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EASL CPG - Behandlung

Structured programmes aimed at lifestyle changes
towards healthy diet and habitual physical activity are
advisable in NAFLD (C2)

Patients without NASH or fibrosis should only receive
counselling for healthy diet and physical activity and no
pharmacotherapy for their liver condition (B2)

In overweight/obese NAFLD, a 7—10% weight loss is
the target of most lifestyle interventions, and results in
improvement of liver enzymes and histology (B1)

Dietary recommendations should consider energy
restriction and exclusion of NAFLD-promoting
components (processed food, and food and beverages
high in added fructose. The macronutrient composition

should be adjusted according to the Mediterranean diet
(B1)

Both aerobic exercise and resistance training
effectively reduce liver fat. The choice of training
should be tailored based on patients’ preferences to be
maintained in the long-term (B2)

Pharmacotherapy should be reserved for patients with
NASH, particularly for those with significant fibrosis
(stage F2 and higher). Patients with less severe
disease, but at high risk of disease progression (i.e.
with diabetes, MetS, persistently increased ALT, high
necroinflammation) could also be candidates to prevent
disease progression (B1)

While no firm recommendations can be made,
pioglitazone (most efficacy data, but off-label outside
T2DM) or vitamin E (better safety and tolerability in
the short-term) or their combination could be used for
NASH (B2)

The optimal duration of therapy is unknown; in patients
with increased ALT at baseline, treatment should be
stopped if there is no reduction in aminotransferases
after 6 months of therapy; in patients with normal ALT
at baseline, no recommendations can be made (C2)

Statins may be confidently used to reduce LDL-
cholesterol and prevent cardiovascular risk, with no
benefits or harm on liver disease. Similarly n-3
polyunsaturated fatty acids reduce both plasma and
liver lipids, but there are no data to support their use
specifically for NASH (B1)

EASL CPG J Hepatol 2016; 64:1388-1402



GLP-1 Agoenist bel NASH

Senkung des Blutzucker
Gewichtsreduktion
FFS| = TG|
Entzundung, Apoptose |

Gastaldelli & Marchesini J Hepatol 2016;64:262-264



N=52 NASH mit Fibrose Plazebo 1x/d s.c.

mittleres Alter 51 Jahre,
60% Manner, 33% Typ 2-Diabetes,

52% Fibrose-Stadium F3/F4

Leberbiopsie nach
48 Wochen (N=45)
Liraglutid 1,8 mg/d s.c.

Nichtern-Glukose -1,0 mmol -0,7 mmol 0,005

HbAlc -0,5% -0,03%, 0,07

Nebenwirkungen moderat (2 X abgesetzt), Blutdruck und Lipide idem
Armstrong et al. Lancet 2016;387:679-690




Fazit

GLP1-Rezeptoragonisten und Pioglitazon sind wirksame
Therapieoptionen bel Diabetes + NASH (mit fortgeschrittener Fibrose)

Vitamin E ist bel nicht-diabetischen Patienten mit histologisch
gesicherter NASH zu erwagen

Patienten mit NASH sollten in Phase Il / llI-Studien in Leberzentren
eingeschlossen werden (u.a. Obeticholsaure, Cenicriviroc, Emircasan)

Einfache nicht invasive Fibrosetests nicht optimal, aber gut zum
Ausschluss einer relevanten Fibrose (NFS, Fib4)
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Hepatitis B: Neue EASL Gudielines

HBsAg
HBeAg

HBV DNA

ALT

Liver disease
Old terminology

Terminologie:

Immuntolerant — HBeAg+ Infektion

Inaktiver Trager — HBeAg- Infektion

Chronic infection
High

Positive

>107 IU/ml
Normal
None/minimal
Immune tolerant

HBeAg positive

Chronic hepatitis

High/intermediate

Positive

104107 [U/ml

Elevated

Moderate/severe

Immune reactive HBeAg positive

HBeAg negative
Chronic infection Chronic hepatitis

Low Intermediate

Negative Negative

<2,000 IU/mi°* >2,000 IU/ml

Normal Elevated*

None Moderate/severe

Inactive carrier HBeAg negative chronic hepatitis

EASL CPG J Hepatol 2017; 67:370-398



Hepatitis B: Neue EASL Gudielines

Patienten mit:
HBeAg pos or neg CHB:
HBV-DNA>2’0001U/ml
ALT>ULN und/oder
Massige Entziindung oder Fibrose sollten behandelt werden.

Komp. or Dekomp. Zirrhose mit nachweisbarer HBV-DNA unabhangig von der ALT
mussen behandelt werden

HBV-DNA>20°0001U/ml und ALT>2xULN sollte eine Behandlung gestartet werden

HBeAg positiven chronischen HBV Infektion kdbnnen behandelt werden, falls > 30
Jahre

Einer HBeAg pos oder neg CHB Infektion und einer positiven Familienanamnese flr
ein HCC oder HBV Zirrhose oder mit extrahepatischen Manifestationen kénnen

behandelt werden.
EASL CPG J Hepatol 2017; 67:370-398



HB\V Reaktivierung nach HCV. DAA Therapie

Hintergrund

FDA Drug Safety Communication: FDA warns about the risk of hepatitis B reactivating in

some patients treated with direct-acting antivirals for hepatitis C [10-04-2016]

Health care professionals should screen all patients for evidence of current or prior HBV
Infection before starting treatment with DAAs, and monitor patients using blood tests for
HBV flare-ups or reactivation during treatment and post-treatment follow-up. It is currently

unknown why the reactivation occurs.

24 cases of HBV reactivation reported to FDA between 2013-2016. 2 died, one required a

liver transplant.

https://www.fda.gov/downloads/Drugs/DrugSafety/UCM523499.pdf Eeljpettio @i el Hipriololy 2076 2006
Chen et al., Hepatology 2017;66:13-26



HB\V Reaktivierung nach HCV. DAA Therapie

Patients commencing DAA-based treatment for hepatitis C should be tested for
HBs antigen, anti-HBc antibodies and anti-HBs antibodies.

If HBs antigen is present or if HBV DNA Is detectable in HBs antigen-negative,
anti-HBc antibody-positive patients (“occult” hepatitis B), concurrent HBV
nucleoside/nucleotide analogue therapy is indicated.

Assiduous monitoring of serum aminotransferase levels is indicated in anti-
HBs and anti-HBc antibody-positive patients.

EASL CPG J Hepatol 2017;66:153-194



HBV Reaktivierung nach
durchgemachter Hepatitis: B

Hintergrund:

Bel Pat. mit durchgemachter Hepatitis B Infektion, welche wegen einer haematologischen
Erkrankung behandelt werden, kann es zu einer HBV Reaktivierung kommen.

Unklar, ob das Reaktivierungsrisiko unterschiedlich ist fur Pat. mit anti-HBc alleine verglichen mit
anti-HBc und anti-HBs

Methode und Ziel:
Meta-Analyse
Reduzieren HBs-Ak das Reaktivierungsrisiko

Paul et al Hepatology 2017;66:379-388



HBV Reaktivierung nach
durchgemachter Hepatitis: B

Records identified through
database searching

(n=2.248)

Reactivation Risk, % (95% CI)

All Patients With Anti-HBs- Anti-HBs-
Group Resolved HBV Negative Positive

Duplicates Excluded
(n=1022)

Titles and abstracts screened
(n=1,226) Excluded by abstracts (n=1,137)

Overall 7.2 (56.0-10) 14 (9.4-19) 5.0 (3.0-7.0)

Rituximab 10 (5.8-16) 24 (14-34) 5.6 (2.4-8.9)
chemotherapy

Nonrituximab 4.0 (2.2-6.3) 46 (1.4-7.8) 2.9(1.3-4.5)
chemotherapy

Lymphoma 8.0 (4.0-11) 19 (12-27) 4.8 (2.4-7.9)
patients

Not relevant (n=620)
Case reports (n=189)
Reviews (n=130)
Meeting abstracts (n=114)
Full-text articles assessed for . Solid Tumors (n=76)
eligibility (n=89) . Non-English (n=8)

Full-text articles excluded (n=66)

Incomplete data (n=30)
Case series (n=11)
Studies included in quantitative . Chronic HBV (n=8)

0 i -
synthesis (n=20) Not related to HBV reactivation (n=7)

Duplicate data (n=3)

HBYV reactivation not defined (n=3)
Letters to the Editor (n=3)

Paper retracted from literature (n=1)

Paul et al Hepatology 2017;66:379-388



Fazit Hepatitis B

Neue Einteillung der chronische Hepatitis B
Chronische HBV Infektion vs. chronische Hepatitis B
HBYV Screening vor jeder Hepatitis C Therapie
Prophylaktische Therapie vs. Ueberwachung
Cave Zustand nach Hepatitis B Infektion und Rituximab

HBYV Screening von jeder immmunmodulatorischen Therapie
(Biologicals, Chemotherapie, Immunsuppression)



Neue Therapien

Voxilaprevir

Pibrentasvir Glecaprevir




POLARIS-1 und 4: SOF/NVEL/NOX fur
DAAersager,

POLARIS-1: randomized, double-blind, placebo-controlled phase lll triall

Wk 12
DAA-experienced pts with SOF/VEL/VOX 400/100/100 mg PO QD Previous NS5A treatment in
GT1-6 HCV and NS5A 263 SOF/VEL/VOX group LDV, 51%;
e : n= : :
inhibitor experience ( ) DCV, 27%; OBV, 11%; other, 13%
(Zirrhose:46%)* . BeteEres
SOF/VEL/VOX

(N = 415)
*Pts with GT1 HCV at screening equally randomized between arms; pts with GT2-6 HCV assigned to active treatment arm.

POLARIS-4: randomized, open-label, active-controlled phase lll trial

DLVNOGIIHINIERTI SOF/VEL/VOX 400/100/100 mg PO QD _
GT1-6 HCVt and no NS5A Previous HCV treatment: SOF, 69%;

inhibitor experience / (n = 182) other NS5B inhibitor, 4%:; SOF +
with or without cirrhosis \ SMV, 11%; other NS5B/NS3
Inhibitor combinations, 14%
(N = 333)

TPts with GT1-3 HCV randomized 1:1 between arms. Pts with GT4-6 HCV assigned to SOF/VEL/VOX.
Bourliere et al. NEJM 2017;376:2134-46.




POLARIS-1 und 4: SOF/NVEL/NOX fur
DAAersager,

NS5A Failure Non-NS5A Failure
100 100
07 gg 100 100 100 100 100 (f 96 96 9 7 04
100 T 91 85
80 80 T
60 60 T
40 40 +
20 20 4+
5 74 20 1 23 21 31 32 51 W 44 19
5 78 22 1 24 @ 22 31 33 54 @ 52 19 0]
0) 0 -
QQW QQ:’J Qe'b‘ Qefb Qefo Genotype la Genotype 1b Genotype 2 Genotype 3 Genotype 4
N 006 00’6 05‘4‘ 00’6 05‘4’ SOF/VEL/VOX: 1 virological, 4 non-virological failure
00 < 00 00 00 00

: . SOF/VEL: 15 virological failure
7 virologic failures, 2 lost to follow-up Bourliére et al. NEJM 2017;376:2134-46



Fazit SOE/NEL/NOX

SOF/NVEL/NVOX fur 12 Wochen excellente Option ftr DAA Versager,
v.a. NS5a Versager (POLARIS 1 und 4)

SOF/VEL/VOX fur 8 Wochen = SOF/VEL fur 12 Wochen flr
zirrhotische Patienten mit Genotyp 3 (POLARIS 3)

SOF/VEL/VOX fur 8 Wochen # SOF/VEL fur 12 Wochen fur DAA
naive Patienten mit oder ohne Zirrhose (GT1-6) (POLARIS 2)

Bourliere et al. NEJM 2017;376:2134-46
Sarrazin et al. J Hepatol.2017;66:5S299
Jacobson IM, et al. Gastroenterology. 2017;153:113-122



G/P: Genotype 1-6 Patients ohne Zirrhose:
3 VS 12 WKS

Analysis of 7 phase 2/3 trials: 1904 DAA naive patients

6P 8 wks mGP 12 wks
100 100 100 100
w00 2 228 98 9 o5 96 g P 97
90
80
60
40
20 | 383 PFWOB 193 XA 177 R 43 fEE 9 M s07
0 387  Elu 197 234 R[S 270 46 112 10 31 828
Genotype 1 Genotype 2 Genotype 3x Genotype 4 Genotype 5 Genotype 6 Genotype 1-6
Virological Failure 1 0 2 0 6 4 0 o) 0) 0 0 0] 9 4
Non-Virological 3 1 2 2 3 8 3 1 0) 0 1 0 12 12

Puoti, et al. J Hepatol 2017;66:S5721
* TN only



Fazit G/P

G/P fur 8 Wochen pangenotypische Behandlungsoption fur DAA naive,
non-cirrhotic Patienten (Genotyp 3: nur TN)

GP fur 12 Wochen Behandlungsoption fir DAA naive zirrhotische
Patienten (GenOtyp 3: nur TN) (Forns et al. Lancet Infect Dis. 2017 Aug 14.epub)

Gentyp 3: TE und TE Zirrhose: 16 Wochen (wyies et al. Hepatology 2016; 64 Suppl 1:62A-63A)

Keine optimale Option fir DAA Versager (poordad et al. J Hep 2017;66:583-84)
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TIPS bel therapierefraktarem Aszites

Hintergrund:

Unklar, ob TIPS bei Patienten mit Leberzirrhose und therapierefraktdrem Aszites das
Ueberleben verbessert

Unbeschichteter TIPS hat hohe TIPS Dysfunktionsrate

Methode und Ziel:

RCT TIPS (n=29) vs therapeutische Parazentese plus Aloumin (P (n=33) bei Pat mit
therapierefraktdrem Aszites (mind. 2 therapeutische Parazentesen in drei Wochen)

Endpunkt: Transplantatfreies Ueberleben nach 12 Monaten



TIPS bel therapierefraktarem Aszites

Survival

— % N Keine Unterschied in HE-Rate

oo s ot Weniger portal hypertensive Komplikationen
Weniger Hospitalisationen
L, wPea TIPS Gruppe: 15 ohne Parazentesen
R B Total 32/Jahr
PA Gruppe: 0 ohne Parazentese
Total 320/Jahr

F=.003

£
=
©
2
9
a

No at risk

PA haufiger Therapieversagen

TIPS group 29
LVP + A 33

Bureau et al., Gastroenterology 2017; 152:157-163



Immuntherapie und HCC
Nivelumah: - €heckiviate 040

All patients

(n=214)
N IVOI u mab: Median age (years) 64 (56-70)
monoklonaler IgG4-Antikdrper gegen PD-1, der die Interaktion osvears 100 (47°%)
zwischen PD-1 und seinem Liganden PD-L1/PD-L2 blockiert e 43 20%)

Male 171 (80%)
Race

White

Asian

Black

Other

Dose escalation (n=48) Dose expansion (n=214)
3+3 design 3 mg/kg

. , C . _ =
n=10 n=10 n=13 Sorafenib untreated or intolerant ECOG performance status 1

n=6 n=9 =13
i (n=56)
ﬂrl::mut 01mg/kg| [0-3mg/kg| |1-0mglkg| |3-0mg/kg| |10 mg/kg S
__ n=3) 3 n=3) n=13
hepatitis ' ("3, r3) =3, ( ) Sorafenib progressor
(n=57)

Extrahepatic metastases
Vascular invasion
Child-Pugh score

5
-9
a-fetoprotein =400 pg/LT

HCV . . HCV infected
infected ) (n=50)
HBV - HBV infected
infected (n=51)

Previous treatment
Surgical resection 128 (60
Radiotherapyt 41 (19
Local treatment for HCCS 117 (55¢

Systemic therapy 159 (74
Sorafenibq] 145 (€

El-Khoueiry et al. Lancet 2017;389:2492-2502



Immuntherapie und HCC
Nivelumah: - €heckiviate 040

All patients (n=214)

Objective response*
Complete response
Partial responsa
Stable disease
Progressive disease
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Disease controlwith
stable disease for
=6 months
Crverall sureival
& months o T Sorafenib untreated or Sorafenib progressor HCV infected HBV infected
intolerant without without viral hepatitis
0 mo nths T4% (67 t-:lT'ﬂ_I viral hepatitis
Patients

KM ian MR
Progression-free survival®

KM miedian 4.0 (2-9to5-4)

El-Khoueiry AB et al., Lancet 2017;389:2491-2502



¢ TIPS beste Option fur Patienten mit therapierefraktarem Aszites
¢ HCC: Endlich positive Resultate

¢ Regorafenib: Positive Studien zur Zweilinientherapie nuixet al., Lancet 2017:
389:56-66)

¢ Immuntherapie: Vielversprechend



Einfluss von Kaffee und Tee
aufidie lLeberstelfigkeit

e Rotterdam study
/ N = 2424 /
=3 coflea of ;r‘ly harbal taa All typas of l.o:;:'; and coffes

.

Participants (%)

<3 3 4 § 6 7 8 9 10 11 12 =13

Liver stiffness (kPa)

Alferink et al J Hepatol 2017:67:339-348
Koehler et al Hepatol 2016:63:138-147
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