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1 Executive Summary

'Therapies for acute decompensation of cirrhosis and ACLF, research needs and outlook.' Under
this title, on June 9, 2021, an event was organized dedicated to patients focused on DECISION,
MICROB-PREDICT, and A-TANGO, medical research project (Fig. 1).

Three EU-funded
gpn ELPA @BE) @Europeliver - 9 Jun

_ . _ ’ _ research projects,
Join us today online educational event on ‘Therapies for acute
decompensation of #cirrhosis and #ACLF, research needs and outlook’ for MICROB-PREDICT,
patients on June 9th from 3.30-5.00 PM (CEST) presented by @ELPA & our ~ DECISION, and A-
partners intra ncentris.de/event/3b04edab... #fattylivermonth TANGO joined forces
#NASH #NAFLD 21 .
to improve  the
EEPA  @Reaisi N WPATANGO (RAICROBPREDICT prevention and
treatment of

cirrhosis. All three
consortia aim to

Programme

Chairs: M. Korenjak, R. Jolan

15:30-15:50 Overview of existing therapies, drugs and research needs un d e rSta n d th e
(DECISION, Pierre-Emmanuel Rautou) disease better
15:50-16:10 Candidates/pathways/targets that will be Important In future, e.g gut-liver axis, . . . !
microblota identify  biomarkers
{MICROB-PREDICT, Jonel Trebicka) .
16:10-16:30 G-TAK as a promising drug candidate and meChanlsms that
(A-TANGO, Cornelius Engelmann and Rajiv Jalan) pred|ct When the
16:30-17:00 Ouestions and answers
body can no longer
Q g < 13 T
v Qs LS = compensate for the
Fig. 1: Screenshot of Announcement from ELPA’s Twitter Account dysfunctional liver

(decompensated
cirrhosis) when decompensated cirrhosis progresses to acute on chronic liver failure (ACLF),
and patient's individual treatment response. They strive to develop novel diagnostic tools
based on the newly identified biomarkers for earlier and better patient stratification and
establish personalized and effective treatment strategies. In MICROB-PREDICT, the focus
thereby lies on microbiome-based strategies. DECISION aims to identify new combinatorial
therapies, and A-TANGO will investigate one specific, promising substance in a clinical trial.

During the meeting, the projects and their implications for the future management of patients
with cirrhosis were discussed.

2 Deliverable report

DECISION, MICROB-PREDICT and A-TANGO online educational event for patients - 9t June
2021, 3.30-05.00 p.m. CEST

Organizing committee:

Marko Korenjak, ELPA President

Prof. Dr. Pierre-Emmanuel Rautou, professor of Hepatology Hopital Beaujon, Inserm UMR,
France, principal investigator DECISION, EF Clif, Barcelona, Spain

Prof. Dr. Jonel Trebicka, professor of Hepatology Goethe University Frankfurt, Germany,
principal investigator MICROB-PREDICT, EF Clif, Barcelona, Spain
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Prof. Dr. Rajiv Jalan, professor of Hepatology University College London, UK, principal

investigator A-TANGO, EF Clif, Barcelona, Spain

Dr. Ameli Schwalber, concentris research management, Germany, project management office

Participants:

22 participants incl. representatives of national patient organisations from 12 different

countries (Fig. 2). The invitation is attached to this report.

Institution Country
Catalan Association of Liver Patients — ASSCAT Spain
Charité - Universitatsmedizin Berlin Germany
concentris research management GmbH Germany
European Foundation for the study of Chronic Liver Failure (EF-CLIF) | Spain
ELPA Office Belgium
Fédération SOS hépatites France France
Goethe University Frankfurt Germany
HEP HELP KLUB Slovakia

Hepar Centar — Bitola

North Macedonia

Institut National de la Sante et de la Recherche Medicale, INSERM

France

HEPYASAM — Living with Hepatitis Association Turkey
Hetz — Israeli Association For The Health Of the Liver Israel
Leverforeningen Denmark
Riksféreningen Hepatit C — RHC Sweden
Slovenian Association for patients with viral hepatitis SLOVENIA HEP | Slovenia

University College London

United Kingdom

Fig. 2: Overview of the different countries that participated in the patient event
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;ély' EF CIif ELPA

v

‘Therapies for acute decompensation of cirrhosis and
ACLF, research needs and outlook’

15:30-15:50 Overview of existing therapies, drugs and research needs
(DECISION, Pierre-Emmanuel Rautou)

15:50-16:10 Candidates/pathways/targets that will be important in future, e.g gut-liver axis,
microbiota
(MICROB-PREDICT, Jonel Trebicka)

16:10-16:30 G-TAK as a promising drug candidate
(A-TANGO, Cornelius Engelmann and Rajiv Jalan)

16:30-17:00 Questions and answers
(moderated by Marko Korenjak)

Fig. 3: Screenshot of the introductory talk by Prof. Dr Rajiv Jalan

An introduction by Prof Dr Rajiv Jalan (Fig. 3 and 4), professor of Hepatology University
College London, UK, principal investigator A-TANGO, EF Clif, Barcelona, Spain, gave the
participants a short but exhaustive explanation of why treating cirrhosis is an unmet need. He
presented some data, the state of the art of research around this topic, and stressed that few
treatment options are currently available. Then, he briefly described his colleagues,
underlining how the three projects represent three different approaches that want to solve
the same underestimated problem.

7av EF Clif | The most serious stages of liver disease starts with | (ELIPA

occurrence of cirrhosis:
50% decompensate in 5 years and 50% die in the following 5 years

Three of the main causes of cirrhosis are

2 billion people 650 million people

consume alcohol worldwide, worldwide obesity, nearly tripled
~ of whom 75 million are diagnosed since 1975("

with alcohol-use disord

Liver failure and death

Hepatitis ¢ With chronic hepatitis C virus Hopatitis B With chronic hepatitis B virus
Effective antivirals infection worldwide(". Effoctive vaccine infection worldwide(”, vaccine
Hep C drug generating more is not compulsory
than $75bn in sales since 2013

Fig. 4: Screenshot of the introductory talk by Prof. Dr Rajiv Jalan

The first presentation was made by Prof Dr Pierre-Emmanuel Rautou (Fig. 5), professor of
Hepatology Hopital Beaujon, Inserm UMR, France, principal investigator DECISION, EF Clif,
Barcelona, Spain. He gave an overview of existing therapies, drugs, and research needs. He
also focused on the DECISION Project and its goal. It aims to identify a specific group of
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patients with cirrhosis, providing them with personalized management. Also, DECISION builds
its investigation on a better understanding of the pathophysiology of acute decompensated
cirrhosis. To do that, the project is analyzing a lot of data and samples. With this newly created
knowledge, the project aims to change how these patients are managed.

Fig. 5: Screenshot of Prof Dr Pierre-Emmanuel Rautou’s talk

Then, Prof Dr Jonel Trebicka (Fig. 6), professor of Hepatology Goethe University Frankfurt,
Germany, principal investigator MICROB-PREDICT, EF Clif, Barcelona, Spain, started his
presentation sharing the vision of the project also in the context of the other two projects. He
focused on the complications of cirrhosis that, in the end, lead to systemic inflammation, the
key to acute decompensation, and also organs failure (ACLF). He explained the hypothesis that
the microbiome in the gut is connected to acute decompensation in patients with cirrhosis.
This is the reason why the project wants to investigate the human microbiome. Studying it
would mean identifying predictors and mechanisms associated with the development of
decompensation and progression to ACLF and death. Also, this will result in better
stratification of cirrhotic patients allowing personalized treatments.

D7.4 Page 5 of 12



Horizon 2020 ECISI N

(RaIcROBPREDICT

BEFORE

+ Professor Aleksander Krag
Head of the Clinical Trial (WP7)

This project has received funding from the Europeon Urion's Horizon 2020 res0arch and innovation programme
under grant agreerment No 825694,

Fig. 6: Screenshot of Prof Dr Jonel Trebicka’s talk

Dr Cornelius Engelmann (Fig. 7) followed Prof Dr Trebicka. He gave information to the
attendees regarding G-TAK as a promising drug candidate in the framework of the A-TANGO
project. He started his talk underlining that the three projects have all the same goal:
improving liver patients' lives. Then, after an overview on ACLF, its complexity, diagnostic
criteria, grades, and mortality, he entered into the details of the project, presenting the
substance that is at the basis of the new treatment and the clinical trial. In conclusion, he
made clear that not only is it essential to identify who has to be treated but also with what
they should be treated.

& ATANGO
j‘“‘ﬂ
Disease progression alcoholic liver disease
P
Healthy liver Alcoholic Fibrosis Cirrhosis Decompensated ACt:F
Steatohepatitis Cirrhosis :
— T 0 B3V Q¥
e P

Reversible (% Reversible H

Fatin <5% of Steatosis Steatosis Late stages of Complications Organ failure
hepatocytes Inflammation fibrosis f‘zc‘“’s '
Ballooning etc.

Fibrosis G

s received funding from the European Union's Horizon 2020 resear

Fig. 7: Screenshot of Dr Cornelius Engelmann’s talk

D7.4 Page 6 of 12



Horizon 2020

ECISI N

A questions and answers session, moderated by Mr Marko Korenjak, ELPA President, allowed
the participants to go deeper into projects' details. A central topic of this part was in regards
to how patients' associations can work on cirrhosis, especially to changing the perception of
this disease because it is still carrying stigma and misconceptions.

A short Twitter overview:

Before, during and after the event, contents were shared on Twitter. Here a short summary
of the results of the DECISION Twitter account (more tweets were shared with A-TANGO,

MICROB-PREDICT and ELPA accounts):

ECISI N

8 Tweets

10.449 Tweet impressions
60 re-tweets

83 likes

ELPA

pean Liver
Patlents Association

3 Tweets

15.422 Tweet impressions
32 re-tweets

43 likes

Screenshots of Twitter posts (DECISION account):

” DecisiondLiver @Decision4Liver - Jun 14
"™ DECISION aims to identify patients who will benefit from a personalized
management of #cirrhosis. To achieve this, a better understanding of the
disease is needed, and new tests will be developed. Learn more on

o

&3 o

Rautou Pierre-Emmanuel

0o O n

DecisiondLiver @DecisiondLiver - Jun 14

Peasn ] S . . .
“Cirrhosis has many complications such as variceal bleeding. Endoscopic
band ligation and betablockers are currently available therapy options.
Ascites is another complication. Diuretics and TIPS are established

therapies,but we need new combinations for more precision medicine.”

Complications of cirrhosis e Variceal bleeding

Rautou Pierre-Emmanuel and 3 others

©] 10 Q 17 O

Pheas n

Pheas w

DecisiondLiver @Decision4Liver - Jun 14

“Bacterial infection can be treated with antibiotics and/or Albumin, but not
everybody benefits. We need tests to know who will respond and who
won't.” explams Prof. Rautou, coordlnator of the DECISION @E

project. @ opeliver @APHP @EASLnews @ef clif @Rau

Bacterial infection

+ Prevention: antibiotics:
¥ Ascites in specific cases
v Gastrointestinal bleeding

« Treatment: antibiotics + albumin

DecisiondLiver @Decision4Liver - Jun 14
“Three of the main causes of cirrhosis are alcohol, fatty liver and \lral
infection. We have no treatments for patlents suffering from #cir s
explains Prof. Rajiv Jalan @Raj r oentlflc dlrector of @ef_cl
occasion of the ELPA patient event. opelLiver @

f | The most seri lous stages of liver disease starts with | ElPA

D7.4
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DecisiondLiver @Decision4Liver - Jun 14
Prof. Rajiv Jalan: “We need to think about how to save lives o
suffering from #ci f_clif @

L
f people

EbPA

844 MILLION

2 MILLION+

YOP S

6o Few treatment options available
[P —
>$750,000 PER PATIENT

o

Ot it b gt smapbiopay
[P fop s oty

DecisiondLiver @DecisiondLiver - May 18

REMIMNDER: Register now for our @Decision4Liver online educational event

on ‘Therapies for acute decompensation of #cirrhosis and LF, researcl
needs and outlook’ for patients on June 9th from 3.30-5.00 PM (CEST)
presented by @EuropeLiver. decision-for-liver.eu/news-events/de...
@EU_H2020

DECISION Meetings - DECISION
& decision-for-liver.eu

E

ns

w

&

A short Linkedln overview:

DecisiondLiver @DecisiondLiver - May 28

Last chance to register for our @Decision4Liver online educational event
on ‘Therapies for acute decompensation of #cirrhosis and #ACLF, research
needs and outlook' for patients on June Sth from 3.30-5.00 PM (CEST)
presented by @Europeliver. decision-for-liver.eu/news-events/de...
@EU_HzZ0

DECISION Meetings - DECISION
& decision-for-liver.eu

Eb

e

=

DecisiondLiver @DecisiondLiver - Way 10

SAVE-THE-DATE: @EuropeLiver presents: @Decision4Liver online
educational event on ‘Therapies for acute decompensation of #cirrhosis
and LF, research needs and outlook’ for patients on June 9th from
3.30-5.00 PM (CEST). Register now, @EL_H2020

h Phoos

DECISION Meetings - DECISION
& decision-for-liver.eu

Eb

7 O n

=

Before and after the event, contents had been sharing on LinkedIn. Here a short summary of

the results.
2 Posts
97 Post impressions

3 likes

Screenshots of Linkedln posts (DECISION account):

DECISION-Project

f 57 Followerinnen

2Monate - ®

9th June 2021:

Successful patient event on 9th June

27 representatives of national patient organisations from 10 European countries
listened to talks about therapies for cirrhosis and ACLF, research needs and
outlook for the future. A lot of interest was shown towards available and new
therapies for decompensated cirrhosis and ACLF. The event was organised by ELPA
(president Marko Korenjak) and chaired by Prof. Rajiv Jalan, scientific director of
EFCLIF.

Ubersetzung anzeigen

ELPA

‘Therapies for acute decompensation of cirrhosis and
ACLF, research needs and outlook’

15301550  Overview of existing theraples, drugs and research needs

(DECISION, Pierre-Emmanuel Rautou)
Candidates/pathways/targets that will be important in future, e.g gut-liver axis,
microbiota

(MICROB-PREDICT, Jonel Trebicka)

15:50-16:10

16:101630  G-TAX as a promising drug candidate

(A-TANGO, Cornelius Engelmann and Rajiv Jatan)
Questions and answers
(moderated by Marko Korenjak)

16:3017.00

DECISION-Project
57 Followerinnen
3 Monate -

P

SAVE-THE-DATE: ELPA presents: DECISION, MICROB-PREDICT and A-TANGO
online educational event on 'Therapies for acute decompensation of #cirrhosis
and #ACLF, research needs and outlook’ for patients on June Sth from 3.30-5.00
PM (CEST). Register now!

https://Inkd.in/g_7sDG4

Ubersetzung anzeigen
Online Educational Event for Patients, 9 June 2021

intranet.concentris.de - Lesedauer: 1 Min,

Important notes: Please note that p hotos, videos and audio recordings may be captured...

D7.4
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Website posts:

In the following we present some statistics on our promotional activities on our website during
the period of 10.05.2021 — 15.06.2021.

Screenshots of website posts (https://decision-for-liver.eu/):

09 June 2021
DECISION online educational event for patients and public
%ECISI N on 9th June 2021!

SAVE THE DATE: We kindly invite you an online educational event about
“Therapies for acute decompensation of cirrhosis and ACLF, research needs
and future outlook™. Experts from three EU-funded research projects will give
talks and answer questions. The event takes place ONLINE on Wednesday,
June 9th, from 03.30 — 05.00 PM (CEST).

View announcement and programme.

gn 09 June 2021

or acute decompensation of cirthosis and

LE rsearch necds snd utook Successful patient event on 9th June

et

27 representatives of national patient organisations from 10 European
countries listened to talks about therapies for cirrhosis and ACLF, research
needs and outlook for the future. A lot of interest was shown towards
available and new therapies for decompensated cirrhosis and ACLF. The
event was organised by ELPA (president Marko Korenjak) and chaired by Prof.
Rajiv Jalan, scientific director of EFCLIF.

There were several updates and news posts on the DECISION website during the period
analysed. The numbers presented here can therefore not be related exclusively to the
promotional activities of the patient event on June 9t (Fig. 8).

W New Visitor M Returning Visitor
Users New Users Sessions Number of Sessions per User

185 177 233 1.26 q
Page Views Pages/Session Avg. Session Duration Bounce Rate
593 2.55 00:02:31 49.36%

Fig. 8: Screenshot of website activities (https.//decision-for-liver.eu/)

D7.4 Page 9 of 12
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YouTube:

The talks have also been recorded and published on our YouTube channel.
https://www.youtube.com/watch?v=dScCOgphu9k

3 Acknowledgement and Disclaimer

This project has received funding from the European Union’s Horizon 2020 research and
innovation programme under grant agreement No 847949.

This report reflects only the author’s view and the Commission is not responsible for any use
that may be made of the information it contains.
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4 Attachment

SR @Reasi N WPATANGO ([ICROBPREDICT

‘Therapies for acute decompensation of cirrhosis and
ACLF, research needs and outlook’

ELPA presents:
DECISION, MICROB-PREDICT and A-TANGO
online educational event for patients

on 9™ June 2021, 3.30 - 5.00 p.m. CEST
Organizing committee:
Marko Korenjak, ELPA President

Prof. Dr. Pierre-Emmanuel Rautou, professor of Hepatology Hopital Beaujon, Inserm UMR, France,
principal investigator DECISION, EF Clif, Barcelona, Spain

Prof. Dr. Jonel Trebicka, professor of Hepatology Goethe University Frankfurt, Germany, principal
investigator MICROB-PREDICT, EF Clif, Barcelona, Spain

Prof. Dr. Rajiv Jalan, professor of Hepatology University College London, UK, principal investigator
A-TANGO, EF Clif, Barcelona, Spain

Dr. Ameli Schwalber, concentris research management, Germany, project management office

Dear representatives of the national patients’ associations,

We kindly invite you to the online educational event for patients of the DECISION, MICROB-FREDICT
and A-TANGO project, on Wednesday June Sth, 03:30-05:00 PM, available via Zoom. Please register
here.

Three EU-funded research projects, MICROB-PREDICT, DECISION and A-TANGO, join forces to improve
the prevention and treatment of cirrhosis. All three consortio aim to better understand the disease,
identify biomarkers and mechanisms that predict when the body can no longer compensate for the
dysfunctional liver (decompensated cirrhosis), when decompensated cirrhosis will progress to acute-on-
chronic liver failure (ACLF), and patient’s individual treatment response. They strive to develop novel
diagnostic tools, based on the newly identified biomarkers, for earlier and better patient stratification
and to establish personalized and effective treatment strategies. In MICROB-PREDICT, the focus thereby
lies on microbiome-based strategies. DECISION aims to identify new combinatorial therapies and A-
TANGO will investigate one specific, promising substance in a clinical trial. We would like to inform you
on the prajects and their implications for the future management of patients with cirrhosis. We would
like to discuss with you how to best disseminate this information in the national patient associations.
We look forward to meeting vou virtually at June Sthl

On behalf of the organizing committee,
Marko Korenjok, ELPA President
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EWPA s N S ATANGO [RICROB-PREDICT

Programme:

Chairs: M. Korenjak, R. Jalan

15:30-15:35 Welcome and Introduction (Rajiv Jalan & Marko Korenjak)

15:35-15:55 Overview of existing therapies, drugs and research needs
{DECISION, Pierre-Emmanuel Rautou)

15:55-16:15 Candidates/pathways targets that will be important in future, e.g gut-liver axis,
microbiota
{MICROB-PREDICT, Jonel Trebicka)

16:15-16:35 G-TAK as a promising drug candidate
{A-TANGO, Carnelius Engzlmann)

16:35-17:00 Questions and answers
{moderated by Marko Korenjak)

www. decision-for-liver.eu

www.microb-predict.eu

www.a-ta ngo.eu
Contact
ELPA Office Prof. Dir. Jonel Trebicka Prof. Dr. Rajiv Jalan
Organizer MICROB-PREDICT Project coordinator  A-TANGO Project coordinator
office@elpa.eu  jonel trebicka @efdif.com rajiv.jalan@efclif.com
+34 (0) 932 271 411 +44 207433 2795
Prof. Dr. Pierre-Emmanuel Rautou concentris research management
DECISION Project coordinator Project & Dissemination management
pierre-emmanuel_ rautou@inserm.fr  contact@concentris.de
+33 (D) 140 875 283 +49 (0) 8141 6252 8571
Funding

Commission is not responsible for any wse that may be made of the information it contains. Reproduction is authorised proviced

DECISION, MICROE-FREDICT and A-TAMGD receive funding from the European Union's Hovizon 2020 rasearch mad innovation
[progromme under grank agreements No. 347549, 223654 and S43096. This reflects only the view of the suthors, and the Evropacn
the source is acknowiedged.
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