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Introduction

Clinically Meaningful Differences in Health-Related Quality of Life
and Fatigue in Patients With Hepatitis C Virus (HCV) Infection
Treated With Elbasvir/Grazoprevir (EBR/GZR) Compared to
Sofosbuvir (SOF) With Pegylated Interferon and Ribavirin (PR)

Medicine, Prague, Czech Republic

 Hepatitis C virus (HCV) leads to decreased
health-related quality of life (HRQoL) and
increased fatigue in patients with chronic
HCV, even in the absence of advanced liver
disease'-3

HRQoL can improve in chronic HCV patients
who respond to treatment, but on-treatment
HRQoL may vary based on the tolerability
profile of the treatment regimens used

This potential variation in on-treatment
HRQoL between regimens can be assessed
using data from randomized clinical trials

However, the clinical meaningfulness of

Data sources

* 247 study patients from the C-EDGE H2H study had a
baseline and 21 follow-up assessment on the
SF-36v2 and FACIT-Fatigue and so were included in
the analysis

* SF-36v2® Health Survey Acute (1-week recall)
— Consists of 36 items, used to create 8 health

domains that are transformed onto 0 — 100 scale.
Higher scores indicate better health status

* Physical functioning
* Role limitations due to physical health
* Role limitations due to emotional problems

Overall

* There was a decrease in HRQoL from baseline to week 4 in both groups during
treatment, with patients in the SOF/PR treatment arm showing a higher decrement in
HRQoL (Figure 1 and 2)

* This trend of a reduction in HRQoL was also observed at week 12 of treatment forthe
SOF/PR treatment arm, while for patients in the EBR/GZR treatment arm, a trend of
improvement in HRQoL was observed (Figure 1 and 2)

* At follow-up week 12, the observed improvement in HRQoL at week 12 was
maintained in patients in the EBR/GZR treatment arm. HRQoL for patients in the SOF/
PR treatment arm returned close to baseline except for in general health and role
limitations — physical, where improvements were observed (Figure 1 and 2)

* A similar trend was observed for fatigue (data not shown)

* After the completion of treatment, ES ranged from 0.01 (bodily pain) to 0.15 (MCS),
reflecting a small effect

* The results reflected overall improvement in comparison with baseline HRQoL for both
groups at follow-up, with no clinically meaningful difference between the arms

* MCID for Vitality Domain

— Difference in mean change from baseline between groups for Vitality exceeded the
MCID >4.2 during treatment only. After treatment the difference was <4.2

Figure 3. Summary of differences between treatment arms and effect
sizes for change from baseline for SF-36v2® by domain (PRO FAS)
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Conclusions

In the C-EDGE H2H study:

» Opverall, a trend of an improvement in HRQoL and fatigue
was observed in patients in the EBR/GZR treatment arm
at week 12 and follow-up week 12, whereas a trend of
decrease in HRQoL and fatigue was observed at week 12
in the SOF/PR treatment arm

+ HRQoL was statistically significantly better for patients
treated with EBR/GZR as compared to SOF/PR, as
measured by all 8 SF-36v2® domains and Physical and
Mental Component Summary scores as well as FACIT-
Fatigue scale at weeks 4 and 12 of treatment

— These scale differences were also clinically
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— Sofosbuvir 400 mg once daily + Peglntron®
1.5 mcg/kg once weekly + weight-based
ribavirin 1000-1200 mg/day for 12 weeks

— Elbasvir 50 mg / grazoprevir 100 mg once
daily for 12 weeks

+ Clinically meaningful differences between groups were
not present by the 12-week follow-up visit on all measures

— However, for EBR/GZR patients, there still were
significantly improved SF-36v2® physical functioning,
role limitations-physical, general health, vitality, mental

* Analyses were conducted using the patient-reported physical; VT, Vitality; SF, Social functioning.
outcome full analysis set (PRO FAS), which consisted
of all enrolled patients who had at least one dose of
study medication and had completed at least one

baseline or post-baseline PRO assessment

Health Domain

FACIT-Fatigue Scale

* Baseline mean scores were similar between treatment arms
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in HRQoL and fatigue during and after
treatment

— Assess whether any observed differences
in HRQOL and fatigue between the two
treatment groups are clinically meaningful

or component score of the SF-36v2® or the FACIT-
Fatigue for this patient population

Therefore, the difference between treatment means
for change from baseline was converted to effect
sizes (ES) and compared to standardized criteria
based on Cohen,® where: <0.2 = small effect, 0.5 =
moderate effect, and >0.8 = large effect

ES |0.56 | 0.58 |-0.04

Effect sizes (ES): <0.2 = small effect, 0.5 = moderate effect, and >0.8 = large effect.
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