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Introduction
Liver disease encompasses a range of liver-related disor-
ders that have increasingly become a significant global 
health concern, posing a substantial threat to human 
well-being [1, 2]. According to the World Health Orga-
nization (WHO), the worldwide prevalence of hepatitis B 
virus (HBV) and hepatitis C virus (HCV) stands at 3.5% 
and 1%, respectively, with approximately 3  million new 
cases reported annually [3]. In 2022, there were 0.87 mil-
lion new liver cancer cases globally, making it the sixth 
most common newly diagnosed cancer [4]. Liver disease 
claims over 2 million lives yearly, representing about 4% 
of all global deaths, with cirrhosis and liver cancer rank-
ing among the top 20 causes of death [5, 6]. Liver disease 
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Abstract
Liver disease is a complex group of diseases with high morbidity and mortality rates, emerging as a major 
global health concern. Recent studies have highlighted the involvement of fibrinogen-like proteins, specifically 
fibrinogen-like protein 1 (FGL1) and fibrinogen-like protein 2 (FGL2), in the regulation of various liver diseases. 
FGL1 plays a crucial role in promoting hepatocyte growth, regulating lipid metabolism, and influencing the tumor 
microenvironment (TME), contributing significantly to liver repair, non-alcoholic fatty liver disease (NAFLD), and 
liver cancer. On the other hand, FGL2 is a multifunctional protein known for its role in modulating prothrombin 
activity and inducing immune tolerance, impacting viral hepatitis, liver fibrosis, hepatocellular carcinoma (HCC), and 
liver transplantation. Understanding the functions and mechanisms of fibrinogen-like proteins is essential for the 
development of effective therapeutic approaches for liver diseases. Additionally, FGL1 has demonstrated potential 
as a disease biomarker in radiation and drug-induced liver injury as well as HCC, while FGL2 shows promise as 
a biomarker in viral hepatitis and liver transplantation. The expression levels of these molecules offer exciting 
prospects for disease assessment. This review provides an overview of the structure and roles of FGL1 and FGL2 in 
different liver conditions, emphasizing the intricate molecular regulatory processes and advancements in targeted 
therapies. Furthermore, it explores the potential benefits and challenges of targeting FGL1 and FGL2 for liver 
disease treatment and the prospects of fibrinogen-like proteins as biomarkers for liver disease, offering insights for 
future research in this field.
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has emerged as a critical public health issue in many 
developing nations [7], with around one-fifth of China’s 
population affected [8, 9]. Given the high incidence and 
mortality rates associated with liver disease, there is an 
urgent need for the development of new treatments to 
address this pressing situation.

Fibrinogen-related proteins (FREPs) are a group of pro-
teins characterized by the presence of fibrinogen-related 
domains (FReDs) [10]. Structurally, they typically contain 
multiple fibrinogen-like domains that form fibrinogen-
like globular domains at the C-terminus with signifi-
cant homology. These proteins are widely expressed in 
mammals and serve important physiological roles [11]. 
Recent research has highlighted the involvement of 
fibrinogen-like protein 1 (FGL1) and fibrinogen-like pro-
tein 2 (FGL2), both members of the FREPs family, in the 
regulation of various liver diseases [12, 13]. FGL1, also 
known as hepassocin (HPS) or hepatocyte-derived fibrin-
ogen-related protein 1 (HFREP-1), is a liver-secreted 
hepatokine that influences proliferation and metabolism 
[14–16]. Its expression notably increases following par-
tial hepatectomy (PHx), facilitating liver regeneration 
[17]. FGL1 exhibits a dual role in hepatocellular carci-
noma (HCC). Initial studies demonstrated its ability to 
impede HCC progression [18], while recent findings 
have identified FGL1 as a functional ligand of lympho-
cyte activation gene 3 (LAG-3), thereby promoting HCC 
progression through modulation of the tumor microenvi-
ronment (TME) [19]. On the other hand, FGL2, initially 
recognized for its clotting-related functions, is a versatile 
protein with various roles [20]. Subsequent studies have 
revealed its capacity to hinder dendritic cell (DC) matu-
ration and T&B cell proliferation, as well as to stimulate 
T&B cell apoptosis. Moreover, it inhibits the differentia-
tion of non-antigen-dependent B cells into plasma cells 
and diminishes plasma cell viability, leading to immuno-
suppression [21–25]. Deletion of soluble FGL2 (sFGL2) 
has been shown to alleviate the inhibition exerted by reg-
ulatory T cells (Tregs) on effector T cell proliferation and 
enhance the responsiveness of T cells, B cells, and DCs 
[26, 27]. This protein plays a crucial immunomodulatory 
role in viral-induced inflammation, autoimmune dis-
eases, xenograft rejection, and tumors [13, 28, 29], par-
ticularly in liver diseases [30–32].

This review provides an overview of the current knowl-
edge regarding the roles of FGL1 and FGL2 in liver dis-
ease. Additionally, we discuss the potential of FGL1 and 
FGL2 as immunotherapeutic targets for various liver 
diseases.

Structure and function
FGL1
FGL1 belongs to the fibrinogen superfamily [33]. The 
human FGL1 gene was mapped to chromosome 8 and 

initially discovered by Yamamoto et al. using a cDNA 
library constructed with mRNA from human HCC speci-
mens [34, 35]. It encodes a 312-amino acid protein with 
a sequence that shares significant homology with the β 
and γ subunits of fibrinogen and other FREPs. However, 
it lacks platelet-binding sites, cross-linking regions, and 
thrombin-sensitive sites related to coagulation [35, 36]. 
Normally, FGL1 is primarily secreted by liver cells and is 
minimally expressed in pancreatic tissues [19]. The FGL1 
protein consists of a coiled-coil domain (CCD) signaling 
recognition peptide at the N-terminus and a functional 
peptide with a fibrinogen-like structural domain (FD) at 
the C-terminus [15] (Fig. 1A). UniProt data indicates that 
the amino acid sequence range for CCD is from 23 to 
61, while FD’s range spans from 74 to 306. Furthermore, 
Hara et al. identified a rat homolog of the FGL1 gene that 
shares approximately 80% homology with the human 
FGL1 gene, encoding a 314-amino acid protein. This 
protein forms a homodimer linked by disulfide bonds, 
with molecular weights of 66  kDa and 34  kDa under 
non-reducing and reducing conditions, respectively [37] 
(Fig. 1B).

FGL1 is a secreted protein with mitogenic activity that 
promotes hepatocyte mitosis through autocrine mecha-
nism, playing a crucial role in hepatocyte regeneration 
[17, 37, 38]. The role of FGL1 in HCC is debated. Some 
early studies suggest that FGL1 is down-regulated in 
human liver cancer tissues [19], inhibiting HCC develop-
ment through various mechanisms [18, 39–41]. However, 
more recent research indicates that FGL1 may actually 
promote HCC progression [42–44]. The FD domain of 
FGL1 binds to the D1 and D2 immunoglobulin super-
family domains of LAG-3 extracellular region, leading 
to T cell inhibition and depletion [19, 45, 46] (Fig.  1C). 
Upstream signaling pathways, such as interleukin 
(IL)-6/signal transducer and activator of transcription 
3 (STAT3) and hepatocyte nuclear factor (HNF) 1, play 
a role in regulating FGL1 expression [36]. The presence 
of post-translational protein modifications and the sig-
nificant heterogeneity of HCC contribute to the ongo-
ing debate surrounding FGL1’s expression and function 
in HCC [47, 48]. Additionally, FGL1 has been impli-
cated in metabolic diseases, including promoting insulin 
resistance [49–51] and liver lipid metabolism disorder 
[52–54].

FGL2
FGL2 was initially identified in cytotoxic T lymphocytes 
(CTLs) and shows a high level of similarity across dif-
ferent species [55]. The FGL2 gene is found on chromo-
somes 7 and 5 in humans and mice, respectively, with 
the encoded proteins having over 80% homology [56]. 
The human FGL2 gene consists of two exons [57], with 
a relatively simple gene structure, and gene expression 
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regulation primarily occurs in the FGL2 promoter. Sev-
eral transcription factors, including CCAAT/enhancer 
binding protein (C/EBP), Specificity protein 1 (SP1), E26 
transformation-specific (ETS), activator protein-1 (AP1), 
Ikaros, and T cell factor 1 (TCF1), can bind to the FGL2 
promoter via cis element consensus sequences to regulate 
transcription in various cell types. C/EBPα is responsible 
for the basal expression of FGL2 in hepatocytes, while C/
EBPβ controls FGL2 expression in macrophages [20, 58].

Koyama et al. provided the initial molecular character-
ization of FGL2, revealing a 36% similarity to the C-ter-
minus sequence of the β and γ subunits of fibrinogen 
[55]. The human FGL2 gene encodes a 439-amino acid 
protein, with the first 204 amino acids being encoded 
by exon I [28]. The N-terminus consists of a cytoplas-
mic domain of 2 amino acids and a 21-amino acid trans-
membrane domain, acting as a signal peptide. Within 
the N-terminus domain, two α-helical chains intertwine 
to create a mechanical superhelical cable structure [20] 
(Fig. 2A). Cysteine plays a crucial role in forming tertiary 

or quaternary structures through interchain disulfide 
bonds in this domain [59, 60]. The conserved sequence 
of 229 amino acids in the C-terminus forms a globu-
lar domain known as FReD. FReD plays a key role in 
determining the functional specificity and complexity 
of FGL2, including receptor recognition, calcium bind-
ing, substrate binding, and immune regulation [61]. Four 
cysteines (206, 235, 364, and 377) within FReD maintain 
the functional structure of FGL2, forming an essential 
immunoregulatory domain [21, 62, 63]. The three amino 
acids (362, 364, and 366) near the C-terminus constitute 
the Ca2+ binding site. Adjacent to the Ca2+ binding site, 
five amino acids (371, 374, 375, 384, and 385) form the 
polymerization pocket of each monomer and contribute 
to the polymerization of FReD [60].

FGL2 is primarily found in lymphoid tissues like the 
spleen and lymph nodes, with its consistent presence 
during both embryonic development and in mature tis-
sues suggesting a crucial physiological role [29]. How-
ever, excessive FGL2 expression in response to tumors 

Fig. 1 Structure of the FGL1 and FGL1-LAG-3 immune checkpoint. (A) The FGL1 monomer is composed of an N-terminal CCD domain and a C-terminal 
FD domain. (B) When two monomers of FGL1 combine, they form a dimer linked by a disulfide bond. (C) The FD structural domain of FGL1, along with 
the D1 and D2 structural domains in LAG-3, serve as the binding sites for LAG3 and FGL1. In HCC, the secretion of FGL1 binds to LAG-3 on the surface of 
CD8+ T cells, leading to the inhibition of T cell activation and the promotion of tumor progression
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and infections can lead to complement activation, inflam-
matory responses, and immune dysfunction. Conversely, 
a complete lack of FGL2 can also be detrimental, as it 
may result in autoimmune diseases and acute rejection of 
xenografts [13, 61, 64], underscoring the significance of 
FGL2 in the body. There are two forms of FGL2 proteins 
- transmembrane FGL2 (mFGL2) and sFGL2 - each with 
distinct structures and functions [65]. Our research team 
observed that during the resolution of inflammation, A 
Disintegrin And Metalloproteinase (ADAM) 10 and 17 
facilitate the shedding of the outer domain of FGL2, lead-
ing to the secretion of sFGL2 [66, 67]. This sheds light on 
the process of transformation from mFLG2 to sFGL2.

mFGL2
mFGL2 is a type II transmembrane glycoprotein that is 
expressed on the surface of various cells, such as macro-
phages, epithelial cells, endothelial cells (ECs), DCs, neu-
trophils, and CD3+CD4−CD8−T cells (DNTs) [28, 68–70]. 
It consists of both the N-terminal transmembrane region 

and the C-terminal extracellular domain. The N-terminal 
structure of mFGL2 is implicated in immune-related 
coagulation, with serine residues at position 89 in this 
domain playing a role in its pro-coagulation activity [29, 
71]. The mFGL2 exhibits serine protease activity and is 
capable of directly cleaving prothrombin into thrombin 
independently of coagulation factors VII or X [20, 72]. 
Functionally, FGL2 cleaves prothrombin to thrombin via 
a non-classical pathway, after which thrombin interacts 
with phospholipids, free calcium, and coagulation fac-
tor Va on the cell membrane to initiate the coagulation 
cascade, resulting in local fibrin deposition, intravascular 
thrombosis, and tissue inflammation. This process can be 
inhibited by the specific serine protease inhibitor diiso-
propylfluorophosphate [20, 60, 62, 71].

The prothrombin activity of mFGL2 plays a crucial role 
in the pathogenesis of various conditions such as patho-
gen infection, tumors, abortion, and xenograft rejection 
[66, 72–77]. Specifically, it can induce fiber deposition in 
hepatitis and liver fibrosis [72, 78], as well as angiogenesis 

Fig. 2 Structure of the FGL2. (A) The FGL2 gene consists of two exons. The mFGL2 protein is a type II transmembrane glycoprotein that includes intact in-
tracellular, transmembrane, and extracellular structural domains. The N-terminal linear coiled-coil domain of mFGL2 is responsible for its prothrombinase 
activity. (B) In the presence of the metalloproteinases ADAM10/17, mFGL2 sheds its extracellular domains to generate sFGL2. sFGL2 is present in its native 
state as both a monomer and a tetramer, with its immunomodulatory function attributed to the C-terminal FReD domain
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in HCC [65], potentially worsening disease progression. 
Studies have shown that tumor necrosis factor-alpha 
(TNF-α) triggers the activation of nuclear factor-kap-
paB (NF-κB) and p38 mitogen-activated protein kinase 
(MAPK) signaling pathways in Cerebral Microvascular 
Endothelial Cells (CMECs), leading to increased mFGL2 
expression, which in turn causes microvascular dysfunc-
tion and microthrombosis [79]. Furthermore, research 
has demonstrated that FGL2 promotes the prolifera-
tion and angiogenesis of HCC by stimulating thrombin 
production, subsequently activating protease-activated 
receptors (PARs) and downstream signaling pathways 
[80]. mFGL2 not only enhances the classical inflamma-
tory cascade but also serves as a co-receptor to facili-
tate signal transduction with Toll-like Receptors (TLRs) 
or other Pattern Recognition Receptors (PRRs) [81]. 
Additionally, some studies have found that mFGL2 can 
activate Toll-like receptor 4 (TLR4) and downstream 
pathways in liver macrophages to regulate hepatic lipid 
metabolism [82].

sFGL2
sFGL2, a protein mainly secreted by various immune 
cells such as Tregs, macrophages, and ECs [21, 22] 
(Fig.  2B), was first discovered in the supernatant of 
peripheral blood mononuclear cells (PBMCs) culture 
medium [83]. Recent studies have shown its expression 
in specific subpopulations of Tregs in mice, including 
CD8+CD45RClowT cells [84], CD8αα+ intraepithelial 
lymphocytes (IELs) [85], and DNTs [26], with the protein 
existing in both monomer and tetramer forms. Oligo-
merization of FGL2 is promoted by specific cysteines at 
positions 94, 97, 184, and 187, while glycosylation of cer-
tain amino acids at sites 172, 228, 256, and 329 maintains 
the solubility of sFGL2. Oligomers have lower biological 
and immunosuppressive activity compared to monomers 
but show a stronger affinity with antigen-presenting cells 
(APCs) [63]. In contrast to mFGL2, which exerts proco-
agulant activity through its N-terminal domain, sFGL2 
primarily uses the C-terminal FReD to regulate immu-
nity [86]. Peptide blockade assays have confirmed that 
the active sites of sFGL2 are predominantly located in the 
FReD [63].

Fc gamma receptor IIB (FcγRIIB) and Fc gamma 
receptor III (FcγRIII) are specific receptors for sFGL2 
and play a crucial role in the FGL2 regulatory pathway 
[87]. FcγRIIB, uniquely, contains an immunoreceptor 
tyrosine-based inhibition motif (ITIM) in its intracellu-
lar domain [88], making it the sole Fc gamma receptor 
(FcγR) with inhibitory function [89]. On the other hand, 
FcγRIII possesses an immunoreceptor tyrosine-based 
activation motif (ITAM) that facilitates activation signal 
transduction [90]. Following sFGL2 binding to FcγRs, it 
modulates the expression ratio or affinity of FcγRIIB and 

FcγRIII on the cell surface, thereby exerting specific regu-
latory effects [91].

Research progress of fibrinogen-like proteins in 
liver disease
Recent studies have highlighted the critical regulatory 
roles of Fibrinogen-like proteins in various liver diseases. 
FGL1 is primarily associated with liver regeneration, 
non-alcoholic fatty liver disease (NAFLD), and liver can-
cer, while FGL2 is known to be involved in viral hepatitis, 
liver fibrosis, HCC, and liver transplantation.

The role of FGL1 in liver diseases
FGL1 in liver injury and repair
Hepatocytes, typically dormant cells, possess a remark-
able capacity for regeneration [92]. Following physical or 
chemical damage to the liver, a variety of cytokines and 
growth factors are released either by the liver itself or 
other organs to kickstart and regulate the process of liver 
regeneration [93]. FGL1, a crucial hepatokine secreted 
by hepatocytes, stimulates hepatocyte division through 
autocrine mechanisms post-liver injury, thereby over-
seeing liver regeneration [17] (Fig. 3). Research by Yu et 
al. demonstrated that following PHx, the Janus kinase 2 
(JAK2)/STAT3 signaling pathway can be activated via the 
IL-6/IL-6 Receptor (IL-6R) pathway, leading to increased 
FGL1 promoter activity. Moreover, this activation can 
trigger the HNF1α - high mobility group box 1 (HMGB1) 
- cAMP response element-binding protein (CREB) tran-
scription complex to further modulate FGL1 transcrip-
tion [94]. Another study focusing on hyperglycemic crisis 
revealed that elevated blood glucose levels could boost 
STAT3 and Protein Phosphatase 2  A (PP2A) - HNF1 
pathway activity, subsequently inducing FGL1 expres-
sion and mitigating the detrimental effects of high blood 
glucose on hepatocytes [50]. Furthermore, research-
ers noted a significant upregulation of FGL1 in cases of 
radiation-induced liver damage (RILD), suggesting its 
involvement in the repair process of RILD. Plasma levels 
of FGL1 could potentially serve as a biomarker for assess-
ing RILD [95].

Various studies have demonstrated the protective 
role of FGL1 in drug-induced liver injury (DILI). Yun 
et al. observed higher expression of FGL1 in the drug-
resistant group compared to the drug-sensitive group 
in a liver injury model induced by carbon tetrachloride 
(CCL4), suggesting its involvement in the regulation 
of DILI. FGL1 has potential as a biomarker for predict-
ing liver injury and identifying individuals susceptible to 
drug-induced hepatotoxicity [96]. In another study on 
CCL4-induced liver injury, it was found that mesenchy-
mal stem cell (MSC) conditioned medium could induce 
FGL1 expression through the IL-6 pathway, reducing 
early hepatocyte apoptosis and liver injury [97]. Further 



Page 6 of 21Chen et al. Biomarker Research           (2024) 12:53 

investigations revealed that bone marrow mesenchy-
mal stem cells (BMSCs) promoted FGL1 expression by 
activating the STAT3 signaling pathway in rat models of 
acute liver injury induced by D-galactosamine (D-Gal) 
and lipopolysaccharide (LPS). FGL1 was shown to inhibit 
the upregulation of pro-apoptotic factors and enhance 
the expression of anti-apoptotic factors, ultimately reduc-
ing hepatocyte necrosis, apoptosis, and inflammatory 
cell infiltration, while promoting liver regeneration and 
improving liver function [98, 99]. Additionally, Cao et 
al. identified FGL1 receptors on the liver cell membrane 
[18], with FGL1 inducing extracellular signal-regulated 
kinases (ERK) 1/2 phosphorylation via the autocrine 
pathway to stimulate hepatocyte proliferation [99]. Sub-
sequent research further elucidated the molecular mech-
anism through which FGL1 triggers activation of the ERK 
pathway. In the L02 cell line, FGL1 stimulates phosphory-
lation of the epidermal growth factor receptor (EGFR), 
leading to the activation of the non-receptor tyrosine 
kinase Src. When EGFR expression was down-regulated 

using gefitinib or EGFR-specific siRNA, the activation of 
the ERK pathway induced by FGL1 was inhibited. More-
over, inhibiting Src effectively blocked the activation of 
EGFR by FGL1, highlighting the crucial role of the FGL1/
Src/EGFR/ERK signaling pathway in the regulation of 
hepatocyte proliferation [100].

FGL1 in NAFLD
NAFLD is defined by the abnormal accumulation of 
lipid in the liver without the presence of alcohol abuse 
[101]. Nonalcoholic steatohepatitis (NASH), a type of 
NAFLD characterized by inflammation [102], is marked 
by hepatic steatosis, inflammation, hepatocellular injury, 
and varying degrees of fibrosis [103]. NAFLD is seen as 
a spectrum of liver abnormalities ranging from nonalco-
holic fatty liver (NAFL) to NASH [104]. Due to lifestyle 
changes in recent years, NAFLD has emerged as the most 
prevalent chronic liver disease, accounting for approxi-
mately 25% of adult liver diseases [105].

Fig. 3 The roles of FGL1 in liver injury and repair. Physical and chemical injuries induce activation of the JAK2-STAT3 pathway via the inflammatory factor 
IL-6. Furthermore, physical injuries facilitate the formation of a complex between HNF1α, HMGB1, and CREB in the cytoplasm through PP2A. Subse-
quently, the pSTAT3 and HNF1α/HMGB1/CREB transcriptional complex translocates into the nucleus to enhance the transcription of FGL1. FGL1, in turn, 
triggers the Src/EGFR/ERK1/2 pathway via an autocrine mechanism, thereby regulating hepatocyte proliferation and apoptosis. Moreover, FGL1 expres-
sion in brown adipose tissue is upregulated following physical injury, contributing to the repair process of liver injury
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Glycolipid metabolism disorder is identified as a prom-
inent factor in the pathogenesis of NAFLD [106]. Recent 
research has highlighted the significant role of FGL1 in 
metabolic disorders, particularly in the regulation of 
blood lipids and glucose metabolism. Wu et al. demon-
strated that FGL1 disrupts insulin signaling and induces 
insulin resistance through modulation of the ERK1/2 
pathway [49]. Moreover, Palmitic acid has been shown to 
upregulate FGL1 expression in primary hepatocytes via 
C/EBP-β mediated transcriptional activation, leading to 
the phosphorylation of C-Jun N-terminal kinases (JNKs) 
and subsequent insulin resistance in skeletal muscle cells 
[51]. Studies have also reported elevated levels of FGL1 
in obese individuals [107], suggesting its potential as a 
biomarker for metabolic disorders. Additionally, Abdel-
moemen et al. observed a significant increase in FGL1 
levels in NAFLD patients with type 2 diabetes, attribut-
ing to accelerated disease progression through enhanced 
lipid accumulation in the liver [53]. Furthermore, Wu et 
al. found that serum FGL1 levels were notably higher in 

NAFLD patients compared to non-NAFLD individuals. 
In a high-fat diet (HFD)-induced NAFLD model, over-
expression of FGL1 exacerbated liver lipid accumulation 
and NAFLD activity score (NAS). Mechanistically, FGL1 
was found to enhance ERK1/2 phosphorylation, lead-
ing to increased expression of mature sterol regulatory 
element-binding protein 1 (mSREBP-1) and lipid syn-
thesis-related enzymes like fatty acid synthase (FAS) and 
acetyl-CoA carboxylase-1 (ACC-1), thereby promoting 
hepatic lipid accumulation and driving NAFLD progres-
sion [52]. Moreover, unsaturated fatty acids (UFAs) have 
been shown to activate the IL-6/STAT3 pathway, result-
ing in upregulation of FGL1 expression, further contrib-
uting to NAFLD development [54] (Fig. 4).

FGL1 in liver cancer
Primary liver cancer is the third leading cause of cancer-
related deaths. It contributes to 7.8% of total cancer-
related deaths worldwide [4, 108]. There are expected 
to be 1.4  million new cases and 1.3  million deaths by 

Fig. 4 The roles of FGL1 and FGL2 in NAFLD. Palmitate acid and UFA promote FGL1 expression in hepatocytes through the ER stress/P38/C/EBPβ and IL-6/
STAT3 pathways, respectively. FGL1 induces lipid accumulation and inflammatory damage via ERK1/2-dependent signaling pathways. FFA induces the 
expression of FGL2 in the liver, which binds to TLR4 on macrophages and activates pro-inflammatory pathways with MyD88, leading to the production 
of inflammatory factors like TNF-α, IL-6, CCL2, IL-1β. These factors further contribute to hepatic lipid accumulation and inflammatory injury, ultimately 
playing a role in the development of NASH. Additionally, FGL1 secreted by hepatocytes can also impact NASH pathology through glycolipid metabolism

 



Page 8 of 21Chen et al. Biomarker Research           (2024) 12:53 

2040 [109]. The incidence of HCC varies significantly by 
region, with China representing nearly half of all cases, 
imposing a substantial medical burden [110]. Currently, 
early-stage HCC is primarily managed with surgery, while 
advanced stages often necessitate a combination of radio-
therapy, chemotherapy, targeted therapy, and local ther-
apy. As research in immunotherapy for HCC advances, 
it is emerging as an innovative treatment option [111, 
112]. However, the overall response to immunotherapy 
remains low, posing challenges in reshaping the TME 
and preventing immune escape in HCC immunotherapy 
research [113, 114].

Early studies have indicated that FGL1 may have an 
inhibitory effect on HCC (Fig. 5A). Chan et al. observed 
a significant relationship between frequent loss of FGL1 
alleles and the development of HCC [34]. Hua et al. 
noted reduced FGL1 expression in various liver cancer 

cell lines and clinical samples, with tumor tissue show-
ing lower FGL1 expression compared to para-cancer and 
normal liver tissue. They also found that FGL1 expression 
was inversely related to Edmondson grade and metas-
tasis, but positively associated with patient prognosis 
[39]. Additionally, Yan et al. demonstrated that FGL1 can 
impede HCC progression through anchorage-dependent 
or -independent growth in vitro, while its knockdown 
enhances tumor proliferation [41]. Cao et al. identified 
the FGL1 receptor in HepG2 cells and revealed its role 
in regulating key cell cycle proteins, leading to cell cycle 
arrest and tumor growth inhibition. Specifically, FGL1 
enhances the expression of p53 and p27 via intracellular 
pathways, leading to a decrease in CyclinD1 (CCND1) 
levels. This ultimately causes cell cycle arrest at the G0/
G1 phase, effectively suppressing the proliferation of 
HCC [18]. In a diethylnitrosamine-induced liver cancer 

Fig. 5 The roles of FGL1 in liver cancer. (A) In HCC, the activation of the IL-6/JAK/STAT3 pathway and the HNF1α/HMGB1/CREB transcriptional complex 
leads to the transcription of FGL1. FGL1 plays a role in inhibiting HCC proliferation by modulating the cell cycle and the AKT/mTOR pathway. Moreover, 
FGL1 is involved in regulating sorafenib resistance through the ERK and autophagy pathways. HCC-derived FGL1 binds to LAG-3 in CD8+ T cells, thereby 
inhibiting T cell anti-tumor activation. Oxysophocarpine and NCTD work by inhibiting the IL-6/JAK2/STAT3 pathway, suppressing FGL1 expression, and 
enhancing the immunotherapeutic efficacy of anti-LAG-3. AGK2 and SIRT2 are involved in the regulation of FGL1 degradation by modulating FGL1 acety-
lation. (B) In CRLM, TNFα/IL-1β secreted by TAMs activates the NF-ĸB signaling pathway in tumor cells, up-regulates OTUD1 expression, enhances FGL1 
stability through deubiquitination, and further promotes tumor progression by influencing tumor immune escape mechanisms. Benzethonium chloride 
inhibits tumor growth by targeting the secretion of FGL1
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model, Hashemi et al. discovered that FGL1 knockout 
increased HCC incidence by activating protein kinase 
B (Akt) and mammalian target of rapamycin (mTOR) 
pathways. The knockout of FGL1 enhances Akt phos-
phorylation, leading to mTOR signaling pathway activa-
tion and subsequent phosphorylation of downstream 
proteins such as eIF4E-binding protein (4EBP1) and 
p70 ribosomal S6 kinase (p70S6K), ultimately promot-
ing HCC proliferation. Interestingly, FGL1 knockout also 
increases the expression of tumor suppressor factors tri-
partite motif-containing protein 35 (TRIM35) and tumor 
necrosis factor superfamily 10b (TNFRSF10b), highlight-
ing the diverse roles of FGL1 in HCC regulation [40]. 
Recent research has highlighted FGL1 as a ligand for the 
immune checkpoint LAG-3, showing that its interaction 
with LAG-3 on T cells induces T cell depletion, facili-
tating tumor immune evasion. Blocking FGL1 has been 
shown to enhance T cell anti-tumor activity [19]. Guo 
et al. conducted multiplex immunofluorescence analysis 
on HCC tissue samples, revealing higher FGL1 levels in 
tumors compared to adjacent tissues, positively corre-
lating with LAG-3 expression and negatively correlating 
with CD8+ T cell abundance [115]. In advanced stages 
of HCC, FGL1 is inversely related to CD103 expression 
and is linked to a poor prognosis for HCC. The interac-
tion between FGL1 and its receptor LAG-3 can result in 
the reduction of CD8+ tissue-resident memory T cells 
within tumors, facilitating immune evasion by the tumor 
[43]. Furthermore, research suggests that elevated levels 
of FGL1 in circulating tumor cells may be associated with 
resistance to programmed cell death protein-1 and its 
ligand PD-L1 (PD-1/PD-L1) immune checkpoint inhibi-
tors [116].

It is crucial to explore the relationship between circu-
lating FGL1 levels and HCC. Studies indicate that serum 
FGL1 levels are notably higher in patients with HBV-
associated HCC compared to those with HBV-associated 
hepatitis and cirrhosis, particularly in cases where AFP 
is negative and the onset is early [117]. Analysis of cir-
culating transcriptome samples from HCC patients also 
demonstrates a notable increase in FGL1 mRNA [118]. 
In addition, Yan et al. observed a link between FGL1 lev-
els in circulating tumor cells and HCC tissues, indicating 
that patients with positive FGL1 expression tend to have 
higher TNM stages, distant metastases, and reduced 
postoperative survival [116]. These findings suggest that 
monitoring circulating FGL1 levels could potentially be a 
valuable biomarker for early detection of HCC.

HNF is a class of transcription factors that are highly 
expressed in hepatocytes and play a crucial role in main-
taining hepatocyte morphology and function [119]. The 
down-regulation of HNF expression is often associated 
with the development of HCC, while overexpression of 
HNF-1α or HNF-4α can inhibit HCC occurrence and 

development, promoting tumor differentiation [120, 121]. 
Yu et al. identified HNF-1α as a key transcription fac-
tor in the upstream regulation of FGL1, which activates 
transcription and regulates HCC by recruiting HMGB1 
and CREB to the FGL1 promoter [94]. Additionally, 
studies have shown that IL-6 can increase FGL1 expres-
sion in HepG2 cells in a dose-dependent manner [122]. 
Both HNF and IL-6 pathways are critical in hepatocyte 
regeneration and HCC. In a Colorectal Liver Metastases 
(CRLM) model, Li et al. demonstrated that tumor-asso-
ciated macrophages (TAMs) activate the NF-κB signal-
ing pathway in tumor cells by secreting TNF-α / IL-1β. 
Upregulation of OTU deubiquitinase 1 (OTUD1) stabi-
lizes FGL1 through deubiquitination, further influencing 
the immune escape of metastatic tumors via the FGL1-
LAG-3 axis [123] (Fig. 5B).

The role of FGL2 in liver diseases
FGL2 in viral hepatitis
Viral hepatitis, an infectious disease caused by various 
hepatitis viruses, is characterized by hepatocyte necrosis 
and fibrin deposition [124]. In severe cases, it can prog-
ress to fulminant hepatitis (FH) or liver failure, and over 
time, chronic hepatitis may develop into cirrhosis and 
HCC [125]. Approximately 1.4 million people die annu-
ally due to viral hepatitis and its complications [126]. 
Research indicates that the expression level of FGL2 is 
closely linked to hepatitis severity, suggesting that FGL2 
expression in PBMCs could serve as a potential marker 
for assessing hepatitis severity [127].

Acute viral hepatitis (AVH) AVH is characterized by 
acute inflammation of the liver due to viral infection, 
resulting in massive hepatocyte necrosis and fibrin depo-
sition that can progress rapidly to liver failure [128, 129]. 
Yang et al. identified that FGL2 expression in cells such 
as epithelial cells, macrophages, DCs, ECs, neutrophils, 
and a small amount in CD3+ T cells is involved in coagu-
lation and complement activation during acute hepatitis 
caused by murine hepatitis virus strain 3 (MHV-3) infec-
tion [68, 130, 131]. The upregulation of mFGL2 in viral 
hepatitis promotes fibrin deposition, leading to blockage 
of blood flow in hepatic sinuses, hepatocyte necrosis, and 
worsening liver injury. Knockout of FGL2 in mice signifi-
cantly reduces fibrin deposition, hepatocyte necrosis, and 
increases survival rates [132]. Additionally, Ding et al. 
reported that FGL2 plays a role in regulating liver injury 
in MHV-3-induced fulminant liver failure by selectively 
transcribing and expressing functional proteins in liver 
reticuloendothelial cells [133]. The upregulation of FGL2 
may act as a protective mechanism against viral infection, 
regulating coagulation and immune response to maintain 
homeostasis, but excessive activation can also result in 
liver damage.
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The activation of immune cells and excessive expres-
sion of cytokines are key factors in FH [134]. FGL2 plays 
a crucial role in AVH by modulating immune cell activ-
ity. Initial findings by Parr et al. revealed that MHV-3 
infection enhances the secretion of FGL2 by macro-
phages [135]. Deleting FGL2 inhibits virus-induced 
FH by reducing inflammatory macrophage activation, 
impacting phagocytosis, and altering antigen presenta-
tion [81]. Infected macrophages release reactive oxygen 
species (ROS) and activate the NOD-like receptor pyrin 
domain containing 3 (NLRP3) inflammasome, leading to 
IL-1β secretion. This, in conjunction with TNF-α, acti-
vates the NF-κB pathway, upregulating FGL2 expression. 
Knocking out macrophage IL-1 receptor 1 (IL-1R1) sig-
nificantly decreases FGL2 production, mitigating hepa-
tocyte necrosis and fibrin deposition [136]. The immune 
system triggers apoptosis in virus-infected macrophages 
as a defense mechanism. However, FGL2 may impede 
this protective response. Research by Belyavskyi et al. 
demonstrated a negative correlation between MHV-
3-induced macrophage apoptosis and FGL2 expression, 
as well as viral syncytial formation [137]. Knocking out 
B and T lymphocyte attenuator (BTLA) enhances mac-
rophage apoptosis, reduces TNF-α production, decreases 
FGL2 expression, thereby alleviating liver inflammation 
and reducing mortality [130]. Ning et al. identified that 
nucleocapsid protein induces FGL2 expression through 
HNF-4α in MHV-3-infected macrophages [138]. MHV-3 
infection can upregulate complement component 5a 
(C5a) in liver macrophages, leading to increased expres-
sion of FGL2 by binding with C5a receptor (C5aR) and 
activating ERK1/2 and p38 MAPK pathways [139, 140]. 
TNF-α and TNF receptor 1 (TNFR1) expression induced 
by MHV-3 infection further enhances FGL2 expression 
in hepatocytes, causing necrosis and apoptosis [141]. 
Interferon-gamma (IFN-γ) and TNF-α injection through 
the portal vein activates the STAT1 pathway, upregulat-
ing FGL2 expression and inducing hepatocyte apopto-
sis. Transcriptional regulation of FGL2 involves Sp1/Sp3 
and STAT1/ purine-rich box-1 (PU.1) complexes [142]. 
PD-1 deficiency exacerbates MHV-3-induced liver dam-
age by increasing FGL2 expression mediated by IFN-γ 
and TNF-α [143]. FGL2 overexpression activates NF-κB 
signaling pathway, promoting macrophage polarization 
towards pro-inflammatory phenotype and causing liver 
inflammatory injury [81].

FGL2 is identified as a regulator of Tregs, exerting its 
inhibitory effects on T cell function in a FOXP3-depen-
dent manner [63]. Recent research has highlighted the 
immunosuppressive nature of the TIGIT+ Tregs sub-
set, which selectively suppresses Th1 and Th17 cells 
by expressing sFGL2, thereby enhancing immunosup-
pression [144, 145]. In the context of MHV-3-induced 
fulminant viral hepatitis (FVH), FGL2 has been shown 

to increase host susceptibility. Targeting FGL2 with an 
anti-FGL2 antibody can attenuate Treg activity, conse-
quently mitigating liver injury [146]. Notably, during 
MHV-3-induced FVH, there is a significant rise in DNTs, 
with splenic DNTs expressing high levels of CD69 being 
recruited to the liver by infected hepatocytes, where they 
upregulate mFGL2 expression, contributing to liver cell 
necrosis and fibrin deposition [70]. Furthermore, the 
activation of the FGL2- mucolipin 3 (MCOLN3)-Autoph-
agy axis leads to the release of Neutrophil extracellular 
traps (NETs) through the upregulation of mFGL2, exac-
erbating inflammatory damage and fibrin deposition. 
Additionally, FGL2 can induce the expression of C-X-C 
motif chemokine ligand (CXCL) 1, CXCL2, C-X-C che-
mokine receptor (CXCR) 2, and intercellular adhesion 
molecule-1 (ICAM-1), further facilitating neutrophil 
recruitment to the liver and increasing NETs formation, 
thus perpetuating a detrimental cycle [68]. These insights 
underscore the pivotal role of FGL2 in AVH by modu-
lating the functions of macrophages, Tregs, neutrophils, 
and distinct T cell subtypes (Fig. 6).

Chronic viral hepatitis (CVH) and cirrhosis CVH is a 
long-term liver inflammation caused by hepatitis viruses, 
primarily HBV and HCV infections [147]. FGL2, a multi-
functional protein, plays a role in promoting liver fibrin 
deposition and accelerating liver fibrosis, while also sup-
pressing the immune system’s ability to clear the virus, 
leading to disease progression [28] (Fig.  7). Research 
indicates that FGL2 is highly expressed in macrophages, 
ECs, and Tregs of CVH patients [72]. Furthermore, FGL2 
expression is notably increased in PBMCs of individuals 
with chronic hepatitis B (CHB) [148]. FGL2 influences 
hepatocyte susceptibility to viruses by modulating vari-
ous immune cells [149]. Elevated levels of plasma sFGL2 
in HBV-infected individuals are positively associated 
with HBV-DNA load, aspartate transaminase (AST) lev-
els, disease progression, and clinical outcomes [150]. In 
chronic hepatitis C (CHC), sFGL2 levels correlate with 
viral titer and liver inflammation, decreasing after effec-
tive antiviral therapy. Patients with HCV-associated cir-
rhosis exhibit higher sFGL2 levels compared to those 
without cirrhosis or with non-active end-stage alcoholic 
cirrhosis [149]. Previous research has demonstrated a cor-
relation between plasma FGL2 levels and HCV virus rep-
lication, indicating that individuals with elevated FGL2 
levels may have a more active form of HCV and are less 
responsive to treatment [55]. These findings suggest that 
plasma sFGL2 levels could serve as a valuable biomarker 
for assessing the severity of viral hepatitis and evaluating 
treatment outcomes [30, 149]. Furthermore, studies by Yu 
et al. and Sun et al. have shown that FGL2 expression is 
heightened in patients with cirrhosis, particularly during 
the recovery phase of severe hepatitis B, implying a poten-
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tial role of FGL2 in the fibrotic process [31, 78]. Addition-
ally, the expression of FGL2 has been linked to the degree 
of inflammation and fibrosis in the livers of HBV-infected 
patients and experimental models, with the deletion of 
the FGL2 gene showing promise in reducing liver inflam-
mation and fibrosis progression [151].

HBV infection induces the secretion of sFGL2 in 
Tregs, leading to a reduction in IFN-γ and IL-2 produc-
tion by suppressing the proliferation of CD8+ T cells, 
thereby impairing the immune system’s ability to clear 
the virus [152]. Similarly, following HCV infection, 
CD4+CD25+Foxp3+ Tregs inhibit the immune response 
to viral infection by releasing sFGL2 [149]. However, 
some research suggests that sFGL2 can trigger hepa-
tocytes apoptosis, contributing to the development of 
chronic hepatitis [153]. Han et al. demonstrated that 
HBV can directly interact with the promoter of the FGL2 
gene in THP-1 cells. Furthermore, HBV proteins HBc and 

HBx activate ERK and JNK pathways, facilitating c-Ets-2 
nuclear translocation and enhancing FGL2 transcription 
[154]. Overexpression of FGL2 in macrophage mitochon-
dria increases reactive oxygen species (ROS) production, 
which binds to heat shock protein 90 (HSP90) and inhib-
its Akt phosphorylation and downstream forkhead box 
O1 (FoxO1), leading to mitochondrial dysfunction. Addi-
tionally, FGL2 upregulates the expression of C-C motif 
chemokine ligand 2 (CCL2), IL-1β, IL-6, and TNF-α, pro-
moting the differentiation of macrophages into M1-like 
pro-inflammatory macrophages and exacerbating liver 
inflammation and fibrosis [151]. Studies have also shown 
that sFGL2, serves as a novel effector molecule of acti-
vated hepatic stellate cells (HSCs), can inhibit CD8+ T 
cell proliferation and IFN-γ generation, dampening the 
antiviral immune response and driving liver fibrosis pro-
gression [31].

Fig. 6 The roles of FGL2 in AVH. Following viral infection, TNF-α expression is upregulated in hepatocytes, leading to increased FGL2 expression in a 
TNF-R1-dependent manner. Additionally, in endothelial cells, heightened TNF-α levels further enhance FGL2 expression, induce procoagulant activity, 
and impede blood flow within hepatic sinusoids. Macrophages respond to viral activation by triggering STAT1 and HNF-4α through inflammatory factors 
and complement pathways. Furthermore, the virus activates the ROS/NLRP3/IL-1β pathway to boost FGL2 expression, which in turn promotes M1 polar-
ization of macrophages via NF-κB pathway activation. Neutrophils experience FGL2/MCOLN3/Autophagy pathway activation by the virus, leading to the 
formation of neutrophil extracellular traps. Ultimately, this cascade culminates in hepatocyte necrosis and fibrin deposition, exacerbating acute hepatitis. 
Moreover, the virus induces FGL2 expression in Tregs, contributing to disease progression by suppressing antiviral immunity
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FGL2 in NAFLD
Plasma sFGL2 levels were found to be elevated in patients 
with NAFLD compared to healthy controls [155]. Hu et 
al. also observed a significant increase in FGL2 expres-
sion in the livers of patients with NASH and mouse mod-
els. The expression of FGL2 progressively rose with the 
advancement of NASH. In vitro experiments showed 
that primary hepatocytes cultured with FGL2-knockout 
bone marrow-derived macrophages (BMDMs) condi-
tioned medium exhibited lower fat deposition com-
pared to those cultured with wild-type BMDMs. Free 
fatty acids (FFAs) were found to enhance FGL2 expres-
sion in the liver, leading to its interaction with TLR4 on 
macrophages’ surface, subsequently activating the NF-κB 
and p38-MAPK pathways through the adapter protein 
myeloid differentiation factor-88 (MyD88). Furthermore, 
macrophages were shown to release ROS and activate the 
NLRP3 inflammasome, ultimately inducing the produc-
tion of pro-inflammatory cytokines (TNF-α, IL-6, CCL2, 

IL-1β, IL-18), thereby exacerbating liver inflammation 
and lipid metabolism disturbances in NASH [82] (Fig. 4).

FGL2 in HCC
The ability of tumors to evade immune surveillance and 
control is a crucial characteristic. Tregs, as key immune 
cells in the TME, regulate the function of effector T cells 
and play a significant role in tumor development [156, 
157]. FGL2, an essential effector of Tregs, inhibits T cell 
proliferation and cytotoxic effects by down-regulating 
antigen-presenting function through binding to FcγRIIB 
on APCs [158, 159]. Targeting the FGL2-FcγRIIB path-
way could potentially be a groundbreaking approach in 
tumor immunotherapy [160].

Multiple studies have demonstrated that FGL2 is highly 
expressed in liver cancer tissues and plays a crucial role 
in tumor progression by activating specific signaling 
pathways and modulating immune cell functions [31, 
80] (Fig.  8). Additionally, the common Single Nucleo-
tide Polymorphism (SNP) stat4 rs7574865 has been 

Fig. 7 The roles of FGL2 in CVH and Cirrhosis. In the context of viral infection, viral proteins in CVH can interact with promoters or activate ERK or JNK 
pathways to facilitate c-Ets-2 nuclear translocation, thereby upregulating FGL2 expression in macrophages. This increased FGL2 expression can trigger the 
production of inflammatory factors, induce mitochondrial dysfunction, and ultimately drive macrophage M1 polarization. This polarization contributes 
to hepatocyte inflammatory injury and fibrin deposition. Additionally, viral infection can elevate FGL2 levels in Tregs and HSCs, which in turn suppress 
antiviral immunity and promote disease progression and chronicity by inhibiting the function of DCs, B cells, and CD8+ T cells
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significantly associated with the development of HCC 
[161]. Wang et al. identified that homozygous polymor-
phisms of stat4 rs7574865 mutants result in elevated 
STAT4 expression, leading to increased Cytochrome 
P450 2E1 (CYP2E1) expression by regulating its promoter 
region. This, in turn, up-regulates FGL2 expression, con-
tributing to HCC progression. Furthermore, STAT4 
silencing induces apoptosis in HepG2 cells, imped-
ing their invasion and migration [162]. The secretion of 
sFGL2 by LX2 cells suppresses CD8+ T cell prolifera-
tion and IFN-γ production in a dose-dependent manner, 
consequently impeding anti-tumor immunity in HCC 
patients [31]. Yang et al. observed that sFGL2 reduces the 
phosphorylation of Akt, NF-κB, CREB, and p38 MAPK, 
down-regulates the expression of MHCII, CD40, CD80, 
CD86, and CD83 on BMDCs, inhibits DC activation, and 
promotes Treg proliferation. Moreover, sFGL2 inhibits T 
cell proliferation, TH0 cell differentiation into TH1 cells, 
decreases perforin and granzyme B production, and ulti-
mately facilitates tumor progression. Blocking sFGL2 in 

orthotopic and subcutaneous transplanted HCC mod-
els enhances DC maturation, augments the number and 
function of CD8+ T cells in the tumor infiltrating area, 
and suppresses tumor growth [145]. A study on gliomas 
revealed that targeting FGL2 depletion activates anti-
tumor activity of CD8+T cells by facilitating the differen-
tiation of CD103+ DCs [158]. FGL2 has been shown to 
enhance the accumulation of myeloid suppressor cells 
(MDSCs) in the TME, thus promoting the progression 
of HCC [163]. Additional research has demonstrated 
that FGL2 contributes to tumor advancement in HCC 
by modulating the tumor cell cycle and angiogenesis. 
Knocking down FGL2 in the HCCLM6 cell line can sup-
press the activation of PAR1/3, leading to inhibition of 
downstream ERK and P38 MAPK phosphorylation. Fur-
thermore, FGL2 knockdown hinders the activation of 
PAR2 and weakens downstream JNK phosphorylation, 
resulting in tumor cell cycle arrest, reduced expression 
of vascular endothelial growth factor (VEGF) and IL-8, 
and inhibition of tumor proliferation and angiogenesis 

Fig. 8 The roles of FGL2 in HCC. The STAT4 gene polymorphism in tumor cells promotes the expression of FGL2, which aids in tumor progression by 
enhancing tumor cell proliferation and angiogenesis. FGL2 binds to FcγRIIB on dendritic cells’ surface, leading to the inhibition of dendritic cell maturation 
and the differentiation of TH0 cells to TH1 cells, consequently hindering the activation of CD8+ T cells. Moreover, FGL2 also obstructs MDSCs differentia-
tion, thereby contributing to immunosuppression by impeding CD8+ T cells. Furthermore, heightened FGL2 expression in endothelial cells stimulates 
endothelial cell proliferation and migration, amplifies procoagulant activity
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[80]. Recent findings from our team suggest that FGL2 
promotes ROS production and activates the X-box bind-
ing protein 1 (XBP1) pathway by regulating cholesterol 
metabolism, thereby fostering MDSCs accumulation 
and immunosuppression. Depletion of FGL2 diminishes 
the accumulation of granulocytic MDSCs and boosts the 
anti-tumor response of CD8+ T cells [164].

FGL2 exhibits prothrombin activity, can initiate the 
clotting cascade, and potentially enhances tumor pro-
gression. Within tumor tissues, FGL2 can enhance fibrin 
deposition, act as a scaffold for angiogenesis, and stim-
ulate ECs proliferation and migration [165]. Su et al. 
demonstrated that IFN-γ and IL-2 can upregulate FGL2 
expression in macrophages, contributing to a hyperco-
agulable state in HCC and facilitating tumor angiogen-
esis and metastasis [65]. This similar mechanism has 
also been observed in glioma, where FGL2 interacts with 
thrombin and tissue factors to induce a hypercoagula-
ble state within the tumor, ultimately promoting tumor 
angiogenesis and metastasis [166].

FGL2 in other liver diseases
Recent research has shown that FGL2 plays a role in 
various liver-related conditions such as Autoimmune 
hepatitis (AIH), DILI, alcoholic hepatitis, liver parasitic 
infection, and liver ischemia-reperfusion injury. In auto-
immune diseases, Tregs are recruited to the inflamed site 
and contribute to the expression of FGL2 [160]. Some 
studies suggest that Tregs inhibit the function of CD8+ 
T cells and Tc17 cells through sFGL2, potentially limiting 
the progression of AIH [167]. Moreover, sFGL2 released 
by MSCs can mitigate immune damage in AIH by pro-
moting the conversion of CD4+ T cells into Tregs [168]. 
Conversely, in CCL4-induced DILI, increased FGL2 
expression worsens liver injury [169]. In cases of alco-
holic hepatitis, FGL2 levels rise in liver macrophages, 
interacting with PKM2 to enhance glycolysis in proin-
flammatory macrophages and exacerbate liver damage 
[170]. Additionally, during malaria sporophytic infection, 
mFGL2 expression increases in liver Kupffer cells and 
ECs, leading to elevated inflammatory cytokine levels 
[171]. FGL2-induced apoptosis of sinusoidal endothelial 
cells and hepatocytes, through binding to the FcγRIIB 
receptor, contributes to liver ischemia-reperfusion injury 
[153]. Despite these findings, further research is required 
to fully elucidate the precise mechanisms of FGL2 in 
these disease contexts.

FGL2 in liver transplantation
Liver transplantation is a well-established treatment for 
end-stage liver disease, however, rejection remains a 
major challenge for both the allografts and recipients in 
the long term [172]. The primary cause of acute rejec-
tion (AR) is the persistent activation of immune cells, 

resulting in tissue cell damage. T cells are key players 
in the specific immune response during acute allograft 
rejection [91, 173], while Tregs are essential for induc-
ing and maintaining graft tolerance [174, 175]. Follow-
ing organ transplantation, the expression level of sFGL2, 
an effector of Tregs, significantly rises, contributing to 
transplantation tolerance through immune regulation 
and inflammatory response [91]. Research by Pan et al. 
demonstrated that up-regulation of sFGL2 in rat liver 
transplantation models led to M2 polarization of Kupffer 
cells, ameliorating AR, and extending survival by enhanc-
ing the secretion of anti-inflammatory cytokines IL-10 
and TGF-β [176, 177]. Moreover, in liver allograft models 
that were tolerated, sFGL2 levels increased notably dur-
ing cell rejection and post-rejection stages. A biomarker 
panel incorporating Tregs-related genes, such as FGL2, 
was developed to differentiate between tolerated and 
rejected allografts. Monitoring the local expression of 
FGL2 dynamically in allografts could be crucial for iden-
tifying transplantation tolerance [178].

Targeting fibrinogen-like proteins for liver disease 
treatment
Current consensus suggests that fibrinogen-like proteins 
are believed to play a significant role in the initiation and 
progression of various liver diseases. While research in 
this area is still in its initial phases, there is considerable 
optimism regarding the potential of Fibrinogen-like pro-
teins as novel therapeutic targets for liver disease.

FGL1
In acute liver injury models induced by D-Gal or CCL4, 
the administration of recombinant FGL1 has been shown 
to decrease the severity of liver injury [179]. Moreover, 
in the fulminant hepatic failure (FHF) model induced 
by D-Gal and CCL4, recombinant FGL1 also notably 
decreased hepatocyte apoptosis and stimulated hepato-
cyte regeneration. Knockdown of FGL1 in vivo has been 
found to exacerbate D-Gal-induced liver injury [99]. 
Additionally, in NAFLD, the targeted deletion of FGL1 
led to a reduction in HDF-induced hepatic lipid accumu-
lation, improvement in hepatic steatosis, and a decrease 
in NAS [52].

Targeting FGL1 in HCC has shown promising thera-
peutic potential. Research indicates that Norcantharidin 
(NCTD) and Oxysophocarpine can downregulate FGL1 
expression by inhibiting the IL-6/JAK2/STAT3 pathway, 
preventing FGL1 from binding to LAG-3, and enhancing 
the anti-tumor activity of CD8+ T cells. Moreover, NCTD 
has been observed to enhance sorafenib-induced tumor 
immune reactivation, thereby boosting its anti-tumor 
efficacy [42, 44]. Post-translational modifications of FGL1 
are crucial in HCC regulation. Studies have revealed 
that 2-Cyano-3-[5-(2,5-dichlorophenyl)-2-furanyl]-N-
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5-quinolinyl-2-propenamide (AGK2) (an inhibitor of 
the deacetylase SIRT2) and aspirin can induce FGL1K98 
acetylation, leading to its degradation and improving 
the effectiveness of HCC immunotherapy [47]. Nota-
bly, FGL1 has been implicated in sorafenib resistance 
through ERK and autophagy pathways, with high FGL1 
expression associated with reduced sorafenib sensitivity 
[180]. Furthermore, FGL1 has been linked to gefitinib 
resistance in non-small cell lung cancer by modulating 
the poly (ADP-ribose) polymerase 1 (PARP1)/caspase-3 
pathway [181]. In CRLM, inhibiting FGL1 secretion with 
Benzethonium chloride has been shown to inhibit tumor 
growth [123]. Overall, the role of FGL1 in tumor-targeted 
therapy is intricate and multifaceted.

FGL2
Given the critical regulatory role of FGL2 in viral hepa-
titis and HCC, targeting FGL2 may offer new thera-
peutic avenues. Khattar et al. discovered that while 
deleting FGL2 initially increased viral replication in 
LCMV-induced AVH, it also enhanced the response of 
anti-viral adaptive T & B cells, thereby boosting anti-
viral effectiveness [182]. Similarly, in MHV-3-induced 
FVH, treatment with anti-FGL2 antibodies or anti-
sense plasmids targeting FGL2 gene exon I could lessen 
severity and mortality [183]. Introducing a recombinant 
adenovirus carrying microRNA targeting FGL2 in vivo 
reduced liver inflammation and improved mouse sur-
vival rates [70]. Combined intervention using adeno-
virus-mediated microRNA targeting mFgl2, mFas, and 
mTNFR1 significantly ameliorated liver inflammatory 
infiltration, reduced hepatocyte necrosis and apoptosis, 
and promoted hepatitis recovery [184]. Similar results 
were achieved with the dual-interfering shRNA plas-
mid targeting mFgl2 and mTNFR1 in MHV-3-induced 
FH in mice [185]. Furthermore, studies have shown that 
Clara cell 10-kDa protein (CC10) and IL-33 can mitigate 
liver injury in FH by suppressing FGL2 expression [186, 
187]. In CVH, the use of anti-FGL2 antibodies allevi-
ates its inhibitory effect on T cells, enhances the antiviral 
immune response, and reduces liver fibrosis [31, 152].

In a study by Wang et al., adenovirus-mediated 
miRNA-targeted silencing of the FGL2 gene was used to 
inhibit HCC growth and angiogenesis in a mouse model 
[188]. Similarly, in subcutaneous transplanted HCC 
models, inhibiting tumor growth was achieved through 
the use of the anti-FGL2 antibody or FGL2 knockout 
[145]. Our research team discovered that combining anti-
FGL2 and anti-PD-L1 could enhance the effectiveness of 
colon cancer immunotherapy [164], supporting FGL2 as 
a promising target for combined immunotherapy. Fur-
thermore, targeting FGL2 has shown efficacy in glioma, 
lung cancer, and melanoma [60]. Studies have also dem-
onstrated that deleting FGL2 can reduce liver steatosis 

and inflammation in diet-induced NASH models [82]. 
In cases of alcoholic hepatitis, depleting FGL2 has been 
found to improve ethanol-induced hepatic steatosis, oxi-
dative injury, and proinflammatory cytokines [170]. Tar-
geting FGL2 in liver macrophages may hold promise as 
an intervention for NAFLD and alcoholic hepatitis.

Conclusions and perspectives
As a pivotal hepatokine, FGL1 plays a crucial role in liver 
damage repair. Following various physical or chemi-
cal insults to the liver, the expression of FGL1 is notably 
upregulated, aiding in the reduction of hepatocyte apop-
tosis and promotion of hepatocyte regeneration for tissue 
repair. Moreover, Demchev et al. discovered that signals 
triggered post subtotal hepatectomy also boost FGL1 
expression in brown adipose tissue, indicating FGL1’s 
role as a communication link between injured liver and 
adipose tissue [15]. While FGL1 can mitigate liver injury 
caused by CCL4 and D-Gal and dampen the inflamma-
tory response, it may also lead to lipid accumulation in 
the liver, contributing to the onset and progression of 
NAFLD. FGL1 exhibits a dual regulatory function in 
HCC, inhibiting tumor cell proliferation and influenc-
ing sorafenib resistance while simultaneously interact-
ing with LAG-3 to foster an immunosuppressive TME, 
thereby supporting tumor advancement. This dual 
nature complicates the targeting of FGL1 as a therapeu-
tic approach for HCC. Future investigations should delve 
deeper into the regulatory mechanisms of FGL1. Only 
through the development of drugs that selectively target 
the distinct regulatory pathways of FGL1 can the clini-
cal utilization of FGL1 be feasible. Furthermore, FGL1 
has been implicated in the regulation of epithelial-mes-
enchymal transition (EMT) and angiogenesis in various 
cancers such as lung cancer [189], laryngeal cancer [190], 
and renal clear cell carcinoma [191]. In a study focus-
ing on kidney cancer, the FGL1/ carbonic anhydrase IX 
(CAIX) dual-target vaccine exhibited anti-tumor effects 
by enhancing the immune activity of CD8+ T cells [192]. 
This has led us to consider whether FGL1 also regu-
lates tumor progression through other mechanisms and 
whether combination therapies based on FGL1 should 
also be attempted in HCC. Additionally, FGL1 has dem-
onstrated promise as a biomarker for evaluating the 
severity and prognosis of liver injury caused by radiation, 
drugs, metabolic disorders, and HCC. These findings 
have expanded the horizons of FGL1 research in the field 
of liver disease.

Numerous studies over the past few decades have high-
lighted the significant regulatory role of FGL2 in various 
liver diseases. Initially recognized for its procoagulant 
action during viral infections, FGL2 has more recently 
been found to play a crucial role in immune regulation 
as well. In AVH, FGL2 induces liver cell necrosis and 
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fibrin deposition by impacting coagulation and immune 
responses. In CVH, FGL2 plays a key role in suppress-
ing the antiviral immune response through modulation 
of immune cell functions, impairing the body’s abil-
ity to eliminate the virus. This can result in a persistent 
disease course, ultimately leading to cirrhosis and liver 
cancer. Monitoring FGL2 levels is essential for evaluat-
ing the severity of viral hepatitis. In HCC, the intricate 
and diverse regulatory mechanisms of FGL2 are evident, 
as it not only creates an immunosuppressive microenvi-
ronment by influencing various immune cells, but also 
facilitates tumor angiogenesis and metastasis through its 
prothrombin activity. The multifaceted nature of FGL2 
is also observed in NAFLD and liver transplantation. In 
the context of NAFLD, FGL2 has been found to regulate 
macrophages, leading to the promotion of liver inflam-
mation. Conversely, in liver transplantation, FGL2 exhib-
its an immunosuppressive function, protecting both the 
host and the graft. Monitoring the levels of FGL2 dynam-
ically proves to be advantageous in evaluating transplant 
tolerance.

The potential of FGL1 and FGL2 as therapeutic targets 
for liver disease is promising, given their versatility for 
targeted therapies. However, understanding their com-
plex roles in the liver and elucidating their mechanisms 
of action in different liver diseases remains a challenge. 
Current research is still in its early stages, with uncer-
tainties about clinical translation. Future studies should 
focus on comprehensively exploring their interactions 
with hepatocytes and immune cells, identifying the sig-
naling pathways involved, and understanding their regu-
latory networks in various liver diseases. Additionally, 
investigating combination therapies involving FGL1 or 
FGL2 in liver cancer and other liver diseases is crucial for 
enhancing treatment efficacy. Investigating the regula-
tory mechanisms of FGL1 and FGL2 in physiological and 
pathological conditions on a global scale can offer valu-
able insights for the treatment of liver diseases. More-
over, studying the potential of fibrinogen-like proteins 
as biomarkers for liver diseases holds immense value 
for diagnosing and assessing the prognosis of these con-
ditions. In conclusion, further investigation into novel 
therapeutic strategies targeting FGL1 and FGL2 in liver 
diseases is warranted.

Abbreviations
ACC-1  Acetyl-CoA carboxylase-1
ADAM  A disintegrin and metalloproteinase
AGK2  2-Cyano-3-[5-(2,5-dichlorophenyl)-2-furanyl]-N-5-quinolinyl-2-

propenamide
AIH  Autoimmune hepatitis
AP1  Activator protein-1
APCs  Antigen-presenting cells
AR  Acute rejection
AST  Aspartate transaminase
AVH  Acute Viral hepatitis
BMDMs  Bone marrow-derived macrophages

BMSCs  Bone marrow mesenchymal stem cells
CAIX  Carbonic anhydrase IX
CC10  Clara cell 10-kDa protein
CCD  Coiled-coil domain
CCL2  C-C motif chemokine ligand 2
CCL4  Carbon tetrachloride
CCND1  CyclinD1
CHB  Chronic hepatitis B
CHC  Chronic hepatitis C
Cit-H3  Citruillinated histone H3
CMECs  Cerebral Microvascular Endothelial Cells
CRLM  Colorectal Liver Metastases
CREB  cAMP response element-binding protein
CTLs  Cytotoxic T lymphocytes
C5a  Complement component 5a
C5aR  C5a receptor
CVH  Chronic Viral hepatitis
CXCL  C-X-C motif chemokine ligand
CXCR  C-X-C chemokine receptor
CYP2E1  Cytochrome P450 2E1
C/EBP  CCAAT/enhancer binding protein
D-Gal  D-galactosamine
DC  Dendritic cell
DILI  Drug-induced liver injury
DNTs  CD3+CD4−CD8−T cells
ECs  Endothelial cells
EGFR  Epidermal growth factor receptor
ERK  Extracellular signal-regulated kinases
ETS  E26 transformation-specific
FAS  Fatty acid synthase
FcγR  Fc gamma receptor
FcγRIIB  Fc gamma receptor
FcγRIII  Fc gamma receptor III
FD  Fibrinogen-like structural domain
FGL1  Fibrinogen-like protein 1
FGL2  Fibrinogen-like protein 2
FH  Fulminant hepatitis
FHF  Fulminant hepatic failure
FoxO1  Forkhead box O1
FREPs  Fibrinogen-related proteins
FReDs  Fibrinogen-related domains
FVH  Fulminant viral hepatitis
HBP1  HMG-box transcription factor 1
HBV  Hepatitis B virus
HCC  Hepatocellular carcinoma
HCV  Hepatitis C virus
HFREP-1  Hepatocyte-derived fibrinogen-related protein 1
HFD  High-fat diet
HMGB1  High mobility group box 1
HNF  Hepatocyte nuclear factor
HPS  Hepassocin
HSCs  Hepatic stellate cells
HSP90  Heat shock protein 90
ICAM-1  Intercellular adhesion molecule-1
IELs  Intraepithelial lymphocytes
IFN-γ  Interferon-gamma
IL  Interleukin
IL-1R1  Interleukin-1 receptor 1
IL-6R  IL-6 Receptor
ITAM  Immunoreceptor tyrosine-based activation motif
ITIM  Immunoreceptor tyrosine-based inhibition motif
JAK2  Janus kinase 2
JNKs  C-Jun N-terminal kinases
LAG-3  Lymphocyte activation gene 3
LC3II  Microtubule-associated proteins light chain 3 II
LPS  Lipopolysaccharide
MAPK  Mitogen-activated protein kinase
MCOLN3  Mucolipin 3
MDSCs  Myeloid suppressor cells
MHVs  Murine hepatitis virus strains
mFGL2  Transmembrane FGL2
MSC  Mesenchymal stem cell



Page 17 of 21Chen et al. Biomarker Research           (2024) 12:53 

mSREBP-1  Mature sterol regulatory element-binding protein 1
mTOR  Mammalian target of rapamycin
MyD88  Myeloid differentiation factor-88
NAFL  Nonalcoholic fatty liver
NAFLD  Non-alcoholic fatty liver disease
NASH  Nonalcoholic steatohepatitis
NAS  NAFLD activity score
NCTD  Norcantharidin
NETs  Neutrophil extracellular traps
NF-κB  Nuclear factor-kappaB
OTUD1  Upregulation of OTU deubiquitinase 1
PARP1  Poly (ADP-ribose) polymerase 1
PARs  Protease-activated receptors
PBMCs  Peripheral blood mononuclear cells
PD-1  Programmed cell death protein-1
PD-L1  Programmed death-ligand 1
PHx  Partial hepatectomy
PP2A  Protein Phosphatase 2 A
PPARα  Peroxisome proliferator-activated receptor alpha
PRRs  Pattern Recognition Receptors
PU.1  Purine-rich box-1
p70S6K  p70 ribosomal S6 kinase
RILD  Radiation-induced liver damage
sFGL2  Soluble FGL2
SNP  Single Nucleotide Polymorphism
SP1  Specificity protein 1
SREBP-2  Sterol regulatory element-binding protein 2
STAT3  Signal transducer and activator of transcription 3
TAMs  Tumor-associated macrophages
TCF1  T cell factor 1
TME  Tumor microenvironment
TLR4  Toll-like receptor 4
TLRs  Toll-like Receptors
TNF-α  Tumor necrosis factor-alpha
TNFR1  TNF receptor 1
TNFRSF10b  Tumor necrosis factor superfamily 10b
TRAF6  Tumor necrosis factor receptor-associated factor 6
TRIM35  Tripartite motif-containing protein 35
UFAs  Unsaturated fatty acids
VEGF  Vascular endothelial growth factor
WHO  World Health Organization
XBP1  X-box binding protein 1
4EBP1  eIF4E-binding protein

Acknowledgements
The authors sincerely thank the editors and reviewers who contributed to the 
improvement of this review. Additionally, I would like to thank Figdraw for 
their assistance in producing the figures.

Author contributions
YL conceived the review. JC and LW wrote the original draft and depicted the 
associated figures. LW and YL have revised the manuscript. All authors have 
read and approved the final manuscript.

Funding
This work was supported by the Major International (Regional) Joint 
Research Program of the National Natural Science Foundation of China (No. 
81920108027), National Natural Science Foundation of China (No. 82271885), 
and Young and Middle-Aged Medical Excellence Team.

Data availability
No datasets were generated or analysed during the current study.

Declarations

Ethics approval and consent to participate
Not applicable.

Consent for publication
The manuscript content and publication consent have been agreed upon by 
all authors.

Competing interests
The authors declare no competing interests.

Received: 23 April 2024 / Accepted: 21 May 2024

References
1. Neshat SY, Quiroz VM, Wang Y, Tamayo S, Doloff JC. Liver disease: induction, 

progression, immunological mechanisms, and therapeutic interventions. Int J 
Mol Sci. 2021;22(13):6777.

2. Hardy T, Mann DA. Epigenetics in liver disease: from biology to therapeutics. 
Gut. 2016;65(11):1895–905.

3. Byass P. The global burden of liver disease: a challenge for methods and for 
public health. BMC Med. 2014;12:159.

4. Bray F, Laversanne M, Sung H, Ferlay J, Siegel RL, Soerjomataram I, et al. 
Global cancer statistics 2022: GLOBOCAN estimates of incidence and 
mortality worldwide for 36 cancers in 185 countries. CA Cancer J Clin. 
2024;74(3):229–63.

5. Devarbhavi H, Asrani SK, Arab JP, Nartey YA, Pose E, Kamath PS. Global burden 
of liver disease: 2023 update. J Hepatol. 2023;79(2):516–37.

6. Asrani SK, Devarbhavi H, Eaton J, Kamath PS. Burden of liver diseases in the 
world. J Hepatol. 2019;70(1):151–71.

7. Amponsah-Dacosta E. Hepatitis B virus infection and hepatocellular carci-
noma in sub-saharan Africa: implications for elimination of viral hepatitis by 
2030? World J Gastroenterol. 2021;27(36):6025–38.

8. Xiao J, Wang F, Wong NK, He J, Zhang R, Sun R, et al. Global liver disease 
burdens and research trends: analysis from a Chinese perspective. J Hepatol. 
2019;71(1):212–21.

9. Wang FS, Fan JG, Zhang Z, Gao B, Wang HY. The global burden of liver dis-
ease: the major impact of China. Hepatology. 2014;60(6):2099–108.

10. Li D, Nie H, Jiang K, Li N, Huo Z, Yan X. Molecular characterization and expres-
sion analysis of fibrinogen related protein (FREP) genes of Manila clam (Rudi-
tapes Philippinarum) after lipopolysaccharides challenge. Comp Biochem 
Physiol C: Toxicol Pharmacol. 2020;228:108672.

11. Wolberg AS. Fibrinogen and fibrin: synthesis, structure, and function in health 
and disease. J Thromb Haemost. 2023;21(11):3005–15.

12. Doolittle RF, McNamara K, Lin K. Correlating structure and function during the 
evolution of fibrinogen-related domains. Protein Sci. 2012;21(12):1808–23.

13. Yu J, Li J, Shen J, Du F, Wu X, Li M, et al. The role of fibrinogen-like proteins in 
cancer. Int J Biol Sci. 2021;17(4):1079–87.

14. Liu XH, Qi LW, Alolga RN, Liu Q. Implication of the hepatokine, fibrinogen-like 
protein 1 in liver diseases, metabolic disorders and cancer: the need to har-
ness its full potential. Int J Biol Sci. 2022;18(1):292–300.

15. Demchev V, Malana G, Vangala D, Stoll J, Desai A, Kang HW, et al. Targeted 
deletion of fibrinogen like protein 1 reveals a novel role in energy substrate 
utilization. PLoS ONE. 2013;8(3):e58084.

16. Gao M, Yan H, Yin RH, Wang Q, Zhan YQ, Yu M, et al. Hepassocin is required 
for hepatic outgrowth during zebrafish hepatogenesis. Biochem Biophys Res 
Commun. 2015;463(3):466–71.

17. Yan J, Ying H, Gu F, He J, Li YL, Liu HM, et al. Cloning and characterization of 
a mouse liver-specific gene mfrep-1, up-regulated in liver regeneration. Cell 
Res. 2002;12(5–6):353–61.

18. Cao MM, Xu WX, Li CY, Cao CZ, Wang ZD, Yao JW, et al. Hepassocin regulates 
cell proliferation of the human hepatic cells L02 and hepatocarcinoma cells 
through different mechanisms. J Cell Biochem. 2011;112(10):2882–90.

19. Wang J, Sanmamed MF, Datar I, Su TT, Ji L, Sun J, et al. Fibrinogen-
like protein 1 is a major immune inhibitory ligand of LAG-3. Cell. 
2019;176(1–2):334–e4712.

20. Yuwaraj S, Ding J, Liu M, Marsden PA, Levy GA. Genomic characterization, 
localization, and functional expression of FGL2, the human gene encoding 
fibroleukin: a novel human procoagulant. Genomics. 2001;71(3):330–8.

21. Chan CW, Kay LS, Khadaroo RG, Chan MW, Lakatoo S, Young KJ, et al. Soluble 
fibrinogen-like protein 2/fibroleukin exhibits immunosuppressive properties: 
suppressing T cell proliferation and inhibiting maturation of bone marrow-
derived dendritic cells. J Immunol. 2003;170(8):4036–44.

22. Hu J, Yan J, Rao G, Latha K, Overwijk WW, Heimberger AB, et al. The duality of 
Fgl2-secreted immune checkpoint regulator versus membrane-associated 
procoagulant: therapeutic potential and implications. Int Rev Immunol. 
2016;35(4):325–39.



Page 18 of 21Chen et al. Biomarker Research           (2024) 12:53 

23. Yan J, Kong LY, Hu J, Gabrusiewicz K, Dibra D, Xia X, et al. FGL2 as a multimo-
dality regulator of tumor-mediated immune suppression and therapeutic 
target in gliomas. J Natl Cancer Inst. 2015;107(8):djv137.

24. Morris AB, Farley CR, Pinelli DF, Adams LE, Cragg MS, Boss JM, et al. Signaling 
through the inhibitory fc receptor FcgammaRIIB induces CD8(+) T cell apop-
tosis to limit T cell immunity. Immunity. 2020;52(1):136–e506.

25. Tzeng SJ, Li WY, Wang HY. FcgammaRIIB mediates antigen-independent 
inhibition on human B lymphocytes through Btk and p38 MAPK. J Biomed 
Sci. 2015;22:87.

26. Shalev I, Liu H, Koscik C, Bartczak A, Javadi M, Wong KM, et al. Targeted dele-
tion of fgl2 leads to impaired regulatory T cell activity and development of 
autoimmune glomerulonephritis. J Immunol. 2008;180(1):249–60.

27. Williams LM, Rudensky AY. Maintenance of the Foxp3-dependent develop-
mental program in mature regulatory T cells requires continued expression 
of Foxp3. Nat Immunol. 2007;8(3):277–84.

28. Fu L, Liu Z, Liu Y. Fibrinogen-like protein 2 in inflammatory diseases: a future 
therapeutic target. Int Immunopharmacol. 2023;116:109799.

29. Liu XG, Liu Y, Chen F. Soluble fibrinogen like protein 2 (sFGL2), the novel 
effector molecule for immunoregulation. Oncotarget. 2017;8(2):3711–23.

30. Van Tong H, Van Ba N, Hoan NX, Binh MT, Quyen DT, Son HA, et al. Soluble 
fibrinogen-like protein 2 levels in patients with hepatitis B virus-related liver 
diseases. BMC Infect Dis. 2018;18(1):553.

31. Sun Y, Xi D, Ding W, Wang F, Zhou H, Ning Q. Soluble FGL2, a novel effector 
molecule of activated hepatic stellate cells, regulates T-cell function in cir-
rhotic patients with hepatocellular carcinoma. Hepatol Int. 2014;8(4):567–75.

32. El-Mesery M, El-Mowafy M, Elgaml A, Youssef LF, Abed SY. Correlation of 
serum soluble fibrinogen-like protein 2 with soluble FAS ligand and inter-
feron gamma in Egyptian hepatitis C virus-infected patients and hepatocel-
lular carcinoma patients. J Interferon Cytokine Res. 2017;37(8):342–7.

33. Qian Y, Sun Y, Shi P, Zhou X, Zhang Q, Dong Q, et al. Development of LAG-3/
FGL1 blocking peptide and combination with radiotherapy for cancer immu-
notherapy. Acta Pharm Sin B. 2024;14(3):1150–65.

34. Chan KY, Lai PB, Squire JA, Beheshti B, Wong NL, Sy SM, et al. Positional 
expression profiling indicates candidate genes in deletion hotspots of hepa-
tocellular carcinoma. Mod Pathol. 2006;19(12):1546–54.

35. Yamamoto T, Gotoh M, Sasaki H, Terada M, Kitajima M, Hirohashi S. Molecular 
cloning and initial characterization of a novel fibrinogen-related gene, 
HFREP-1. Biochem Biophys Res Commun. 1993;193(2):681–7.

36. Qian W, Zhao M, Wang R, Li H. Fibrinogen-like protein 1 (FGL1): the next 
immune checkpoint target. J Hematol Oncol. 2021;14(1):147.

37. Hara H, Uchida S, Yoshimura H, Aoki M, Toyoda Y, Sakai Y, et al. Isolation and 
characterization of a novel liver-specific gene, hepassocin, upregulated dur-
ing liver regeneration. Biochim Biophys Acta. 2000;1492(1):31–44.

38. Rijken DC, Dirkx SP, Luider TM, Leebeek FW. Hepatocyte-derived fibrinogen-
related protein-1 is associated with the fibrin matrix of a plasma clot. 
Biochem Biophys Res Commun. 2006;350(1):191–4.

39. Hua N, Chen A, Yang C, Dong H, He X, Ru G, et al. The correlation of 
fibrinogen-like protein-1 expression with the progression and prognosis of 
hepatocellular carcinoma. Mol Biol Rep. 2022;49(8):7911–9.

40. Nayeb-Hashemi H, Desai A, Demchev V, Bronson RT, Hornick JL, Cohen 
DE, et al. Targeted disruption of fibrinogen like protein-1 accelerates 
hepatocellular carcinoma development. Biochem Biophys Res Commun. 
2015;465(2):167–73.

41. Yan J, Yu Y, Wang N, Chang Y, Ying H, Liu W, et al. LFIRE-1/HFREP-1, a liver-
specific gene, is frequently downregulated and has growth suppressor 
activity in hepatocellular carcinoma. Oncogene. 2004;23(10):1939–49.

42. Yousef EH, El-Magd NFA, El Gayar AM. Norcantharidin potentiates sorafenib 
antitumor activity in hepatocellular carcinoma rat model through inhibiting 
IL-6/STAT3 pathway. Transl Res. 2023;260:69–82.

43. Yang C, Qian Q, Zhao Y, Huang B, Chen R, Gong Q, et al. Fibrinogen-like 
protein 1 promotes liver-resident memory T-cell exhaustion in hepatocellular 
carcinoma. Front Immunol. 2023;14:1112672.

44. Wang J, Wei W, Tang Q, Lu L, Luo Z, Li W, et al. Oxysophocarpine suppresses 
hepatocellular carcinoma growth and sensitizes the therapeutic blockade of 
anti-lag-3 via reducing FGL1 expression. Cancer Med. 2020;9(19):7125–36.

45. Aigner-Radakovics K, De Sousa Linhares A, Salzer B, Lehner M, Izadi S, Castilho 
A, et al. The ligand-dependent suppression of TCR signaling by the immune 
checkpoint receptor LAG3 depends on the cytoplasmic RRFSALE motif. Sci 
Signal. 2023;16(805):eadg2610.

46. Shi AP, Tang XY, Xiong YL, Zheng KF, Liu YJ, Shi XG, et al. Immune checkpoint 
LAG3 and its ligand FGL1 in cancer. Front Immunol. 2021;12:785091.

47. Lin M, He J, Zhang X, Sun X, Dong W, Zhang R, et al. Targeting fibrinogen-
like protein 1 enhances immunotherapy in hepatocellular carcinoma. J Clin 
Invest. 2023;133(9):e164528.

48. Chan LK, Tsui YM, Ho DW, Ng IO. Cellular heterogeneity and plasticity in liver 
cancer. Semin Cancer Biol. 2022;82:134–49.

49. Wu HT, Ou HY, Hung HC, Su YC, Lu FH, Wu JS, et al. A novel hepatokine, 
HFREP1, plays a crucial role in the development of insulin resistance and type 
2 diabetes. Diabetologia. 2016;59(8):1732–42.

50. Ou HY, Wu HT, Lin CH, Du YF, Hu CY, Hung HC, et al. The hepatic protec-
tion effects of hepassocin in hyperglycemic crisis. J Clin Endocrinol Metab. 
2017;102(7):2407–15.

51. Jung TW, Chung YH, Kim HC, Abd El-Aty AM, Jeong JH. Hyperlipidemia-
induced hepassocin in the liver contributes to insulin resistance in skeletal 
muscle. Mol Cell Endocrinol. 2018;470:26–33.

52. Wu HT, Lu FH, Ou HY, Su YC, Hung HC, Wu JS, et al. The role of hepas-
socin in the development of non-alcoholic fatty liver disease. J Hepatol. 
2013;59(5):1065–72.

53. Abdelmoemen G, Khodeir SA, Zaki AN, Kassab M, Abou-Saif S, Abd-Elsalam 
S. Overexpression of hepassocin in diabetic patients with nonalcoholic fatty 
liver disease may facilitate increased hepatic lipid accumulation. Endocr 
Metab Immune Disord Drug Targets. 2019;19(2):185–8.

54. Cheng KP, Ou HY, Hung HC, Li CH, Fan KC, Wu JS, et al. Unsaturated fatty 
acids increase the expression of hepassocin through a signal transducer 
and activator of transcription 3-dependent pathway in HepG2 cells. Lipids. 
2018;53(9):863–9.

55. Koyama T, Hall LR, Haser WG, Tonegawa S, Saito H. Structure of a cytotoxic 
T-lymphocyte-specific gene shows a strong homology to fibrinogen beta 
and gamma chains. Proc Natl Acad Sci U S A. 1987;84(6):1609–13.

56. Qureshi ST, Clermont S, Leibowitz J, Fung LS, Levy G, Malo D. Mouse Hepatitis 
virus-3 induced prothrombinase (Fgl2) maps to proximal chromosome 5. 
Genomics. 1995;29(1):307–9.

57. Ruegg C, Pytela R. Sequence of a human transcript expressed in T-lympho-
cytes and encoding a fibrinogen-like protein. Gene. 1995;160(2):257–62.

58. Poli V. The role of C/EBP isoforms in the control of inflammatory and native 
immunity functions. J Biol Chem. 1998;273(45):29279–82.

59. Barrett AJ, Rawlings ND. Families and clans of serine peptidases. Arch Bio-
chem Biophys. 1995;318(2):247–50.

60. Zhang S, Rao G, Heimberger A, Li S. Fibrinogen-like protein 2: its biological 
function across cell types and the potential to serve as an immunotherapy 
target for brain tumors. Cytokine Growth Factor Rev. 2023;69:73–9.

61. Yang G, Hooper WC. Physiological functions and clinical implications of 
fibrinogen-like 2: a review. World J Clin Infect Dis. 2013;3(3):37–46.

62. Chan CW, Chan MW, Liu M, Fung L, Cole EH, Leibowitz JL, et al. Kinetic analy-
sis of a unique direct prothrombinase, fgl2, and identification of a serine resi-
due critical for the prothrombinase activity. J Immunol. 2002;168(10):5170–7.

63. Liu H, Yang PS, Zhu T, Manuel J, Zhang J, He W, et al. Characterization of 
fibrinogen-like protein 2 (FGL2): monomeric FGL2 has enhanced immuno-
suppressive activity in comparison to oligomeric FGL2. Int J Biochem Cell 
Biol. 2013;45(2):408–18.

64. Shao W, Huang Y, Wang L, Li P, Jia Y, Zhang J. Expression of fibrinogen-like pro-
tein 2 (Fgl2) on toll-like receptor 9 (TLR9) expression in autoimmune myelitis. 
Int Immunopharmacol. 2023;114:109539.

65. Su K, Chen F, Yan WM, Zeng QL, Xu L, Xi D, et al. Fibrinogen-like protein 2/
fibroleukin prothrombinase contributes to tumor hypercoagulability via IL-2 
and IFN-gamma. World J Gastroenterol. 2008;14(39):5980–9.

66. Zhou Y, Lei J, Xie Q, Wu L, Jin S, Guo B, et al. Fibrinogen-like protein 
2 controls sepsis catabasis by interacting with resolvin Dp5. Sci Adv. 
2019;5(11):eaax0629.

67. Lei J, Zhou Y, Zhao H, Chen Y, Yan G, Wu L, et al. Dabigatran activates inflam-
mation resolution by promoting fibrinogen-like protein 2 shedding and 
RvD5(n-3 DPA) production. Theranostics. 2021;11(9):4251–61.

68. Li X, Gao Q, Wu W, Hai S, Hu J, You J, et al. FGL2-MCOLN3-Autophagy axis-
triggered neutrophil extracellular traps exacerbate liver injury in fulminant 
viral hepatitis. Cell Mol Gastroenterol Hepatol. 2022;14(5):1077–101.

69. Liu Y, Xu S, Xiao F, Xiong Y, Wang X, Gao S, et al. The FGL2/fibroleukin pro-
thrombinase is involved in alveolar macrophage activation in COPD through 
the MAPK pathway. Biochem Biophys Res Commun. 2010;396(2):555–61.

70. Wu D, Wang H, Yan W, Chen T, Wang M, Han M, et al. A disparate subset of 
double-negative T cells contributes to the outcome of murine fulminant 
viral hepatitis via effector molecule fibrinogen-like protein 2. Immunol Res. 
2016;64(2):518–30.



Page 19 of 21Chen et al. Biomarker Research           (2024) 12:53 

71. Levy GA, Liu M, Ding J, Yuwaraj S, Leibowitz J, Marsden PA, et al. Molecular 
and functional analysis of the human prothrombinase gene (HFGL2) and its 
role in viral hepatitis. Am J Pathol. 2000;156(4):1217–25.

72. Marsden PA, Ning Q, Fung LS, Luo X, Chen Y, Mendicino M, et al. The Fgl2/
fibroleukin prothrombinase contributes to immunologically mediated 
thrombosis in experimental and human viral hepatitis. J Clin Invest. 
2003;112(1):58–66.

73. Ghanekar A, Mendicino M, Liu H, He W, Liu M, Zhong R, et al. Endothelial 
induction of fgl2 contributes to thrombosis during acute vascular xenograft 
rejection. J Immunol. 2004;172(9):5693–701.

74. Clark DA, Ding JW, Yu G, Levy GA, Gorczynski RM. Fgl2 prothrombinase 
expression in mouse trophoblast and decidua triggers abortion but may be 
countered by OX-2. Mol Hum Reprod. 2001;7(2):185–94.

75. Jin SJ, Liu Y, Deng SH, Liao LH, Lin TL, Ning Q, et al. Neuroprotective effects 
of activated protein C on intrauterine inflammation-induced neonatal white 
matter injury are associated with the downregulation of fibrinogen-like 
protein 2/fibroleukin prothrombinase and the inhibition of pro-inflammatory 
cytokine expression. Int J Mol Med. 2015;35(5):1199–212.

76. Dong XL, Lin HH, Chen RP, Zhou HD, Hong WD, Chen XR, et al. Fibrinogen-like 
protein 2 prothrombinase may contribute to the progression of inflamma-
tory bowel disease by mediating immune coagulation. Int J Clin Exp Pathol. 
2018;11(3):1629–36.

77. Ye X, Huai J, Chen R, Ding J, Chen Y, Cai Z. Correlation of fibrinogen-like 
protein 2 with disease progression in patients with severe acute pancreatitis. 
Exp Ther Med. 2014;7(1):85–9.

78. Yu JL, Xu L, Xiao YQ, Wu M, Zhong QM. Study on the expression of fibrinogen-
like protein 2 during recovery period in liver tissues of patients with severe 
viral hepatitis B. Zhonghua Gan Zang Bing Za Zhi. 2019;27(9):712–5.

79. Jia P, Wang J, Wang L, Chen X, Chen Y, Li WZ, et al. TNF-alpha upregulates Fgl2 
expression in rat myocardial ischemia/reperfusion injury. Microcirculation. 
2013;20(6):524–33.

80. Liu Y, Xu L, Zeng Q, Wang J, Wang M, Xi D, et al. Downregulation of FGL2/
prothrombinase delays HCCLM6 xenograft tumour growth and decreases 
tumour angiogenesis. Liver Int. 2012;32(10):1585–95.

81. Xiao F, Wang HW, Hu JJ, Tao R, Weng XX, Wang P, et al. Fibrinogen-like 
protein 2 deficiency inhibits virus-induced fulminant hepatitis through 
abrogating inflammatory macrophage activation. World J Gastroenterol. 
2022;28(4):479–96.

82. Hu J, Wang H, Li X, Liu Y, Mi Y, Kong H, et al. Fibrinogen-like protein 2 aggra-
vates nonalcoholic steatohepatitis via interaction with TLR4, eliciting inflam-
mation in macrophages and inducing hepatic lipid metabolism disorder. 
Theranostics. 2020;10(21):9702–20.

83. Marazzi S, Blum S, Hartmann R, Gundersen D, Schreyer M, Argraves S, et al. 
Characterization of human fibroleukin, a fibrinogen-like protein secreted by T 
lymphocytes. J Immunol. 1998;161(1):138–47.

84. Li XL, Menoret S, Bezie S, Caron L, Chabannes D, Hill M, et al. Mechanism and 
localization of CD8 regulatory T cells in a heart transplant model of tolerance. 
J Immunol. 2010;185(2):823–33.

85. Denning TL, Granger SW, Mucida D, Graddy R, Leclercq G, Zhang W, et al. 
Mouse TCRalphabeta + CD8alphaalpha intraepithelial lymphocytes express 
genes that down-regulate their antigen reactivity and suppress immune 
responses. J Immunol. 2007;178(7):4230–9.

86. Ruegg CR, Chiquet-Ehrismann R, Alkan SS. Tenascin, an extracellular matrix 
protein, exerts immunomodulatory activities. Proc Natl Acad Sci U S A. 
1989;86(19):7437–41.

87. Liu H, Shalev I, Manuel J, He W, Leung E, Crookshank J, et al. The FGL2-Fcgam-
maRIIB pathway: a novel mechanism leading to immunosuppression. Eur J 
Immunol. 2008;38(11):3114–26.

88. Amigorena S, Bonnerot C, Drake JR, Choquet D, Hunziker W, Guillet JG, et al. 
Cytoplasmic domain heterogeneity and functions of IgG fc receptors in B 
lymphocytes. Science. 1992;256(5065):1808–12.

89. Nimmerjahn F, Ravetch JV. Fcgamma receptors as regulators of immune 
responses. Nat Rev Immunol. 2008;8(1):34–47.

90. Blank U, Launay P, Benhamou M, Monteiro RC. Inhibitory ITAMs as novel 
regulators of immunity. Immunol Rev. 2009;232(1):59–71.

91. Wang L, Yang C, Xu M, Hu M, Wang X, Zhu T. The role of soluble fibrinogen-
like protein 2 in transplantation: protection or damage. Transplantation. 
2014;97(12):1201–6.

92. Marescal O, Cheeseman IM. Cellular mechanisms and regulation of quies-
cence. Dev Cell. 2020;55(3):259–71.

93. Michalopoulos GK, Bhushan B. Liver regeneration: biological and patho-
logical mechanisms and implications. Nat Rev Gastroenterol Hepatol. 
2021;18(1):40–55.

94. Yu HT, Yu M, Li CY, Zhan YQ, Xu WX, Li YH, et al. Specific expression and 
regulation of hepassocin in the liver and down-regulation of the correlation 
of HNF1alpha with decreased levels of hepassocin in human hepatocellular 
carcinoma. J Biol Chem. 2009;284(20):13335–47.

95. Han NK, Jung MG, Jeong YJ, Son Y, Han SC, Park S, et al. Plasma fibrinogen-
like 1 as a potential biomarker for radiation-induced liver injury. Cells. 
2019;8(9):1042.

96. Yun JW, Kim CW, Bae IH, Park YH, Chung JH, Lim KM, et al. Determination of 
the key innate genes related to individual variation in carbon tetrachloride-
induced hepatotoxicity using a pre-biopsy procedure. Toxicol Appl Pharma-
col. 2009;239(1):55–63.

97. Xagorari A, Siotou E, Yiangou M, Tsolaki E, Bougiouklis D, Sakkas L, et al. 
Protective effect of mesenchymal stem cell-conditioned medium on hepatic 
cell apoptosis after acute liver injury. Int J Clin Exp Pathol. 2013;6(5):831–40.

98. Zou Z, Cai Y, Chen Y, Chen S, Liu L, Shen Z, et al. Bone marrow-derived mesen-
chymal stem cells attenuate acute liver injury and regulate the expression of 
fibrinogen-like-protein 1 and signal transducer and activator of transcription 
3. Mol Med Rep. 2015;12(2):2089–97.

99. Li CY, Cao CZ, Xu WX, Cao MM, Yang F, Dong L, et al. Recombinant human 
hepassocin stimulates proliferation of hepatocytes in vivo and improves 
survival in rats with fulminant hepatic failure. Gut. 2010;59(6):817–26.

100. Gao M, Zhan YQ, Yu M, Ge CH, Li CY, Zhang JH, et al. Hepassocin activates 
the EGFR/ERK cascade and induces proliferation of L02 cells through the src-
dependent pathway. Cell Signal. 2014;26(10):2161–6.

101. Papatheodoridi M, Cholongitas E. Diagnosis of non-alcoholic fatty liver 
disease (NAFLD): current concepts. Curr Pharm Des. 2018;24(38):4574–86.

102. Sheka AC, Adeyi O, Thompson J, Hameed B, Crawford PA, Ikramuddin S. 
Nonalcoholic steatohepatitis: a review. JAMA. 2020;323(12):1175–83.

103. Schuster S, Cabrera D, Arrese M, Feldstein AE. Triggering and resolution of 
inflammation in NASH. Nat Rev Gastroenterol Hepatol. 2018;15(6):349–64.

104. Friedman SL, Neuschwander-Tetri BA, Rinella M, Sanyal AJ. Mechanisms of 
NAFLD development and therapeutic strategies. Nat Med. 2018;24(7):908–22.

105. Younossi ZM, Koenig AB, Abdelatif D, Fazel Y, Henry L, Wymer M. Global 
epidemiology of nonalcoholic fatty liver disease-Meta-analytic assessment of 
prevalence, incidence, and outcomes. Hepatology. 2016;64(1):73–84.

106. Byrne CD, Targher G. NAFLD: a multisystem disease. J Hepatol. 2015;62(Suppl 
1):S47–64.

107. Huang RL, Li CH, Du YF, Cheng KP, Lin CH, Hu CY, et al. Discovery of a role of 
the novel hepatokine, hepassocin, in obesity. BioFactors. 2020;46(1):100–5.

108. Toh MR, Wong EYT, Wong SH, Ng AWT, Loo LH, Chow PK, et al. Global 
epidemiology and genetics of hepatocellular carcinoma. Gastroenterology. 
2023;164(5):766–82.

109. Rumgay H, Arnold M, Ferlay J, Lesi O, Cabasag CJ, Vignat J, et al. Global 
burden of primary liver cancer in 2020 and predictions to 2040. J Hepatol. 
2022;77(6):1598–606.

110. Li Q, Cao M, Lei L, Yang F, Li H, Yan X, et al. Burden of liver cancer: from epide-
miology to prevention. Chin J Cancer Res. 2022;34(6):554–66.

111. Lamplugh Z, Fan Y. Vascular microenvironment, tumor immunity and immu-
notherapy. Front Immunol. 2021;12:811485.

112. Singal AG, Kudo M, Bruix J. Breakthroughs in hepatocellular carcinoma thera-
pies. Clin Gastroenterol Hepatol. 2023;21(8):2135–49.

113. Kennedy LB, Salama AKS. A review of cancer immunotherapy toxicity. CA 
Cancer J Clin. 2020;70(2):86–104.

114. O’Donnell JS, Teng MWL, Smyth MJ. Cancer immunoediting and resistance to 
T cell-based immunotherapy. Nat Rev Clin Oncol. 2019;16(3):151–67.

115. Guo M, Yuan F, Qi F, Sun J, Rao Q, Zhao Z, et al. Expression and clinical signifi-
cance of LAG-3, FGL1, PD-L1 and CD8(+)T cells in hepatocellular carcinoma 
using multiplex quantitative analysis. J Transl Med. 2020;18(1):306.

116. Yan Q, Lin HM, Zhu K, Cao Y, Xu XL, Zhou ZY, et al. Immune checkpoint FGL1 
expression of circulating tumor cells is associated with poor survival in cura-
tively resected hepatocellular carcinoma. Front Oncol. 2022;12:810269.

117. Cai X, Tang D, Chen J, Li H, Zhang P. Evaluation of serum FGL1 as diag-
nostic markers for HBV-related hepatocellular carcinoma. Lab Med. 
2023;54(3):270–81.

118. Sayeed A, Dalvano BE, Kaplan DE, Viswanathan U, Kulp J, Janneh AH, et al. 
Profiling the circulating mRNA transcriptome in human liver disease. Onco-
target. 2020;11(23):2216–32.

119. Antkowiak M, Green RM, Telomeres. p53, hepatocyte nuclear factor 4alpha, 
and liver disease. Hepatology. 2020;72(4):1166–8.



Page 20 of 21Chen et al. Biomarker Research           (2024) 12:53 

120. Yin C, Lin Y, Zhang X, Chen YX, Zeng X, Yue HY, et al. Differentiation therapy 
of hepatocellular carcinoma in mice with recombinant adenovirus carrying 
hepatocyte nuclear factor-4alpha gene. Hepatology. 2008;48(5):1528–39.

121. Zeng X, Lin Y, Yin C, Zhang X, Ning BF, Zhang Q, et al. Recombinant adenovi-
rus carrying the hepatocyte nuclear factor-1alpha gene inhibits hepatocel-
lular carcinoma xenograft growth in mice. Hepatology. 2011;54(6):2036–47.

122. Liu Z, Ukomadu C. Fibrinogen-like protein 1, a hepatocyte derived protein is 
an acute phase reactant. Biochem Biophys Res Commun. 2008;365(4):729–34.

123. Li JJ, Wang JH, Tian T, Liu J, Zheng YQ, Mo HY, et al. The liver microenviron-
ment orchestrates FGL1-mediated immune escape and progression of 
metastatic colorectal cancer. Nat Commun. 2023;14(1):6690.

124. Manka P, Verheyen J, Gerken G, Canbay A. Liver failure due to acute viral 
hepatitis (A-E). Visc Med. 2016;32(2):80–5.

125. Odenwald MA, Paul S. Viral hepatitis: past, present, and future. World J Gastro-
enterol. 2022;28(14):1405–29.

126. Cooke GS, Andrieux-Meyer I, Applegate TL, Atun R, Burry JR, Cheinquer H, et 
al. Accelerating the elimination of viral hepatitis: a Lancet Gastroenterology & 
Hepatology Commission. Lancet Gastroenterol Hepatol. 2019;4(2):135–84.

127. Zhu CL, Yan WM, Zhu F, Zhu YF, Xi D, Tian DY, et al. Fibrinogen-like protein 2 
fibroleukin expression and its correlation with disease progression in murine 
Hepatitis virus type 3-induced fulminant hepatitis and in patients with severe 
viral hepatitis B. World J Gastroenterol. 2005;11(44):6936–40.

128. Farrell GC. Acute viral hepatitis. Med J Aust. 1998;168(11):565–70.
129. Liu G, Wang Q, Deng L, Huang X, Yang G, Cheng Q, et al. Hepatic RACK1 

deficiency protects against fulminant hepatitis through myeloid-derived 
suppressor cells. Theranostics. 2022;12(5):2248–65.

130. Yang C, Chen Y, Guo G, Li H, Cao D, Xu H, et al. Expression of B and T lympho-
cyte attenuator (BTLA) in macrophages contributes to the fulminant hepatitis 
caused by murine Hepatitis virus strain-3. Gut. 2013;62(8):1204–13.

131. Liu J, Tan Y, Zhang J, Zou L, Deng G, Xu X, et al. C5aR, TNF-alpha, and FGL2 
contribute to coagulation and complement activation in virus-induced fulmi-
nant hepatitis. J Hepatol. 2015;62(2):354–62.

132. Ding JW, Ning Q, Liu MF, Lai A, Leibowitz J, Peltekian KM, et al. Fulminant 
hepatic failure in murine Hepatitis virus strain 3 infection: tissue-specific 
expression of a novel fgl2 prothrombinase. J Virol. 1997;71(12):9223–30.

133. Ding JW, Ning Q, Liu MF, Lai A, Peltekian K, Fung L, et al. Expression of the fgl2 
and its protein product (prothrombinase) in tissues during murine Hepatitis 
virus strain-3 (MHV-3) infection. Adv Exp Med Biol. 1998;440:609–18.

134. Xia Y, Wang P, Yan N, Gonzalez FJ, Yan T. Withaferin a alleviates fulminant 
hepatitis by targeting macrophage and NLRP3. Cell Death Dis. 2021;12(2):174.

135. Parr RL, Fung L, Reneker J, Myers-Mason N, Leibowitz JL, Levy G. Associa-
tion of mouse fibrinogen-like protein with murine Hepatitis virus-induced 
prothrombinase activity. J Virol. 1995;69(8):5033–8.

136. Guo S, Yang C, Diao B, Huang X, Jin M, Chen L, et al. The NLRP3 inflamma-
some and IL-1beta accelerate immunologically mediated pathology in 
experimental viral fulminant hepatitis. PLoS Pathog. 2015;11(9):e1005155.

137. Belyavskyi M, Levy GA, Leibowitz JL. The pattern of induction of apoptosis 
during infection with MHV-3 correlates with strain variation in resistance and 
susceptibility to lethal hepatitis. Adv Exp Med Biol. 1998;440:619–25.

138. Ning Q, Lakatoo S, Liu M, Yang W, Wang Z, Phillips MJ, et al. Induction of 
prothrombinase fgl2 by the nucleocapsid protein of virulent mouse hepatitis 
virus is dependent on host hepatic nuclear factor-4 alpha. J Biol Chem. 
2003;278(18):15541–9.

139. Xu GL, Chen J, Yang F, Li GQ, Zheng LX, Wu YZ. C5a/C5aR pathway is essential 
for the pathogenesis of murine viral fulminant hepatitis by way of potentiat-
ing Fgl2/fibroleukin expression. Hepatology. 2014;60(1):114–24.

140. McGilvray ID, Lu Z, Wei AC, Dackiw AP, Marshall JC, Kapus A, et al. Murine 
Hepatitis virus strain 3 induces the macrophage prothrombinase fgl-2 
through p38 mitogen-activated protein kinase activation. J Biol Chem. 
1998;273(48):32222–9.

141. Xu H, Li H, Cao D, Wu Y, Chen Y. Tumor necrosis factor alpha (TNF-alpha) 
receptor-I is required for TNF-alpha-mediated fulminant virus hepati-
tis caused by murine Hepatitis virus strain-3 infection. Immunol Lett. 
2014;158(1–2):25–32.

142. Liu M, Mendicino M, Ning Q, Ghanekar A, He W, McGilvray I, et al. 
Cytokine-induced hepatic apoptosis is dependent on FGL2/fibroleukin: 
the role of Sp1/Sp3 and STAT1/PU.1 composite cis elements. J Immunol. 
2006;176(11):7028–38.

143. Chen Y, Wu S, Guo G, Fei L, Guo S, Yang C, et al. Programmed death (PD)-
1-deficient mice are extremely sensitive to murine Hepatitis virus strain-3 
(MHV-3) infection. PLoS Pathog. 2011;7(7):e1001347.

144. Joller N, Lozano E, Burkett PR, Patel B, Xiao S, Zhu C, et al. Treg cells expressing 
the coinhibitory molecule TIGIT selectively inhibit proinflammatory Th1 and 
Th17 cell responses. Immunity. 2014;40(4):569–81.

145. Yang M, Zhang Z, Chen J, Xu M, Huang J, Wang M, et al. Soluble fibrinogen-
like protein 2 promotes the growth of hepatocellular carcinoma via attenuat-
ing dendritic cell-mediated cytotoxic T cell activity. J Exp Clin Cancer Res. 
2019;38(1):351.

146. Shalev I, Wong KM, Foerster K, Zhu Y, Chan C, Maknojia A, et al. The novel 
CD4 + CD25 + regulatory T cell effector molecule fibrinogen-like protein 2 
contributes to the outcome of murine fulminant viral hepatitis. Hepatology. 
2009;49(2):387–97.

147. Cooke GS, Flower B, Cunningham E, Marshall AD, Lazarus JV, Palayew A, et 
al. Progress towards elimination of viral hepatitis: a Lancet Gastroenterol-
ogy & Hepatology Commission update. Lancet Gastroenterol Hepatol. 
2024;9(4):346–65.

148. Yu Y, Yuan T, Huang L, Wu J, Li G, Wu J. hFgl2 protein expression in peripheral 
blood mononuclear cells in different clinical types of liver disease. Nan Fang 
Yi Ke Da Xue Xue Bao. 2013;33(3):436–43.

149. Shalev I, Selzner N, Helmy A, Foerster K, Adeyi OA, Grant DR, et al. The role of 
fgl2 in the pathogenesis and treatment of hepatitis C virus infection. Ram-
bam Maimonides Med J. 2010;1(1):e0004.

150. El-Mesery M, El-Mowafy M, Youssef LF, El-Mesery A, Abed SY, Elgaml A. Serum 
soluble fibrinogen-like protein 2 represents a novel biomarker for differentia-
tion between acute and chronic Egyptian hepatitis B virus-infected patients. J 
Interferon Cytokine Res. 2021;41(2):52–9.

151. Tao R, Han M, Yuan W, Xiao F, Huang J, Wang X, et al. Fibrinogen-like protein 
2 promotes proinflammatory macrophage polarization and mitochondrial 
dysfunction in liver fibrosis. Int Immunopharmacol. 2023;117:109631.

152. Xu L, Yang D, Liu Y, Wu D, Wang X, Ning Q. Inhibitory function of Tregs via 
soluble FGL2 in chronic hepatitis B. J Huazhong Univ Sci Technolog Med Sci. 
2012;32(4):540–5.

153. Selzner N, Liu H, Boehnert MU, Adeyi OA, Shalev I, Bartczak AM, et al. 
FGL2/fibroleukin mediates hepatic reperfusion injury by induction of 
sinusoidal endothelial cell and hepatocyte apoptosis in mice. J Hepatol. 
2012;56(1):153–9.

154. Han M, Yan W, Guo W, Xi D, Zhou Y, Li W, et al. Hepatitis B virus-induced hFGL2 
transcription is dependent on c-Ets-2 and MAPK signal pathway. J Biol Chem. 
2008;283(47):32715–29.

155. Colak Y, Senates E, Ozturk O, Yilmaz Y, Coskunpinar E, Kahraman OT, et al. 
Plasma fibrinogen-like protein 2 levels in patients with non-alcoholic fatty 
liver disease. Hepatogastroenterology. 2011;58(112):2087–90.

156. Langhans B, Nischalke HD, Kramer B, Dold L, Lutz P, Mohr R, et al. Role of regu-
latory T cells and checkpoint inhibition in hepatocellular carcinoma. Cancer 
Immunol Immunother. 2019;68(12):2055–66.

157. Tanaka A, Sakaguchi S. Regulatory T cells in cancer immunotherapy. Cell Res. 
2017;27(1):109–18.

158. Yan J, Zhao Q, Gabrusiewicz K, Kong LY, Xia X, Wang J, et al. FGL2 promotes 
tumor progression in the CNS by suppressing CD103(+) dendritic cell dif-
ferentiation. Nat Commun. 2019;10(1):448.

159. Yan J, Zhao Q, Wang J, Tian X, Wang J, Xia X, et al. FGL2-wired macrophages 
secrete CXCL7 to regulate the stem-like functionality of glioma cells. Cancer 
Lett. 2021;506:83–94.

160. Chruscinski A, Sadozai H, Rojas-Luengas V, Bartczak A, Khattar R, Selzner N, et 
al. Role of regulatory T cells (Treg) and the Treg effector molecule fibrinogen-
like protein 2 in alloimmunity and autoimmunity. Rambam Maimonides Med 
J. 2015;6(3):e0024.

161. Jiang DK, Sun J, Cao G, Liu Y, Lin D, Gao YZ, et al. Genetic variants in STAT4 
and HLA-DQ genes confer risk of hepatitis B virus-related hepatocellular 
carcinoma. Nat Genet. 2013;45(1):72–5.

162. Wang C, Gao N, Yang L, Guo Y, Fang Y, Wang T, et al. Stat4 rs7574865 poly-
morphism promotes the occurrence and progression of hepatocellular carci-
noma via the Stat4/CYP2E1/FGL2 pathway. Cell Death Dis. 2022;13(2):130.

163. Liu BQ, Bao ZY, Zhu JY, Liu H. Fibrinogen-like protein 2 promotes the accumu-
lation of myeloid-derived suppressor cells in the hepatocellular carcinoma 
tumor microenvironment. Oncol Lett. 2021;21(1):47.

164. Wu L, Liu X, Lei J, Zhang N, Zhao H, Zhang J, et al. Fibrinogen-like pro-
tein 2 promotes tumor immune suppression by regulating cholesterol 
metabolism in myeloid-derived suppressor cells. J Immunother Cancer. 
2023;11(12):e008081.

165. van Hinsbergh VW, Collen A, Koolwijk P. Role of fibrin matrix in angiogenesis. 
Ann N Y Acad Sci. 2001;936:426–37.



Page 21 of 21Chen et al. Biomarker Research           (2024) 12:53 

166. Ma X, Zhu H, Cheng L, Chen X, Shu K, Zhang S. Targeting FGL2 in 
glioma immunosuppression and malignant progression. Front Oncol. 
2022;12:1004700.

167. Ai G, Yan W, Yu H, Xiao F, Xi D, Ma K, et al. Soluble Fgl2 restricts autoimmune 
hepatitis progression via suppressing Tc17 and conventional CD8 + T cell 
function. J Gene Med. 2018;20(7–8):e3023.

168. Ji W, Wang W, Li P, Liu Y, Zhang B, Qi F. sFgl2 gene-modified MSCs regulate the 
differentiation of CD4(+) T cells in the treatment of autoimmune hepatitis. 
Stem Cell Res Ther. 2023;14(1):316.

169. Sun HJ, Chen J, Zhang H, Ni B, van Velkinburgh JC, Liu Y, et al. Von wil-
lebrand factor protects against acute CCl(4)-induced hepatotoxicity 
through phospho-p38 MAPK signaling pathway inhibition. Immunol Res. 
2017;65(5):1046–58.

170. Hu X, Wan X, Diao Y, Shen Z, Zhang Z, Wang P, et al. Fibrinogen-like protein 2 
regulates macrophage glycolytic reprogramming by directly targeting PKM2 
and exacerbates alcoholic liver injury. Int Immunopharmacol. 2023;124(Pt 
B):110957.

171. Jiao S, Tan N, Zhu C, Fu Y, Zhang K, Ding Y, et al. The distinctive role of mem-
brane fibrinogen-like protein 2 in the liver stage of rodent malaria infections. 
Parasite Immunol. 2023;45(1):e12956.

172. Jadlowiec CC, Taner T. Liver transplantation: current status and challenges. 
World J Gastroenterol. 2016;22(18):4438–45.

173. Ronca V, Wootton G, Milani C, Cain O. The immunological basis of liver 
allograft rejection. Front Immunol. 2020;11:2155.

174. Edozie FC, Nova-Lamperti EA, Povoleri GA, Scotta C, John S, Lombardi G, et al. 
Regulatory T-cell therapy in the induction of transplant tolerance: the issue of 
subpopulations. Transplantation. 2014;98(4):370–9.

175. Beyzaei Z, Shojazadeh A, Geramizadeh B. The role of regulatory T cells in liver 
transplantation. Transpl Immunol. 2022;70:101512.

176. Pan G, Zhao Z, Tang C, Ding L, Li Z, Zheng D, et al. Soluble fibrinogen-like 
protein 2 ameliorates acute rejection of liver transplantation in rat via induc-
ing Kupffer cells M2 polarization. Cancer Med. 2018;7(7):3168–77.

177. Zhang X, Ma J, Li H, Zhou L, Liu Z, Lyu S, et al. Overexpression of fibrinogen-
like protein 2 alleviates acute rejection in rat models of liver transplantation. 
Ann Transl Med. 2021;9(5):408.

178. Xie L, Ichimaru N, Morita M, Chen J, Zhu P, Wang J, et al. Identification of a 
novel biomarker gene set with sensitivity and specificity for distinguishing 
between allograft rejection and tolerance. Liver Transpl. 2012;18(4):444–54.

179. Yang Y, Zhai H, Wan Y, Wang X, Chen H, Dong L, et al. Recombinant human 
HPS protects mice and nonhuman primates from acute liver injury. Int J Mol 
Sci. 2021;22(23):12886.

180. Son Y, Shin NR, Kim SH, Park SC, Lee HJ. Fibrinogen-like protein 1 modulates 
sorafenib resistance in human hepatocellular carcinoma cells. Int J Mol Sci. 
2021;22(10):5330.

181. Sun C, Gao W, Liu J, Cheng H, Hao J. FGL1 regulates acquired resistance to 
gefitinib by inhibiting apoptosis in non-small cell lung cancer. Respir Res. 
2020;21(1):210.

182. Khattar R, Luft O, Yavorska N, Shalev I, Phillips MJ, Adeyi O, et al. Targeted dele-
tion of FGL2 leads to increased early viral replication and enhanced adaptive 
immunity in a murine model of acute viral hepatitis caused by LCMV WE. 
PLoS ONE. 2013;8(10):e72309.

183. Zhu C, Sun Y, Luo X, Yan W, Xi D, Ning Q. Novel mfgl2 antisense plasmid 
inhibits murine fgl2 expression and ameliorates murine Hepatitis virus 
type 3-induced fulminant hepatitis in BALB/cJ mice. Hum Gene Ther. 
2006;17(6):589–600.

184. Xi D, Wang M, Ye H, Luo X, Ning Q. Combined adenovirus-mediated artificial 
microRNAs targeting mfgl2, mFas, and mTNFR1 protect against fulminant 
hepatic failure in mice. PLoS ONE. 2013;8(11):e82330.

185. Gao S, Wang M, Ye H, Guo J, Xi D, Wang Z, et al. Dual interference with novel 
genes mfgl2 and mTNFR1 ameliorates murine Hepatitis virus type 3-induced 
fulminant hepatitis in BALB/cJ mice. Hum Gene Ther. 2010;21(8):969–77.

186. Yu H, Liu Y, Wang H, Wan X, Huang J, Yan W, et al. Clara cell 10 kDa protein 
alleviates murine Hepatitis virus strain 3-induced fulminant hepatitis by 
inhibiting fibrinogen-like protein 2 expression. Front Immunol. 2018;9:2935.

187. Yu H, Liu Y, Huang J, Wang H, Yan W, Xi D, et al. IL-33 protects murine viral 
fulminant hepatitis by targeting coagulation hallmark protein FGL2/fibroleu-
kin expression. Mol Immunol. 2017;87:171–9.

188. Wang M, Liu J, Xi D, Luo X, Ning Q. Adenovirus-mediated artificial microRNA 
against human fibrinogen like protein 2 inhibits hepatocellular carcinoma 
growth. J Gene Med. 2016;18(7):102–11.

189. Bie F, Wang G, Qu X, Wang Y, Huang C, Wang Y, et al. Loss of FGL1 induces 
epithelial–mesenchymal transition and angiogenesis in LKB1 mutant lung 
adenocarcinoma. Int J Oncol. 2019;55(3):697–707.

190. Huang J, Huang Q, Xue J, Liu H, Guo Y, Chen H, et al. Fibrinogen like pro-
tein-1 knockdown suppresses the proliferation and metastasis of TU-686 
cells and sensitizes laryngeal cancer to LAG-3 blockade. J Int Med Res. 
2022;50(9):3000605221126874.

191. Lv Z, Cui B, Huang X, Feng HY, Wang T, Wang HF, et al. FGL1 as a novel media-
tor and biomarker of malignant progression in clear cell renal cell carcinoma. 
Front Oncol. 2021;11:756843.

192. Chai D, Qiu D, Shi X, Ding J, Jiang N, Zhang Z, et al. Dual-targeting vaccine 
of FGL1/CAIX exhibits potent anti-tumor activity by activating DC-mediated 
multi-functional CD8 T cell immunity. Mol Ther Oncolytics. 2022;24:1–13.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in 
published maps and institutional affiliations.


	FGL1 and FGL2: emerging regulators of liver health and disease
	Abstract
	Introduction
	Structure and function
	FGL1
	FGL2
	mFGL2
	sFGL2

	Research progress of fibrinogen-like proteins in liver disease
	The role of FGL1 in liver diseases
	FGL1 in liver injury and repair
	FGL1 in NAFLD
	FGL1 in liver cancer


	The role of FGL2 in liver diseases
	FGL2 in viral hepatitis
	Acute viral hepatitis (AVH)
	Chronic viral hepatitis (CVH) and cirrhosis


	FGL2 in NAFLD
	FGL2 in HCC
	FGL2 in other liver diseases
	FGL2 in liver transplantation
	Targeting fibrinogen-like proteins for liver disease treatment


