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ABSTRACT

IThis report highlights the recent discoveries presented at the 2016 Annual Meeting of the European Association for
the Study of the Liver (EASL), called the International Liver Congress (ILC), which was held in Barcelona, Spain, from
April 13th to 17th. Major topics were: viral hepatitis; cirrhosis; immunology & inflammation; transplantation; tumours;
fatty liver disease; drug induced diseases; diagnostics; molecular and cellular biology; paediatric liver diseases; clini-
cal trials; autoimmune diseases; fibrosis markers and public health. The most relevant findings regarding the new
products for the treatment of chronic hepatitis B, and also new developments in hepatitis C and D are discussed.
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RESUMEN

Congreso Internacional del Higado 2016, abril 13-17, 2016, Barcelona, Espana. En este reporte se destacan
los mas recientes descubrimientos presentados en la Reunién Anual de la Asociacién Europea para el Estudio del
Higado (EASL), llamada Congreso Internacional del Higado (ILC), celebrado en Barcelona, Espania, del 13 al 17 de
abril. Sus temas principales fueron: hepatitis viral; cirrosis; inmunologia e inflamacién; trasplante; tumores; higado
graso; enfermedad inducida por farmacos; diagnéstico; biologia moleculary celular; enfermedad hepdatica pediétrica;
ensayos clinicos; enfermedades autoinmunes; marcadores de fibrosis y salud pUblica. Se discuten los hallazgos més
relevantes acerca de los nuevos productos para el tratamiento de la hepatitis B crénica, y los desarrollos mostrados

sobre las hepatitis C y D.

Palabras clave: Congreso Internacional del Higado 2012, EASL, hepatitis B crénica, terapia contra la hepatitis,

Introduction

The 2016 version of the Annual Meeting of the Euro-
pean Association for the Study of the Liver (EASL)
called the International Liver Congress (ILC), took
place in Barcelona, from April 13th to 17th. Among
the biggest meetings in the World, the ILC gathered
thousands of participants: hepatologists, gastroen-
terologists, scientists, technicians, nurses, exposi-
tors and company employees. More than 2000 oral
presentations and posters on liver topics were pre-
sented. The main themes included: viral hepatitis;
cirrhosis; immunology & inflammation; transplan-
tation; tumours; fatty liver disease; drug induced
diseases; diagnostics; molecular and cellular biology;
paediatric liver diseases; clinical trials; autoimmune
diseases; fibrosis markers and public health.

It is not possible to cover in one report all subjects;
thus, our summary will focus on new developments
in viral hepatitis. Therefore, new discoveries and de-
velopments in Hepatitis B, C and D are summarized.
The most important clinical trials on new drugs are
highlighted in the following, as well as the new prod-
ucts for the treatment of chronic hepatitis B (CHB)
in preclinical development and initial clinical trials.

Hepahhs B: Safety issues surroundin
nucleos(t)ide cmorogue therapies anr(]:’
new developments

The occurrence of malignancies in patients with chron-
ic hepatitis B receiving long term oral nucleos(t)ide

analogue (NA) treatment was addressed in a presen-
tation at ILC, raising substantial controversy [1]. The
study involved more than 45 000 subjects and indi-
cated that NA treatment does not increase the overall
incidence of all malignancies. But significantly higher
incidence rates of colorectal cancer and cervical can-
cer were found in NA-treated CHB patients.

The specialized scientific website Sciencedaily [2]
published the comments of Professor Grace Wong,
Department of Medicine & Therapeutics Academic,
University of Hong Kong and lead study author.
“In light of these findings we strongly urge regular
screening of these cancers to help prevent them from
developing in patients taking nucleos(t)ide analogue
treatment.” [2]. In addition, Professor Tom Hemming
Karlsen, EASL Vice-Secretary declared: “This large-
scale study determines an important link between
nucleos(t)ide analogue treatment and cervical and
colorectal cancer [...]. The results are important and
could change cancer surveillance and management of
patients treated for Hepatitis B.” [2].

A Medscape specialized reporter affirmed that af-
ter the presentation, the authors revised the statistical
management of the data [3], finding non-statistical
signification and tuning down the final conclusions
to the fact that more data is needed. However, a PLoS
ONE 2016 article reported that Entecavir has a clear
genotoxic effect inducing DNA damage at nanomolar
concentrations in DT40 cells, a DNA repair deficient
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cells [4]. So they propose to monitor the genotoxicity
of NAs, especially Entecavir, and to restrict treatment
period due to potential risks [4].

Also, the product’s inserts of Entecavir and Teno-
fovir specify carcinogenic effects [5, 6]. Thus, this
study need to be followed, taking into account that
there is no time limitation to the use of NA in most
CHB patients under treatment and that product dis-
continuation could also be associated to disease ex-
acerbations.

Additionally, results of two works on Phase III
clinical evaluations of Tenofovir Alafenamide (TAF),
a novel compound for chronic hepatitis B treatment,
were presented, one in HBeAg negative patients and
the other in HBeAg positive ones. TAF is a prodrug
of Tenofovir Disoproxil Fumarate (TFV) that resulted
more stable in plasma and delivering TFV into lym-
phoid cells and hepatocytes while lowering circulat-
ing levels of TFV by approximately 90 % as com-
pared to TDF. In patients with HIV, a TAF-containing
regime demonstrated a similar efficacy to that of TDF,
with significantly reduced bone and renal effects [7].

The study in HBeAg negative patients was de-
signed as placebo controlled, non-inferiority trial and
it was conducted in 425 patients, treated at 105 sites
from 17 countries, 72 % of them from Asian ethnic-
ity and predominant genotypes C, D and B. Efficacy
results evidenced that TAF was non-inferior to TDF in
HBeAg negative patients [7]. In addition, patients on
TAF experienced significantly less decline in hip and
spine bone marrow density (BMD) than TDF, and the
glomerular filtration rates and the renal tubular mark-
ers also changed less than TAF [8].

In HBeAg positive CHB patients, the Phase III
study of TAF compared with TDF [9] was also de-
signed as placebo controlled, non-inferiority trial and
it was conducted in 873 patients, treated at 164 sites
from 19 countries, 82 % of them from Asian ethnicity
and predominant genotypes C, D and B, in this or-
der. A similar efficacy in term of antiviral effect and
superiority in ALT normalization was also found in
the subset of HBeAg positive patients. HBeAg-pos-
itive patients on TAF experienced significantly less
declines in hip and spine BMD than TDF and a sig-
nificantly lower increase in serum creatinine. The glo-
merular filtration rates and the renal tubular markers
also changed less than TAF. It is important to high-
light the disappointing levels of HBeAg seroconver-
sion found in the 873 patients of this trial, only 10 %
in TAF and 8 % in TDF [9].

The NA therapy is currently not recommended to
immune tolerant patients. A presentation from the
Seoul National University Hospital explored the im-
pact of the antiviral treatment for immune tolerant
phase CHB patients. The study was planned as a single
center, retrospective study involving 644 patients in
this phase of the disease. A total of 54 patients were
included in the treatment group. By log-rank test there
was no difference between groups in terms of appear-
ance of hepatocellular carcinoma (HCC), liver cirrhosis
(LC) or overall survival (OS). However, a multivariate
Cox analysis, showed significantly lower risk of HCC
and LC in the treatment group. The treatment group
showed longer overall survival when baseline char-
acteristics in both groups were balanced [10]. In our
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opinion, the reduced number of treated patients and the
statistical contradictions will not create a strong rec-
ommendation for treating these patients; however, all
companies producing CHB therapies are developing
clinical trials to cover this scenario in the future, ac-
cording to the indexed clinical trials at NIH database.

Novira Therapeutics, a company developing the
first-in-class HBV core inhibitor NVR 3-778, report-
ed its use alone and in combination with Peg-Inter-
feron (PegIFN), in treatment-naive HBeAg-positive
patients [11]. This Phase 1b trial enrolled 64 patients
in NVR 3-778 treatment cohorts or placebo: 6 groups
with dose escalating levels of the product and 2 ad-
ditional groups receiving placebo. The study lasted 28
days. The doses tested were 100, 200 and 400 mg daily
and 600 mg twice daily in the first 4 groups, the other
two groups received combined 600 mg/PeglFN and
placebo/PeglFN. The assayed product was well toler-
ated, with no appreciable dose-related adverse events.
Dose-related HBV DNA and early HBeAg reductions
were observed and increased in the PeglFN com-
bined group. A phase II study was designed to evalu-
ate whether longer duration of NVR 3-778 with and
without Peg-IFN achieves sustained and improved
rate of HBeAg seroconversion that are durable post-
treatment [11].

The consolidation of the direct acting
antivirals revolution

The infection with the genotype 3 (GT3) of the HCV
accounts for the 30 % of all HCV infections at the
global scale [12]. The GT3 is also associated with
a higher risk of liver steatosis, hepatocellular carci-
noma and fibrosis progression than other genotypes.
It is more difficult to cure than other genotypes, espe-
cially in patients with cirrhosis. Currently approved
guidelines for patients with GT3 HCV infection and
cirrhosis results in sustained virological response at
week 12 post treatment (SVR12) rates of 79 to 88 %.
The next-generation direct-acting antivirals (DDAs)
in development: ABT-493, a pangenotypic NS3/4A
protease inhibitor and the ABT-530, a pangenotypic
NSS5A inhibitor, have several advantages: are syner-
gistic therapeutics with elevated barrier to resistance,
antiviral activity against typical NS3 and NS5A re-
sistance associated variants (RAVs), minimal me-
tabolism and primarily biliary excretion and feasible
once-daily oral dosing.

After a 100 % SVR12 after 8 or 12 weeks of ABT-
493 plus ABT-530 in treatment naive patients with
GT3 HCV infection without cirrhosis, the intent-to-
treat analysis was modified to evaluate the efficacy,
safety of ABT-493 plus ABT-530 with or without
ribavirin in treatment-naive patients with GT3 HCV
infection and compensated cirrhosis as a phase II
trial in 48 patients. The results of the SURVEYOR-II
(after intent-to-treat modification to include in the
study compensated cirrhosis patients)[13] are de-
scribed in the table. Treatment-naive patients with
genotype 3 hepatitis C virus (HCV) infection and
compensated cirrhosis, 12 weeks of once-daily ABT-
493 and ABT-530 with or without ribavirin resulted
in 100 % SVRI12. The regimen was generally well
tolerated, with no discontinuations due to adverse
events [13].
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Table. Main therapeutic trials against hepatitis C virus and their major findings, presented at the at the 2016 Annual Meeting of the European Association for the Study
of the Liver (EASL), International Liver Congress (ILC), held in Barcelona, Spain, from April 13th to 17th

Title of the trial
[reference]

Study design in brief

Conclusions

SURVEYOR-II: a partially

randomized, open-label,

multicenter phase Il trial
[14]

HCV-TARGET: interim
analysis of a multicenter,
prospective, observational
cohort study
[15]

German HEPNET Acute
HCV (IV): a single-arm,
prospective, multicenter
pilot study
[16]

HEPA-C Registry:
retrospective,
observational cohort
study
7]

ASCEND Investigation: a
multi-center, open label,
phase IV, non-randomized
clinical trial

8]

- Phase Il study to evaluate 2 treatment schedules using ABTs
DAA. Treatment-naive patients with GT3 HCV and compensated
cirrhosis received 12 weeks of once-daily ABT-493 and ABT-530
with or without RBV. Two groups of 24 patients

Main inclusion criteria: 18-70 years of age; GT3 HCV infec-
tion; HCV RNA > 10,000 IU/mL; Compensated cirrhosis
(Child-Pugh score < 6); Liver biopsy (METAVIR > 3 or Ishak >
4), or FibroScan = 14.6 kPa, or FibroTest = 0.75 with aspartate
aminotransferase (AST)-to-platelet ratio index > 2

Main Exclusion criteria: Previous HCV treatment; History of
hepatic decompensation; HIV coinfection; Albumin below lower
limit of normal; Platelet count < 90 x 10° /L

Exploratory study to assess the prevalence of RAVs in patients
with genotype 1 HCV infection in real-world setting and the
impact of RAVs on patient response to LDV/SOF with or without
RBV or SMV plus SOF with or without RBV.

Participants from HCV-TARGET who consented to phlebotomy
prior to beginning HCV treatment

RAVs assessed using Monogram Biosciences sequencing assay
(10 % variant reporting threshold)

N = 494 patient samples analyzed, of which 2 gave indeter-
minate results

N = 492 evaluable patients included in assessment of RAV
prevalence 98 % had available data for NS3 (n = 486), NS5A (n
= 490), NS5B (n = 486)

GT1a HCV in 75.6 %, GT1b in 24.4 %

N = 472 patients included in DAA efficacy analysis

A pilot study aimed at evaluating the efficacy of LDV/SOF
administered for 6 weeks in patients with acute GT1 HCV
monoinfection.

Acute HCV infection defined as: Known or suspected HCV
exposure in past 4 months; documented seroconversion to anti-
HCV antibodies; ALT level > 10 x ULN

Inclusion criteria: 18 years of age or older; HCV RNA > 1000
IU/mL; Compensated liver disease IV negative. Hepatitis B
surface antigen negative.

Treatment: SOF fixed-dose combination administered daily for
6 weeks

A retrospective, observational cohort study assessed outcomes
of DAA therapy in cirrhotic patients (CTP A vs B/C) enrolled in
the HEPA-C Spanish national registry for HCV-infected patients:
selected those receiving DAA therapy w/o IFN from April 2013
to December 2015: N = 843

Eligibility: Cirrhosis on biopsy, FibroScan, and/or clinical symp-
toms; No liver transplantation during HCV treatment or within
12 weeks of end of treatment

Study aims: Assess efficacy, safety of treatment in overall
population and according to CTP score; ldentify predictors of
severe AEs & death

Patient disposition: n = 170 on treatment, Week 0-12. N =
673 with Week 12 follow-up data available

Longitudinal trial to evaluate the efficacy and safety of
complete task shifting of HCV therapy using DAA to community-
based non-specialist providers. Chronic HCV infected patients of
community health centers received non-randomized treatment
from either a specialist (Hepatologists), primary care physician
(PCP), or nurse practitioner (NP). Providers underwent three
hours training on AASLD HCV guidelines and patients were
treated with LDV/SOF as per FDA label

The primary outcome was defined as unquantifiable HCV RNA
12 weeks after the end of treatment (SVR12)

A total of 600 patients began treatment with LDV/SOF from
May to Nov 2015, with follow-up ongoing

Patients were predominantly black (96 %) and GT1a (72 %).
From them, 24 % were HIV/HCV coinfected, 18 % were treat-
ment experienced and 20 % cirrhotic by biopsy. Baseline charac-
teristics were similar among treatment groups

100% SVR12 post treatment

Presence of baseline NS3 and/or NS5A RAVs had no impact
on regimen efficacy in this population.

Regimen generally well tolerated; no discontinuations due to
AEs

The combination is being evaluated across genotypes as RBV-
free therapy in 8-week and 12-week regimens for patients with
and without cirrhosis and 12-week regimen for patients with
compensated cirrhosis

Analysis of RAVs in patients infected with GT1 hepatitis C virus
(HCV) who received LDV/ SOF or SMV plus SOF, each with or
without RBY, in real-world settings detected NS3 RAVs in 45%,
NS5A RAVs in 13 %, and NS5B RAVs in 8 % of patients

NS3 RAVs more common in patients with GT1a HCV and the
most common NS3 RAV: Q80K/R

NS5A and NS5B RAVs more common in patients with GT1b
HCV and the most common NS5A RAV: Y93C/H/N; most com-
mon NS5B RAV: S556G

Prevalence of RAVs comparable across cirrhotic vs. non-
cirrhotic, treatment-naive vs. treatment-experienced, and trans-
planted vs. not transplanted patient populations

SVR rates across patient subgroups did not differ significantly
according to presence of baseline RAVs overall

Y93C/H/N detected infrequently in patients receiving LDV/
SOF (4 %) but associated with significantly reduced SVR12 rate
(96 % without vs 75 % with RAVs; P = 0.046)

In patients with acute genotype 1 hepatitis C virus (HCV)
monoinfection, a 6-week interferon (IFN)-free regimen of
ledipasvir (LDV)/sofosbuvir (SOF) was associated with sustained
virologic response rate at 12 weeks post treatment (SVR12) of
100 %

The virologic response slower in patients with higher baseline
HCV RNA levels. The ALT and bilirubin levels returned to normal
rapidly in majority of patients. The treatment for 6 weeks of
LDV/SOF was well tolerated in the acute infection setting

Evaluation of shorter course LDV/SOF therapy in acute setting
warranted

Among cirrhotic, HCV-infected patients receiving DAA therapy
in a real-world cohort, patients with CTP class A disease experi-
enced higher SVR rates, fewer severe AEs, and less risk of death
vs. patients with decompensated cirrhosis (CTP B/C)

SVR: 94 % with CTP A vs 78% with CTP B/C (P < 0.001)

Serious AE: 12 % vs 50 %, respectively (P < 0.001)

Death: 0.9 % vs 6.4 %, respectively (P < 0.001)

MELD = 18 independently predicted severe AEs and death
(P < 0.001)

The first interim analysis of the Ascend Investigation was
conducted after more than 50% of the patients (304 patients)
arrived to week 12 follow-up, a total of 285 achieved SVR12
(93.8% per protocol; 88.2% intention to treat)

Only GT1a was associated with virologic failure (p=0.003).
There was no significant difference (p=0.48) in SVR12 between
provider types: NPs (75/79; 94.9 %), PCRs (58/60; 96.7 %), and
specialists (152/165; 92.1 %)

From the 409 patients completing 12 weeks of therapy,
significantly lower composite visit adherence was observed in
specialist-led treatment (p<0.001)

HCV treatment administered independently by non-specialist
providers is safe and equally effective to that observed with ex-
perienced specialists, inclusive with challenging subpopulations.
These results could increase the availability of community-based,
non-specialist providers to significantly expand the scale of HCV
therapy and bridge existing gaps in the hepatitis C care cascade

AE: Adverse events; ALT: Alanine aminotransferase; AST: Aspartate aminotransferase; CTP: Child-Turcotte-Pugh; DAA: Direct-acting antiviral; GT: Genotype; HCV:
Hepatitis C Virus; HIV: Human Immunodeficiency Virus; LDV: Ledipasvir; MELD: Model for End-Stage Liver Disease; RAVs: resistance associated variants; RBV: Ribavirin;
SMV: Simeprevir; SOF: Sofosbuvir; SVR: Sustained virological response; ULN: Upper limit of normal; w/o: without.
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Regarding the data describing prevalence of base-
line resistance associated variants (RAVs) in diverse
HCV-infected populations, it is limited and the effect
of RAVs on response to HCV treatment in real-world
settings has not been well established. The objective
of the HCV-TARGET study [14] was to explore the
prevalence of RAVs in patients with genotype 1 HCV
infection in real-world setting and assess impact of
RAVs on patient response to Ledipasvir (LDV)/So-
fosbuvir (SOF) with or without ribavirin (RBV) or
simeprevir (SMV) plus SOF with or without RBV.
The analysis of RAVs detected NS3 RAVs in 45 %,
NS5A RAVs in 13 %, and NS5B RAVs in 8 % of
patients. The NS3 RAVs were found more common
in patients with genotype la HCV and the most com-
mon NS3 RAV: Q80K/R. The most common NSSA
and NS5B RAVs (Y93C/H/N and S556G, respective-
ly) were the most common in patients with genotype
1b HCV. The prevalence of RAVs was comparable
across cirrhotic vs. non-cirrhotic, treatment-naive vs.
treatment-experienced, and transplanted vs. not trans-
planted patient populations [14].

The young adults who inject drugs are at high risk
of HCV infection. Half of acutely infected HCV pa-
tients clear infection spontaneously. The early inter-
vention with interferon (IFN)-based treatment during
the acute infection is highly effective for preventing
the chronic infection. The german acute HCV studies
I-1IT demonstrated efficacy of various IFN-based reg-
imens in patients with acute HCV infection [15]. The
efficacy and safety of IFN-free DAA-based regimens
have not been well studied in patients with acute
HCYV monoinfection. A single-arm, prospective, mul-
ticenter pilot study (HepNet Acute HCV (IV) study)
was aimed at evaluating the efficacy of LDV/SOF
administered for 6 weeks in patients with acute geno-
type 1 HCV monoinfection [15].

In patients with acute genotype 1 HCV monoinfec-
tion, a 6-week IFN-free regimen of LDV/SOF was
associated with SVR12 of 100 %. The virologic re-
sponse was slower in patients with higher baseline
HCV RNA levels. The ALT and bilirubin levels re-
turned to normal rapidly in majority of patients. The
treatment for 6 weeks of LDV/SOF was well toler-
ated in the acute infection setting. The authors con-
sider that the findings must be confirmed in other
HCV genotypes and with other regimens, but IFN-
free DAA regimen may be considered for treating
patients with HCV acute hepatitis. These results open
the window to future assessments of a shorter course
of LDV/SOF therapy in acute setting [15].

Another key trial presented was the HEPA C Reg-
istry, a retrospective, observational cohort study,
which assessed the outcomes of DAA therapy in cir-
rhotic patients (Child-Turcotte-Pugh score (CTP) A
vs. B/C) enrolled in the HEPA-C Spanish national
registry for HCV-infected patients. It assessed the ef-
ficacy, safety of treatment in the overall population
and according to CTP score, and identified predictors
of severe adverse events and death. Patients receiving
DAA therapy without PeglFN treatment from April
2013 to December 2015 (n = 843) were selected for
the study, if they present cirrhosis on biopsy, Fi-
broScan evaluation and/or clinical symptoms. Liver
transplantation during HCV treatment or 12 weeks
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follow-up were exclusion criteria [16]. The patients
with CTP class A disease experienced higher SVR
rates, fewer severe adverse events, and less risk of
death, compared to the patients with decompensated
cirrhosis (CTP B/C). The sustained virological re-
sponse was 94 % with CTP A and 78 % with CTP
B/C, for a highly significant difference (p < 0.001).
The serious adverse events were also different: 12 vs.
50 %, respectively (p <0.001), and the appearance of
death also rose significantly with the CTP level: 0.9
vs. 6.4 %, respectively (p <0.001) [16].

One of the studies presented at the ILC that bet-
ter represent the consolidation of the DAA revolu-
tion in the treatment of the chronic hepatitis C is
the Ascend Investigation [17]. This is a longitudi-
nal trial to evaluate the efficacy and safety of com-
plete task shifting of HCV therapy using DAA to
community-based non-specialist providers. Planned
as a multi-center, open label, phase IV clinical tri-
al, chronic HCV infected patients of community
health centers received non-randomized treatment
from either a specialist (Hepatologist), primary
care physician (PCP), or nurse practitioner (NP).
Providers underwent three hours training on the
American Association for the Study of Liver Dis-
eases (AASLD) HCV guidelines and patients were
treated with LDV/SOF as per the Food and Drugs
Administration (FDA) label. The primary outcome
was defined as unquantifiable HCV RNA 12 weeks
after the end of treatment (SVR12). A total of 600
patients began treatment with LDV/SOF from May
to Nov 2015, with follow-up ongoing. Patients were
predominantly black (96 %) and GT1a (72 %). From
them, 24 % were HIV/HCV coinfected, 18 % were
treatment experienced and 20 % cirrhotic by biopsy.
Baseline characteristics were similar among treat-
ment groups.

The first interim analysis of the Ascend Investi-
gation was conducted after more than 50 % of the
patients (304 patients) arrived to week 12 follow-up,
a total of 285 achieved SVR12 (93.8 % per protocol;
88.2 % intention to treat). Only GT1a was associated
with virologic failure (p = 0.003). There was no sig-
nificant difference in SVR12 between provider types:
NPs, PCRs, and specialists. From the 409 patients
completing 12 weeks of therapy, significantly lower
composite visit adherence was observed in specialist-
led treatment (p < 0.001). In conclusion, this study
demonstrated that the HCV treatment administered
independently by non-specialist providers is safe and
equally effective to that observed with experienced
specialists, inclusive in difficult-to-treat subpopula-
tions. These results could increase the availability of
non-specialist providers based at the community to
expand HCV treatments, bridging existing gaps in
the hepatitis C care cascade [17].

Does antiviral treatment affect out-
come of Hepatitis Delta?

Hepatitis Delta, the most severe form of viral hepati-
tis, and its therapy are still a matter of research. A very
enlightening retrospective study developed by the
Medical School of Hannover was aimed at exploring
the long term benefit of interferon based treatments,
NA treatment or non-treating the delta patients.
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From more than 350 anti HDV-positive patients
treated at the Hannover Medical Hospital between
1987 and 2012, 136 individuals followed for at least 6
months were selected for the study. The median time
follow-up was 5.2 years, mean age 38 years and 67 %
were male. Cirrhosis was found in 62 patients as first
presentation. Clinical endpoints defined as hepatic
decompensation (ascites, encephalopathy, variceal
bleeding), hepatocellular carcinoma, orthotopic liver
transplantation or death occurred in 55 patients (40
%). During follow-up, 29 % of patients did not re-
ceive any antiviral treatment, 38 % were treated with
IFN oa-based therapies and 33 % received HBV poly-
merase inhibitors (recycling nucleos(t)ides; NUCs)
only [16].

The results of this study demonstrated that patients
who received IFNa-based therapies developed less
frequently clinical endpoints than patients treated
with NUCs (p < 0.01) or untreated patients (p < 0.01)
in y-square analysis. [FNa-based therapies was also
associated with a more benign outcome compared to
untreated (p = 0.05) and NUC-treated patients (p =
0.02) in time-dependent Kaplan Meier analysis. Previ-
ous IFNa therapy (p = 0.03) and presence of cirrhosis
(p=0.05) were independently associated with the clin-
ical long-term outcome in multivariate analysis [18].

Hepatitis delta infections can only occur in those
who are infected with Hepatitis B. According to the
EASL guidelines, pegylated interferon is the only
treatment effective against Hepatitis delta. As declared
by Anika Wranke, leading reasercher of the study and
Fellow of Hannover Medical School, Germany, at the
venue [19]: “There has been significant debate over
whether there are long-term benefits to patients with
Hepatitis delta receiving antiviral treatment... Our
study demonstrates that the long-term outcomes for
patients with severe Hepatitis delta, who have limited
treatment options, could be improved with a widely
available medication.”.

2505

In our opinion, this study is a fundamental knowl-
edge for countries were delta virus may be in high
prevalence because it is demonstrating that the use
of antivirals does not modify the appearance of the
specified clinical endpoints compared to no treatment,
in contrast to PegIFN therapy. In countries with a rel-
evant percentage of CHB could be infected with the
delta virus, the serological evaluation of delta may be
useful to correctly define the treatment option. The
reason, in few words: the study demonstrated that
35 % of patients with Hepatitis delta who responded
to IFNa based therapies achieved sustained suppres-
sion of the virus and had favourable outcomes com-
pared to those untreated or treated with nucleos(t)ide
analogues. This work is a remarkable contribution in
the definition of treatment options against delta virus.

ILC: A conference surrounded by
demonstrators

The present edition of the ILC was surrounded by
important demonstrations from patients, families and
activists from the civil society coming from different
cities of Spain. Government and companies were de-
manded for reductions in the cost of drugs, special
prominence received the abusive cost of the novel
DAAs used for chronic hepatitis C (CHC) treatment,
and the narrow policies for patients’ treatment cov-
erage reaching only advanced cases of liver damage.
Demonstrators referred to the press and scientists at
the convention center that their relatives died waiting
for treatment approval or because of the late start of
their therapies.
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