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Abstract
Direct-acting antivirals have achieved high sustained vir
(HCV) infection. However, data on retreatment strate
limited. We report the case of a 48-year-old man with
despite full adherence to an 8-week G/P regimen. The

e (SVR) rates in the treatment of chronic hepatitis C virus
of glecaprevir/pibrentasvir (G/P) therapy remain
ronic HCV infection who experienced virologic failure
bsequently treated with sofosbuvir/velpatasvir/voxilaprevir

(SOF/VEL/VOX) for 12 weeks, resulting in ng nzyme levels and undetectable HCV ribonucleic acid at the
end of treatment and 12 weeks after treatme g achievement of SVR12. This case demonstrates that SOF/VEL/VOX
may represent an effective and safe sal 3 ients with genotype 3 HCV infection who fail prior G/P treatment and
provides clinical insight to guide ret isions
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Introduction
Hepatitis C virus (HCV) i i major cause of chronic liver disease worldwide. More than half of infected individuals
progress to chronic inf i
with the introductio ing antivirals (DAAs), leading to highly effective and well-tolerated treatment regimens.
atment for all patients without contraindications(sl.

Despite the
regarding strategies for patients who fail glecaprevir/pibrentasvir (G/P) therapy remains limited and has
uated(s4l. Here, we present a case of chronic HCV infection in which virologic suppression was not

an presented after testing positive for anti-HCV antibodies during routine laboratory screening. He was
atic at presentation. Although he was aware of his hepatitis C diagnosis, he had not previously sought medical follow-
r tréatment. His medical history was notable for intravenous drug use approximately 20 years earlier. He had no known
c ic illnesses, was not taking regular medications, and had no family history of hepatitis.
physical examination, vital signs were within normal limits, and no abnormal findings were observed. Laboratory evaluation

evealed alanine aminotransferase (ALT) of 155 U/L (reference <45 U/L), aspartate aminotransferase (AST) of 142 U/L
(reference <45 U/L), platelet count of 87,000/uL (reference >100,000/puL), and HCV-ribonucleic acid (RNA) level of
16,000,000 IU/mL. Serologic testing showed negative hepatitis B surface antigen, negative antibody to hepatitis B surface
antigen, negative antibody to hepatitis B core antigen immunoglobulin G (IgG), positive positive antibody to hepatitis A virus
1gG, and negative antibody to human immunodeficiency virus antibodies. Other laboratory parameters were within normal
limits, including a white blood cell count of 5,000/uL, hemoglobin level of 14.8 g/dL, hematocrit of 44.4%, and serum creatinine
of 1.04 mg/dL.
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The fibrosis-4 (FIB-4) score was calculated as 6.29, and the AST-to-platelet ratio index (APRI) score was 3.98. Hepatobiliary
ultrasonography demonstrated a liver craniocaudal length of 156 mm, which was at the upper limit of normal, with regular
contours and no evidence of cirrhosis or splenomegaly.

The patient was initiated on the pangenotypic regimen G/P (100 mg/40 mg). At week 8 of treatment, laboratory testing showed
ALT of 136 U/L, AST of 95 U/L, HCV-RNA of 2,000,000 IU/mL, and a platelet count of 81,000/uL, indicating virologic failure.
Changes in laboratory parameters during treatment are summarized in Table 1.

Although the HCV-RNA level decreased during the fourth week of G/P therapy, a high viral load was detected at week 8. Repeat
testing confirmed persistently elevated HCV-RNA levels. Consequently, the patient’s adherence to therapy was carefully
evaluated and confirmed to be appropriate, with regular and correct medication intake. The patient denied the use of
concomitant medications, alcohol, or other substances.

HCYV genotyping revealed genotype 3 infection. An antiviral resistance analysis was requested from the Public Health
Microbiology Reference Laboratory; however, the test was not processed. Based on current clinical guidelines, a review of t,
available literature, and the antiviral agents accessible in our country, retreatment with sofosbuvir/velpatasvir/voxilaprevi
(SOF/VEL/VOX) (400 mg/100 mg/100 mg) was initiated and continued for 12 weeks.

Throughout the treatment period, ALT and AST levels were closely monitored and demonstrated a gradual decling
treatment, ALT was 53 U/L, AST was 39 U/L, and the platelet count was 100,000/uL. HCV-RNA testing perfor
therapy showed undetectable viral levels (Table 2).

At 12 weeks posttreatment, the patient’s ALT was 31 U/L, AST was 37 U/L, platelet count was 104,000/ d HE as
not detected. Liver enzymes had returned to normal, and thrombocytopenia had resolved. Sustained viro respon R)
was confirmed at the end of treatment and 12 weeks post-treatment.

Discussion

t-treatment
g from 0% to 1%!5-

The efficacy of DAA therapies for HCV infection is well established. G/P therapy achieves SVR 2 weeks
(SVR12) in over 95% of patients, including those with prior DAA exposure, with virologic failure
10], However, evidence regarding retreatment strategies for patients who fail G/ erapy remains
In the EXPEDITION-8 trial, 343 treatment-naive cirrhotic patients with genotype

infected with genotype 3. The overall SVR12 rate was 97.7%, while patients with g

failed G/P therapy.
Treatment options for chronic hepatitis C patients with prior NS5A inhibi

ofosbuvir a promising alternativels.=].
The MAGELLAN-3 study reported a 96% SVR12 rate with 1 sofosbuvir and ribavirin in patients with
previous G/P treatment failureli3l.
According to European Association for the Study of the Liver
experience and no cirrhosis may be treated with SOF/V.
is recommended!s. In our patient, these standard regi

unavailable locally. Although cirrhosis was not assess

genotype 3 patients with prior treatment

with cirrhosis, the triple regimen SOF/VEL/VOX
plemented because sofosbuvir-containing drugs were
r noninvasive methods, elevated fibrosis scores (APRI and

e and treatment options, SOF/VEL/VOX therapy was

initiated.
The efficacy of SOF/VEL/VOX in patients erapy remains unclear, as most studies predate widespread G/P usel4l.

While EASL guidelines recommend 12 )f /VOX for all DAA-experienced patients, data specific to G/P failures

VEL/VOX, 94% achieved SVR12, supporting its efficacy4l. Consistent with
ollowing SOF/VEL/VOX therapy. A limitation of this case was the absence of
resistance testing following G
This case demonstrates seve
cluding genotype 3, our patient exhibited an unusual virologic pattern: an initial on-
ound at week 8, a rare occurrence in the literature. Although resistance testing and

ould not be applied, SOF/VEL/VOX led to complete virologic suppression. The regimen was
of laboratory indicators suggestive of advanced fibrosis, underscoring its therapeutic potential
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Table 1. Laboratory
Parameter, ore treatment Week 4 Week 8
ALT 155 U/L 59 U/L 136 U/L

AST 142 U/L 50 U/L 95 U/L
16,000,000 IU/mL 15,000 IU/mL 2,000,000 IU/mL
87,000/puL. 82,000/uL 81,000/pL

tory results during SOF/VEL/VOX treatment.

Before treatment Week 4 Week 8 Week 12

145 U/L 56 U/L 50 U/L 53 U/L

102 U/L 40 U/L 40 U/L 39 U/L
A 3,900,000 IU/mL 62 IU/mL 30 IU/mL Negative

telet 81,000/uL 89,000/uL 91,000/pL 100,000/pL





