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Directly-acting agents (DAA) against HCV have impressively improved

treatment outcome of HCV therapy including patients with cirrhosis. To

date, it remains unclear if wide-spread DAA usage has already led to a

reduction in HCV-positive patients presenting with advanced liver disease.

More recently, a consensus definition of advanced liver disease has been

developed which defines advanced liver disease due to chronic viral

hepatitis as a patient with chronic hepatitis B, C or D who shows significant

fibrosis (≥F3 assessed by APRI score >1.5, FIB-4 >3.25, Fibrotest >0.59 or

alternatively a transient elastography (FibroScan) >9.5 kPa) with no

previous antiviral treatment. Therefore, we assessed the proportion of HCV-

positive patients presenting with advanced liver disease at DAA treatment

initiation over time in the German hepatitis C cohort (GECCO).

The GECCO cohort is a multicenter cohort from 9 German sites. All

treatment-naïve HCV mono- (n=822) and coinfected (n=197) patients

(n=1019) initiating DAA-based treatment since 2014 were analysed.

Advanced liver disease was considered a liver stiffness >9.5 kPa in transient

elastography (n=718) or APRI score >1.5 (n=301). HCV-RNA PCR testing

was done with Roche COBAS® AmpliPrep/COBAS® TaqMan® Version 2.0

HCV Test with a lower limit of quantification (LLQ) of 15 IU/ml or Abbott

RealTime HCV assay® with a LLQ of 12 IU/mL. Fisher's exact, chi-square

and Mann-Whitney U test were used for statistical analysis.

651/1019 (64%) patients were male, median age was 50 years (IQR:41-

57) (see table 1). HCV genotype (GT) distribution was: GT1 60%, GT2 5%,

GT3 30%, GT4 5% (see figure 1). 129/416 (31%) had IL28B C/C GT

polymorphism. Median baseline HCV RNA was 1.000.000 Mio IU/mL

(288.327-2.933.105). Median baseline ALT was 69 U/l (43-121). Liver

cirrhosis was present in 219/1019 (22%). Median baseline CD4 was 585/ul

(398-768). 254/1019 (25%) were on opiate substitution therapy (OST).

Overall SVR rate was 87.9%.

In line with recommendations from clinical guidelines our real life data

confirm that initially DAA therapy was prioritized to HCV patients with

advanced liver disease. As a consequence the proportion of patients

initiating DAA-based therapy with no or minimal HCV related liver disease

has increased in recent years. The use of a consensus definition for

advanced liver disease will contribute to both improving the epidemiological

understanding of viral hepatitis and other liver diseases as well as testing

policies and linkage to care.
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In 2014 44% (115/264) of all patients presented with advanced liver

disease (see table 2). In the following years that proportion decreased

to 25% (147/586) in 2015 and 30% (50/169) in 2016 (p<0.001).

Table 2. Distribution of DAA-treated HCV patients with/without

advanced liver disease over time

Year
% no/minimal 

fibrosis (n)

% advanced fibrosis 

(n)

2014 (n=264) 56 (149) 44 (115)

2015 (n=586) 75 (439) 25 (147)

2016 (n=169) 70 (119) 30 (50)

Figure 1. HCV genotype (GT) distribution

n=1019

Median age [years] (IQR) 50 (41-57)

Sex male [%] (n) 64 (651)

Median CD4-cells [/µl] (IQR) 585 (398-768)

Median HCV-RNA [IU/ml] (IQR) 1.000.000 (288.327-2.933.105)

IL28B C/C GT [%] 31 (129/416)

Median baseline ALT [U/l] (IQR) 69 (43-121)

Liver cirrhosis [%] (n) 22 (219/1019)

OST [%] 25 (254/1019)


