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ABSTRACT

Introduction: In clinical trials with hepatitis C
virus-infected treatment-naı̈ve (TN) patients
with compensated cirrhosis (CC), glecaprevir/

pibrentasvir (G/P), a fixed-dose, once-daily,
pangenotypic regimen, has demonstrated sus-
tained virologic response at posttreatment
Week 12 (SVR12)[95%. We evaluated the real-
world safety and effectiveness of 8-week G/P
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therapy in TN patients with CC, including cer-
tain subgroups of interest.
Methods: The CREST study is a real-world,
noninterventional, multicenter study retro-
spectively assessing data from Canada, Ger-
many, Israel, Italy, and Spain. The full analysis
set (FAS) designated all patients in the study;
the modified analysis set (MAS) excluded
patients who discontinued G/P for nonvirologic
failure or who had missing SVR12 data. The
primary endpoint was SVR12; safety endpoints
were also assessed.
Results: A total of 386 patients were included
in the FAS, 375 patients completed the study,
and 325 patients were included in the MAS; 51
patients had missing SVR12 data. Overall, in the
MAS and FAS, SVR12 was achieved in 99.1% and
84.2% of patients, respectively. In subgroups of
interest, the percentage of patients achieving
SVR12 in the MAS (and FAS) was: genotype
(GT)3: 97.5% (80.6%); FibroScan� C 12.5 kPa:
98.9% (89.3%); platelet count\ 100 9 109/l:
100% (88.2%); both platelets\150 9 109/l and
FibroScan�[ 20 kPa: 100% (88.9%); aspartate
aminotransferase-to-platelet ratio index[ 1.09:

98.7% (83.1%); fibrosis-4 index[3.25: 98.6%
(84.0%); albumin\3 g/dl: 100% (91.7%); peo-
ple who use drugs: 97.7% (84.3%); psychiatric
disorders: 96.6% (84.8%); and human immun-
odeficiency virus coinfection: 100% (95.0%).
Overall, 26.9% (104/386) of patients experi-
enced an adverse event, none of which were
classed as serious.
Conclusion: In this real-world cohort, 8 weeks
of G/P therapy was well tolerated in TN patients
with CC. SVR12 rates were similar to clinical
trials, supporting 8-week treatment in TN
patients with CC, including those with signs of
advanced liver disease and GT3 infection.
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Key Summary Points

Why carry out this study?

In randomized controlled trials, 8 weeks of
glecaprevir/pibrentasvir therapy produces
high cure rates for most patients with
hepatitis C infection

Patients in the real world may have
additional comorbidities and risk factors,
which are underrepresented in
randomized controlled trials, such as
those with genotype 3 infection, those
with signs of portal hypertension (i.e., a
liver stiffness[ 20 kPa with a platelet
count\150 9 109/l; according to the
Baveno VI classification), people who use
drugs, and those with a psychiatric
disorder

This study evaluated the real-world safety
and effectiveness of 8-week glecaprevir/
pibrentasvir therapy in treatment-naı̈ve
patients with compensated cirrhosis and
further examined data in certain
subgroups of interest

What was learned from the study?

In this real-world cohort, 8 weeks of
glecaprevir/pibrentasvir therapy was well
tolerated in treatment-naı̈ve patients with
compensated cirrhosis with cure rates
similar to those reported in clinical trials

Until now, the evidence demonstrating
the efficacy and safety of 8-week
glecaprevir/pibrentasvir in these patients
has been limited to the EXPEDITION-8
study and a few real-world studies; the
results of this analysis supplement the
clinical data and thus establish 8-week
glecaprevir/pibrentasvir more firmly as an
effective and well-tolerated treatment
regimen in treatment-naı̈ve patients with
compensated cirrhosis, including those
with genotype 3 infection and those with
signs of portal hypertension

INTRODUCTION

Globally, approximately 58 million people have
chronic hepatitis C virus (HCV) infection [1].
Untreated, HCV can lead to the development of
cirrhosis, end-stage liver disease, hepatocellular
carcinoma, and death [2, 3], with approxi-
mately 290,000 people dying in 2019 from
HCV-related complications [1].

Historically, HCV therapy with interferon-
based regimens had low cure rates, poor safety
outcomes, and long treatment durations [4].
With the development and availability of
interferon-free, direct-acting antivirals (DAAs),
HCV treatment has been revolutionized to be
short and well tolerated. Combinations of these
drugs have been demonstrated to yield high
levels of sustained virologic response (SVR) at
posttreatment Week 12 (SVR12). Indeed, DAAs
are now recommended for the treatment of
most patients with chronic HCV infection.
Moreover, simplified treatment of HCV infec-
tion is advised to support the global efforts to
eliminate HCV, which is only possible with the
use of pangenotypic regimens [5].

One such oral DAA-based regimen, gle-
caprevir/pibrentasvir (G/P), is a fixed-dose,
once-daily, pangenotypic regimen approved for
the treatment of patients with chronic HCV
[6, 7]. In randomized controlled clinical trials,
G/P demonstrated SVR12 in C 93% of patients
and was well tolerated [8–10]. In treatment-
naı̈ve (TN) patients with compensated cirrhosis
(CC), 8 weeks of G/P therapy was approved in
the US and Europe following results from the
EXPEDITION-8 study where previously
12 weeks of treatment was recommended
[6, 7, 9]. EXPEDITION-8 evaluated 8 weeks of
G/P in 343 HCV genotype (GT) 1–6 TN patients
with CC [9]. The SVR12 in patients with GT1–6
was 99.7% [334/335; 95% confidence interval
(CI) 98.3–99.9] in the per-protocol (PP) popu-
lation and 97.7% (335/343; 95% CI 96.1–99.3)
in the intention-to-treat (ITT) population.
Common adverse events (AEs) (C 5%) were
fatigue (9%), pruritus (8%), headache (8%), and
nausea (6%). Serious AEs occurred in only 2% of
patients, and none of these were considered
related to treatment. No AE led to drug
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discontinuation, and clinically significant lab-
oratory abnormalities were infrequent [9].

A few real-world studies have evaluated G/P
in patients with CC, with a special interest in
harder-to-treat groups such as those with
comorbidities, those with HCV GT3 infection,
people who use drugs (PWUD), those with a
psychiatric disorder, and those with other bar-
riers to treatment [11–14]. These studies have
shown that SVR12 rates with G/P remain high
and C 98% in the PP population of GT1–6
patients [11, 12, 15]. Although these data
showed G/P was well tolerated and led to high
SVR12 rates, potential barriers to successful
treatment, such as the presence of comorbidi-
ties and patients with other risk factors, may
not always be well represented in registrational
trials.

Moreover, the latest recommendations from
the European Association for the Study of the
Liver (EASL) for treatment of HCV state that
additional data are needed to consolidate the
recommendation of use of 8-week G/P in GT3
TN patients with CC and in patients with CC
and signs of portal hypertension [5]. Real-world
data from larger cohorts would be valuable to
fully understand the benefits and potential
limitations of the drug.

This study aimed to evaluate the real-world
safety and effectiveness of 8 weeks of G/P ther-
apy in TN patients with CC, including sub-
groups of interest such as GT3 infection,
patients with comorbidities of current illicit
drug use, alcohol use, or human immunodefi-
ciency virus (HIV) coinfection, and signs of
portal hypertension (i.e., a liver stiff-
ness[20 kPa with a platelet count\150 9

109/l, according to the Baveno VI classification)
[5].

METHODS

The CREST study is a noninterventional, mul-
ticenter observational study in HCV-infected
TN patients with CC. Data were collected
through a retrospective review of existing data
derived from Canada, Germany, Israel, Italy,
and Spain. Eligible patients were enrolled in
chronologic order from participating sites by

the local principal investigator. Data sources for
eligible patients included all sources of study-
relevant information (medical record) available
to the clinical study site investigator; the med-
ical record may include paper medical charts,
electronic medical records, and clinical labora-
tory records. The study protocol was conducted
in accordance with the Declaration of Helsinki
and Good Clinical Practice guidelines. Each
participating clinician signed an agreement
attesting to compliance with all rules and reg-
ulations regarding the disclosure of patient
information. Data were collected by the clinical
study site investigator in such a manner that the
identity of the patient could not be readily
ascertained directly or through identifiers
linked to the patient. The clinical study site
investigator did not contact the subjects or re-
identify patients. The study was granted an
exemption from obtaining informed patient
consent and approved by the Veritas Indepen-
dent Review Board and the Saskatchewan
Health Authority and the Ottawa Hospital
Research Institute and the Hamilton Integrated
Research Ethics Boards (HiREB) (Canada), the
Institutional Review Board of Maccabi Health-
care Services (Israel), the Department of
Medicines for Human Use of the Spanish
Agency for Medicines and Health Products
(AEMPS) and the Research Ethics Committee
from the Medicines Gregorio Marañón General
University Hospital (Spain), and the Ethics
Committee of the Medical Association of
Westphalia-Lippe and the Westphalian Wil-
helms University Board (Germany). The study
was approved by each of the institutional ethics
committees for the sites in Italy.

Study Population

Chronic HCV-infected patients aged C 12 years
who were TN and had CC (documented as
Child-Pugh A as determined per the clinical
study investigator), treated for 8 weeks with
G/P, were included in the study; patients were
also required to start G/P treatment on or after
January 1, 2018. Patients were excluded from
the study if there were insufficient or limited
source data confirming the patient’s HCV
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status, treatment history, and cirrhosis status or
if they had any historical clinical evidence of
hepatocellular carcinoma, decompensated cir-
rhosis, or events possibly related to liver
decompensation, including any current or past
evidence of Child-Pugh B or C classification.
Patients were also excluded if they were still on
G/P treatment and still in the follow-up period
prior to a treatment outcome evaluation. All
patients enrolled in the study who were eligible
as per inclusion and exclusion criteria were
designated to the full analysis set (FAS). The
modified analysis set (MAS) excluded patients
who discontinued G/P for reasons other than
virologic failure and/or who had missing data to
document the primary endpoint. The primary
endpoint was effectiveness determined by
SVR12, defined as HCV ribonucleic acid (RNA)
less than the lower limit of quantification
12 weeks after end of treatment with G/P in the
MAS. A window of 10–26 weeks posttreatment
was deemed acceptable for determination of
primary and secondary endpoints. Exploratory
objectives included determining treatment fac-
tors that may be associated with HCV treatment
failure such as, but not limited to, nonpre-
scribed illicit drug use, comorbidities, con-
comitant medication therapy, and subgroup
analyses in patients of interest (PWUD, GT3,
HIV/HCV coinfection).

Statistical Analyses

Demographic and baseline characteristics of the
patients were summarized using descriptive
statistics. Categorical variables were summa-
rized using frequency tables, and quantitative
variables were summarized using mean [± s-
tandard deviation (SD)] and median [in-
terquartile range (IQR), Q1–Q3] values.
Descriptive analyses were also performed for
subgroups of interest. The primary effectiveness
endpoint was assessed by the percentage and
the exact Clopper-Pearson 95% CI [16] of
patients achieving SVR12; in the FAS popula-
tion, this was computed using nonresponder
imputation. For quantitative secondary end-
points, the median (IQR, Q3–Q1) were
computed.

RESULTS

A total of 386 patients were included in the FAS,
out of which 375 (97.2%) patients completed
the study (Fig. 1). Eleven patients discontinued
treatment prematurely: six due to noncompli-
ance; three were lost to follow-up; one discon-
tinued treatment due to an AE; one
discontinued treatment for an unknown reason.
Of the 375 patients who completed the study,
325 (86.7%) were then included in the MAS and
51 (15.7%) had missing data and were unable to
be assessed for SVR12 (Fig. 1). One patient who
discontinued treatment had data to assess
SVR12.

Baseline Characteristics

Of the patients included in the FAS, 58.3% (225/
386) were infected with HCV GT1 and 26.2%
(101/386) were infected with GT3 (Table 1).
Among the patients with missing data, 60.8%
(31/51) had GT1 infection and 37.3% (19/51)
had GT3 infection. At treatment initiation,
16.3% (63/386) of patients had a comorbidity of
current alcoholism, 23.6% (91/386) reported
current drug addiction, 9.1% (35/386) had psy-
chiatric disorders, and 5.2% (20/386) had HIV
coinfection (Table 2). Noninvasive methodolo-
gies were used to assess cirrhosis in 99% of
patients (382/386) with the most common
being fibrosis-4 (FIB-4) index (64.4%; 246/382),
aspartate aminotransferase-to-platelet ratio
index (APRI; 57.9%; 221/382), and FibroScan�

(EchoSens, Paris, France) (52.1%; 199/382)
(Table 3). The most prescribed concomitant
medications included therapy for drug addic-
tion, antihypertensives, and analgesics. The top
ten medications by class and name are enu-
merated in Table 2.

Efficacy

Overall, SVR12 was achieved in 99.1% (322/325;
95% CI: 97.3–99.8) of patients in the MAS and
84.2% (325/386; 95% CI: 80.2–87.7) of patients
in the FAS populations (Fig. 2). The percentage
of patients achieving SVR12 in the MAS (and
FAS), broken down by GT, was as follows: GT1:
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99.5% (85.6%); GT2: 100% (90.5%); GT3: 97.5%
(80.6%); GT4: 100% (93.3%); GT5: 100%
(100%). In patient subgroups of interest, the
percentage of patients achieving SVR12 in the
MAS (and FAS) was as follows: FibroS-
can C 12.5 kPa: 98.9% (89.3%); platelet
count\100 9 109/l: 100% (88.2%); both pla-
telets\150 9 109/l and FibroScan[ 20 kPa:
100% (88.9%); APRI[ 1.09: 98.7% (83.1%); FIB-
4 index[3.25: 98.6% (84.0%); albumin\3 g/
dl: 100% (91.7%); PWUD: 97.7% (84.3%); psy-
chiatric disorder: 96.6% (84.8%); and HIV
coinfection: 100% (95.0%) (Fig. 3).

Safety

Overall, 26.9% (104/386) of patients experi-
enced an AE and 1.3% (5/386) experienced a
serious AE (SAE). None of the SAEs were drug-
related. Only one patient (0.3%) reported dis-
continuation of G/P due to an AE (Table 4). The
most common AEs experienced were fatigue
(9.8%, 38/386) and headache (6.2%, 24/386). Of
the 370 patients with documented laboratory

data available, 2.7% (10/370) patients experi-
enced aspartate aminotransferase (AST) levels
higher than five times the upper limit of
normal.

DISCUSSION

G/P has been approved by the US Food and
Drug Administration, the European Medicines
Agency, and many other drug authorities
around the world for use with a shortened
treatment duration of 8 weeks in TN patients
with chronic HCV GT1-6 infection without
cirrhosis or with CC (Child–Pugh A) [6, 7].

Real-world data from large cohorts such as
this study are valuable to fully understand
whether the benefits of a therapeutic approach
will be translated into routine clinical practice.
EASL Clinical Practice Guidelines 2020 on
treatment of HCV highlighted that in TN
patients infected with GT3 with CC (Child-
Pugh A), treatment with G/P can be shortened
to 8 weeks, but more data are needed to con-
solidate this recommendation. Moreover,

Fig. 1 Study schematic. SVR12 sustained virologic response at posttreatment Week 12. aOne patient who discontinued
treatment but had data to assess SVR12 was included in the MAS
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Table 1 Baseline demographics and clinical characteristics

Characteristic Total population
N = 386

Male, n (%) 247 (64.0)

Age, years, mean (SD) 55.1 (12.3)

HCV GT, n (%)

1 225 (58.3)

2 22 (5.7)

3 101 (26.2)

4 17 (4.4)

5 1 (0.3)

Other/mixed/unknown 20 (5.2)

Race, n (%)

White 356 (92.2)

Black or African American 6 (1.6)

Other 24 (6.2)

HCV RNA, median, (Q1–Q3) log10
IU/mla

6.1 (5.6–6.6)

FibroScan score, kPab

Mean ± SD 16.8 (11.3)

APRI scorec

Mean ± SD 2.4 (2.5)

FIB-4 indexd

Mean ± SD 4.5 (3.5)

Platelets, median (range) (109/l)e 156.5 (17.5–512)

Platelets\ 100 9 109, n (%)f 17 (11.5)

Bilirubin, median (Q1–Q3)

(mg/dl)g
0.62 (0.50–0.89)

Albumin, median (Q1–Q3) (g/dl)h 4.1 (3.8–4.4)

ALT, median, (Q1–Q3) (U/l)i 103.4 (46.0–278.8)

Encephalopathy gradej

None 351 (90.9)

1 or 2 0

3 or 4 0

Table 1 continued

Characteristic Total population
N = 386

Unknown 33 (8.5)

Ascitesk

None 339 (87.8)

Slight 1 (0.3)

Moderate to severe 0

Unknown 44 (11.4)

Baseline polymorphisms (NS3, NS5A,

NS5B), n (%)l

NS3 3 (1.5)

NS5A 3 (1.5)

NS5b 0

Unknown 171 (88.6)

Data are n (%) unless stated otherwise; percentages are
calculated from nonmissing values
ALT alanine aminotransferase, GT genotype, HCV hep-
atitis C virus, RNA ribonucleic acid, SD, standard
deviation
Weighted average of chart review; German and Israeli data
medians (Q1–Q3)
n value could be derived from either chart review, German
registry, Israeli registry, or a combination of the three based
on data available
aN = 376
bN = 196. FibroScan� (EchoSens, Paris, France)
cN = 221
dN = 230
eN = 375
fN = 148
gN = 355
hN = 236
iN = 375
jN = 386
kN = 386
lN = 193

3152 Adv Ther (2022) 39:3146–3158



effectiveness of 8-week G/P in patients with CC
and signs of portal hypertension (i.e., liver
stiffness[20 kPa and platelets\ 150 9 109/l)
remains to be determined [5].

Here we report the real-world effectiveness
data of G/P 8-week treatment in HCV TN
patients with CC from Canada, Germany, Israel,
Italy, and Spain. We evaluated 386 patients
from these five countries in a retrospective
study via analysis of medical charts and review
of registry data. Overall, the SVR12 rate was[
99% in the MAS population of GT1–6 patients.

In patients with GT3, the SVR12 rate was 97.5%
compared with SVR12 rates exceeding 99% for
GT1, 2, 4, and 5. In particular, in the

Table 2 Comorbidities and concomitant medications

Characteristic, n (%) Total
population
N = 386

Comorbidities present at treatment initiationa

Hypertension 106 (27.5)

Drug addiction 91 (23.6)

Alcoholism 63 (16.3)

Depression 41 (10.6)

Diabetes mellitus 40 (10.4)

Psychiatric disorders 35 (9.1)

HIV coinfection 20 (5.2)

HBV coinfection 10 (2.6)

Concomitant medications by class (top 10)

Other nervous system drugs 81 (28.9)

Analgesics 79 (28.2)

Agents acting on the renin-angiotensin

system

71 (25.4)

Psycholeptics 55 (19.6)

Drugs for obstructive airway diseases 50 (17.9)

Drugs for acid-related disorders 50 (17.9)

Beta blocking agents 47 (16.8)

Psychoanaleptics 46 (16.4)

Drugs use in diabetes 45 (16.1)

Systemic antivirals 39 (13.9)

Calcium channel blockers 39 (13.9)

Concomitant medications by name (top 10)

Methadone 44 (15.7)

Amlodipine 29 (10.4)

Acetylsalicylic acid 28 (10.0)

Levomethadone hydrochloride 26 (9.3)

Bisoprolol 22 (7.9)

Metformin 20 (7.1)

Ramipril 20 (7.1)

Omeprazole 19 (6.8)

Table 3 Methods used to determine cirrhosis

Methodology, n (%) Total population
(N = 386)

Liver biopsya 4 (2.6)

Noninvasive measure of fibrosisb,c 382 (99.0)

FIB-4 index 246 (64.4)

APRI 221 (57.9)

FibroScan� (EchoSens, Paris, France) 199 (52.1)

Others 25 (6.5)

APRI aspartate aminotransferase-to-platelet ratio index;
FIB-4 fibrosis-4
aN = 155
bPercentages calculated using the number of patients
undergoing a noninvasive measure of fibrosis (382) as the
denominator
cMultiple selection was allowed in the case report form for
this variable, so aggregate percentage may exceed 100%

Table 2 continued

Characteristic, n (%) Total
populationN = 386

Hydrochlorothiazide 16 (5.7)

Paracetamol 14 (5.0)

HBV hepatitis B virus, HIV human immunodeficiency
virus
aMultiple selection was allowed in the case report form for
this variable, so aggregate percentage may exceed 100%
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registration trial EXPEDITION-8 of TN patients
with HCV GT1–6 and CC, 8 weeks of G/P led to
SVR12 rates of 99.7% and 97.7% in the PP and
ITT populations, respectively, including 98.4%
in patients with GT3 [9]. These randomized
clinical trial data informed the approval of
8-week G/P in this population and are sup-
ported by the real-world data reported here.
Consistency was also demonstrated with other
real-world studies, with uniformly high rates of
SVR12 irrespective of GT reported in TN

patients with CC treated with 8-week G/P,
demonstrating the reproducibility of G/P effi-
cacy in real-world practice [11, 15].

Patients in subgroups of interest such as
those with low platelets or with high FibroScan,
FIB-4 index, or APRI scores had similar rates of
SVR12, supporting the use of 8-week therapy in
patients with CC. The favorable safety profile of
G/P in this real-world cohort was consistent
with that reported in previous clinical trials and
real-world studies of G/P for patients with CC

Fig. 2 Percentage of patients achieving SVR12 in the MAS and FAS, overall, and by GT. FAS full analysis set, GT
genotype, MAS modified analysis set, SVR12 sustained virologic response at posttreatment Week 12

Fig. 3 Percentage of patients achieving SVR12 by
subgroups of interest. APRI aspartate aminotransferase-
to-platelet ratio index, FAS full analysis set, FIB-4 fibrosis-
4, HIV human immunodeficiency virus, MAS modified

analysis set, PWUD patients who use drugs, SVR12
sustained virologic response at posttreatment Week 12.
aFibroScan� (EchoSens, Paris, France)
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[8, 12], including EXPEDITION-8, where no
serious drug-related AEs or discontinuations due
to AEs were reported [9]. Furthermore, the high
SVR12 rates observed in patients traditionally
considered as being underserved are in line with
the findings from studies which have demon-
strated that G/P treatment was highly effective
in patients with substance abuse and psychiatric
comorbidities [13, 14, 17].

It is important to note that there are limita-
tions to this study. Consistent with all retro-
spective data reviews and real-world studies, not
all information is readily available for all
patients; therefore, some patients may be lost to
follow-up without a properly documented rea-
son, making it difficult to fully understand the
barriers to treatment completion. Indeed, one
patient discontinued G/P treatment because of
an AE but the specific AE could not be collected
by the study site. Moreover, the natures of the
SAEs could not be documented. While SVR12
rates were high during this study, 13.2% (51/
386) patients were not included in the MAS
because of unavailability of SVR12 data. This
may be an accurate reflection of the experiences
encountered by health care providers in clinical
practice and does not indicate that treatment

should be withheld from such patients. The
baseline genotypes of those in whom SVR12 was
not ascertained were no different from those
recorded in the MAS group. There is no reason
to believe that a substantially different SVR12
rate would have been achieved had it been
measured. As patients with identified decom-
pensated Child-Pugh B or C cirrhosis are con-
traindicated or not recommended for treatment
with G/P, these patients were expressly exclu-
ded from this analysis based on a current or
prior history of hepatic decompensation.
Though the methodology to assess cirrhosis was
documented for every patient from the medical
charts, patient cirrhosis status included in the
study were physician reported. Laboratory
abnormalities including AST levels posttreat-
ment were not always captured for all patients,
so it was not possible to document the out-
comes of those with abnormal laboratory levels.
Since data were merged from consolidated
study reports from two registries and patient
charts, it was difficult to calculate overall
medians and IQR for non-parametric variables
such as APRI, FIB-4, and Fibroscan scores;
therefore, mean values have been presented.

CONCLUSION

In this real-world analysis of HCV GT1–6
patients with CC, including patients with GT3
infection or comorbidities such as HIV, psychi-
atric disorders, PWUD, platelets\100 9 109/l
or both, FibroScan C 12.5 kPa, and platelets\
150 9 109/l, 8 weeks of G/P was well tolerated

and effective, supporting the use of 8 weeks of
therapy in these populations who may be
underrepresented in the clinical trial popula-
tions. Successful simplified treatment of such
populations will be critical if the World Health
Organization HCV elimination targets are to be
achieved. Until now, the evidence demonstrat-
ing the efficacy and safety of 8-week G/P in
these patients has been limited to the EXPEDI-
TION-8 study and a few real-world studies. The
results of this analysis extend the clinical trial
results supporting the use of 8-week G/P in all
patients with CC, regardless of any comorbidi-
ties or other factors that may affect treatment

Table 4 AEs and postbaseline laboratory abnormalities

Patients with AEs, n (%) Total population
N = 386

Any AE 104 (26.9)

SAEs 5 (1.3)

AEs leading to drug discontinuation 1 (0.3)

Any drug-related SAEs 0

AEs occurring in C 5% of patients

Fatigue 38 (9.8)

Headache 24 (6.2)

ALT[ 5 9 ULNa 0

AST[ 5 9 ULNa 10 (2.7)

AE adverse event, ALT alanine aminotransferase, AST
aspartate aminotransferase, SAE serious adverse event,
ULN upper limit of normal
aN = 370
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response and thus establish 8-week G/P more
firmly as an effective and well-tolerated treat-
ment regimen.
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