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Potentielle Interessenskonflikte

Subjektive Auswahl an Publikationen aus 2024

» Consultant / Advisor: Abbvie, Advanz, Alentis, AlphaSigma, AstraZenca, Avior, Bayer, BMS,
CymaBay, Escient, Falk, Gilead, GSK, Guidepoint, Intercept, Ipsen, Mirum, MSD, Novo Nordisk,
Roche, Takeda

» Speaker: Abbvie, Advanz, AOP Orphan, Bayer, BMS, CymaBay, Falk, Gilead, GSK, Intercept,
Ipsen, Johnson&Johnson, Medscape, Mirum, MSD, Newbridge, Novartis, Roche, Vertex Viofor.

« Unrestricted grants: Gilead, Intercept
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Steatosis hepatis



KEINE NASH, NAFLD oder MALFD mehr

- Neue Klassfikation steatotischer Lebererkrankungen —

MASLD - Metabolic Dysfunction Associated Steatotic Liver Disease:
Metabolic

Begrundung fur eine geadnderte
Nomenklatur:

Dysfunction

ASSOCiatEd * Weniger Stigma (Alkohol, Fett...)

« Positive Definition der Erkrankung

Steatotic « Méglichkeit, Mischformen
— (Ernahrung + Alkohol) abzubilden

Liver

USZ Ui Qisease

Rinella ME et al., J Hep 2023; 24: S0168



Metabolic Dysfunction
Associated Steatotic
Liver Disease
(MASLD)

Fettleber + 21 Komorbiditat:

« Ubergewicht / Adipositas

* Glukoseintoleranz / Diabetes

* Hypertonus
» Triglyeriderh6hung

» Hypercholesterinamie
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Rinella ME et al., J Hep 2023; 24: S0168

MetALD
(MASLD and increased alcohol intake*)

MASLD ALD
predominant predominant

\SLD ALD
>minant predominant

Average daily alcohol intake (g)

, 210-420g male (average daily 20-50g female, 30-60g male)
ficiency (LALD), Wilson disease, hypobetalipoproteinemia, inborn errors of metabolism
nalnutrition, celiac disease




Naturlicher Verlauf der MASLD

Coffee

Sport
Mediterranean diet
Vegetables
Weight loss

-

Zlel aller
Interventionen:

MASH Auflosung
UND Fibrose

\ Verbesserung

Spital Zirich

Courtesy of Prof. Frank Tacke, Berlin



Zentrale Frage: besteht eine fortgeschrittene Fibrose?

Zweistufiges, nicht-invasives Screening:

1. Berechnung des FIB-4 Scores (cut-off 1.3)*

2. Leberelastographie (VCTE, cut-off 8.0 kPa)

* FIB-4 Score cut-off uber 65 Jahre: 2.0
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Metabolisches Syndrom & MASLD sind pandemisch
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WHO & Lancet Gastroenterol Hepatol 2021

Obesity has tripled since 1975

>1.9 billion adults overweight

>650 million adults obese

>340 million children and
adolescents aged 5-19
overweight or obese



Massive Zunahme des Zucker- und Fruktose-Konsums

1850 1890 1932 1980 2015



Cumulative rate per 1000 person-years

Zuckerhaltige Getranke und Leber-assoziierte Ereignisse

Women’s Health Initiative (98.786 postmenopausale Frauen, Alter 50-79 Jahre,
1993-1998, Beobachtung 20,9 Jahre) — 207 HCC, 148 Leber-bedingter Tod

44 >1/d
1-6/wk
Never to <3/mo

Sugar-sweetened beverages Le be rZEI I ka rZ' nom

Log-rank P=.04

0 5 10

15

Follow-up time, y

20

Cumulative rate per 1000 person-years

Leber-assoziierte Sterblichkeit

-

Log-rank P<.001

0 5 10 15 20

Follow-up time, y

=21 gezuckertes Getrank pro Tag: HCC-Risiko (HR 1,85), Leber-Tod (HR 1,68)
KEIN erhohtes Risiko bei Sussgetranken mit Zucker-Austauschstoffen!

Zhao L, et al., JAMA. 2023; 330(6):537-546



Medikamentose Behandlungsempfehlungen der MASLD

- Zusatzlich zu Lifestyle Modifikationen —

MASLD/
MASH
without cirrhosis
(FO-F3)

MASLD/
MASH with
compensated
cirrhosis (F4)

MASH-targeted

Preferred pharmacological options for treating comorbidities

If locally approved:
resmetirom
in F2/F3 fibrosis

Check indication for
liver transplantation
in case of
decompensation or
HCC

T2D Dyslipidaemia Obesity
GLP1RA
(e.g. semaglutide,
liraglutide, dulaglutide) GLP1RA '
and coagonists (e:g. serpaglunde,
(e.g. tirzepatide) liraglutide) and
coagonists
SGLT2 inhibitors (e.g. tirzepatide)
(e.g. empagliflozin, Statins

dapagliflozin)
Metformin*

Insulin
(in case of
decompensated
cirrhosis)

Bariatric
interventions
(special caution in
case of compensated
cirrhosis)

*if glomerular filtration rate =30 ml/min

EASL EASD EASO Clinical Practice Guideline on Management of MASLD, J Hepatol 2024




MASLD Medikamente in Entwicklung (Auswahl)

Resmetirom (THR-beta Agonist) — FDA approved

Semaglutide® (GLP-1 Agonist)

Tirzepatide®, Efinopegdutide, Survodutide (Duale Inkretin Agonisten)
Efruxifermin, Pegazifermin (FGF21 Analoga)

Dapagliflozin® (SGLT2 Inhibitor)

Lanifibranor (PPAR agonists)

Aramchol (SCD-1 inhibitor)

Belpectin (Galectin 3 inhibitor)
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* Bereits in der Schweiz zugelassen fiir Indikationen ausserhalb der MASLD/MASH



e NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 FEBRUARY 8, 2024 VOL. 390 NO. 6

A Phase 3, Randomized, Controlled Trial of Resmetirom
in NASH with Liver Fibrosis

S.A. Harrison, P. Bedossa, C.D. Guy, J.M. Schattenberg, R. Loomba, R. Taub, D. Labriola, S.E. Moussa, G.W. Neff,
M.E. Rinella, Q.M. Anstee, M.F. Abdelmalek, Z. Younossi, S.J. Baum, S. Francque, M.R. Charlton, P.N. Newsome,
N. Lanthier, |. Schiefke, A. Mangia, .M. Pericas, R. Patil, AJ. Sanyal, M. Noureddin, M.B. Bansal, N. Alkhouri,
L. Castera, M. Rudraraju, and V. Ratziu, for the MAESTRO-NASH Investigators™
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Harrison SA et al., NEJM 2024; 390: 497




Thyroid Rezeptor beta-Agonist Resmetriom in MASLD

- Wirkmechanismus -

Figure 2: Changes in deiodinase type 1 and deiodinase type 3 in chronic liver injury drives intrahepatic hypothyroidism

Normal Liver

J Gregory
©2022 Mount Sinai
Health System

In the normal liver, DIO1 activity, an intrahepatic enzyme, drives the conversion of T4 to active T3. In chronic liver injury, a decrease in DIO1 activity coupled with an increase in DIO3
activity leads to increased conversion of T4 to inactive reverse T3, subsequently leading to accumulation of lipotoxic species, cyclic liver injury and local intrahepatic hypothyroidism.
Used with permission from ©Mount Sinai Health System.

DIO1 = deiodinase type 1, DIO3 = deiodinase type 3; rT3 = reverse triiodothyronine; T3 = triiodothyronine; T4 = thyroxine; TRH = thyroid-releasing hormone; TSH = thyroid-stimulating
hormone.

Karim G et al., TouchReviews Endocrinology 2023; Harrison SA et al., NEJM 2024; 390: 497

TG

ipocyte

Hepatocyte

Fatty Acid
Transporter

FFA
‘é’ S

| AcylCoA

AcylCoA

AcetylCoA

)

CPT1 Pdk4, UCP2 reductase

Resmetirom T3

Cytoplasm

Protein

Transcription
[Sheeplio synthesis

Nucleus

((CPT1a, mcad, HMGCoA |

Mitochondria LDL-R CPT1 -
FAS,ACC-1  SHBG LDL-R Tup(ake
B oxidation CYP7A1 ._c

cA —>Citrate --- --;;»Cnrate

B = e e o e e e e e e o e

vl Cholesterol
& 2 biosynthesis
1 —— —
. - @ AcetylCoA AMGCoA Cholesterol
Mitochondrial ROS o ACC1 reductase
biogenesis I} CYP7A1
2| MalonylCoA ) B I . S
o| Fas Bile acid
3 synthesis
= Palmitate
] Bile
CPT1a, mcad, \— FFA acids
K Pdk4, UCP2 ! I j
J Gregory ©2022 Mount Sinai Health System Bile dUCtSl

Excreted via intestine



Thyroid Rezeptor beta-Agonist Resmetriom in MASLD

- Phase llI-Studie (N=972), F2/F3-Fibrose; BMI: 36 kg/m?; 66% Typ 2 DM -
B Fibrosis Improvement by =1 Stage with No Worsening
A NASH Resolution with No Worsening of Fibrosis of NAFLD Activity Score
100+ 100
oo 0o Do oo | DN 00T P<0.001

o

304

25—

20+

154

10

Percentage of Patients

2

” Das 1. MASH-Medikament:
 Klinische Endpunkte stehen noch aus 25 9

 Non-Response ist derzeit nicht definiert (ebenso wenig
Therapiedauer)

« Langzeit-Sicherheit unklar (Schilddriise, Knochen, Herz)
« USA: keine Biopsie ndtig, feste Dosis (</> 100 kg)

B

Placebo Resmetirom, Resmetirom, Placebo Resmetirom, Resmetirom,
(N=318) 80 mg 100 mg (N=318) 80 mg 100 mg
(N=316) (N=321) (N=316) (N=321)
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Harrison SA et al., NEJM 2024; 390: 497



Madrigal, FDA approval in hand,
outlines plan to sell MASH drug

The company expects slow initial uptake of Rezdiffra, which costs $47,400 per year,
but for the launch to accelerate afterwards.

Published March 15, 2024

Ben Fidler g
Ben Fidler = -
0 Senior Editor in B ¥ & -

1

0030 L

Rezdiffra:

resmetirom) tablets

Forordl wm

SMadrigal N Lo

A photo of Madrigal Pharmaceuticals' Rezdiffra, the first drug approved for metabolic dysfunction-associated steatohepatitis.

Courtesy of Madrigal Pharmaceuticals

The first drug for metabolic dysfunction-associated steatohepatitis will
U sz Universitéts cost $47,400 per year, its developer, Madrigal Pharmaceuticals, said

Spital Zirich
Thursday.
https://www.biopharmadive.com/news/madrigal-rezdiffra-mash-drug-price-launch-plans/710404/



Ozempic sheds
weight, but it’s
not a no-brainer

https://storymd.com/story/8ojy7jOcxA-less-hype-more-facts-ozempic-s-potential-laid-bare



Semaglutid induziert starken Gewichtsverlust bei Adipositas
(N = 1961; mittlerer BMI: 37.8 kg/m?)

A Body Weight Change from Baseline by Week, Observed In-Trial Data

e = =~ = = = m o e e e
T
_2_ & T ol
— . = x _x ¥ Placebo
: x —x —F-
ﬁ -4 - *
@ .
= -6 .,
a M,
ﬂ \"I.H
@ 5
E “E._
_1.|:|._
£ .
B 1 —
g -u- —
U ~16- o o N Semaglutide
_]'E | | | | | | | | | | |
0 4 B 12 16 20 28 i6 44 52 B 68
Weeks since Randomization
No. at Risk
Placebo 655 649 641 619 615 603 592 571 554 549 540 577
Ser‘nag|utide 1306 1290 1281 1262 1252 1248 1232 1228 1207 1203 1190 1212
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Wilding JP et al., New Engl J Med 2021; 384:989



Semaglutid in MASH mit F2/F3-Fibrose
- Phase II-Studie (N=320), BMI: 35.1 kg/m?; 62% Typ 2 DM -

A Resolution of NASH with No Worsening of Liver Fibrosis
(primary end point)

Odds ratio, 3.36 (95% ClI, 1.29-8.86)
| |

Odds ratio, 2.71 (95% Cl, 1.06—7.56)

100+ | 1
90 Odds ratio, 6.87
(95% Cl, 2.60-17.63)
W 207 P<0.001
& 60- >
K
504
g 40
2 404
Q
=t 304
QL
. 204 17
104
0
Semaglutide, Semaglutide, Semaglutide, Placebo
0.1 mg 0.2 mg 0.4 mg (N=58)
(N=57) (N=59) (N=56)

B Improvement in Liver Fibrosis Stage with No Worsening of NASH
(confirmatory secondary end point)

Odds ratio, 1.96 (95% Cl, 0.86—4.51)
| |

Odds ratio, 1.00 (95% Cl, 0.43-2.32)

100+ | 1
904 Odds ratio, 1.42
(95% Cl, 0.62—3.28)
w207 P=0.48
& 60
[
o 49
@ 50—
3]
£ 404
<}
2 30+
4
20
104
0
Semaglutide, Semaglutide, Semaglutide, Placebo
0.1 mg 0.2 mg 0.4 mg (N=58)
(N=57) (N=59) (N=56)

u S Universitdts
Spital Zirich

Newsome PN et al., NEJM 2021;384:1113




Semaglutid in MASH mit F2/F3 Fibrose
- Phase IlI-Studie (N=800), BMI: 34.3 kg/m?; 56% Typ 2 DM -

Methods

Trial design

Key inclusion criteria

eAge =18 years old
eHistological evidence of fibrosis
stage 2 or 3*

*NAS =>4

Key exclusion criteria

«Chronic liver diseases other
than MASLD

eKnown or suspected excessive
consumption of alcohol (>20
g/day for women or >30 g/day
for men)

eTreatment with GLP-1RAs or
unstable use of other glucose-
lowering, lipid-lowering or

weight loss medications within
90-days prior to screening

U Sz Universitdts
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16-week dose escalation#

0.25
mg

0.5
mg

1.0 1:7
mg mg

Once-weekly subcutaneous
semaglutide 2.4 mg + standard of care

Placebo + standard of care

| Part 1 (N=800) >
| Part 2 (N=1200) )
Screening
& & @
Liver biopsy Liver biopsy Liver biopsy
WO W72 W240 W247
Randomisation Interim End of End of
(2:1) analysis treatment study

Newsome PN et al., AASLD 2024, Late Braker Session, 19.11.2024



Semaglutid in MASH mit F2/F3 Fibrose
- Phase IlI-Studie (N=800), BMI: 34.3 kg/m?; 56% Typ 2 DM -

Prima ry enc  Transaminasen und yGT deutlich verbessert
* Nicht-invasive Fibrosetests wie ELF und LSM verbessert

EDP: 28 . . . . .

70 5 oo cr 01 3¢ © Kardiometabolische Faktoren wie HbA1lc, Lipide gebessert
2 0. e © Safety: Ubelkeit (36% vs. 13%), Erbrechen (19% vs. 6%), Durchfalle
9 (27% vs. 12%), Verstopfung (22% vs. 8%)
C 50 4 . . .
T Langzeit-Sicherheit unklar
O 40 95% CI: 7.5 to 21.4; P<0.0001
= | |
a
w 30 A
o
=
o 20 ~
t
a
o 10 ~
o

0 _

Resolution of steatohepatitis with Improvement in liver fibrosis with
no worsening of liver fibrosis no worsening of steatohepatitis

bDLSputale.ch e e
Newsome PN et al., AASLD 2024, Late Braker Session, 19.11.2024



Semaglutid bei MASLD-Zirrhose ?
- N=71; BMI > 27 mg/kg2; Start 0.25 mg; Steigerung bis 2.4 mg/Wo -

Fibrosis improvement NASH resolution
without worsening of NASH  without worsening of fibrosis
A B
__100- -
&
% 80— OR0-28 | OR 1.97
< (95% Cl 0-06-1.24) (95% Cl 0-56-7-91)
p= | p=0.087 _ p=0-29
E‘- o0 | | | |
a
§ 407 7 (29%) 7 26B4%)
g 5 (21%)
& 209 5(11%) 7
=
0 | [
Semaglutide Placebo Semaglutide Placebo
2-4 mg group group 2-4 mg group group

Gewichtsreduktion: 8.7 kg; Verbesserung kardio-metabolischer Parameter
Keine Sicherheitsbedenken

Loomba R et al., Lancet Gastro Hepatol 2023;8:511



e NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 JULY 25, 2024 VOL. 391 NO. 4

Tirzepatide for Metabolic Dysfunction—Associated
Steatohepatitis with Liver Fibrosis

R. Loomba, M.L. Hartman, E.J. Lawitz, R. Vuppalanchi, J. Boursier, E. Bugianesi, M. Yoneda, C. Behling,
O.W. Cummings, Y. Tang, B. Brouwers, D.A. Robins, A. Nikooie, M.C. Bunck, A. Haupt, and A.J. Sanyal,
for the SYNERGY-NASH Investigators*




Tirzepatide bei MASH mit F2/F3-Fibrose
- Phase |l (N=190); BMI > 36.1 mg/kg2; DM Il: 58%; NAS-Score: 5.3

Percentage of Participants

A Resolution of MASH and No Worsening of Fibrosis

Risk difference,
34 (95% Cl, 17-50)
P<0.001

Risk difference,
46 (95% Cl, 29-62)
P<0.001

|
Risk difference,

1007 53 (95% Cl, 37-69)
90+ P<0.001
80 | |
62
60—
. --
40
30+
20+ 10
10+
Tirzepatide, Tirzepatide, Tirzepatide, Placebo
5 mg 10 mg 15 mg (N=48)
(N=47) (N=47) (N=438)

B Decrease of =1 Fibrosis Stage and No Worsening of MASH

Risk difference,
25 (95% Cl, 5-46)

Risk difference,
22 (95% Cl, 1-42)

1007 Risk difference,
90— 21 (95% Cl, 1-42)
£ 804 | !
8
2 " >3 51 51
t _
= 60 T
% 50
8 40 30
L]
£ 30-
g
L 20+
10
Tirzepatide, Tirzepatide, Tirzepatide, Placebo
5 mg 10 mg 15 mg (N=48)
(N=47) (N=47) (N=48)

Loomba R et al., New Engl J Med 2024; 391:299
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Weight loss goals
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* Preventing obesity
* Healthy diet
* Regular physical activity

&

Prevention of MASLD and HCC |

+ Avoiding smoking and alcohol J

Lifestyle management algorithm for MASLD

Ve

Recommendations to all MASLD

-

Implementation

AN

Diet quality

~

Mediterranean diet .

Minimising processed
meat, ultra-processed *
foods and sugar-

sweetened beverages

Increasing unprocessed/
minimally processed foods

-
Physical activity

Tailored to the individual's
preference and ability

>150 min/week of
moderate- or 75 min/week
of vigorous-intensity
physical activity

Minimising sedentary time

Other lifestyle habits

Smoking: avoidance

Alcohol: discouraged or
avoidance in advanced
fibrosis or cirrhosis

MASH cirrhosis

Lifestyle adapted to the severity of liver disease and

nutritional status

Sarcopenia or decompensated cirrhosis: high-protein diet

and late-evening snack

Compensated cirrhosis with obesity: moderate weight
reduction plus high-protein intake and physical activity

Multidisciplinary care

Lifestyle evaluation during
healthcare visits

Affordable structured
lifestyle interventions

Individualised plan
depending on the
patient’s preferences and
economic constraints

Behavioural therapy

<

Long-term goals:

Quality of life and survival
Cardiometabolic benefits

Prevention of cirrhosis, HCC, T2D, cardiovascular disease

EASL-EASD-EASO Clinical Practice Guidelines on the management of MASLD, J Hepatol 2024



Histological improvements following energy restriction and exercise:
The role of insulin resistance in resolution of MASH

Following medical diagnosis of MASH, individuals were randomized to treatment (n = 16) or control (n = 8). Liver fat (magnetic resonance spectroscopy), 18-hour plasma biochemical measurements, and isotopically labeled hyperinsulinemic-euglycemic clamps were completed pre-
and post-intervention. Body composition and cardiorespiratory fitness (VO2peak) were also measured mid-intervention. Those in the treatment group were counseled to reduce energy intake and completed supervised, high-intensity interval training (3x/week) for 10 months.
Controls continued physician-directed care.

Control: n =8 Treatment:n =16

10 months:
Energy restriction +

3% VO, peak )} 16% high intensity interval training

10 months:
Physician-directed care

1% | | Body weight ]t 6%

i Hepatic insulin '

0, 0,

10% ¢ resistance J to21%
Peripheral

0, 0,
21% ¢ insulin sensitivity ‘ b 48%
4% 4 NAS ¥ 46%
4% | " Steatosis | V 29%

‘ Steat;hépaﬁ

0, 0,

7% ‘ activity t 60%
© Control © Treatment
R=-0514 R =0.601 R =0.605
: p=0.010 p=0.004 p=0.003
i A Step 2 peripheral IS (D)2 60 AVO,peak (O 2
\ H (smolmin/uU/ml) (Ui}
' 5\’ 3 reStrI c J| O == 05 ois |io 135
3 40— (
mprove MA -~ -y o
il R ~.9
. - 05 @ “os 10 15 <
Diagnostic performance NTCP polymorphisms o= . o8 & d O >
of non-invasive tests in influence HDV RNA load a g '.. O
patients with MetALD early response to bulevirtide
= -20 -
-40 < @
A Step 2 peripheral IS A NAS
(pmol/min/uU/mi)

= - ; = _7 Clinical guidelines should emphasize the addition of aerobic exercise in lifestyle treatments for the greatest histologic benefit in individuals with advanced MASH
Mucinski JM et al., J Hepatol 2024, Epub



Take Home Message — MASH / MASLD

= Das MASLD betrifft etwas 20-30% der Gesamtbevdlkerung.

= Ein zuckerhaltiges Getrank pro Tag erhoht das Risiko fur Leberzellkrebs und
Leber-assoziierter Mortalitat.

= Nicht-invasive Marker (NFS, FIB-4, Elastographie) unterstltzen bei der Entscheidung
Uber eine Leberbiopsie.

= Die Therapieoptionen sind limitiert: Anderung der Lebensgewohnheiten,
Gewichtsreduktion, Optimierung der Diabetestherapie, bariatische Chirurgie und
Lebertransplantation.

= Resmetirom erst durch FDA zugelassene Therapie, zahlreiche Studienpréparate in
Phase IlI-Studien. Positive Daten ftr GLP-1 sowie duale/triple-Agonisten.

= ZukUnftig hohe klinische wie 6konomische Belastung.

U Sz Universitdts
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Virushepatitiden



Hepatitis D



Diagnose einer HBV-HDV-Co-Infektion

HBsAg+ Total anti-HDV* Exposure HDV RNA
screening to HDV testing

Reflex Testing: All HBsAg+

samples are automatically
screened for anti-HDV

U Sz Universitdts
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Rizzetto M, et al. J Hepatol 2021;74:1200-11; Terrault NA, Ghany MG. Dig Dis Sci 2021;66:2483-2485

L4 ®

Current HDV
Infection

Previous HDV
infection



Deutlich erh6htes Risiko bel HBV-HDV-Coinfektion

Risk in HBV uen':]?r']’m
atients: 3
> DV/HBV patients:
Maximum Minimum

$42-3 x

)

irrhosis Hepatic Liver

Mortality
decompensation transplant

USZ %

Da BL, et al. Gastroenterol Rep 2019;7:231; Chen VL, et al. Clin Gastroenterol Hepatol 2016;14:887.



Therapeutische Ziele im HDV Replikationszyklus

Entry inhibitors R R M Immune modulators
Bulevirtide IFN receptor PEG-IFNa
VIR-3434 \ PEG-IFNA
JAK
STAT

!

. e, ISG production
HBsAg secretion | g l

inhibitors ’ | | : “
REP 2139 - _— Antiviral activity

o Farnesyl-

Prenylation inhibitors
transferase

Lonafarnib

u S Universitdts
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Gilman C, et al. World J Gastroenterol 2019;25:4580; Bazinet M, et al. Lancet Gastroenterol Hepatol 2017;2:877; Park A, Iwasaki A. Cell Host Microbe 2020;27:870



Bulevirtid Monotherapie — Phase |lI-Studie

Primary endpoint: HDV RNA undetectable or decrease by 22 log10 IU/mL from baseline and ALT normalization

| Primary Endpoint | Interim Analysis
4 EOT EOS

Week 0 48 % 144 240
Key inclusion criteria:
- Adults with chronic n=51 Delayed Tx* (control) BLV 10 mg m
hepatitis delta MYR301: Follow-
- With or without N=150 o BLV 2 m TP,
compensated Randomized g
cirrhosis 1:1:1
* ALT >1><. t.O <10x ULN, n=50 BLV 10 mg | |
and positive serum
HDV RNA A

Multicenter, open-label, randomized, Phase 3 study

U Sz Universitdts
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Wedemeyer H et al., NEJM 2023; 389: 22



Bulevirtid Monotherapie — Ansprechen nach 48 Wochen

=g Control

Bulevirtide, 2 mg == Bulevirtide, 10 mg

A HDV RNA Level

E
S—
=
S
g
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>
u
—
=
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=
]__
0 I I I I | I | I | I
Base- 4 16 24 32 40 48

Weeks since Randomization

B Normalization of ALT Level

Percentage of Patients

100+
90
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60
50
40
304
204
10

0

Base- 4 8
line

Weeks since Randomization
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Wedemeyer H et al., NEJM 2023; 389: 22.




HDV Therapie bel Dekompensation

(A)
. . .. . 6
Safety and efficacy of off-label bulevirtide monotherapy in <
HDV patients with decompensated Child-B cirrhosis g 4
a
20 T
— | 53% with i
%1,,. improved S 2
§' MELD
,,,,,,,,,,,,,,,,, 0 10 20 30 40 50 0 10 20 30 40 50
Individual Patients w e ek W e ek
g 80 74% 74% {C} . (D}
g \ \
40 h 40
g < 6l l 1504 |
20 2 ll'.
a 1 RN |
ne to Child-A -
2 41 \
Dietz-Fricke, et al. Hepatology. H E P AT 0 L 0 G Y S /\/\
21 o
0 10 20 30 40 50 0 10 20 30 40 50
week week
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Dietz-Fricke C et al., Hepatology 2024; 80: 64



Take Home Message — Virushepatitis

= Jeder HBsAg+ Patient soll einmalig auf anti-HDV-AK getestet werden.

= Falls anti-HDV positiv, soll eine HDV-PCR durchgefthrt werden.

= Bulevirtid (Hepcludex) ist fur die Therapie der HDV-Infektion bei kompensierter
Lebererkrankung zugelassen.

= Diese Therapie ist sicher, wahrscheinlich auch in fortgeschrittenen Zirrhosestadien.

U Sz Universitdts
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Cholestase



Primar Biliare Cholangitis

- Klinische Aspekte -

FRSRE

Pravalenz (pro 100.000)
Geschlecht (w: m)
Manifestationsalter
Uberleben (ohne Therapie)
Cholestase
Auto-Antikorper

Hepatozyt |

25—-40
9:1
40 - 60
7,5—-16 Jahre
AP/ yGT 1
AMA (anti-PDC-E2)
ANA (sp100, gp210)

Sherlock and Summerfield 1979

Symptome

 Fatigue

* Pruritus

* Sicca-Syndrom

» Gelenkbeschwerden



Standardtherapie und Therapieziele bel PBC

« UDCA (13-15 mg/kqg) ist Erstlinientherapie.

 Obeticholsaure (OCA) oder Bezafibrat (beide Off-Label) sind Wahl
zur zusatzlichen Zweitlinientherapie bei unzureichendem
Therapieansprechen.

 Therapieziel ist die Normalisierung der Alkalischen Phosphatase
und Verbesserung der Symptomlast (Pruritus).

EASL CPG AlH. J Hepatol 2015;63:971-1004



EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

O

News & events ¥ Partners & networks ¥ About us ~

Medicines ¥ Human regulatory ¥ Veterinary regulatory ¥ Committees ~

Home > News > EMA recommends revoking conditional marketing authorisation for Ocaliva

‘ «§ Share ‘

EMA recommends revoking conditional marketing
authorisation for Ocaliva

28 June 2024

Benefits of Ocaliva no longer considered to outweigh its risks

(H uman) (Referrals)
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

A Phase 3 Trial of Seladelpar
in Primary Biliary Cholangitis

G.M. Hirschfield, C.L. Bowlus, M.J. Mayo, A.E. Kremer, .M. Vierling,
K.V. Kowdley, C. Levy, A. Villamil, A.L. Ladrén de Guevara Cetina, E. Janczewska,
E. Zigmond, S.-H. Jeong, Y. Yilmaz, Y. Kallis, C. Corpechot, P. Buggisch,
P. Invernizzi, M.C. Londofio Hurtado, S. Bergheanu, K. Yang, Y.-J. Choi,
D.B. Crittenden, and C.A. McWherter, for the RESPONSE Study Group*

u S Universitdts
Spital Zirich

Hirschfield GM et al., NEJM 2014, Feb 29;390(9):783-794

The NEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE

Efficacy and Safety of Elafibranor
in Primary Biliary Cholangitis

K.V. Kowdley, C.L. Bowlus, C. Levy, U.S. Akarca, M.R. Alvares-da-Silva,
P. Andreone, M. Arrese, C. Corpechot, S.M. Francque, M.A. Heneghan,

P. Invernizzi, D. Jones, F.C. Kruger, E. Lawitz, M.J. Mayo, M.L. Shiffman,
M.G. Swain, J.M. Valera, V. Vargas, .M. Vierling, A. Villamil, C. Addy, J. Dietrich,
J.-M. Germain, S. Mazain, D. Rafailovic, B. Taddé, B. Miller, J. Shu, C.O. Zein,
and J.M. Schattenberg, for the ELATIVE Study Investigators’ Group*

Kowdley K et al., NEIM 2024; Feb 29;390(9):795-805



Primarer Endpunkt: Composite Response

AP < 1.67x ULN, AP-Abfall um > 15% und normwertiges Bilirubin

RESPONSE ELATIVE

100 100
) )

70 *
61.7* 664 61.7* 61.7* w07 5-0.001
= £ 59 —
60 5 604 . 57 —
2§50 & 504 !
> C Y
) 41
(] Q 3]
ﬁ @ 30 e 30+
- O Q
o u
8 G20 5 204
o]
Z €10 10+ . .
) 2
0 0
O 0 0 _ — __
M1 M3 M6 MO M12 4 13 % 39 59
M Placebo (N =65) M Seladelpar 10 mg (N = 128) Week

Elafibranor (N=108) [l Placebo (N=53)
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Hirschfield GM et al., NEJM 2014; Feb 29;390(9):783-794 Kowdley K et al., NEJM 2024; Feb 29;390(9):795-805



Subjects Achieving
ALP Normalization (%)

Normalisierung der Alkalischen Phosphatase

RESPONSE ELATIVE

Elafibranor (N=108) [l Placebo (N=53)

} 100
30 28.1*
26.6% 25.0* 2{]}
' n i P=0.002
@
20 - 18.8* E 15 15
s
10
% 10— 9
= 7
10 7.8% ot
& 5 4
. 0.0 0.0 0.0 0.0 0.0 . 0 0 0 0 0
M1 M3 M6 M9 M12 A 13 e 39 52
Week
¥ Placebo M Seladelpar 10 mg Elafibranor (N=108) [l Placebo (N=53)
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Hirschfield GM et al., NEJM 2014; Feb 29;390(9):783-794 Kowdley K et al., NEJM 2024; Feb 29;390(9):795-805



Verbesserung des Pruritus (NRS)
- Moderat bis schwerwiegender Pruritus -

RESPONSE
0@
-0.3
-1
-1.5
W -1.6 -1.7 -17
gj Placebo
- -1.8
U -2
: 26
- ' Seladelpar
-3 -3.2
Y 1.3
-4 I I I I ]
Baseline 1 3 6 9 12
Month
No. at Risk
Placebo 23 22 22 20 20 16
Seladelpar 49 48 46 45 36 39
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Hirschfield GM et al., NEJM 2014, Feb 29;390(9):783-794

ELATIVE
1.0+
0.5 Placebo
)
P i B i
< 707 T
§m 1.5 T 'y
=5 -20- S
47 T S "
B Elafibranor
-3.5- T T I I T I T T I T I I 1
0 4 8 12 16 20 24 28 32 36 40 44 48 52
Week
No. at Risk
Placebo 22 21 19 18 18 17 16 15 15 16 15 14 13 12

Elafibranor 44 41 40 39 40 38 37 34 35 34 32 34 35 32

Kowdley K et al., NEIM 2024; Feb 29;390(9):795-805



Zulassungsstatus

RESPONSE ELATIVE

S Livdeli' |§°

s ‘e E

- | H

R |Q|Ry

-/ : gn elahbranor) .
‘§ 0mg -

LTI Q
FDA Zulassung, EMA Zulassung FDA und EMA Zulassung
voraussichtlich ab Anfang 2025
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Hirschfield GM et al., NEJM 2014; Feb 29;390(9):783-794 Kowdley K et al., NEJM 2024; Feb 29;390(9):795-805



Sicherheitsdaten

RESPONSE ELATIVE
Table 2. Adverse Events and Serious Adverse Events.* Table 3. Summary of Adverse Events and Adverse Events Occurring in More than 10% of Patients in Either Group.
Placebo Seladelpar Elafibranor Placebo
Event (N=65) (N=128) Event (N=108) (N=53)
number (percent) no. of patients (%)
Any adverse event 55 (84.6) 111 (86.7) Any adverse event that emerged during treatment period=* 104 (96) 48 (91)
Any serious adverse event 4 (6.2) 9(7.0) Covid-19 31 (29) 20 (38)
Adverse events in =5% of patients Pruritus 22 (20) 14 (26)
Coronavirus disease 2019 10 (15.4) 23 (18.0) Abnormal weight gain 21 (19) 10 (19)
Pruritus 10 (15.4) 6 (4.7) Abdominal pain, including upper and lower abdomen 12 (11) 3 (6)
Upper respiratory tract infection 6 (9.2 1(0.8 Diarrhea 12 (11) 5(9)

CAVE: CAVE:
Erndhtes Frakturrisiko unter Seladelpar Erndhtes Frakturrisiko unter Elafibranor

(Livdelzi): 4% vs. 0% unter Placebo (Igirvo): 6% vs. 0% unter Placebo
Press Release: 14. August 2024 Press Release: 10. Juni 2024

Nausea 3 (4.6) 8 (6.2) Any severe adverse eventf 12 (11) 6 (11)
Abdominal distention 2 (3.1) 3 (6.2) Any adverse event attributed to the trial regimen that emerged during 42 (39) 21 (40)
treatment periods:

Asthenia 4(6.2) 5 (3.9) , , _

Any serious adverse event that emerged during treatment period 11 (10) 7 (13)
Urinary tract infection 4 (6.2) 4(3.1) ) . . . . .

Any adverse event leading to discontinuation of the trial regimen that 11 (10) 5(9)
Hypertension 4 (6.2) 4(3.1) emerged during treatment period
Positional vertigo 4(6.2) 1(0.8) Any fatal adverse event 2(2) 0

U Sz Universitdts
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Hirschfield GM et al., NEJM 2014, Feb 29;390(9):783-794 Kowdley K et al., NEIM 2024; Feb 29;390(9):795-805



Vitamin D und Knochenmineralisierung
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Synthese des Vitamins D

24-Hydroxylase
(CYP24R1)

24,25(OH),D5

Biologic Activity

eeeeeee
eeeeeeee

la-Hydroxylase
(CYP27B1)

U Sz Universitdts
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Holick M. N Engl J Med 2007;357:266-281

UV light in the skin

25-Hydroxylation in the liver

1-Hydroxylation in the kidney



Ausreichende D Substitution und regelmassige DXA Scans

250 -

200 -

150 -

100 -

25(OH)D (nmoliL)

50 4

Heaney RP et al., Am J Clin Nutr 2003; 77: 204



Autoimmunhepatitis (AlH)
- Klinische Aspekte -

AlH >

Hepatocyte

Pravalenz (pro 100.000) 15-25

Geschlecht (w: m) 2-3:1

Manifestationsalter alle Altersgrupp Sgt%tfeme

Zirrhose bei Diagnose 25— 33% . Malaise

HepatitiS ALT/AST T, |gG 1  Gelenkbeschwerden
Auto-Antikorper ANA, SMA, SLA « Amenorrhoe

LKM1, LC1



Standardtherapie bel der Autoimmunhepatitis

 Steroide sind Mittel der Wahl zur Remissionsinduktion

« Azathioprin ist Mittel der Wahl zur Erhaltungstherapie

 Therapieziel sind die vollstandige biochemische Remission:
normwertige Transaminasen und IgG

U sz Universitdts
Spital Zirich

EASL CPG AlH. J Hepatol 2015;63:971-1004



CAMARO-Trial: Azathioprin gegenuber MMF bel AIH

| @ L

Patients with Intervention group (n = 39)
treatment-naive MMF + prednisolone tapering
AlH
n=70
Randomisation 1:1
— é —

Control group (n = 31)
Azathioprine + prednisolone

tapering
Start
predniso(lo)ne
Weeks I I ’l
0 4 24

Predniso(lo)ne tapered to 5 mg daily

Snijders R et al., J Hepatol 2024; 80: 576

Results

Primary outcome
Biochemical remission

100 —

27 4 percentage ponts
— {p = 0L022)
g 75
e
-E é
£ 29% 6%
B 20
=
=]
L=
g
P25
o

o T
Azathioprine MMF
Secnndary outcomes

SAEs occured in 4 patients in the azathioprine group and
were absent with MMF (12.9% vs. 0%, p = 0.034)

Cessation of treatment due to (S)AEs occurred more often
with azathioprine than MMF (25.8% vs. 5.1%, p = 0.018)




CAMARO-Trial: Azathioprin gegenuber MMF bel AIH

50 —
A 1,500 - Azathioprine B ] - Azathioprine
- | vvE W vvE
S . I 40
= ] ) i
—_— = E .
g 1,000 — > )
- 1 o 30
2 = 1@
2 ] X 20 J_
& 500410 o) ] L‘i\a
@ ] - ] s . g % a
3 B g o] -
s 1 = :
. = i i
0 a 0

WO W4 W8 W12 W16 W20 W24 WO W4 ws W12 W16 W20 W24

- Vergleichbare mittlere kumulative Predniso(lo)n-Dosis

- Nach 24 Wochen: mittlere Dosis Aza 1.16 mg/kg / MMF 1853 mg/d

- TRSAE: 3in Aza, 0 in MMF

- Behandlungsabbruch wegen (S)AE Aza (25.8%) vs. MMF (5.1%; p=0.018)
USZ o

Snijders R et al., J Hepatol 2024; 80: 576



Ist eine 1IgG Normalisierung relevant fur die Prognose?

Kanadische Multicenter Kohorten-Studie: N=691; 75% Frauen; Median follow-up: 6 Jahre

Univariable analysis Multivariable analysis
Variable HR 95% CI p value HR 95% CI p value
Sex, female 0.82 0.55-1.23 0.334 0.75 0.49-1.14 0171
Age at diagnosis (by 10 years) 1.25 1.12-1.40 <0.001 1.26 1.12-1.41 <0.001
Cirrhosis at diagnosis, yes 3.67 2.48-5.43 <0.001 3.47 2.32-5.18 <0.001
Baseline bilirubin xULN 1.36 1.17-1.58 <0.001 1.35 1.15-1.58 <0.001

Elevated ALT (by 10% time) 1.07 1.00-1.13 0.036 1.08 1.01-1.15 0.034

=T A - M0 - M

Elevated IgG (by 10% time) 0.95-1.07 - ] 0.93-1.06

L] » LIU . W LS Cledy . J.Oe£—£ . U0 . = - = -

Highlights

« Baseline markers of disease severity and initial prednisone dose do not predict ALT reduction
over 18 months.

« Persistent elevations in ALT and AST, but not IgG, are associated with decreased clinical event-free
survival.

U Sz Universitdts
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Plagiannakos CG et al., J Hepatol 2024; 81: 227



Take Home Message — PBC und AlH

= Das neue Therapieziel bei der PBC ist eine vollstandige Normalisierung der
Cholestaseparameter.

= Risikofaktoren fur Erkrankungsprogress sind junges Alter und héhergradige
Fibrose.

= Als Zweitlinientherapie stehen Obeticholsaure bzw. Bezafibrat (beide Off-Label!)
zur Verfligung.

= Neue Therapieoptionen sind Elafibranor und Seladepar (EMA approval 02/2025).
= Auf erndhtes Frakturrisiko bei allen PPAR-Agonisten achten.

= Das Therapieziel bei der AlH ist eine vollstandige Normalisierung der
Transaminasen (und ggf. auch des IgG).

= Als Erstlinientherapie kann neben Azathioprin auch MMF beil besserer
Vertraglichkeit eingesetzt werden.

U Sz Universitdts
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Leberzirrhose



Blutungskomplikationen bei Zirrhose und portaler Hypertonie

Hepatic vein Balloon
i catheter . Gastroesophageal varices
Catheter /
inflated at tip /
Liver acinus
P o
/ = y
7 .
/ - o "y ’,_ - -
// ) ) : 0 3 :
/ e /10 O O
’j\ 3 O I O | | .
\ g o O . O ": Cirrhotic Ilver/ g ":'_':5"“'?' N ::_,
\\ ' ‘a(' \ O \0 ‘0_ ,/ ! ) ¢ - l : -
\ ) 5 olf] ICk Portal vein g g /
\ ' ol /] _ - P =)L
\ . . N Sinusoids Ty A
Portal. —— 2 : N Splenic vein -
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Bosch J et al., Nat Rev Gastroenterol Hepatol 2009; 6: 573



Blutungsrisiko durch invasive Eingriffe bel Leberzirrhose

 / ? 4
/—m\

/ 80 invasive procedures \ / Suggested thresholds for procedures \

\ S L

>30x10%/L >50x10%L ‘

Consensus for 52 procedures

aPTT
\ 35 procedures at low 17 procedures at high /
\ risk of bleeding risk of bleeding / \

INR Do not measure <" ‘

Do not measure

USZ Spt ol Zorich

Riescher-Tuczkiewicz A et al., JHEP Report 2024; Epub



Blutungsrisiko durch invasive Eingriffe bei Leberzirrhose

USZ

Vioting percentage

Upper and lower

Digestive endoscopy

Universitdts
Spital Zirich

-
o 67% 33%

Voting percentage
Procedure

Low risk  High risk

33%  BT%

Procedure

Lowrisk  High risk

Percutaneous liver biopsy

With papillary balloon dilatation without sphincterotomy Laparoscopic liver biopsy
Portal recanalization
Transjugular intrahepatic portosystemic shunt

Transcatheter arterial chemoembolization or radioembalization 62% 38%

a0%  60%
>
(=11
3 /% 62%
®
=
T
a0%  60%

Radiofrequency ablation Percutaneous ablation of liver cancer

Ulrasound with fine-needle aspiration 59% 41%
Stricture dilatation (pneumatic or bougie) 32% 68% Tunneled ascitic drain placement 59% 41%
Stricture dilatation (balloon) 38% 63% @
el
ki o
E  Bronchoscopy with biopsy 29% T1%
=
&  Therapeutic bronchoscopy 26% T4%
! BN
Tunneled pleural drain placement 44% 56%
[ Consensus for a procedura to be at “high bleeding rsk” [] Mo consansus

[ Consensus for a procedure to be at “low bleeding risk™

Riescher-Tuczkiewicz A et al., JHEP Report 2024; Epub



AASLD Konsensus-Empfehlungen: Laboranalyse, Transfusion

A role for laboratory testing prior | A role for Permissible to continue medications?
to procedure? prophylactic
transfusion?

Viscoelastic | Plasma | Platelets Clopidogrel | Anticoagulants
testin (within 24 h)

Diagnostic | Outpatient
paracentesis | Inpatient

Therapeutic | Outpatient
paracentesis

Inpatient

Diagnostic | Compensated
endoscopy | Decompensated

Upper Compensated
endoscopy
with
therapeutic
intent
Endoscopy
for
hemorrhage

Decompensated

Note: Consensus is denoted with green color (>75% agreement), yellow indicates that there was 50%—75% agreement, and red
indicates that there was <50% agreement on whether to endorse the process measures. All raw data are abstracted from Tables 2 and 3.

Tapper EB et al., Hepatology 2024; 80: 488



Transjugularer intrahepatischer portosystemischer Shunt (TIPS)

.......

Portal vein
#*ADAM.
USZ :iasiee



TIPS verhindert weitere Dekompensationen und verbessert

das Uberleben

Background

O Further decompensation

Second/recurrent liver decompensation

- Ascites -
- Variceal bleeding

-> Hepatic encephalopathy

> Jaundice, HRS-AKI, SBP pv

O Indication of TIPS

» Refractory ascites

A4

\i » Pre-emptive TIPS
» Prevention of rebleeding

Aims

To assess (i) the incidence of further decompensation
| and (ii) survival after TIPS vs. standard of care (SOC)

Larrue H et al., J Hep 2023; 79: 692

Methods

/ IPD meta-analysis \

12 controlled studies:

n = 3,949 comparing
TIPS vs. SOC
SOC n = 3,097,
TIPS n =852

Adjusted by PS-matching:

2,338 patients with similar
characteristics

Outcomes
I: Incidence of further

l, Further decompensation

/ Al patierts: 11 udies \
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TIPS verhindert weitere Dekompensationen und verbessert

das Uberleben

A

e o =
L= [=3] 2]
1 1 1

Cumulative incidence

o
8]
1

All patients: 11 studies

soc 0.62
0.50
TIPS
Gray's test
p <0.0001

o -

N® at risk

S0OC 2202

TIPS 762

1.04

0.8+

0.6+

0.4+

Cumulative incidence

0.2

T T T T T T
90 180 270 360 450 540 630 720

Days

968 788 692 579 141 123 107 a7
476 397 332 286 172 160 143 127

Refractory ascites: 2 studies

50C 0.98
0.68
TIPS
Gray's test
p <0.0001

o

N® at risk
SOC 104

Usz Universitdts
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Larrue H et al., J Hep 2023; 79: 692

90 180 270 360 450 540 630 720
Days

Pre-emptive TIPS: 7 studies

1.0 1
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Q
3
306 soe 0.60
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g 0.49
0.4
=
= TIFS
=]
©p.2+
Gray's test
p<0.0001
0 L T T T T T T T T T
0 90 180 270 360 450 540 630 720
Days
N°® at risk
S0C 1,978 867 706 617 511 88 76 65 57
TIPS 480 288 49 205 170 74 68 60 50

Prevention of rebleeding: 2 studies

1.0
) 0.8 1
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G 0.6
£
-g socC 0.48
& 044
= — X
3 021 —
— TIPS Gray's test
T p <0.0013
ol
0 90 180 270 3e0 450 540 630 720
Days
N* at risk
sSOoC 120 80 68 65 59 5 46 41 39
TIPS 113 89 80 74 70 66 62 56 54



HE nach TIPS erhoht nicht die Mortalitat bei Zirrhosepatienten

Multicenter, Non-Inferiority Beobachtungsstudie: N=614; Median follow-up: 30 Monate

Ausschlusskriterien:

 Rescue-TIPS

« HCC

« Nicht-zirrhotische portale Hypertonie

« Schweres Leberversagen

* Herzinsuffizienz

« Portopulmonale Hypertonie

« Rekurrente HE trotz adaquater Therapie
« Unkontrollierte Sepsis

Cumulative incidence

Risikofaktoren fur HE:
 Ho6heres Alter

* Niedriges Albumin
 Manifeste HE vor TIPS

N at risk

Usz Universitéts HE post TIPS
Spital Zirich
Nardelli S et al., J Hep 2024; 80: 596

No HE post TIPS 321

1.0 -

0.8 -

0.6 -

0.4 -

0.2 -

0.0 -

- - HE post TIPS
No HE post TIPS

_____

201
194

Months

20 25 30
148 111
143 109



Prophylaktische Rifamixin-Therapie verringert HE nach TIPS

RCT: N=197; Rifaximin-Therapie: 14 Tage vor und 168 Tage nach TIPS

1004
Group Events/Total, Medlan Time Day Cumulative Incldence
nin (95% CI), d* (95% CI), %
90 Placebo 49/93  99.0 (65.0-NE) 28 31.9 (21.6-40.9)
168 55.5 (43.7-64.8)
—————— Rifaximin  32/93 NE (NE-NE) 28 21.7 (12.8-29.7)
80 168 35.3 (24.6-44.4)
stratified log-rank P value: 0.008 + Censor
70
e
I
t 60+
g
O '_,—.
=) _
> 50
%
E 40—
e 1 4 e r oo os -————a
30+
20
10
0 | T T
112 140 168
Time, d
Patients at Risk, n
) L Placebo 93 61 52 47 40 37 35
Usz Universitats Rifaximin 93 71 64 59 58 58 55
Spital Zirich

Bureau C et al., Ann Intern Med 2021; 174: 633



Take Home Message — Leberzirrhose

= BeiLeberzirrhose ist das Blutungsrisiko bei vielen Interventionen gering.

= Vor Interventionen mit niedrigem Risiko ist die Bestimmung der Thrombozyten
ausreichend, vor solchen mit hohem Risiko zusatzlich der INR indiziert.

= Aspirin oder Clopidogrel konnen fortgefuhrt werden, VKA und DOAKSs sollen
abgesetzt werden. Keine Substitution mittels FFP oder
Thrombozytenkonzentraten.

= Eine TIPS-Anlage verbessert das Uberleben unabhangig vom dessen Indikation.

= Eine hepatische Enzephalopathie nach TIPS ist nicht mit einem verringerten
Uberleben assoziiert. Das Auftreten einer HE nach TIPS kann aber durch eine
prophylaktische Rifaximin-Therapie reduziert werden.

U Sz Universitdts
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