Immune cell incompetence and hepatocyte differentiation defects explain mild fibrosis
00 E ASL OIS in a model of Alagille syndrome

Vienna, Austria 2028

SPREADING KNOWLEDGE

Pocter . com
Sessmnﬂnlme

Jan Masek!2*, |va Filipovic3®, Simona Hankeoval®, Jingyan He!®, Noémi Van Hul!, Lenka Belicoval, Anna Maria Frontino?, Fabio Turetti2, Igor Cervenka?, Lenka Sarnova?,
Markéta JirouSkova#, Daniel Oliveira?, Tomas Brabec?, Martin Gregor4, Niklas Bjorkstrom3, Jan Dobes?, Emma R. Andersson'*

*correspondence to jan.masek@natur.cuni.cz and/or emma.andersson@ki.se “equal contribution
P £
Affiliation: (E’?)\&Agﬁ
R

1 Department of Cell and Molecular Biology, Karolinska Institute, Stockholm, SE-171 77 Solna, Sweden.

2 Department of Cell Biology, Faculty of Science, Charles University, Viniéna 7, 128 00 Prague 2, Czech Repubilic.

3 Center for Infectious Medicine, Department of Medicine Huddinge, Karolinska Institutet, Karolinska University Hospital, Stockholm, Sweden
“Laboratory of Integrative Biology, Institute of Molecular Genetics of the Czech Academy of Sciences, Videnska 1083, Prague, Czech Republic.

S\LA INJ‘)\

o Karolinska ﬂluéek

1

wAROy,
=

FACULTY OF SCIENCE
Charles University Scan to

7 Institutet

I(TNNO &

download the

Results

Introduction

. . . . . . . . . . . A B - . C 25-col FACS A Ndr/Nd B C Jag1™* Ndr/Nar D o
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processes is unclear, only 56% of patients with ALGS and HCC had underlying fibrosis [7]. DI conery ¢ R ) g . e B sESsgEst . HIJ
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Interestingly, fibrosis in ALGS, when present, is atypical, with a perisinusoidal and/or pericellular “chicken-wire” B 7ot g 60 oNo tumors > b iitsss D
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ALGS. Further, only approximately 12-14% of Alagille patients develop cirrhosis, but only <1% HCC [7], or if the loss of B mcicoumsal 12 comsemn 2 2 : g=E=ES i S,
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immune system is compromised in patients with ALGS [9], but how these interact in ALGS is unknown. N ' S | iy Bl [ ot oo il T 1 RESRRNERR ped-oom T EE
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Single cell analyses reveals a reduction in T-cells in Jag1Vd/Ner |jver. (A) Experimental schematic. Livers were collected at E16.5 or P3, and spleens A 03_04 Hepatocytes C
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with ALGS, as well as a low liver cancer signature compared to other liver diseases. In conclusion, Jagl regulates A 7 ammataryscor A C D E
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