Supplementary Material
[bookmark: _GoBack]In the clinical trial cohort, 5 (0.1%) patients reported hepatocellular carcinoma (HCC) during or after treatment, none of which were considered to have reasonable possibility of relationship to the study drug. Patient information for each case is provided below.
1. 55-year-old male who met all 3 serum test criteria and experienced HCC on posttreatment Day 37 (study Day 122). This patient had diagnosed compensated cirrhosis (FibroScan® [Echosens, Waltham, MA]) 15.2 kPa) with a medical history of benign hepatic nodules and prior hepatitis C virus (HCV) treatment failure to sofosbuvir + daclatasvir + simeprevir + ribavirin. Baseline laboratory values: platelet count = 159 x 109/L, Fibrosis-4 score (FIB-4) = 3.06, albumin = 45g/L, alpha fetoprotein = 30.5 ng/mL, alanine aminotransferase (ALT) = 332 U/L, aspartate aminotransferase (AST) = 161 U/L, total bilirubin = 10 umol/L, international normalized ratio (INR) = 1.1. This patient achieved sustained virologic response at posttreatment Week 12 (SVR12) following glecaprevir/pibrentasvir (G/P) treatment.

2. 52-year-old male who met 2 serum test criteria was diagnosed with HCC on posttreatment Day 8 (study Day 92) by magnetic resonance imaging following the identification of a suspicious nodule by computerized tomography scan on treatment Day 44. This patient had diagnosed compensated cirrhosis (FibroScan 29.5 kPa). Baseline laboratory values: platelet count = 139 x 109/L, FIB-4 = 2.66, albumin = 44 g/L, alpha fetoprotein = 3.6 ng/mL, ALT = 168 U/L, AST = 92 U/L, total bilirubin = 15 umol/L, INR = 0.9. This patient achieved SVR12 following G/P treatment.

3. 40-year-old male who had baseline FIB-4 <3.25 and experienced HCC on study Day 225. This patient had diagnosed compensated cirrhosis with a FibroScan of 75 kPa, and FibroTest (BioPredictive, Paris, France) of 0.84. Baseline laboratory values: platelet count = 127 x 109/L, FIB-4 = 1.67, albumin = 38 g/L, ALT = 222 U/L, AST = 79 U/L, total bilirubin = 21 umol/L, INR = 1.2. This patient achieved SVR12 following G/P treatment.

4. 58-year-old female who met all 3 serum test criteria and experienced hepatic cancer on posttreatment Day 85 (study Day 189). This patient had diagnosed compensated cirrhosis (FibroScan 16.0 kPa) with prior HCV treatment failure to ledipasvir/sofosbuvir + ribavirin. Baseline laboratory values: platelet count = 187 x 109/L, FIB-4 = 1.70, albumin = 44 g/L, alpha fetoprotein = 18.4 ng/mL, ALT = 30 U/L, AST = 30 U/L, total bilirubin = 15 umol/L, INR = 1.1. This patient achieved SVR12 following G/P treatment.

5. 65-year-old male who met all 3 serum test criteria was diagnosed with infiltrative hepatocellular carcinoma involving the left hepatic lobe, with additional foci in the right hepatic lobe and multiple osseous metastases by computerized tomography scan on posttreatment Day 71 (study Day 156). This patient was considered non-cirrhotic by FibroScan = 6.1 kPa and FibroTest = 0.52 and had previous HCV treatment failure to telaprevir + peginterferon + ribavirin. Baseline laboratory values: platelet count = 186 x 109/L, FIB-4 = 2.41, albumin = 42 g/L, ALT = 39 U/L, AST = 43 U/L, total bilirubin = 12 umol/L, INR = 1.0. The patient had missing SVR12 data but was HCV RNA negative at posttreatment Day 56 before dying on posttreatment Day 99.

