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Directly Acting Agents Against HCV - Results From the German Hepatitis C Cohort (GECCO)
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Objective

In January 2014, the EMA approval of sofosbuvir heralded a new era in the management of hepatitis C
patients in Europe. Henceforward, interferon-sparing or interferon-free regimens became the standard-
of-care in Germany. However, the data available from clinical trials was very limited, especially with
regards to certain patient populations such as HIV-HCV coinfected patients or patients treated with
sofosbuvir (SOF) and ledipasvir (LDV) for 8 weeks (SL8). The multicentric GErman hepatitis C COhort
— GECCO - was initiated in February 2014, to rapidly generate a reliable real-life dataset on the
treatment outcome with directly-acting agents (DAA) from Germany.

Methods

The GECCO cohort is a multicenter cohort from 9 sites in Germany. All patients started on the following
DAAs were included in the analysis (Figure 1): Sofosbuvir (SOF), pegylated interferon and ribavirin
(RBV); SOF and RBV; SOF and simeprevir (SMV); SOF and daclatasvir (DCV) +/- RBV; SOF and
ledipasvir (LDV); paritaprevir/ritonavir (PTV/r), ombitasvir (OBV)+/- RBV and +/- dasabuvir (DSV).
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Figure 1: DAA regimes and duration of treatment documented in GECCO Figure 2: HCV-genotype distribution (n=1353)

Results

Up to date, 1346 patients were included into the cohort. The HCV genotype (GT) distribution was as
follows (Figure 2): 996 (74%) GT 1, 51 (4%) GT 2, 221 (16%) GT 3, 78 (6%) GT4. The basline
characteristics are shown in Table 1. N=282 were HIV-coinfected patients with a median CD4+ cell
count of 606/mm3. SVR12 rates for the whole cohort according to genotype and DAA regimen are
shown in Figure 3. Relapse rates did not differ in HCV-mono (4%) or HIV-HCV-coinfected (6%)
patients.

Results cont.

Pretreatment status, presence of liver cirrhosis or diabetes at baseline
or a HIV-coinfection did not influence SVR12 rates (P =NS). N=258
patients were treated for SL8, n=191 reached FU12 time point with GERMAN CCOHORT

92% SVR12, 2% (n=4) relapse and 6% (n=11) lost to follow up.

Although not recommended for patients with high VL at baseline uewssen@cimms.de
(measured with either Roche Tagman v2.0 or Abbott Real Time PCR),

pretreated or cirrhotic patients, no statistical significant difference of the

SVR12 rate could be detected in either of these subgroups (Figure 5).

Figure 3: Treatment efficacy stratified by genotype

Table 1: Baseline patient characteristics c >
and DAA regimen (with at least n=10 treated, ITT)

HEV [n=1070) HIV/HEV (=283} v

Male sex 512/1070 [79%) 254/283(90%) | <0.001

Madian age [years] (108) 58 (45— 61) 48 (42 - 53) <0.001 100 94 38 a3 oz | ! a3 1 9%

Madian HCV RNA [IU/mL] (1QR] 1.1xl0% 1.2x10° | = : : a3 :
fo-au10'=2.9x10 | (0.2x104-3.3u10%) | 80 1 T 1 |

Madian ALT [U/L] (IGR) B8 48 - 118) B4 (45 - 124) ns k-] [ 1 72 1

Madian plavalats [ /nt] (1GR] 185 (142 - 241) 195(149-235) | ns 7 : : 'I

Maedian haemoglabin [g/dL] (10} 14.6(13.5-15.5) 18.9(13.9-157) | <0.05 o 60 ’ y ! 1

Madian bilirubin [me/dL] [1GR) 0.58(0.4 - 0.8} 0.57 (0.4 -0.8) ne & ! 1 !

Median HIV RNA <20 [copies/mL) (IGR) 2447271 [90%) @ 40 : : : 1

Madian CD4+ [ealls/pl] HOR) 606 [402-777) | h H "

FibroScan >12,8 kPa or APRI>1 272/1085 [26%) 47/276 [17%) <0.001 | i I

Disbetes 64/1070 [6%) 1/28344%) | ns » ' ' v |

Opioid substitution 228/1070 [21%) CEE & - : : 5 - : o

Prior HEV traatmant 489/967 51%) 1437283 [51%) ns o UM L ) = ", | =

Genotype 1 799/1066 [75%) 196/280 [71%) s GT1 : GT2 : GT 3 : GT4

Genctype 2 43/1066 (4% 5280 (3%] Lom

Genotype 3 198/1066 (19%) 23/280 (8%) 0,001 [ sorreanov [ sor-rov Wl soe-sv

Genotype & 28/1066 (3%] 50/280(18%) | <0.001 [ soFocveREY [ SOF-LDV4/-REV . PTr-OBV-DENH-REV

Figure 4: Treatment efficacy for different subgroups (ITT)
[p=ns for all subgroups]
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Figure 5: Treatment efficacy SOF-LDV for 8 weeks (SL8)
for different subgroups (ITT) [p=ns for all subgroups]

91 92 92 93
85 gg 91 gy 90 89 v
80 80
= W v =
£ £
S e [Jhe il
o o
o= -4
7 40 7 a0
20 20
(28 st s /0s T0a/790 0 Wi i Hfzm
Pretreatment Fa Disbetes HIV-HCV Sinefy HcHon PPl High Pie-
vL treatment
3 intarferce. b d {in one case with sofosbuir; SVR, sustained
wirological response; Metavir F4 defined as APRI > 2 OR Fibroscan > 12.5kPa Matavir F4 defined as APRI > 2 OR Fibroscan > 12.54Fa, ’||E|‘ WL load defined as > 2mic IU/ml (Abbott
PCR) or 6mio IUfml [Reche PCR), based (inone case with sofosbunir); SVR,
. APRI, platelets ratio indew; VL, viral load; P, Protonpumg inhibitor
Conclusion st baslo

Real-life DAA-based treatment regimens are highly effective in HCV-mono- as well as HIV-HCV-
coinfected patients. Relapse occurred in only 4% of the patients. All DAA combinations were
generally well tolerated. In particular, SOF/LDV for 8 weeks seems highly effective in selected
patients in this population.



