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— Results —

— Background —
 Current hepatitis C therapy guidelines recommend treatment for all patients with

Figure 1: Study Profile
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hepatitis C virus (HCV), except those with a short life expectancy . This represents a
large cost burden on the healthcare system
resources. Further, avoiding or limiting exposure to medication could help minimize
adverse events and drug-drug interactions

 Rapid viral response (RVR), defined as undetectable viral load at week 4 of treatment,
 The authors of the LONESTAR trial reported that early viral response was not

Table 2: Univariate Analysis

Exclusion:
No 4 week VL: 153
No SVR VL: 61
Duplicate Profiles: 18
Death: 10
Discontinuation: 8
Other: 62

 Predictors of treatment failure may be beneficial to help optimize use of healthcare

has previously been identified as a predictor of HCV treatment failure with interferon,
2-4
boceprevir, and telaprevir based regimens

144 SVR
Successes

468 Patient Charts
Identified from
Pharmacy Records

48 SVR Successes
(Control Group)

12 SVR Failures
(Case Group)

Table 1: Baseline Characteristics
SVR12 Failure
(n=12)
62 (5)
12 (100)

 A pilot, single-center, case-control analysis was completed via electronic chart review
of veteran patients aged ≥18 through ≤89 years treated with ledipasvir and sofosbuvir
for HCV infection from 10/10/2013 through 04/08/2016
 Patients without a documented HCV viral load between weeks 3 and 6 of therapy (for
RVR evaluation) or between weeks 12 to 16 after completion of therapy (for sustained
viral response at 12 weeks evaluation; SVR12) were excluded
 Identified patients with SVR12 failure (viral load detectable) constituted the case
population. The control population was randomly selected in a 1:4 case:control ratio
from all identified SVR12 successes
 Based on an estimated failure rate of 7.5% with ledipasvir and sofosbuvir combination
therapy, 18 failures were estimated to be necessary to maintain significance of the
logistic regression model
 Descriptive statistics were used to describe baseline characteristics between groups.
Factors identified with a p<0.2 in univariate analysis were included in the multivariate
logistic regression model. Rapid viral response was included in the model even if
p>0.2 in the univariate analysis
 A 2-sided alpha of 0.05 was used to imply significance. Statistical analysis was
completed using IBM-SPSS version 22.0 (IBM Corp., Armonk, NY)

1:4 ratio
random
selection

156 Patients Included
for Analysis

associated with treatment failure in patients receiving ledipasvir and sofosbuvir;
5
however, RVR was not addressed

— Methods —

— Results —

*

Median Age (IQR)
*
Male (%)
*
Ethnicity (%)

White
Black
HCV Genotype (%)

6 (50.0)
6 (50.0)

SVR12 Success
(n=48)
62 (7)
48 (100)
22 (45.8)
26 (54.2)

*

1a
1b
4

9 (75.0)
2 (16.7)
1 (8.3)

37 (77.1)
10 (20.8)
1 (2.1)

*p > 0.05

Overall failure rate was 8.3%. Results of univariate analysis are shown in Table 2. The multivariate
regression model included RVR, previous treatment failure, H2RA use, and baseline creatinine clearance
2
(CrCl; Cockcroft-Gault) >90 mL/min. Nagelkerke’s R was 0.312 and the model maintained significance
based on the Hosmer and Lemeshow goodness-of-fit test.
Creatinine clearance >90 mL/min was independently associated with treatment failure (OR 7.27, 95% CI
1.33 to 39.72; p=0.022). H2RA use approached significance, but was limited by few patients taking H2RAs.

RVR
Previous Treatment Failure
H2RA Use
PPI Use
Ribavirin Use
Cirrhosis
CrCl >90 mL/min

SVR12 Failure
(n=12)
8
1
2
5
1
4
10

SVR12 Success
(n=48)
32
14
1
12
4
15
19

p-value
1.0
0.14
0.04
0.23
1.0
0.89
0.01

Given the results, a post-hoc analysis was completed on SVR12 failure rates of patients
with CrCl >90 mL/min compared to those with CrCl <90 mL/min. Ten of 29 (34.5%) of
patients with a CrCl >90 mL/min failed SVR12 compared to 2/31 (6.5%) of patients with
CrCl <90 mL/min (p<0.01).
Creatinine clearance >90 mL/min was associated with a 28.0% absolute risk increase for
SVR12 failure in patients treated with ledipasvir and sofosbuvir combination therapy.

— Conclusion —
 Rapid viral response was not identified as a predictor of SVR12 failure in HCV patients
receiving ledipasvir and sofosbuvir combination therapy

 Creatinine clearance >90 mL/min was associated with a 7.27 times increased risk of
treatment failure in patients receiving ledipasvir and sofosbuvir

 The association of CrCl >90 mL/min was further established in a post-hoc analysis
 A potential explanation is that increased clearance results in inadequate sofosbuvir
exposure for antiviral activity, essentially resulting in ledipasvir monotherapy

 Additional evaluation of CrCl and SVR12 failure in HCV patients treated with ledipasvir
and sofosbuvir utilizing a larger population is needed to confirm or refute our findings
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