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Introduction. Treatment failure to the direct-acting anti-
virals (DAA) in VHC is associated with the development of
genetic mutations. Common mutations can be characteris-
tic for the groups of antivirals, and for the viral genotypes.
The most common mutations for GT1b are A30K, L31M and
Y93H.The aim of the work. Evaluation of the efficacy of ve-
Ipaget (velpatasvir + sofosbuvir) and maviret (glecaprevir
+ pibrentasvir) treatment in the patients with chronic VHC
who have experienced virological failure to the first-line
DAA. Materials and methods. The study was performed on
38 patients with chronic VHC with virological failure to the
first-line antiviral treatment sofosbuvir + ledipasvir or so-
fosbuvir + daclatasvir. Subsequently 20 patients were trea-
ted with velpaget (velpatasvir 100 mg + sofosbuvir 400 mg)
for 12 weeks; 18 patients - with maviret (glecaprevir 100
mg + pibrentasvir 40 mg) for 16 weeks. Results. In patients
with virological failure to first-line antivirals with NS5A
inhibitors (ledipasvir or daclatasvir), subsequent treatment
with velpaget revealed a sustained virological response
(SVR) in only 65% of cases. Resistance testing for NS5A-,
NS5B- and NS3-protease drugs was performed in 3 patients
with virological failure to the first-line antivirals. Y93H was
a common mutation for NS5A inhibitors, including velpatas-
vir. All patients with DAA failure afterward treated with ma-
viret had an SVR in 100% (p < 0.0001) cases. Conclusions.
Velpatasvir treatment failure in pretreated patients with
DAA may be associated with common cluster mutations in
NS5A inhibitors. Performing resistance testing for DAA in
patients with virologic failure allows selection and optimi-
zation of subsequent treatment regimens.
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Introducere. Esecul tratamentului cu preparatele antivira-
le cu actiune directa (PAAD) in HVC este asociat cu apari-
tia mutatiilor genetice. Mutatii comune pot fi caracteristice
pentru grupurile de antivirale, si pentru genotipurile vira-
le. Cele mai frecvente mutatii la GT1b sunt A30K, L31M si
Y93H. Scopul lucrarii. Evaluarea eficacitatii tratamentului
cu velpaget (velpatasvir + sofosbuvir) si maviret (glecapre-
vir + pibrentasvir) la pacientii cu HVC cronica care au in-
registrat esec virusologic la tratamentul cu PAAD de prima
linie. Materiale si metode. Studiul a inclus 38 pacienti cu
HVC cronic3, cu esec virusologic la tratamentul antiviral de
prima linie sofosbuvir + ledipasvir sau sofosbuvir + dacla-
tasvir. Ulterior cu velpaget (velpatasvir 100 mg + sofosbuvir
400 mg ) au fost tratati 20 pacienti timp de 12 saptamani;
cu maviret (glecaprevir 100 mg + pibrentasvir 40 mg) - 18
pacienti timp de 16 saptamani. Rezultate. La pacientii cu
esec virusologic la antiviralele de prima linie cu inhibitori
NS5A (ledipasvir sau daclatasvir), tratamentul ulterior cu
velpaget a inregistrat un raspuns virusologic sustinut (RVS)
in doar 65% cazuri. In 3 cazuri de esec virusologic la PAAD
de prima linie au fost efectuate testele de rezistenta pen-
tru antiviralele NS5A-, NS5B- si NS3-proteaze. Y93H a fost
0 mutatie comuna pentru inhibitorii NS54, inclusiv pentru
velpatasvir. Toti pacienti cu esec la PAAD de prima linie tra-
tati ulterior cu maviret (inhibitor NS3) au avut un RVS in
100% (p < 0,0001) cazuri. Concluzii. Esecul tratamentului
cu velpatasvir la pacientii pretratati cu PAAD poate fi asoci-
at cu mutatii de grup comune la inhibitorii NS5A. Efectua-
rea testelor de rezistenta pentru PAAD la pacientii cu esec
virusologic permite selectarea si optimizarea regimurilor
ulterioare de tratament.
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