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Background:

To achieve the WHO HCV elimination goal, it is critical to link patients with acute HCV to care early to
prevent further transmission. Current AASLD and EASL guidelines recommend treating acute HCV
without delay. Glecaprevir (GLE)/pibrentasvir (PIB) is currently approved for chronic HCV treatment. This
phase 3b single-arm study examined efficacy and safety of GLE/PIB in adults with acute HCV.

Methods:

An 8-week regimen of GLE/PIB was studied in adults with acute HCV infection (Table 1) who had not
previously been treated for the current infection. Efficacy endpoints included achievement of sustained
virologic response at 12 weeks after the last GLE/PIB dose (SVR12), assessed in both the ITT set of all
subjects receiving >1 GLE/PIB dose and in the modified ITT set (mITT-VF, excluding those who did not
achieve SVR12 for reasons other than virologic failure). Safety endpoints included alanine
aminotransferase (ALT) and total bilirubin elevations from baseline during treatment, treatment-
emergent (TE) serious adverse events (TESAEs), and TEAEs leading to GLE/PIB discontinuation.

Results:

286 subjects were enrolled and treated (median age, 43.0 years; median HCV RNA, 5.37 logio IU/mL),
14.3% had a history of illicit injection drug use within 12 months prior to treatment, and 49.7% had HIV
co-infection. SVR12 was achieved by 96.2% and 100% in the ITT and mITT-VF set, respectively. None of
the 286 subjects had ALT >3x upper limit of normal (ULN) that had worsened from baseline, post-nadir
ALT >3x ULN + total bilirubin >2x ULN, or hepatic decompensation. One subject had a TEAE leading to
GLE/PIB discontinuation that was considered unrelated to GLE/PIB. TESAEs were experienced by 10
subjects (3.5%). None were considered related to GLE/PIB.

Conclusion:
This study demonstrates that in subjects with acute HCV infection, 8-week treatment with GLE/PIB was
safe and effective, resulting in high rates of SVR12.

Table 1. Study Protocol Eligibility Criteria for Acute/Recent HCV Infection
Physician diagnosis of acute HCV infection

AND




Quantifiable HCV RNA at screening

AND
Negative anti-HCV antibody, HCV RNA, and/or HCV core antigen followed by a positive HCV
RNA or HCV core antigen all within an 8-month period prior to screening
Negative anti-HCV antibody, HCV RNA, and/or HCV core antigen followed by a positive HCV
RNA or HCV core antigen all within an 11-month period prior to screening

AND
Risk behavior for HCV infection within 6 months prior to positive HCV RNA or HCV core
At least antigen
one of Clinical signs and symptoms compatible with acute hepatitis (ALT >5xULN and/or jaundice)

in the absence of a history of chronic liver disease or other cause of acute hepatitis and
positive HCV RNA or HCV core antigen all within an 8-month period prior to screening

AND

Risk behavior for HCV infection within 6 months prior to positive HCV RNA or HCV core
antigen

Negative anti-HCV antibody with a positive HCV RNA or HCV core antigen within a 5-month
period prior to screening

ALT, alanine aminotransferase; HCV, hepatitis C virus; RNA, ribonucleic acid; ULN, upper limit of normal.

Disclosure of Interest Statement: JML consults and is on the speakers’ bureau for ViiV Healthcare and
Gilead Sciences. PML, MGM, LMF, AW, DS, and JM are employees of AbbVie and may own stock. SG has
received research support, consults, and is on speaker’s bureaus for GSK, Gilead Sciences, AbbVie, and
Takeda. JH has no relevant disclosures. AB has received honoraria for consulting and speaking for Gilead,
lanssen, ViiV/GSK, MSD, Pfizer, Astra Zeneca. KW received research support from AbbVie.

Acknowledgments

Glecaprevir was identified by AbbVie and Enanta. Medical writing support was provided by The Curry
Rockefeller Group, LLC, a Citrus Health Group, Inc., company (Chicago, IL), and was funded by AbbVie
Inc. (North Chicago, IL).

Funding

Financial support for the study was provided by AbbVie. AbbVie participated in study design, research,
data collection, analysis and interpretation of data, and writing, reviewing, and approving the
publication. All authors contributed to the development of the publication and maintained control over
the final content. No authors received payment or other compensation related to the development of
the publication.




