fitness

>

High; pan-genotypic

Medium-high: highly
genotype or subtype
specific

Sofosbuvir (GS-7977)
Mericitabine (RG7128)
VX-135

ABT-333 (Palm-1/C)
BI207127 (Thumb-LI'A)
BMS-791325 (Thumb-T'A)

Lomibuvir (VX-222) (Thumb-1U/B)

ABT-072 (Palm-1'C)

Setrobuvir (RG7790) (Palm-1/C)
GS-9669 (Thumb-1I/B)
TMC647055 (Thumb-I/A)
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Como evitar a Resistencia

e Uso adequado, medicamento certo ¢
paciente certo;

e Seguir PCDT;

e Monitorar o paciente.
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Esquema terapéutico relacionado a cada genétipo do HCV

Gendtipo Perfil da infecgéo

Genotipo 1 Monoinfeccéo HCV Sofosbuvir + simeprevir 12 semanas
Monoinfeccéo HCV Sofosbuvir + daclatasvir 12 semanas
Cirrose Child-Pugh B e C, paciente Sofosbuvir + daclatasvir 24 semanas

experimentado com BOC/TEL ou coinfeccéo HIVIHCV

Genétipo 2 N&o ha distincdo entre perfis* Sofosbuvir + ribavirina 12 semanas

Genétipo 3 PR autorizado Sofosbuvir + PR 12 semanas

PR contraindicado Sofosbuvir + Daclatasvir 12 semanas

Genétipo 4 PR autorizado Daclatasvir + PEG-IFN + 24 semanas
ribavirina

PR contraindicado Sofosbuvir + daclatasvir 12 semanas
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