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Objective. This study is aimed at investigating the enriched functions of polymeric immunoglobulin receptor (PIGR) and its
correlations with liver fibrosis stage. Methods. PIGR mRNA expression in normal liver, liver fibrosis, hepatic stellate cells
(HSCs), and hepatitis virus infection samples was calculated in Gene Expression Omnibus (GEO) and Oncomine databases.
Enrichment analysis of PIGR-related genes was conducted in Metascape and Gene Set Enrichment Analysis (GSEA). Logistic
model and ROC curve were performed to evaluate the correlations between pIgR and liver fibrosis. Results. PIGR mRNA was
upregulated in advanced liver fibrosis, cirrhosis compared to normal liver (all p < 0:05). PIGR mRNA was also overexpressed in
activated HSCs compared to senescent HSCs, liver stem/progenitor cells, and reverted HSCs (all p < 0:05). Enrichment analysis
revealed that PIGR-related genes involved in the defense response to virus and interferon (IFN) signaling. In GEO series, PIGR
mRNA was also upregulated by hepatitis virus B, C, D, and E infection (all p < 0:05). After adjusting age and gender,
multivariate logistic regression models revealed that high PIGR in the liver was a risk factor for liver fibrosis (OR = 82:2, p <
0:001). The area under curve (AUC), positive predictive value (PPV), negative predictive value (NPV), sensitivity, and specificity
of PIGR for liver fibrosis stage >2 were 0.84, 0.86, 0.7, 0.61, and 0.90. Conclusion. PIGR was correlated with liver fibrosis and
might involve in hepatitis virus infection and HSC transdifferentiation.

1. Introduction

The polymeric immunoglobulin receptor (PIGR) is exclu-
sively originated from intestinal epithelial cells. It captured
and transcytosed dimeric IgA (dIgA) from lamina propria
to intestinal lumen across epithelial cells and participated in
mucosal immune system [1, 2]. Previous evidences revealed
that proinflammatory cytokines released by innate and adap-
tive immune cells including interferon, tumor necrosis factor
(TNF), interleukins, and lymphotoxin could stimulate the
expression of PIGR [1–9]. Except for exerting receptor func-
tion, the extracellular portion of PIGR is also responsible for
intracellular neutralization of some viruses [10, 11].

Recently, PIGR has been proved to be involved in the
human tumorigenesis and malignancies [9, 12–14]. As a vital
inflammatory mediator [1], PIGR played an important role
in hepatitis B (HBV) infection, chronic liver inflammation,
tumor growth, recurrence, and metastatic progression in
liver cancer and pancreatic ductal adenocarcinoma [9, 12,
14]. Mechanistically, PIGR had a cross talk of transforming
growth factor-β with inflammatory mediators like tumor
necrosis factor-α, interferon-γ, and interleukin-4, resulting
in the induction of epithelial-mesenchymal transition
(EMT) [13]. Moreover, PIGR upregulation increased the
nuclear translocation of Smad2/3, leading to the activation
of Smad pathway [12]. Rac1/CDC42-MEK/ERK cascade11
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was also proved to be potential mechanism of PIGR-related
cancer malignancy [14]. We previously found that PIGR
involved in the activation of ribosome pathway and
accounted for liver cancer recurrence [15]. Upregulated in
alcoholic liver disease, PIGR isoform X1 has been identified
as a predictor for liver fibrosis [16]. Additionally, PIGR was
overexpressed in cirrhosis compared to nonalcoholic fatty
liver disease. A global correlation map of clinical and proteo-
mic data strongly associated PIGR with liver cirrhosis [17].

In this study, we aimed to investigate the expression of
PIGR according to liver fibrosis, status of hepatic stellate cells
(HSCs), and hepatitis virus infection. By identifying the
associations between PIGR and liver fibrosis progression,
we hope to offer novel insights into the mechanisms of liver
fibrosis, even in hepatocarcinogenesis.

2. Materials and Methods

2.1. Gene Expression Omnibus (GEO). GEO database [18, 19]
was searched with heading terms including “liver fibrosis,”
“cirrhosis,” “hepatitis,” “hepatitis virus,” “hepatitis A
(HAV),” “hepatitis B,” “hepatitis C (HCV),” “hepatitis D
(HDV),” and “hepatitis E (HEV).” All the series with expres-
sion profiling by array were included. No sample type and
organism type restriction. Platforms and samples of GEO
series were downloaded from https://www.ncbi.nlm.nih
.gov/geo/.Raw.CEL files of the microarray from each GEO
dataset were normalized by quantile method of Robust
Multichip Analysis (RMA) from R affy package [20]. Gene
expression comparison was calculated by Limma package in
R program version 4.0 [21]. The details of GEO series
included in this analysis were summarized as Supplementary
Table S1.

2.2. Oncomine. The Oncomine is a cancer microarray data-
base and web-based integrated data mining platform aimed
at facilitating discovery from genome-wide expression analy-
ses [22]. With more than 700 independent datasets and a col-
lection of over 18000 microarray experiments, the Oncomine
platform provides solutions that can compute gene expres-
sion signatures, clusters, and gene-set modules, automatically
extracting biological insights from the data [22, 23]. Studies
compared PIGR between normal liver and cirrhosis samples
were selected without threshold, fold change, and gene rank
restriction in Oncomine database (https://www.oncomine
.org/).

2.3. The Human Protein Atlas (HPA). The HPA program
mapped all the human proteins in cells, tissues, and organs
using an integration of various omics technologies, including
antibody-based imaging, mass spectrometry-based proteo-
mics, transcriptomics, and systems biology [24]. PIGR
protein in tissue atlas and PIGR mRNA in cell type atlas of
liver were obtained from HPA database.

2.4. DisGeNET. DisGeNET is a discovery platform contain-
ing one of the largest publicly available collections of genes
associated to human diseases [25–27]. Associated diseases
of PIGR were searched in DisGeNET version 6.0 (https://
www.disgenet.org/). Summaries and evidences of gene-

disease associations (GDA) including semantic type, scores
of GDA, and numbers of publications in PubMed were all
obtained.

2.5. Enrichment Analysis. Using Similar Genes Detection
function in Gene Expression Profiling Interactive Analysis
(GEPIA) database, top 100 similar genes of PIGR with simi-
lar expression pattern in LIHC normal liver dataset were
identified [28]. Protein-Protein Interaction analysis (PPI)
for PIGR was investigated by STRING version 11.0 (https://
string-db.org/) and STITCH version 5.0 (http://stitch.embl
.de/) databases. All these interacted genes and similar genes
of PIGR in GEPIA, STRING, and STITCH were included in
Metascape for enrichment analysis [29]. Top ten Kyoto Ency-
clopedia of Genes and Genomes (KEGG) pathway, Gene
ontology (GO) biological process, and Reactome enrichment
analysis were also investigated in Molecular Signatures Data-
base in Gene Set Enrichment Analysis (GSEA, http://
software.broadinstitute.org/gsea/index.jsp) version 4.1 with a
false discovery rate (FDR) p value < 0.05 [30, 31].

2.6. Statistical Analysis.Differences of PIGR expression levels
between the individual groups were analyzed using Student’s
t test or Mann–Whitney test based on variable types by
GraphPad Prism 8 (GraphPad Software, San Diego, CA,
USA). Parameters associated with the liver fibrosis stage were
assessed by univariate and multivariate logistic regression by
Stata software version 16.0 (Stata Corp LLC, Texas, USA).
Results were reported as odds ratios (OR) with 95% confi-
dence intervals (CI). OptimalCutpoints package [32] in R
program was used to perform ROC analysis to evaluate pre-
dictive values of potential factors for the liver fibrosis stage. A
two-tailed p < 0:05 were considered significant for all tests.

3. Results

3.1. PIGR Expression in Different Stages of Liver Pathology. In
Oncomine database, Wurmbach Liver and Mas Liver data-
sets reported PIGR comparison between cirrhosis and nor-
mal liver. Microarray experiments of 13 cirrhosis samples
and 10 normal liver samples inWurmbach Liver dataset were
addressed in Human Genome U133 Plus 2.0 Array platform
[33], and Transcriptome levels of PIGR in 19 normal liver
samples and 58 cirrhosis samples in Mas Liver dataset were
examined in Human Genome U133A 2.0 Array platform
[34]. As shown in Figure 1(a), PIGR mRNA was significantly
upregulated in cirrhosis tissues than that in normal liver in
Wurmbach Liver dataset (p < 0:0001, Figure 1(a)). Con-
versely, PIGR mRNA was downregulated in cirrhosis sam-
ples than that in normal liver in Mas Liver dataset
(p < 0:0001, Figure 1(b)). GEO series were also selected for
investigating PIGR expression between cirrhotic and normal
livers. The details of the included GEO series were summa-
rized in Supplementary Table S1. As shown in Figure 1(c),
PIGR mRNA was significantly overexpressed in cirrhotic
samples than that in normal livers in GSE7741 and
GSE25097 (p < 0:01 and p < 0:0001, respectively,
Figure 1(c)). On the contrary, PIGR was downregulated in
cirrhosis compared to that in healthy individuals in
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GSE14323 (p < 0:05, Figure 1(c)). In GSE84044, liver samples
of 124 chronic hepatitis B (CHB) patients were examined
[35]. As shown in Figure 1(d), PIGR mRNA was
significantly overexpressed in CHB patients with fibrosis
stage ≥2 compared to that in patients with fibrosis stage <2
(all p < 0:001, Figure 1(d)).

3.2. PIGR Expression in Liver Cells and HSCs. PIGR protein
in liver tissues was obtained from HPA database. As shown
in Figure 2(a), PIGR was not detected in all eight cholangio-
cytes, while it was medium/low staining in six of eight hepa-
tocytes (Figure 2(a)). PIGR RNA expression in the single cell
type clusters identified in liver tissue was summarized in
Figure 2(b). PIGR mainly expressed in cholangiocytes,
followed by hepatocytes (Figure 2(b)).

Considered the pivotal roles of HSCs in the development
of liver fibrosis, PIGR mRNA expression levels were identi-
fied in HSCs in GEO series including GSE11954 [36],
GSE49995 [37], and GSE68001 [38]. In GSE11954, two sepa-
rate preparation of activated HSCs were treated with DNA

damaging agent to induce senescence or vehicle to remain
growing [36]. Compared to senescent HSCs, PIGR in grow-
ing HSCs was significantly overexpressed (p < 0:01,
Figure 2(c)). In GSE49995, PIGR expression in 7 samples of
adult-derived human liver stem/progenitor cells (ADHLSCs)
and 7 samples of HSCs were measured [37]. PIGR mRNA
was significantly upregulated in HSCs compared to that in
ADHLSCs (p < 0:001, Figure 2(c)). In GSE68001, HSCs were
isolated from healthy liver and culture-activated as aHSCs,
and aHSCs were reverted by reverting medium and displayed
as a quiescent-like phenotype (rHSCs) [38]. Compared to
rHSCs, PIGR was significantly upregulated in aHSCs
(p < 0:001, Figure 2(c)).

3.3. Enrichment of Similar/Interactive Genes of pIgR. Top 100
similar genes of PIGR in LIHC normal liver dataset were
identified in GEPIA database (Figure 3(a)). PPI of PIGR
was evaluated in STRING and STITCH databases
(Figures 3(b) and 3(c), respectively). Enrichment analysis of
similar/interacted genes of PIGR was calculated in
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Figure 1: PIGR mRNA expression between normal and cirrhosis samples. PIGR was upregulated in cirrhosis than that in normal samples in
Wurmbach Liver (p < 0:0001, a) and downregulated in cirrhosis in Mas Liver (p < 0:0001, b). In GEO series, PIGR was overexpressed in
cirrhosis samples compared to normal livers in GSE7741 and GSE25097 and downregulated in cirrhotic samples in GSE14323 (c).
Compared to liver fibrosis stages 0-1, PIGR elevated in patients with liver fibrosis stages 2-4 (p < 0:0001, d).
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Metascape. As summarized in Figure 4, defense response to
virus, interferon (IFN) signaling, and regulation of immune
effector process were mainly enriched (Figures 4(a) and
4(b)). Additionally, KEGG, Reactome, and GO enrichment
of similar/interacted genes of PIGR were reevaluated in
GSEA. In line with results in Metascape, defense response
to virus, response to virus, and response to type I IFN were
mainly enriched in GO in GSEA. Antiviral response and

IFN alpha/beta signaling were mainly enriched in Reactome.
Moreover, pathways involved in immune responses were
enriched in KEGG in GSEA (Figure 5(a)).

In DisGeNET, neoplastic process including adenocarci-
noma, squamous cell carcinoma, colon carcinoma, carci-
noma of lung, tumor progression, pancreatic carcinoma,
malignant neoplasm of lung, and small cell carcinoma was
mainly associated with PIGR based on the current evidences
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Figure 2: PIGR protein staining in liver tissues (a); PIGR mRNA expression in the single cell type clusters identified in liver tissue (b); and
PIGR mRNA expression comparison in different status HSCs (c).
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from publications in PubMed (Figure 5(b)). As shown in
Figure 5(b), no publications have investigated the correla-
tions between PIGR and liver fibrosis.

3.4. PIGR Expression in Hepatitis Virus Infection. According
to the enrichment analysis results, PIGR was mainly involved
in virus- and IFN-related responses. Hence, we identified the
PIGR expression levels in different hepatitis virus infections.
In HBV infection, PIGR mRNA was significantly upregu-
lated in HBV-associated liver failure samples compared to
normal individuals and liver angioma in GSE38941 [39]
and GSE96851 [40] (both p < 0:001, Figure 6(a)). Compared
to HBV-negative samples, PIGR mRNA was significantly
overexpressed in HBV-positive liver samples in GSE118295

(p < 0:01, Figure 6(a)). In addition, PIGR mRNA was also
significantly upregulated in PBMC samples from immune
clearance CHB patients compared to that from inactive car-
rier and immune tolerance ones (p < 0:001, Figure 6(a)).
Intriguingly, PIGR mRNA was significantly higher in pre-
IFN alpha-2b livers than that in post-IFN alpha-2b samples
(p < 0:01, Figure 6(a)) [41].

Compared to control chimpanzees, PIGR mRNA was
significantly overexpressed in HCV-infected ones in
GSE22160 [42] (p < 0:01, Figure 6(b)). Compared to con-
trol mice and control mice treated with IFN-alpha, PIGR
mRNA was significantly upregulated in HCV-infected mice
in GSE37715 (both p < 0:05, Figure 6(b)). In addition,
PIGR mRNA was significantly higher in chronic HCV-

SL
C3

5G
1

KR
T2

22
IF

I6
O

A
S2

O
A

S3
LG

A
LS

3B
P

ST
A

T1
SA

M
D

9
TL

R3
O

TU
B2

CM
PK

2
IF

IH
1

RP
11

-2
88

L9
.4

H
ER

C6
G

D
A

TD
RD

7
IF

I4
4

U
G

T2
B2

7P
IG

H
V

3-
64

N
RX

N
3

D
D

X5
8

IF
IT

1
IF

I2
7

M
X1

A
PO

BE
C3

F
M

ET
TL

24
ZN

FX
1

U
SP

18
H

2A
FY

2
LR

RC
20

CC
L2

5
U

BE
2L

6
TR

IM
14

RT
P4

CC
D

C6
4

C4
or

f3
3

H
EL

Z2
RS

A
D

2
TR

IM
5

H
LA

-A
IF

I4
4L

EI
F2

A
K2

TA
P2

IF
IT

3
PA

RP
9

A
PO

L3
D

D
X6

0
BT

N
3A

3
TR

IM
22

IF
IT

2

0.85

0.90

0.95
Pe

ar
so

n 
co

rr
el

at
io

n
co

effi
ci

en
t

H
ER

C5
FR

RS
1L

A
PO

L6
TM

EM
45

B
O

A
S1

CK
A

P2
SL

C2
A

12
IL

22
RA

1
H

SH
2D

FA
M

11
1B

H
LA

-B
KI

F2
4

ET
V

7
CM

TR
1

M
A

P2
M

X2
TM

EM
41

A
M

A
RV

EL
D

3
PC

G
F5

PS
M

B8
RP

11
-6

86
D

22
.7

LR
RC

43
M

YH
14

SL
FN

12
B2

M
RR

M
2

SL
FN

13
A

J0
06

99
8.

2
H

LA
-F

G
BP

1P
1

D
D

O
EN

PP
5

IT
G

A
6

EP
ST

I1
CD

C2
5C

LA
M

P3
SL

FN
5

C1
6o

rf5
9

H
H

A
T

RM
I2

SH
IS

A
5

PA
RP

12
PN

PT
1

LP
PR

2
RA

BG
A

P1
L

N
T5

C3
A

PM
L

TM
PR

SS
3

G
BP

3
ZC

3H
A

V
1

0.80

0.82

0.84

0.86

0.88

Pe
ar

so
n 

co
rr

el
at

io
n

co
effi

ci
en

t

(a)

VAMP8
LAMP2

PIGR

VNN1

RAB3D

CEACAM6

LAMP1

ACPP

C3AR1

PSAP CD63

(b)

RAB3B

MIS12
CD79A CD40LG

PIGR
PIGA

STAT6

TLR4 Magnesium

IL4IL17A

(c)

Figure 3: Top 100 similar genes of PIGR inGEPIA database (a) and protein-protein interaction (PPI) with PIGR in STRING (b) and STITCH (c).

5BioMed Research International



0 5 10 15 20 25 30

–Log10 (P)

GO:0051607: defense response to virus
R-HSA-913531: Interferon signaling
R-HSA-1169410: Antiviral mechanism by IFN-stimulated genes
GO:0002697: regulation of immune effector process
GO:0002703: regulation of leukocyte mediated immunity
GO:0035455: response to interferon-alpha
GO:0002366: leukocyte activation involved in immune response
GO:0050688: regulation of defense response to virus
GO:0051092: positive regulation of NF-kappaB transcription factor activity
M54: PID IL12 2PATHWAY
GO:0051701: interaction with host
GO:0035458: cellular response to interferon-beta
GO:0080135: regulation of cellular response to stress
GO:0006471: protein ADP-ribosylation
GO:0072527: pyrimidine-containing compound metabolic process
GO:0032091: negative regulation of protein binding
GO:0009617: response to bacterium
GO:0048260: positive regulation of receptor-mediated endocytosis
GO:0097190: apoptotic signaling pathway
GO:0042157: lipoprotein metabolic process

(a)

Defense response to virus
Interferon signaling
Antiviral mechanism by IFN-stimulated genes
Regulation of immune effector process
Regulation of leukocyte mediated immunity
Response to interferon-alpha
Leukocyte activation involved in immune response
Regulation of defense response to virus
Positive regulation of NF-kappaB transcription factor activity
PID IL12 2PATHWAY

Interaction with host
Cellular response to interferon-beta
Regulation of cellular response to stress
Protein ADP-ribosylation

Pyrimidine-containing compound metabolic process
Negative regulation of protein binding

Response to bacterium
Positive regulation of receptor-mediated endocytosis
Apoptotic signaling pathway
Lipoprotein metabolic process

(b)

Figure 4: Enrichment of similar/interacted genes of PIGR in Metascape database.

6 BioMed Research International



Defense response
Response to cytokine

Response to biotic stimulus
Cytokine mediated signaling pathway

Innate immune response
Immune effector process

Defense response to other organism
Response to virus

Defense response to virus
Response to type I interferon

Pyrimidine metabolism
Lysosome

Cell adhesion molecules (CAMs)
Antigen processing and presentation

Type I diabetes mellitus
Viral myocarditis

Graft−versus−host disease
Intestinal immune network for IgA production

Autoimmune thyroid disease
Allograft rejection

Innate immune system
Neutrophil degranulation

Cytokine signaling in immune system
Antigen processing−cross presentation

Interferon signaling
Interferon gamma signaling

Antiviral mechanism by IFN−stimulated genes
Antigen Presentation: Folding, assembly and peptide loading of class I MHC

Interferon alpha/beta signaling
OAS antiviral response

0.0 0.1 0.2 0.3 0.4

Count
10
20
30
40
50

0.001

0.002

0.003

0.004

0.005

Q value

Sample group
GO
KEGG
Reactome

Gene ratio

(a)

Allergic diarrhea

D
ise

as
e o

r s
yn

dr
om

e

N
eo

pl
as

tic
 p

ro
ce

ss

Pa
th

ol
og

ic
 fu

nc
tio

n

Carcinoma, small cell

Malignant neoplasm of lung

Pancreatic carcinoma

Tumor progression

Carcinoma of lung

Colon carcinoma

Squamous cell carcinoma

Adenocarcinoma

Calcification of coronary artery Score_gda

0.025

0.050

0.075

0.100

N_PMIDs
1.0
1.5
2.0

2.5
3.0

(b)

Figure 5: Enrichment of similar/interacted genes of PIGR in GSEA (a) and PIGR-related diseases in DisGeNET (b).

7BioMed Research International



infection than that in resolver in GSE93711 [43] (p < 0:05,
Figure 6(b)).

PIGR mRNA was significantly upregulated in HDV-
related cirrhosis in GSE98383 [44] compared to cirrhosis
samples from GSE14323 [34] (p < 0:001, Figure 6(c)).

PIGRmRNAwas also significantly overexpressed inHuh7
cells with recombinant adenovirus encoding the HEV ORF2
compared to that in adenovirus encoding the green fluores-
cent protein in GSE29061 [45] (p < 0:01, Figure 6(d)). In
addition, PIGR mRNA was significantly upregulated in
PLC/PRF/5 cells inoculated withHEV than that in PLC/PRF/5

cells inoculated with serum-free DMEM/199 medium in
GSE53731 [46] (p < 0:05, Figure 6(d)).

3.5. Associations between pIgR and Fibrosis Stage in CHB
Patients. In GSE84044 [35], information including liver
fibrosis stage, age, and gender of 124 CHB patients were
obtained from GEO database. After adjusting age and gen-
der, multivariate logistic regression models revealed that high
PIGR in liver was a risk factor for liver fibrosis (OR = 82:2,
95%CI = 14:4 – 469:4, p < 0:001, Figure 7(a)). The optimal
cutoff of PIGR for predicting liver fibrosis stage ≥2 was
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Figure 6: PIGR mRNA expression levels according to hepatitis virus B (a), C (b), D (c), and E (d) infection.
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7.11. The area under curve (AUC), positive predictive value
(PPV), negative predictive value (NPV), sensitivity, and spec-
ificity were 0.84, 0.86, 0.70, 0.61, and 0.90, respectively
(Figure 7(b)).

We conducted subgroup analysis by gender. In male
population, the optimal cutoff of PIGR for predicting liver
fibrosis stage ≥2 was 7.0. The AUC, PPV, NPV, sensitivity,
and specificity were 0.80, 0.76, 0.75, 0.67, and 0.83, respec-
tively (Figure 7(c)). In female, the optimal cutoff of PIGR
for predicting liver fibrosis stage ≥2 was 6.84. The AUC,
PPV, NPV, sensitivity, and specificity were 0.92, 0.85, 0.91,
0.96, and 0.71, respectively (Figure 7(d)).

4. Discussion

PIGR was generally known as a mediator of transcytosis of
polymeric immunoglobulins, accelerating the secretion of
IgA and IgM and comprising the defense line against infec-
tion [1]. Recently, Nallagangula et al. and Niu et al.
revealed the associations between PIGR and liver cirrhosis

[16, 17]. In addition, Ai et al., Yue et al., and our previous
studies have uncovered the unrecognized roles of PIGR in
the promotion of tumorigenesis and metastases [12, 14,
15, 47]. On the other side, they identified the potential
inflammation links between HBV infection and cancer
malignancy [12, 14]. Considering the underlying correla-
tions between hepatitis virus infection, liver fibrosis, and
hepatocarcinogenesis, we assumed that PIGR might partic-
ipated in the liver fibrosis progression, which resulted in
liver malignancies.

In this analysis, we found that PIGR was apparently
upregulated in advanced liver fibrosis. And high PIGR
expression could reliably predict the liver fibrosis stage.
Our previous publication revealed that PIGR was overex-
pressed in tumor tissues compared to adjacent tissues in
hepatocellular carcinoma [47]. Thus, PIGR might promote
the processes of liver fibrosis, cirrhosis, and hepatocarcino-
genesis in the chronic liver diseases. Multiple intracellular
signaling pathways including Janus kinase-signal transduc-
tion and activator of transcription (JAK-STAT), NF-κB,
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Figure 7: Logistic regression analysis of parameters associated with liver fibrosis stage ≥2 in chronic hepatitis B patients (a) and ROC curves
of PIGR for liver fibrosis stage ≥2 in CHB patients (b–d) in GSE84044.
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and mitogen-activated protein kinase (MAPK) are
involved in the regulation of PIGR [1–3]. Abnormal cyto-
kine cross talk between epithelium and inflammatory cells
contributed to fibrosis [48]. And the JAK-STAT, NF-κB,
and MAPK pathways were the main signaling in regulat-
ing liver fibrosis and regeneration induced by these cyto-
kines [49–51]. Given the recently established connections
between PIGR, proinflammatory cytokines, and signaling
pathways including JAK-STAT, NF-κB, and MAPK, our
findings partly raise the underlying possibility that PIGR
may facilitate liver fibrosis via proinflammatory cytokine-
induced pathways.

HSCs and hepatitis virus infection are vital factors in liver
fibrosis progression. Our results revealed that PIGR expres-
sion is in line with the activation of HSCs and the status of
hepatitis virus infection. HSCs play a key role in the initia-
tion, progression, and regression of liver fibrosis [52, 53],
and activation of HSCs is the major cellular driver of liver
fibrogenesis [54]. Proinflammatory cytokines, which could
simulate the expression of PIGR, could promote transdiffer-
entiation of quiescent HSCs into activated HSCs in fibrogenic
liver and facilitate secretion of extracellular matrix molecules
[52, 54]. On the other side, chronic hepatitis virus infection is
one of the major risk factors for fibrotic liver diseases. Existed
evidence showed that HBV e antigen, core antigen, and X
proteins could directly induce activation and proliferation
of HSCs [54, 55]. And HCV viral core and nonstructural pro-
teins directly induce inflammatory and profibrogenic path-
ways including Ras/ERK, PI3K/AKT, and TGF-β signaling
in HSCs [56]. Clinical studies also indicated that serum IgA
level is positively correlated with the severity of liver fibrosis
and functions as in independent predictor for cirrhosis [57,
58]. Thus, we drew the hypothesis that PIGR might be
involved in the fibrosis progression via hepatitis virus- and
HSC-related mechanisms.

This analysis has some limitations. Firstly, we conducted
a bioinformatic analysis, without experimental validation of
our results. Secondly, limited parameters were included in
the logistic model; confounding variables might exist.
Thirdly, PIGR expression between normal and cirrhotic
samples is still controversial in multiple public datasets.
Fourthly, PIGR was mainly detected in cholangiocytes and
hepatocytes, not in HSCs, in HPA database. Hence, the
causality between PIGR and liver fibrosis needs further con-
firmation, even though our results provided the potential
correlations between PIGR, HSCs, hepatitis virus infection,
and liver fibrosis progression, which might be helpful for
identification of novel therapeutic targets of regression of
liver fibrosis.
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