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Methods
[bookmark: OLE_LINK2]We conducted a real-world retrospective observational study at three liver disease centers in Wenzhou City, Zhejiang Province, Eastern China (The Third Affiliated Hospital of Wenzhou Medical University, Pingyang People’s Hospital, and Yueqing People’s Hospital), collecting data from June 2023 to October 2024. The study was approved by the Medical Ethics Committee of The Third Affiliated Hospital of Wenzhou Medical University (Approval No. YJ2025032) and conducted in accordance with the principles of the Declaration of Helsinki. All enrolled patients provided signed informed consent.
In this study, the diagnosis of chronic HCV infection was based on the Guideline for the Prevention and Treatment of Hepatitis C (2022 version) in China, which defines chronic infection as persistent HCV infection for ≥ 6 months after exposure. Inclusion criteria were as follows: patients aged ≥ 18 years; positive for anti-HCV antibodies, with a documented history of hepatitis C infection lasting > 6 months; positive for HCV RNA in blood (> 15 IU/mL; and treatment-naïve. Patients with HCV infection complicated by compensated cirrhosis, HCC, or co-infection with HBV or HIV were not excluded. Cirrhosis was diagnosed based on liver biopsy findings within 12 months before enrollment, liver stiffness measurement (LSM) > 14.6 kPa by FibroScan, and/or imaging evidence (such as splenomegaly or portal vein diameter > 1.3 cm) on ultrasound, computed tomography (CT), or magnetic resonance imaging (MRI). Compensated cirrhosis was defined as the absence of portal-hypertension-related complications and/or hepatic decompensation. Patients were required not to plan for pregnancy during the study period and for 6 months after completion of treatment.
Patients meeting any of the following criteria were excluded: currently taking medications with significant drug–drug interaction (DDI) evidence with coblopasvir plus sofosbuvir; currently receiving anti-HCV antiviral therapy; prior failure of any interferon-based or direct-acting antiviral (DAA) treatment for HCV; history of other unexplained liver diseases; serum alanine aminotransferase (ALT) or aspartate aminotransferase (AST) levels > 10 times the upper limit of normal; white blood cell count (WBC) < 3 × 10⁹/L; neutrophil count < 1.5 × 10⁹/L; platelet count (PLT) < 50 × 10⁹/L; hemoglobin (Hb) < 120 g/L for males or < 110 g/L for females; serum creatinine clearance < 50 mL/min calculated by the Cockcroft–Gault formula; presence of psychiatric or neurological disorders; severe cardiovascular, hematological, renal, gastrointestinal, or respiratory diseases; active or suspected malignancy, or history of malignancy within 5 years prior to DAA; history of major organ transplantation; and any other condition that, in the investigator’s judgment, may exclude the potential subject. The inclusion flowchart of chronic hepatitis C patients is shown in Supplementary Fig. 1.
According to the prescribing information, eligible patients received a once-daily oral capsule of coblopasvir (60 mg) combined with a tablet of sofosbuvir (400 mg) (Beijing Kawin Technology Share-Holding Co. Ltd., Beijing, China) for 12 weeks. Dose adjustments were not permitted during the treatment period. Based on clinical judgment, some patients received concomitant ribavirin while others did not; considerations included HCV genotype 3, co-infection with HIV and/or HBV, or cirrhosis. Ribavirin was administered orally twice daily with meals, with dose determined according to the prescribing information: 400–1000 mg/day for patients weighing <75 kg, 1200 mg/day for those ≥ 75 kg, and an initial dose of 600 mg/day for patients with Child–Pugh class B or C.
[bookmark: OLE_LINK3]All enrolled patients completed baseline, end of treatment, and post-treatment assessments. Demographic and clinical characteristics collected included age, sex, concomitant medications, comorbidities, and co-infections. Blood samples were collected for hematological and biochemical tests, HCV antibody, HCV RNA, HCV genotyping, HIV antibody, and hepatitis B surface antigen testing. Liver imaging (FibroScan /ultrasound /CT /MRI) was performed at baseline. Treatment assessments were completed at week 12 (±3 days), and post-treatment assessments were performed 12 weeks (±3 days) after the last dose of coblopasvir plus sofosbuvir. Both treatment and post-treatment assessments included physical examination and adverse event (AE) recording. Blood samples for hematology, biochemistry, and HCV RNA testing were collected at treatment week 12 and 12 weeks post-treatment. Virological relapse was assessed at all visits and defined as undetectable HCV RNA during or at the end of treatment but with failure to maintain HCV RNA < 15 IU/mL at 12 weeks post-treatment.
Hematological tests included Hb, PLT, red blood cell count (RBC), and WBC. Biochemical tests included ALT, AST, Gamma-Glutamyl Transpeptidase (GGT), albumin (ALB), alkaline phosphatase (ALP), creatine kinase, creatinine, total bilirubin (TBIL) (including direct and indirect bilirubin), glucose, and electrolytes. Serum HCV RNA was quantified using the COBAS® TaqMan HCV assay with a lower limit of quantification of 15 IU/mL. HCV genotype/subtype was determined by Sanger sequencing. Liver function was assessed using the albumin–bilirubin (ALBI) score calculated as follows: log10 bilirubin [μmol/L] × 0.66 – (albumin [g/L] × 0.0852).1,2 The noninvasive liver fibrosis scoring indices Fibrosis-4 index (FIB-4) and the AST-to-platelet ratio index (APRI) were calculated as follows: FIB-4 = [age (years) × AST (U/L)] / [PLT (10⁹/L) × √ALT (U/L)], APRI = (AST/ULN)/ PLT (10⁹/L) × 100, where ULN is the upper limit of normal AST measures.3,4
Assessment of outcomes
The primary effectiveness endpoint was sustained virological response (SVR), defined as the proportion of patients who received at least one dose of coblopasvir plus sofosbuvir with HCV RNA < 15 IU/mL at 12 weeks after treatment completion. Secondary effectiveness endpoints included changes in FIB-4 and APRI scores at week 12 of treatment and 12 weeks post-treatment compared to baseline. Treatment adherence was assessed by pill count. Safety endpoints included the incidence of AEs of grade 3–5 and the proportion of patients who discontinued or interrupted treatment due to AEs among those receiving at least one dose of coblopasvir plus sofosbuvir. AE severity grading (grades 3–5) was determined according to the Common Terminology Criteria for Adverse Events (CTCAE) v5.0.
Statistical analysis
Analyses included baseline demographics, clinical characteristics, and effectiveness and safety outcomes. Virological response was assessed in patients who completed the prescribed treatment course without discontinuation or loss to follow-up for non-treatment-related reasons. Baseline demographic and clinical characteristics were summarized as follows: continuous quantitative variables were described as mean (± standard deviation; SD) or median (interquartile range; IQR) and compared between groups using independent sample t test or Mann–Whitney U test. Qualitative /categorical variables were compared using the 2 test or Fisher’s exact test. Statistical significance was defined as p < 0.05. All statistical analyses were conducted using SPSS version 20.0 (IBM Corp., Armonk, NY, USA).
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