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Statistical Hypothesis for the Primary Efficacy Endpoint 

The 4 primary statistical hypotheses of the study were that the SVR12 rates in each of the 4 

treatment groups of the study would be higher than the adjusted historical SVR null rate of 60%.  

This 60% SVR null rate is derived from:  

1) A historical SVR rate of approximately 65% calculated from the telaprevir (ADVANCE 

study) and boceprevir (SPRINT2 study) data after adjusting for the expected proportion of 

subjects with cirrhosis (approximately 20%) in this study; and  

2) a 5% trade-off in efficacy exchanged for an expected improved safety profile and shorter 

duration of treatment. The weighted average of the telaprevir and boceprevir data is 

estimated to be approximately 70% in non-cirrhotic subjects, and 44% in cirrhotic subjects. 

The SVR rate for the historical control in this study (i.e., a patient population of 80% non-

cirrhotics and 20% cirrhotics) is then calculated to be approximately 65% (i.e., 0.8 × 70% + 

0.2 ×44%). As noted above, the 60% null SVR rate is obtained after allowing for a 5% 

trade-off in efficacy exchanged for an expected improved safety profile and shorter 

treatment duration. 
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Calculation of Conditional Power for Interim Futility Analysis 

To assess for futility in the two 12 week regimens, an interim futility stopping procedure used a 

conditional power approach under the observed trend. Stopping for futility would have been 

triggered when the conditional power was less than 5% (which was equivalent to an observed 

response rate of 60% or less). This assessment occurred when 50 subjects were evaluated for 

SVR4 in each 12-week treatment group. At the time of the assessment, we assumed that the 

SVR4 rates were equivalent to the SVR12 rates. The conditional power to reject the null 

hypothesis was calculated for the 12 week regimens, which is defined as the probability of 

rejecting the null hypothesis with 1-sided alpha level 0.025 at the final analysis conditional on 

the observed data at the interim analysis and assuming the future data would follow the observed 

trend. For each treatment group, let N = 200 be the sample size at the final analysis and M=50 be 

the sample size at the interim analysis. If the number of subjects achieving SVR4 was K at 

interim analysis, then the conditional power was, 

 

where the first part is an index function, A was an integer between 0 and N-M, and X was a 

random variable representing the number of subjects achieved SVR12 at final analysis (out of N-

M subjects enrolled in Part B for this treatment group). We assumed that X follows a binomial 

distribution Binomial(N-M, p=K/M) and for a given A between 0 and N-M, the probability of X 

equal to A was  

 

It was expected that approximately 50 subjects would have follow-up 4 weeks posttreatment in 

each of the two 12 Week regimens. Several possible futility criteria are listed in the table below 

with different numbers of subjects. The number in the first column represents the maximum 

number of subjects achieving SVR4 at interim that will meet the futility criteria (ie, the 

conditional power < 5%).  
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Table S1. Reasons for Screen Failure 
 

Of the 1015 patients screened, 145 were screen failures. 
 
Number patients 

who did not 
meet criteria Inclusion criteria 

55 
Lab parameters at screening: ALT ≤10 × ULN, AST ≤10 × ULN, Hgb ≥12 g/dL (M) & 11 g/dL (F), 
Platelets ≥50,000/uL, INR ≤1.5, Albumin ≥3 g/dL, Direct bilirubin ≤1.5 × ULN, HbA1c ≤8.5%, 
Creatinine clearance ≥60 mL /min, INR ≤1.5 × ULN 

14 HCV RNA  ≥10
4
 IU/mL at Screening 

12 HCV genotype 1a, 1b, or mixed 1a/1b at Screening as determined by the Central Laboratory. 

3 Screening ECG without clinically significant abnormalities 

3 
Subject must be able to comply with the dosing instructions for study drug administration and 
able to complete the study schedule of assessments. 

3 
Liver imaging within 6 months of Baseline/Day 1 to exclude hepatocellular carcinoma 

(HCC) is required in patients with cirrhosis 

2 Subject must be of generally good health, with the exception of chronic HCV infection 

2 

Cirrhosis determination: 

a) Cirrhosis is defined as any one of the following: i) Liver biopsy showing cirrhosis (e.g., Metavir 
score = 4 or Ishak score ≥ 5), ii) FibroTest® score of > 0.75 AND an AST: platelet ratio index 
(APRI) of > 2 during Screening  

b) Absence of cirrhosis is defined as any one of the following: i) Liver biopsy within 2 years of 
Screening showing absence of cirrhosis, ii) FibroTest® score of ≤ 0.48 AND APRI of ≤ 1 during 
Screening 

c) In the absence of a definitive diagnosis of presence or absence of cirrhosis by the above 
criteria, a liver biopsy is required; liver biopsy results will supersede blood test results and be 
considered definitive. 

1 Subject agrees to  use of birth control 

1 Willing and able to provide written informed consent 

1 HCV treatment-naïve 

 Exclusion criteria 

15 Clinically relevant drug abuse within 12 months of screening. 

7 
History of clinically-significant illness or any other major medical disorder that may interfere with 
treatment, assessment, or compliance with the protocol 

5 Prohibited concomitant medication 

3 Alcohol misuse as defined by a Alcohol Use Disorders Identification Test (AUDIT) score ≥ 8 

2 Pregnant or nursing female or male with pregnant female partner. 

1 Infection with hepatitis B virus (HBV) or human immunodeficiency virus (HIV). 

Number patients 
who did meet 

criteria Reason for non-enrollment 

14 Withdrew consent 

7 Other 

4 Lost to follow-up 

1 Investigator’s discretion 
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Figure S1. Patient Disposition 
  

214 were assigned 
to receive LDV + 

SOF for 12 weeks 
N = 109 

217 were assigned 
to receive LDV + 

SOF + RBV for 24 
weeks 

N = 111 

217 were assigned to 
receive LDV + SOF + 

RBV for 12 weeks 
N = 111 

217 were assigned 
to receive LDV + 

SOF for 24 weeks 
N = 109 

214 included in 
the efficacy and 
safety analyses 

217 included in 
the efficacy and 
safety analyses 

217 included in 
the efficacy and 
safety analyses 

217 included in 
the efficacy and 
safety analyses 

212 completed 
treatment 

205 completed 
treatment 

213 completed 
treatment 

208 completed 
treatment 

1015 screened 

870 randomized 

5 randomized patients were 
never dosed 

145 screen failures 
119 did not meet eligibility criteria 
14 withdrew consent 
4 lost to follow-up 
1 at investigator’s discretion 
7 due to other reasons 

865 randomized and treated 
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Figure S2. Sustained Virologic Response by Patient Characteristics, Intention to Treat analysis  
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Table S2. Sustained Virologic Response by Subgroups 

NOTE: subgroup results do not include patients who withdrew consent or were lost to follow-up.  
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Table S2. Sustained Virologic Response by Subgroups (continued) 
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Table S3. Proportion of Subjects with HCV RNA <25 IU/mL While on Treatment 
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Table S4. Phenotypic Analysis of NS5A and NS5B Isolates for Patients Who Relapsed 
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Table S5. Serious Adverse Events 
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Table S6. Adverse Events Leading to Permanent Discontinuation from Ledipasvir-Sofosbuvir 

 




