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The purpose of this study was to elucidate the relationship between
splenomegaly/splenic fibrosis in a state of portal hypertension, and the development of liver
fibrosis/hepatocellular carcinoma. In the liver tissues of patients with liver cirrhosis, the
accumulation of anti-inflammatory macrophages around the attenuated fibrous tissue was observed
after splenectomy. In order to investigate the relationship between the accumulated macrophages and
the improvement of liver fibrosis, gene expression analysis at the cellular level was attempted, but

no distinctive results have been obtained thus far. On the other hand, genomic analysis of
hepatocellular carcinoma that developed in patients with liver cirrhosis accompanied by splenomegaly
was conducted, comparing it with hepatocellular carcinoma in non-cirrhotic cases, to determine
whether there are differences in the profile of mutated genes. However, no distinctive differences

have been found up to the present.
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Genes  Mutation
NF1 p.Leu2390Tmp
BRD7  p.Tyr455Phe
ARID2  p.val862fs
HNRNPC p.Asp245fs
TP53  p.Lys139Asn
BRD7  p.Gly43Arg
BRD7  p.Thr39Met
ALB p.Phe180Leu
HNRNPC p.Ser260Cys
HNRNPC p.Gly256Arg
HNRNPC p.Glu263Lys

FPEZER 2
Genes Mutation
TP53 p.Phe270lle
KEAP1 p.Gly186Val
TSC2 p.Ala555Thr

ARID1A p.His1541fs
CACNA1C p.Leu1610Val
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Genes  Mutation

TP53  p.GIU171Gly [ a% |
ARD1A  p.Pro728fs | 3% |
NCOR1 p.Glu2264Asp o 30%
ALB p.Phe180_Ala182del 23%
ALB p-Leu540_Ser541insSer 17%
ARID1A p.Arg1446Ter 16%

FERFREZIES] 2

Genes Mutations

P53 p.GIn104Ter [ 4%
O

SMARCA2  p.GIn225dup

ALB p-Asn154_Glu156del 20%
ATM p-Asn2241Lys 4%
ARID2 p.Ser442Arg 4%
SMARCA2 p.GIn240Pro 3%
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Multifocal HCCs genetically classified as Multicentric Occurrence (MO) possess better prognosis after surgery comparing to
Intrahepatic Metastasis (IM)
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