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Abstract
Aim: To test the hypothesis that cooperative interactions between transcription factors Nuclear Factor-kappa B (NF-κB) and Activator Protein-1 (AP-
1) augment transcriptional activity in exocrine pancreatic cells. 

Methods: We examined the regulation of nuclear transcription factors NF-κB and AP-1 by the stress kinase ERK MAPK by using Dominant Negative 
ERK2 in a malignant exocrine pancreatic cell line (AR42J cells) stimulated by TNF-α or CCK. Using specific NF-κB and AP-1 DNA binding site-responsive 
reporters, and Dominant Negative forms of NF-κB inhibitor protein IκBα (DN.IκBα) and of AP-1 component protein c-Jun (DN.c-Jun), we investigated 
whether NFκB and AP-1 modulate the transcriptional activity of each other in AR42J cells stimulated by TNF-α or CCK. We also tested the regulation 
of NF-κB by AP-1 in mouse isolated acinar cells. 

Results: Initial studies were done to characterize the time course of agonist-stimulated activation of ERK MAPK, c-Jun, and the p65 subunit of 
NF-κB in AR42J cells to elucidate the optimal stimulation time for experiments planned. DN.ERK inhibited TNF-α- or CCK-stimulated NF-κB or AP-1 
activation indicating that ERK MAPK regulates both these nuclear transcription factors. We used luciferase assays to quantitate nuclear transcription 
in response to agonist stimulation in the absence or presence of DN.IκBα or DN.c-Jun. As would be expected, DN.IκBα diminished NF-κB-dependent 
transcriptional activity, while DN.c-Jun reduced AP-1-dependent transcriptional activity. Also, DN.IκBα diminished AP-1-dependent transcriptional 
activity, while DN.c-Jun reduced NF-κB-dependent transcriptional activity, indicating that NF-κB and AP-1 modulate each other. We also confirmed 
regulation of NF-κB by AP-1 in mouse isolated acinar cells. 

Conclusion: NF-kB and AP-1 modulate each other in exocrine pancreatic cells. ERK MAPK regulates NF-κB and AP-1 and is therefore a potential target 
for therapeutic inhibition in acute pancreatitis.

Keywords: Acinar cell; Activator Protein-1; Acute pancreatitis; Adenoviral vector; Adeno-Associated virus; AR42J cell; Cholecystokinin; Nuclear 
factor-kappa B; Nuclear transcription factors; Tumor necrosis factor-α

(e.g., p65, p50) reside in the cytoplasm complexed with Inhibitor of κB 
(IκB). IκB activation results in its own degradation with dissociation 
of the NF-κB/IκB complex, allowing nuclear translocation of NF-κB 
subunits and the ensuing gene transcription [3]. In contrast, AP-1 is 
a dimeric transcription factor protein group (e.g., Jun, Fos) located in 
the nucleus [4-6]. c-Jun forms homodimers that bind DNA and has 
a key role in AP-1-dependent transcription as c-Fos depends upon 
heterodimerization with c-Jun to bind DNA, while c-Fos on its own 
does not bind to the AP-1 DNA site [7].

Upstream of nuclear transcription factors, the Mitogen-Activated 
Protein Kinases (MAPK) such as ERK MAPK have received limited 
attention in exocrine pancreatic cell signal transduction [8-11]. We 
have previously shown that ERK MAPK regulates NF-κB-dependent 
gene transcription in exocrine pancreatic cells [12]. However, whether 
or not ERK MAPK regulates AP-1 in exocrine pancreatic cells has 
not previously been demonstrated. In this study, we demonstrate 
that expression of a Dominant Negative form of ERK (DN.ERK2) in 
exocrine pancreatic cells inhibits both NF-κB and AP-1 activation as 

Introduction
Acute pancreatitis is common and is associated with substantial 

morbidity and mortality [1,2]. However, the mechanisms of disease 
pathogenesis are not well understood and, as a consequence, treatment 
options are limited. In the present study, we investigate regulation 
of nuclear transcription factor activation in exocrine pancreatic 
cells and test the hypothesis that Nuclear Factor-kappa B (NF-κB) 
and Activator Protein-1 (AP-1) modulate each other in exocrine 
pancreatic cells. Cooperative interactions between NF-κB and AP-1 
have the potential to amplify pro-inflammatory responses to exocrine 
pancreatic cell stress and thus exacerbate acute pancreatitis.

NF-κB and AP-1 are ubiquitous transcription factors that regulate 
inflammatory and cell survival responses, are simultaneously activated 
by overlapping upstream kinases [e.g., Extracellular-Regulated Kinase 
(ERK)], and induce transcription of similar genes (Figure 1). Despite 
these close similarities, there are major differences in the regulation of 
NF-κB and AP-1 activation. In the quiescent state, the NF-κB subunits 
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well as both NF-κB-and AP-1-dependent gene transcriptions. We show 
that specific inhibition of NF-κB by expression of DN.IκBα diminishes 
AP-1-dependent transcriptional activity, while specific inhibition of the 
AP-1 pathway by expression of DN.c-Jun reduces NF-κB-dependent 
transcriptional activity. As these studies were performed using specific 
DNA binding site-responsive reporters, we conclude that NF-κB and 
AP-1 modulate each other in exocrine pancreatic cells. These findings 
underline the likelihood that cooperative interactions between NF-
κB and AP-1 exacerbate acute pancreatitis and that their upstream 
modulator ERK MAPK may be a target for therapeutic inhibition. These 
observations are in agreement with our recent finding that specific 
inhibition of ERK MAPK reduces mortality [13] in a mouse model of 
bile-pancreatic duct ligation-induced acute pancreatitis developed in our 
laboratory [14].

Materials and Methods
Experimental protocols were approved by the University of Iowa 

Institutional Animal Care and Use Committee (Protocol No: 1012246) 
and carried out according to Guide for the Care and Use of Laboratory 
Animals of the National Institutes of Health, Bethesda, MD. 

Antibodies
Antibodies were purchased from commercial sources: rabbit 

polyclonal antibodies against phosphorylated ERK 1/2 MAPK (Cat No: 
9101), total ERK 1/2 MAPK (Cat No: 9102), total IκBα (Cat No: 4814) 
and phosphorylated c-Jun (Cat No: 9261), as well as rabbit monoclonal 
antibodies against phosphorylated NF-κB p65 (Cat No: 3039), total NF-
κB p65 (Cat No: 4764) and total c-Jun (Cat No: 9165) were from Cell 
Signaling, Danvers, MA. Other reagents included: mouse monoclonal 

antibody against TATA binding protein (Cat No: ab818; Abcam, 
Cambridge, MA); mouse monoclonal antibody against β-actin (Cat No: 
A5316; Sigma, St Louis, MO); goat anti-rabbit IgG-HRP (Cat No: sc-
2004; Santa Cruz Biotechnology, Santa Cruz, CA); goat anti-mouse IgG-
HRP (Cat No: 31438; Pierce Biotechnology, Rockford, IL).

AR42J cell culture
AR42J cells, a rat exocrine pancreatic malignant cell line (Cat No: CRL- 

1492; ATCC, Manassas, VA), were grown in F-12K nutrient mixture 
Kaighn’s Modification (Cat No: 21127-022; Invitrogen, Grand Island, 
NY) with 20% fetal bovine serum, 100 U/ml penicillin, and 100 μg/ml 
streptomycin in poly-d-lysine coated culture dishes. Cells were incubated 
at 37°C in humidified 5% CO2. We have previously demonstrated close 
to 90% infection efficiency and excellent cell viability up to 48h after 
adenoviral infection of AR42J cells [15].

Recombinant adenoviral vector infection in-vitro
Replication-deficient recombinant adenoviruses expressing DN.IκBα 

(Ad.DN.IκBα, S32/36A mutation, Cat No: 1028), DN.c-Jun (TAM67, Cat 
No: 1046) or an AP-1-responsive luciferase reporter vector (Ad.AP-1.Luc, 
Cat No: 1670) were purchased from Vector Biolabs (Philadelphia, PA), 
those expressing an NF-κB-responsive luciferase reporter vector [16], 
Green Fluorescent Protein (Ad.GFP) or an empty vector control that does 
not express a transgene (Ad.EV) were made by the University of Iowa 
Vector Core Facility (Iowa City, IA), and that expressing DN.ERK2 (dual 
phosphorylation site T202/Y204 mutated to A202/F204) was purchased 
from Cell Biolabs, Inc. (San Diego, Calif., USA; Catalog No: ADV 113). 
Adenoviral infections and co-infections of cells were performed at an 
MOI of 5-10 Plaque Forming Units (PFU) per cell for 48 hrs at 37°C prior 
to stimulation for immunoblot analysis or luciferase assay.

Recombinant Adeno-Associated virus vector infection in-
vivo and acinar cell isolation

We first transduced the mouse pancreas in vivo using the Adeno-
Associated Viral (AAV) vector to express the NF-κB-responsive 
luciferase reporter, and then isolated the acinar cells and used only one 
adenoviral vector in vitro per well to perform the study. Compared 
to the adenovirus vector, the AAV vector has very negligible 
immunogenicity and is associated with undetectable inflammation 
[17-20]. Non-operated mice (male, 30-50 g, C57BL/6 from National 
Cancer Institute, Frederick, MD) were given AAV8.NF-κB.Luc 3e12 
Viral Genome Particles (VGP) i.p. 2 wks prior to euthanasia. The 
pancreas was harvested fresh and primary cultures of acinar cells 
were isolated using methods described by the Williams group [21]. 
In brief, pooled pancreata were digested with collagenase in DMEM 
(containing 0.25% BSA, penicillin and streptomycin, and trypsin 
inhibitor), titrated, filtered through 150 µm mesh, and purified using a 
linear 4% BSA gradient. The isolated acinar cells were seeded in non-
treated tissue culture plates at approximately 350-400 μg protein/
ml using 1 ml/well of DMEM, and then incubated at 37°C in a 
humidified atmosphere containing 5% CO

2
. The acinar cells were 

then infected with 5 MOI of Ad.EV, Ad.DN.IκBα, or Ad.DN.c-Jun. 
We have previously shown that the isolated acinar cells are viable, 
do not have excessive injury, respond appropriately with amylase 
release when stimulated, and that adenoviral transduction efficiency 
is excellent [22].

Lysate preparation and western blot analysis
For Western blots using whole cell protein extracts, AR42J or 

isolated acinar cells were lysed in modified RIPA buffer (50 mM Tris-
Cl pH 7.4, 150 mM NaCl, 1 mM EDTA, 1% NP-40, 0.5% deoxycholate) 
on ice for 10 min, following stimulation with cholecystokinin (CCK8, 

 

Figure 1: Hypothesis.
The central hypothesis tested in the present study is illustrated 
showing how nuclear transcription factors NF-κB and AP-1 
are involved in cooperative interactions that increase gene 
transcription of pro-inflammatory mediators beyond the simple 
sum of their individual effects, thus resulting in synergistic 
augmentation of the acute inflammatory response. NF-κB 
subunit p65 and AP-1 component c-Jun promote each other’s 
transcriptional activity to amplify the summative response 
when both pathways are activated. The key component of the 
AP-1 complex of nuclear transcription factors is c-Jun as it forms 
c-fos/c-Jun heterodimers or c-Jun/c-Jun homodimers to induce 
transcriptional activity. As ERK MAPK regulates both NF-κB and 
AP-1, inhibition of ERK MAPK will potentially ameliorate acute 
pancreatitis.
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Cat No: C2175; Sigma, St. Louis, MO) or rat recombinant TNF-α 
(Cat No: 510-RT-010; R&D Systems, Minneapolis, MN). The soluble 
protein was collected following centrifugation at 15,000 xg for 10 min 
at 4°C. For Western blots using nuclear protein extracts, a commercial 
extraction kit (NE-PER Nuclear and Cytoplasmic Extraction 
Reagents, Cat No: 78833; Pierce Biotechnology, Rockford, IL) was 
used according to manufacturer’s instructions to compartmentalize 
nuclear and cytoplasmic proteins. Protein concentrations of whole 
cell homogenates and nuclear extracts were measured by Bradford 
protein assay (Cat No: 500-0006; Bio-Rad Laboratories, Hercules, 
CA) and lysates were denatured in SDS sample buffer and boiled for 
3 min. Whole cell lysates (10-40 μg) or nuclear protein extracts (5-
10 µg) were subjected to SDS-PAGE on 12% gels and transferred to 
PVDF membranes. Membranes were probed with primary antibody 
against phospho-ERK 1/2, phospho-c-Jun, phospho-p65, p65 or IκBα, 
followed by either α-rabbit or α-mouse HRP-conjugated secondary 
antibody. Proteins were visualized using chemiluminescent detection 
(ECL Plus Western blotting detection reagent, Cat No: RPN2132; 
Amersham Pharmacia Biotech, Piscataway, NJ). Membranes were 
then stripped for 20 min at 50°C with a mild stripping buffer (69.3 mM 
SDS, 125 mM Tris pH 6.8, 243 mM β-mercaptoethanol) and re-probed 
for total ERK, total c-Jun, β-actin or TATA binding protein expression, 
as appropriate. Densitometric analysis of immunoblots was then 
performed using Image J software (Version 1.4, National Institutes of 
Health, Bethesda, MD).

Luciferase assays
AR42J cells were co-infected with Ad.EV (10 MOI), Ad.DN.ERK2 

(10 MOI), Ad.DN.IκBα (5 MOI) or Ad.DN.c-Jun (10 MOI) in addition 
to 10 MOI of either Ad.NF-κB.Luc or Ad.AP-1.Luc for 48 hrs. Cells 
were harvested (Luciferase Cell Culture Lysis 5X Reagent, Cat No: 
E1531; Promega, Madison, WI) at 6 hrs following stimulation with 
TNF-α (10 ng/ml) or CCK (100 nM) and NF-κB- or AP-1-mediated 
gene transcription was evaluated by measuring luciferase activity 
(Luciferase Assay, Cat No: E1501; Promega, Madison, WI).

Statistical analysis
One-way ANOVA or paired t-tests were used (SigmaStat software, 

SPSS Inc., Chicago, IL). Three wells were studied in each group and 

results expressed as mean ± SEM. P values <0.05 were considered 
significant.

Results
Agonist stimulation activates ERK MAPK, NF-κB and AP-1 
in AR42J cells

To determine the optimal stimulation time for ERK MAPK 
activation, AR42J cells were stimulated with TNF-α (100 ng/ml) or 
CCK8 (10 µM) for 1, 3, 5, 10 or 20 min prior to harvest. Immunoblots 
showed robust ERK MAPK phosphorylation (p-ERK) within 5 min of 
TNF-α stimulation, with a peak at 10 min, that returned to baseline 
levels by 20 min (Figure 2A). Strong ERK activation within 3 min after 
CCK stimulation peaked between 5 and 10 min and decreased by 20 
min (Figure 2B). For time course studies of NF-κB activation, AR42J 
cells stimulated with TNF-α (10 ng/ml) for 10, 30, 60, 180 or 360 
min showed nuclear translocation of NF-κB subunit p65 (increased 
phospho-p65 in the nuclear fraction) with an initial peak at 10 min 
that decreased by 30 min (Figure 2C). Activation then increased again 
from 1-3 hrs after stimulation before declining by 6 hrs (bi-phasic 
response). For time course studies of AP-1 activation, AR42J cells 
were stimulated with CCK8 (100 nM) for 15, 30, 45 or 60 min prior 
to harvest. AP-1 activation, as evidenced by phosphorylation of AP-1 
protein c-Jun, peaked at 15 min following CCK stimulation and stayed 
elevated through 1h (Figure 2D).

ERK regulates NF-κB and AP-1 in AR42J cells
Using Ad.DN.ERK2, we have previously shown that ERK regulates 

NF-κB-dependent gene transcription in AR42J cells [12]. Here, we 
confirmed this previous finding and also showed that ERK is involved 
in agonist-stimulated nuclear translocation of NF-κB subunit p65 and 
in c-Jun activation.

We first verified both the expression and functionality of the 
DN.ERK construct by infecting AR42J cells with Ad.EV or Ad.DN.
ERK2 (5 MOI) for 48 hrs prior to stimulating the cells with CCK8 (100 
nM) or TNF-α (10 ng/ml). ERK activation over baseline levels was 
seen in EV-infected cells following stimulation with either CCK (2.8-
fold increase) or TNF-α (9.0- fold increase) for 10 min (Figure 3). Cells 

 

Figure 2: Activation of ERK, NF-κB (p65) and AP-1 (c-Jun) following agonist stimulation in AR42J cells. Immunoblot analysis showed increased ERK 
activation following stimulation of AR42J cells with either (A) 100 ng/ml TNF-α, or (B) 10 μM CCK, with phosphorylation of ERK (p-ERK) peaking 
at 5-10 min following stimulation with either agonist. Downstream of ERK activation, immunoblot analysis also showed (C) increased NF-κB p65 
subunit activation (bi-phasic response) in the nuclear fraction following stimulation with 10 ng/ml TNF-α, as well as (D) increased activation of 
AP-1 component c-Jun in the total homogenate following stimulation with 100 nM CCK.
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findings indicate that ERK regulates activation of AP-1 component 
protein c-Jun and modulates AP-1-dependent gene transcription in 
AR42J cells.

NF-κB regulates c-Jun activation and AP-1-dependent gene 
transcription in AR42J cells

To evaluate NF-κB/AP-1 crosstalk, where NF-κB may regulate the 
AP-1 transcription factor complex, AR42J cells were infected with 5 
MOI of either Ad.EV or Ad.DN.IκBα for 48 hrs and then stimulated 
with TNF-α (10 ng/ml) for 10 min. In stimulated EV-infected controls, 
c-Jun phosphorylation increased 3.0-fold over unstimulated levels, 
while stimulated DN.IκBα-infected cells showed only a 1.9-fold 
increase (Figure 6A). To determine if this inhibitory action extends 
to the transcriptional activity of the AP-1 complex, AR42J cells were 
co-infected with Ad.AP-1.Luc (10 MOI) and either Ad.DN.c-Jun (10 
MOI) or Ad.DN.IκBα (5 MOI) for 48 hrs followed by stimulation 
with CCK8 (100 nM) for 6 hrs. As would be expected, stimulated EV-

expressing DN.ERK showed diminished activation of ERK following 
stimulation with either CCK (71% decrease) or TNF-α (29% decrease) 
compared to stimulated EV-infected controls, while total ERK signal 
was much stronger in the DN.ERK expressing cells. These findings 
verify that DN.ERK was expressed and provide functional evidence 
of inhibition of ERK phosphorylation following agonist stimulation.

Strong NF-κB activation, evidenced by nuclear translocation of 
p65, was seen in TNF-α-stimulated EV-infected control cells after 20 
min (Figure 4A and Figure 4B). DN.ERK-infected cells showed a 34% 
decrease in NF-κB activation (6.1-fold over baseline) following TNF-α 
stimulation, compared to EV-infected control cells (9.2-fold over 
baseline). Separately, AR42J cells were co-infected for 48hrs with 10 
MOI of Ad.NF-κB.Luc and 10 MOI of either Ad.EV or Ad.DN.ERK2 
prior to stimulation with TNF-α for 6hrs. EV-infected cells showed a 
26.6-fold increase in transcriptional activity (as measured by luciferase 
activity) following TNF-α stimulation in comparison to unstimulated 
cells, which decreased by 47% in DN.ERK-infected cells. These results 
indicate that ERK regulates NF-κB activation and NF-κB-dependent 
gene transcription in AR42J cells.

To determine the effect of DN.ERK expression on AP-1 activation, 
AR42J cells were infected with 5 MOI of either Ad.EV or Ad.DN.
ERK2 for 48 hrs followed by stimulation with 100 nM CCK8 for 10 
min (Figure 5A and Figure 5B). Activation of AP-1 protein c-Jun 
was seen in EV-infected control cells following stimulation with 
phospho-c-Jun increasing 10.2-fold over unstimulated baseline levels 
in total cell lysate protein extracts. Cells expressing DN.ERK showed 
greatly inhibited activation [5.3-fold (48% decreases)] following CCK 
stimulation, compared to EV-infected controls. To test the effect of 
DN.ERK expression on AP-1-dependent gene transcription, AR42J 
cells were co-infected with 10 MOI of Ad.AP-1.Luc and 10 MOI of 
either Ad.EV or Ad.DN.ERK2 for 48 hrs prior to stimulation with 100 
nM CCK for 6 hrs. EV-infected controls showed a 35-fold increase in 
transcriptional activity following CCK stimulation over unstimulated 
levels, which decreased by 75% in DN.ERK expressing cells. These 

 

Figure 3: Expression of DN.ERK inhibits agonist-stimulated ERK 
activation in AR42J cells. 
Cells were infected with 5 MOI of either Ad.EV or Ad.DN.ERK2 for 
48hrs prior to stimulation ± 100 nM CCK or 10 ng/ml TNF-α for 10 
min. ERK activation increased 2.8-fold following CCK stimulation 
and 9.0-fold following TNF-α stimulation of EV-infected control cells, 
while cells expressing DN.ERK showed diminished activation of ERK 
following CCK or TNF-α stimulation. β-actin expression was used as a 
protein loading control, while increased total ERK expression verified 
over expression of DN.ERK. Densitometric ratios of p-ERK to β-actin 
expression were normalized to unstimulated controls.

 

Figure 4: Expression of DN.ERK inhibits NF-κB activation and NF-κB-
dependent gene transcription in AR42J cells.
(A) Cells were infected with 5 MOI of either Ad.EV or Ad.DN.ERK2 for 
48 hrs prior to stimulation with 10 ng/ml TNF-α for 20 min, followed 
by immunoblotting of the nuclear protein extract. Activation of 
NF-κB, evidenced by increased p65 in the nuclear fraction (nuclear 
translocation of p65), increased 9.2-fold following stimulation in 
EV-infected control cells, while stimulated DN.ERK-infected cells 
showed 34% decrease in NF-κB activation, compared to stimulated 
EV-infected control cells. TATA Binding Protein (TBP) expression was 
used as a nuclear protein loading control, and densitometric ratios of 
p65 to TBP expression were normalized to unstimulated EV-infected 
controls. (B) Cells were co-infected with 10 MOI of Ad.NF-κB.Luc and 
10 MOI of either Ad.EV or Ad.DN.ERK2 for 48hrs prior to stimulation 
with 10 ng/ml TNF-α for 6hrs. Data are mean ± SEM; n=3 wells/group; 
ANOVA, asterisk (*) indicates significance vs. unstimulated control, 
pound sign (#) indicates significance vs. stimulated control, p<0.05; 
RLU= relative luciferase units.
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infected controls showed a 57-fold increase in luciferase activity over 
unstimulated controls which decreased by 57% in DN.c-Jun infected 
cells (Figure 6B). However, CCK-stimulated increases in luciferase 
activity were reduced by 35% in DN.IκBα-infected cells indicating 
that NF-κB, in addition to AP-1 protein c-Jun, also plays a role in 
regulating AP-1-dependent transcriptional activity. The reduction in 
c-Jun activation and AP-1-dependent gene transcription following 
inhibition of the NF-κB pathway is evidence of crosstalk between the 
two key transcription factor pathways.

AP-1 modulates NF-κB at the transcriptional level in AR42J 
cells

We then evaluated the converse circumstance where specific 
inhibition of the AP-1 pathway may also inhibit the NF-κB pathway. 
However, AP-1 components such as c-Jun would not be expected to 

modulate the initial activation of NF-κB subunits due to the nuclear 
location of AP-1 proteins and the cytosolic compartmentalization of 
the quiescent NF-κB/IκB complex. To verify this, AR42J cells were 
infected with 5 MOI of either EV or Ad.DN.c-Jun for 48 hrs followed 
by TNF-α stimulation (10 ng/ml) for 10 min. As predicted, TNF-
α-stimulated NF-κB activation (p65 translocation to the nuclear 
fraction) seen in EV-infected controls was not inhibited by Ad.DN.c-
Jun infection (Figure 7A).

To evaluate whether specific inhibition of AP-1 with DN.c-Jun 
expression affects NF-κB-dependent transcription, AR42J cells were 
incubated with 10 MOI of Ad.NF-κB.Luc and either 5 MOI of Ad.DN.
IκBα or 10 MOI of Ad.DN.c-Jun for 48 hrs, followed by stimulation 
with TNF-α (10 ng/ml) for 6 hrs. In EV-infected controls, TNF-α 
stimulation led to a 10.9-fold increase in NF-κB transcriptional 

 

Figure 5: Expression of DN.ERK inhibits AP-1 activation and AP-1-
dependent gene transcription in AR42J cells. 
(A) Cells were infected with 5 MOI of either Ad.EV or Ad.DN.ERK2 
for 48hrs prior to stimulation with 100 nM CCK for 10 min, followed 
by total protein extraction. Activation of AP-1 component c-Jun 
increased 10.2-fold following stimulation in EV-infected control cells, 
while stimulated DN.ERK-infected cells showed a 48% decrease in 
c-Jun activation, compared to stimulated EV-infected cells. β-actin 
expression was used as a protein loading control, and densitometric 
ratios of p-c-Jun to c-Jun expression were normalized to unstimulated 
EV-infected controls. 
(B) Cells were co-infected with 10 MOI of Ad.AP-1.Luc and 10 MOI of 
either Ad.EV or Ad.DN.ERK2 for 48hrs prior to stimulation with 100 
nM CCK for 6hrs. Data are mean ± SEM; n=3 wells/group; ANOVA, 
asterisk (*) indicates significance vs. unstimulated control, pound sign 
(#) indicates significance vs. stimulated control, p<0.05; RLU=Relative 
luciferase units.

 

Figure 6: NF-κB/AP-1 Crosstalk: Expression of DN.IκBα inhibits 
activation of AP-1 component c-Jun and inhibits AP-1-dependent 
gene transcription in AR42J cells.
A) Cells were infected with 5 MOI of either Ad.EV or Ad.DN.IκBα for 
48 hrs prior to stimulation with 10 ng/ml TNF-α for 10 min, followed 
by total protein extraction. Immunoblotting showed that activation 
of c-Jun increased 3.0-fold following stimulation in EV-infected 
control cells, while stimulated DN.IκBα-infected cells showed a 37% 
decrease in c-Jun activation, compared to stimulated EV-infected 
cells. β-actin expression was used as a protein loading control, 
and densitometric ratios of p-c-Jun to β-actin expression were 
normalized to unstimulated EV-infected controls. (B) Cells were co-
infected with 10 MOI of Ad.AP-1.Luc and 10 MOI of Ad.EV, Ad.DN.
IκBα or Ad.DN.c-Jun for 48hrs prior to stimulation with 100 nM CCK 
for 6 hrs.
EV-infected controls showed increased luciferase activity following 
stimulation, which decreased in stimulated DN.c-Jun expressing cells 
and even in stimulated DN.IκBα expressing cells. Data are mean ± 
SEM; n=3 wells/group; ANOVA, asterisk (*) indicates significance vs. 
unstimulated control (left bar), pound sign (#) indicates significance 
vs. stimulated control (right bar), p<0.05; RLU=Relative luciferase 
units.
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activity (Figure 7B). As expected, cells expressing DN.IκBα showed 
inhibition of TNF-α-stimulated increases in NF-κB transcriptional 
activity by 93%.

Interestingly, DN.c-Jun expression also led to a significant 
reduction (51%) in TNF-α-stimulated NF-κB transcriptional 
activity, indicating that AP-1 modulates NF-κB. Taken together 
with the data that NF-κB modulates activation of the AP-1 pathway, 
regulation of NF-κB transcriptional activity by AP-1 provides 
further evidence of crosstalk between the NF-κB and AP-1 
pathways in AR42J cells.

NF-κB-dependent gene transcription in mouse isolated 
acinar cells

We then tested if DN.c-Jun modulates NF-κB transcriptional 
activity also in mouse isolated acinar cells. Non-operated C57BL/6 
mice received AAV8.NF-κB.Luc 3e12 VGP i.p. 2 wks before the 

pancreas was harvested. Acinar cells were isolated and infected for 48 
hrs with 5 MOI of either Ad.DN.IκBα or Ad.DN.c-Jun (EV in controls). 
Cells were stimulated with TNF-α 10 ng/ml for 6 hrs prior to luciferase 
assay. EV-infected control cells showed a 3.8-fold increase in luciferase 
activity following stimulation. As expected, expression of DN.IκBα 
inhibited TNF-α-stimulated increases in NF-κB transcriptional 
activity (by 83%, Figure 8). Confirming our findings in AR42J cells 
(Figure 7), expression of DN.c-Jun also reduced TNF-α stimulated 
NF-κB- transcriptional activity in isolated acinar cells (by 36%, Figure 
8). This indicates that AP-1 also modulates the NF-κB pathway in 
mouse acinar cells, just as in AR42J cells.

Discussion
We present the important finding that cooperative interactions 

take place between the NF-κB and AP-1 nuclear transcription factor 
pathways in exocrine pancreatic cells. Using in vitro methods, we 
have shown that the NF-κB and AP-1 pathways modulate each other 
in exocrine pancreatic cells and that the upstream nitrogen-activated 
protein kinase ERK regulates both NF-κB and AP-1 pathways. The NF-
κB and AP-1 nuclear transcription factor pathways transmit signals 
for several cellular responses to changes in environment including 
acute inflammation, oxidative stress, infection, ionizing radiation, 
and mutagenic influences. NF-κB and AP-1 modulate genes involved 
in inflammation, immune regulation, cell growth and development, 
apoptosis and necrosis, and tissue injury and repair. The expression 
of a wide array of genes for pro-inflammatory mediators is regulated 
by NF-κB and AP-1 including cytokines, chemokines, oxygen-derived 
free radicals, adhesion molecules, and inducible effector enzymes [23-
25]. Binding sequences for NF-κB and AP-1 are present in exocrine 
pancreatic cell promoter regions of pro-inflammatory mediators 
and, therefore, NF-κB and AP-1 activation increase the expression of 
several mediators that promote acute pancreatic inflammation [23,26]. 
The regulation of the AP-1 pathway by NF-κB and the modulation of 
the NF-κB pathway by AP-1 imply synergistic augmentation of cellular 
signals within stressed exocrine pancreatic cells, thus increasing 

 

Figure 7: AP-1/NF-κB Crosstalk: Expression of DN.c-Jun inhibits NF-
κB-dependent gene transcription in AR42J cells.
(A) Cells were infected with 5 MOI of either Ad.EV or Ad.DN.c-Jun 
for 48hrs prior to stimulation with 10 ng/ml TNF-α for 10 min, 
followed by nuclear protein extraction. Immunoblotting showed 
that activation of p65 increased following stimulation in EV-infected 
control cells, and this activation was not inhibited by DN.c-Jun 
expression (as expected due to the nuclear location of AP-1 proteins 
and cytosolic location of inactive NF-κB proteins). Tata Binding 
Protein (TBP) expression was used as a nuclear loading control. (B) 
Cells were co-infected with 10 MOI of Ad.NF-κB.Luc and 10 MOI of 
either Ad.DN.IκBα or Ad.DN.c-Jun (Ad.EV in controls) for 48 hrs prior 
to stimulation with 10 ng/ml TNF-α for 6 hrs.
EV-infected control cells showed increased luciferase activity 
following stimulation, which decreased in stimulated DN.IκBα 
expressing cells and also in stimulated DN.c-Jun expressing cells. 
Data are mean ± SEM; n=3 wells/group; ANOVA, asterisk (*) indicates 
significance vs. unstimulated control, pound sign (#) indicates 
significance vs. stimulated control, p<0.05; RLU=Relative luciferase 
units.

 

Figure 8: DN.c-Jun expression inhibits NF-κB-dependent gene 
transcription even in isolated acinar cells.
C57BL/6 mice were given AAV8.NF-κB.Luc (3e12 VGP) i.p. and acinar 
cells were isolated 2 weeks later. Cells were infected with 5 MOI of 
Ad.EV, Ad.DN.IκBα or Ad.DN.c-Jun for 48 hrs prior to stimulation ± 
10 ng/ml TNF-± for 6 hrs. EV-infected control cells showed increased 
luciferase activity following stimulation, which decreased not 
only in stimulated DN.IκBα expressing cells but also in stimulated 
DN.c-Jun expressing cells. Data are mean ± SEM; n=3 wells/group; 
ANOVA, asterisk (*) indicates significance vs. unstimulated control, 
pound sign (#) indicates significance vs. stimulated control, p<0.05; 
RLU=Relative luciferase units.
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pro-inflammatory mediator production and worsening cell death 
responses in acute pancreatitis. The cooperative interactions between 
NF-κB and AP-1 are postulated to occur via a phenomenon known 
as cross-coupling that involves novel heteromeric complex formation 
at DNA binding sites where physical and functional interactions 
between NF-κB p65 and c-Jun/c-Fos lead to enhanced transcriptional 
activity at both κB and AP-1 enhancer-dependent promoters [4]. Such 
a crosstalk phenomenon between the key nuclear transcription factors 
NF-κB and AP-1 in pancreatic acinar cells conceivably contributes to 
the exacerbation of acute pancreatitis. Therefore, compounds such as 
the bioflavonoid curcumin that inhibit both NF-κB and AP-1, and 
are known to have beneficial effects in experimental models of acute 
pancreatitis [27], may have therapeutic roles in acute pancreatitis by 
also subduing synergistic interactions between the two pathways.

NF-κB and AP-1 have actions that are either pro-inflammatory or 
anti-inflammatory, depending on the upstream signal that activates 
them [3]. Our demonstration in the present study that ERK MAPK, 
a key stress kinase upstream of NF-κB and AP-1, modulates both 
nuclear transcription factor pathways in exocrine pancreatic cells is 
important in this context. Our results show that inhibition of ERK 
MAPK reduces activation of NF-κB and AP-1 and also diminishes 
NF-κB- and AP-1-dependent gene transcription in AR42J cells. 
Inhibition of ERK MAPK could potentially have beneficial effects in 
the management of acute pancreatitis by suppressing the individual 
effects of NF-κB and AP-1 activation, and also by subduing their 
cooperative interactions, thus providing another target for novel 
therapeutic initiatives. Interestingly, in a new model of duct ligation-
induced acute pancreatitis in mice associated with substantial 
mortality developed recently in our laboratory [14,28], we have shown 
that specific inhibition of ERK MAPK significantly reduces mortality 
[13]. The improved survival with inhibition of ERK MAPK in this 
model suggests that ERK MAPK promotes pro-inflammatory-rather 
than anti-inflammatory- activation of NF-κB and AP-1 pathways.

In the present study, we performed time course studies of 
agonist-induced activation of ERK MAPK, NF-κB subunit p65, and 
AP-1 component c-Jun (Figure 2) to optimize conditions prior to 
experiments. We investigated the time course of CCK- and TNF-α-
stimulated activation of ERK MAPK, CCK-stimulated activation of 
c-Jun, and TNF-α-stimulated activation of p65 in AR42J cells. We have 
shown a bi-phasic pattern for TNF-α-stimulated nuclear translocation 
of NF-κB subunit p65, with an initial peak at 10 min and a second 
peak at 3hrs (Figure 2C). Evidence for two phases of NF-κB activation 
has been established in isolated acinar cells [29] and in other cell 
types [30,31]. IκB is composed of the subunits IκBα and IκBβ which 
maintain NF-κB in its quiescent form in the cytosol by masking its 
nuclear localization sequence. IκBα is rapidly but transiently degraded 
and believed to be responsible for the first phase, while IκBβ degrades 
slowly and is thought to be responsible for second phase of NF-κB 
activation. In the present study, we have verified that the dual phase of 
NF-κB activation occurs in AR42J cells just as is seen in isolated acinar 
cells [29], hepatocytes [30], and skeletal muscle cells [31].

AR42J cells offer many advantages in the study of signaling 
mechanisms in the exocrine pancreas such as the ease of cell culture 
maintenance, lower cost compared to pancreatic harvest from rodents, 
high transduction efficiency with adenoviral vectors, good tolerance 
of adenoviral infection, and the endogenous expression of receptors 
for many agonists (e.g., CCK, TNF-α)[15,26,32,33]. It can be practical 
to perform pilot studies in AR42J cells before confirming the salient 
findings in isolated acinar cells. Here, we performed a series of studies 
relevant to the central hypothesis in AR42J cells and, after obtaining 

encouraging results, confirmed that AP-1 modulates NF-κB-
dependent transcription even in mouse acinar cells. A novel approach 
using the AAV vector for in vivo expression of NF-κB.Luc prior to in 
vitro studies of mouse acinar cells allowed us to avoid the potential 
acinar cell injury with in vivo use of adenoviral vectors or in vitro use 
of more than one adenoviral vector. Confirmation of the converse 
situation, that NF-κB modulates AP-1-dependent gene transcription 
even in mouse acinar cells, was not studied as the AAV8.AP-1-Luc 
reagent has not yet been generated by us.

CCK and TNF-α are known activators of nuclear transcription 
factors and are often used in vitro to investigate pro-inflammatory 
pathways in exocrine pancreatic cells [15,22,26,27,32-39]. Using 
EMSA with super shift, we showed the p65 subunit of NF-κB is 
activated in AR42J cells stimulated by TNF-α [15]. In AR42J cells 
stimulated by CCK-analog cerulein, one study showed that NF-κB 
regulates IL-6 production [32] and another study showed that NF-
κB and AP-1 regulate IL-8 production [33]. Studies in isolated acinar 
cells showed that NF-κB regulates chemokine (MOB-1, MCP-1) and 
cytokine (IL-6, TNF-α) expression following stimulation with CCK 
[26,38]. Interestingly, complete suppression of MIP-2 up regulation in 
isolated acinar cells required dual inhibition of NF-κB and AP-1 [40], 
supporting the hypothesis studied here.

In mice, we developed a model of distal bile-pancreatic duct 
ligation-induced acute pancreatitis that is associated with systemic 
inflammation, multi-organ dysfunction, and a high mortality rate 
[14,28]. In this mouse model, we showed activation of ERK MAPK, 
NF-κB (p65), and AP-1 (c-Jun) in the pancreas, activation of ERK 
MAPK in the pancreas and distant organs, and elevated cytokine 
concentrations in the pancreas and lung [14,28,39,41]. In rats, EMSA 
has shown that pancreatic NF-κB activation occurs within 1hr and is 
increased at 24hrs with ligation-induced acute pancreatitis; gel super 
shift assay showed that the antibody to p65 subunit shifted the NF-κB 
band whereas anti-p50 antibody did not [42]. Pancreatic activation of 
NF-κB and AP-1 has also been shown in rats with acute pancreatitis 
induced by intra-duct injection of taurocholate [37] and that induced 
by cerulein or CCK plus ethanol diet [27].

In animal studies, inhibition of NF-κB improves survival in 
experimental acute pancreatitis [25,26], while over expression of NF-κB 
in the pancreas in vivo is associated with pancreatic and systemic injury 
[24]. N-Acetyl-L-Cysteine (NAC) and Pyrrolidine Dithiocarbamate 
(PDTC) are antioxidants that are non-specific inhibitors of NF-κB 
with beneficial effects in several animal models of pancreatitis [43-48]. 
Cerulein-pancreatitis was less severe in transgenic mice with knock 
out of NF-κB/p105 or mutation of the IKK2 gene [49,50]. Curcumin 
ameliorates acute pancreatitis and inhibits activation of both NF-
κB and AP-1 in two rat models of acute pancreatitis in parallel with 
inhibiting the induction of mRNA for several inhibitory mediators 
[27]. Many other studies showing beneficial effects of NF-κB inhibition 
have been reported and are well summarized in a recent review [26]. 
NF-κB activation in extra-pancreatic sites such as the lung, liver, and 
endothelium has also been described in animal models [26].

Evidence for NF-κB activation in human acute pancreatitis and 
systemic inflammation is available but limited. Significantly increased 
NF-κB activation in peripheral blood mononuclear cells of acute 
pancreatitis patients was observed within 24 hrs of symptom onset 
[51,52]. In clinical investigations of sepsis and septic shock, NF-κB 
is implicated in the development of acute lung injury [53]. Alveolar 
macrophages in patients with acute respiratory distress syndrome 
show NF-κB activation [54]. The present study underlines the need for 
more investigations into the role of NF-κB and AP-1 in experimental 
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and human acute pancreatitis and the potential beneficial effects of 
inhibiting these key regulatory pathways that cooperatively exacerbate 
acute pancreatitis. Previous reports have underlined the functional 
roles played by NF-κB and AP-1 in cancer and other diseases [55-
57] and the potential for using them as targets for therapy [58-61]. 
A weakness of our study is that luciferase assays using the dominant 
negative forms of NF-κB inhibitor protein IκBα (DN.IκBα) and of 
AP-1 component protein c-Jun (DN.c-Jun) might not clearly depict 
acute inflammatory responses in exocrine pancreatic cells while 
attempting to elucidate the pathogenesis of acute pancreatitis. For 
instance, a recent study has shown epigenetic regulation of early- and 
late-response genes in acute pancreatitis [62].

Conclusion
The NF-κB and AP-1 pathways modulate each other in exocrine 

pancreatic cells. ERK MAPK, which regulates both NF-κB- and AP-
1-dependent gene transcriptions, is a potential target for therapeutic 
inhibition in acute pancreatitis.

Author Contributions
Twait EC performed the basic science experiments and acquired 

the data; Samuel I conceived the central study hypothesis; Twait EC 
and Samuel I designed the experiments, analyzed and interpreted the 
results and data, and wrote the manuscript. Supported by research 
grant awards to Samuel I: (a) Grant R01 DK-071731, National Institute 
of Diabetes and Digestive and Kidney Diseases (NIDDK), National 
Institutes of Health (NIH), Bethesda, MD; (b) American Recovery 
and Reinvestment Act-Supplemental Award to NIH R01 DK-071731.

Institutional Review Board Statement
Not applicable (no human subjects)

Institutional Animal Care and Use Committee 
Statement

Experimental protocols were approved by the University of Iowa 
Institutional Animal Care and Use Committee (Protocol No. 1012246) 
and carried out according to Guide for the Care and Use of Laboratory 
Animals of the National Institutes of Health, Bethesda, MD.

Conflict-of-Interest Statement
The authors do not have any conflicting interests to disclose.

Data Sharing Statement
No additional data are available.

References
1.	 Ranson J, Rifkind K, Roses DF, Fink S, Eng K, et al. (1974) Prognostic 

Signs and the Role Of Operative Management in Acute Pancreatitis. 
Surg Gynecol Obstet 139: 69-81.

2.	 Ranson JH (1982) Etiological and prognostic factors in human acute 
pancreatitis: a review. Am J Gastroenterol 77: 633-638.

3.	 Ghosh S, Karin M (2002) Missing pieces in the NF-kappaB puzzle. 
Cell 109: S81-S96.

4.	 Stein B, Baldwin AS Jr, Ballard DW, Greene WC, Angel P, et al. (1993) 
Cross-coupling of the NF-kappa B p65 and Fos/Jun transcription 
factors produces potentiated biological function. EMBO J 12: 3879-
3891.

5.	 Shaulian E (2010) AP-1--The Jun proteins: Oncogenes or tumor 
suppressors in disguise? Cell Signal 22: 894-899.

6.	 Karin M, Liu Z, Zandi E (1997) AP-1 function and regulation. Curr 
Opin Cell Biol 9: 240-246.

7.	 Halazonetis TD, Georgopoulos K, Greenberg ME, Leder P (1988) 
c-Jun dimerizes with itself and with c-Fos, forming complexes of 
different DNA binding affinities. Cell 55: 917-924.

8.	 Duan RD, Williams JA (1994) Cholecystokinin rapidly activates 
mitogen-activated protein kinase in rat pancreatic acini. Am J 
Physiol 267: G401-G408.

9.	 Duan RD, Zheng CF, Guan KL, Williams JA (1995) Activation of MAP 
kinase kinase (MEK) and Ras by cholecystokinin in rat pancreatic 
acini. Am J Physiol 268: G1060-G1065.

10.	 Dabrowski A, Grady T, Logsdon CD, Williams JA (1996) Jun kinases 
are rapidly activated by cholecystokinin in rat pancreas both in vitro 
and in vivo. J Biol Chem 271: 5686-5690.

11.	 Pandol SJ, Saluja AK, Imrie CW, Banks PA (2007) Acute pancreatitis: 
bench to the bedside. Gastroenterology 132: 1127-1151.

12.	 Samuel I, Tephly L, Williard DE, Carter AB (2008) Enteral exclusion 
increases map kinase activation and cytokine production in a model 
of gallstone pancreatitis. Pancreatology 8: 6-14.

13.	 Yuan Z, Williard DE, Twait EC, Kempuraj D, Samuel I (2011) ERK 
Inhibition Substantially Improves Early Stage Mortality in Acute 
Pancreatitis: The First Report of AAV Vector- Mediated Gene 
Modulation in an Exocrine Pancreatic Disease. Mol Ther 19: S251- 
S252.

14.	 Samuel I, Yuan Z, Meyerholz DK, Twait EC, Williard DE, et al. (2010) 
A novel model of severe gallstone pancreatitis: Murine pancreatic 
duct ligation results in systemic inflammation and substantial 
mortality. Pancreatology 10: 536-544.

15.	 Twait E, Williard DE, Samuel I (2010) Dominant negative p38 
mitogen-activated protein kinase expression inhibits NF-kappaB 
activation in AR42J cells. Pancreatology 10: 119-128.

16.	 Fan C, Li Q, Zhang Y, Liu X, Luo M, et al. (2004) IkappaBalpha and 
IkappaBbeta possess injury context-specific functions that uniquely 
influence hepatic NF-kappaB induction and inflammation. J Clin 
Invest 113: 746-755.

17.	 Wang AY, Peng PD, Ehrhardt A, Storm TA, Kay MA (2004) Comparison 
of adenoviral and adeno-associated viral vectors for pancreatic gene 
delivery in vivo. Hum Gene Ther 15: 405-413.

18.	 Loiler SA, Tang Q, Clarke T, Campbell-Thompson ML, Chiodo V, et al. 
(2005) Localized gene expression following administration of adeno-
associated viral vectors via pancreatic ducts. Mol Ther 12: 519-527.

19.	 Wang Z, Zhu T, Rehman KK, Bertera S, Zhang J, et al. (2006) 
Widespread and stable pancreatic gene transfer by adeno-
associated virus vectors via different routes. Diabetes 55: 875-884.

20.	 Cheng H, Wolfe SH, Valencia V, Qian K, Shen L, et al. (2007) Efficient 
and persistent transduction of exocrine and endocrine pancreas by 
adeno- associated virus type 8. J Biomed Sci 14: 585-594.

21.	 Bi Y, Page SL, Williams JA (2005) Rho and Rac promote acinar 
morphological changes, actin reorganization, and amylase secretion. 
Am J Physiol Gastrointest Liver Physiol 289: G561-G570.

22.	 Williard DE, Twait E, Yuan Z, Carter AB, Samuel I (2010) Nuclear 
factor kappa B-dependent gene transcription in cholecystokinin- 
and tumor necrosis factor-alpha-stimulated isolated acinar cells is 
regulated by p38 mitogen-activated protein kinase. Am J Surg 200: 
283-290.

https://pubmed.ncbi.nlm.nih.gov/4834279/
https://pubmed.ncbi.nlm.nih.gov/4834279/
https://pubmed.ncbi.nlm.nih.gov/4834279/
https://pubmed.ncbi.nlm.nih.gov/7051819/
https://pubmed.ncbi.nlm.nih.gov/7051819/
https://pubmed.ncbi.nlm.nih.gov/11983155/
https://pubmed.ncbi.nlm.nih.gov/11983155/
https://pubmed.ncbi.nlm.nih.gov/8404856/
https://pubmed.ncbi.nlm.nih.gov/8404856/
https://pubmed.ncbi.nlm.nih.gov/8404856/
https://pubmed.ncbi.nlm.nih.gov/8404856/
https://pubmed.ncbi.nlm.nih.gov/20060892/
https://pubmed.ncbi.nlm.nih.gov/20060892/
https://pubmed.ncbi.nlm.nih.gov/9069263/
https://pubmed.ncbi.nlm.nih.gov/9069263/
https://pubmed.ncbi.nlm.nih.gov/3142692/
https://pubmed.ncbi.nlm.nih.gov/3142692/
https://pubmed.ncbi.nlm.nih.gov/3142692/
https://pubmed.ncbi.nlm.nih.gov/7943237/
https://pubmed.ncbi.nlm.nih.gov/7943237/
https://pubmed.ncbi.nlm.nih.gov/7943237/
https://pubmed.ncbi.nlm.nih.gov/7611406/
https://pubmed.ncbi.nlm.nih.gov/7611406/
https://pubmed.ncbi.nlm.nih.gov/7611406/
https://pubmed.ncbi.nlm.nih.gov/8621433/
https://pubmed.ncbi.nlm.nih.gov/8621433/
https://pubmed.ncbi.nlm.nih.gov/8621433/
https://pubmed.ncbi.nlm.nih.gov/17383433/
https://pubmed.ncbi.nlm.nih.gov/17383433/
https://pubmed.ncbi.nlm.nih.gov/18235211/
https://pubmed.ncbi.nlm.nih.gov/18235211/
https://pubmed.ncbi.nlm.nih.gov/18235211/
https://www.cell.com/molecular-therapy-family/molecular-therapy/fulltext/S1525-0016(16)37228-8
https://www.cell.com/molecular-therapy-family/molecular-therapy/fulltext/S1525-0016(16)37228-8
https://www.cell.com/molecular-therapy-family/molecular-therapy/fulltext/S1525-0016(16)37228-8
https://www.cell.com/molecular-therapy-family/molecular-therapy/fulltext/S1525-0016(16)37228-8
https://www.cell.com/molecular-therapy-family/molecular-therapy/fulltext/S1525-0016(16)37228-8
https://pubmed.ncbi.nlm.nih.gov/20975317/
https://pubmed.ncbi.nlm.nih.gov/20975317/
https://pubmed.ncbi.nlm.nih.gov/20975317/
https://pubmed.ncbi.nlm.nih.gov/20975317/
https://pubmed.ncbi.nlm.nih.gov/20453549/
https://pubmed.ncbi.nlm.nih.gov/20453549/
https://pubmed.ncbi.nlm.nih.gov/20453549/
https://pubmed.ncbi.nlm.nih.gov/14991073/
https://pubmed.ncbi.nlm.nih.gov/14991073/
https://pubmed.ncbi.nlm.nih.gov/14991073/
https://pubmed.ncbi.nlm.nih.gov/14991073/
https://pubmed.ncbi.nlm.nih.gov/15053865/#:~:text=We showed that adenovirus%2C AAV2,efficiencies of transduction%2C and persistence.&text=These vectors will be useful,diabetes and other pancreatic disorders.
https://pubmed.ncbi.nlm.nih.gov/15053865/#:~:text=We showed that adenovirus%2C AAV2,efficiencies of transduction%2C and persistence.&text=These vectors will be useful,diabetes and other pancreatic disorders.
https://pubmed.ncbi.nlm.nih.gov/15053865/#:~:text=We showed that adenovirus%2C AAV2,efficiencies of transduction%2C and persistence.&text=These vectors will be useful,diabetes and other pancreatic disorders.
https://www.cell.com/molecular-therapy-family/molecular-therapy/fulltext/S1525-0016(05)00189-9
https://www.cell.com/molecular-therapy-family/molecular-therapy/fulltext/S1525-0016(05)00189-9
https://www.cell.com/molecular-therapy-family/molecular-therapy/fulltext/S1525-0016(05)00189-9
https://pubmed.ncbi.nlm.nih.gov/16567506/
https://pubmed.ncbi.nlm.nih.gov/16567506/
https://pubmed.ncbi.nlm.nih.gov/16567506/
https://pubmed.ncbi.nlm.nih.gov/17387636/
https://pubmed.ncbi.nlm.nih.gov/17387636/
https://pubmed.ncbi.nlm.nih.gov/17387636/
https://pubmed.ncbi.nlm.nih.gov/15920016/
https://pubmed.ncbi.nlm.nih.gov/15920016/
https://pubmed.ncbi.nlm.nih.gov/15920016/
https://pubmed.ncbi.nlm.nih.gov/20413104/
https://pubmed.ncbi.nlm.nih.gov/20413104/
https://pubmed.ncbi.nlm.nih.gov/20413104/
https://pubmed.ncbi.nlm.nih.gov/20413104/
https://pubmed.ncbi.nlm.nih.gov/20413104/


 
Sci Forschen

O p e n  H U B  f o r  S c i e n t i f i c  R e s e a r c h

Citation: Twait EC, Samuel I (2021) Exocrine Pancreatic Cell NF-κB/AP-1 Crosstalk Downstream of ERK MAPK. J Clin Lab Med 6(1): 
dx.doi.org/10.16966/2572-9578.137 9

Journal of Clinical and Laboratory Medicine 
Open Access Journal

23.	 Algul H, Tando Y, Schneider G, Weidenbach H, Adler G, et al. 
(2002) Acute experimental pancreatitis and NF-kB/Rel activation. 
Pancreatology 2: 503-509.

24.	 Chen X, Ji B, Han B, Ernst SA, Simeone D, et al. (2002) NF-kappaB 
activation in pancreas induces pancreatic and systemic inflammatory 
response. Gastroenterology 122: 448-457.

25.	 Satoh A, Shimosegawa T, Fujita M, Kimura K, Masamune A, et al. 
(1999) Inhibition of nuclear factor-kappaB activation improves the 
survival of rats with taurocholate pancreatitis. Gut 44: 253-258.

26.	 Rakonczay Z Jr, Hegyi P, Takacs T, McCarroll J, Saluja AK (2008) 
The role of NF-kappaB activation in the pathogenesis of acute 
pancreatitis. Gut 57: 259-267.

27.	 Gukovsky I, Reyes CN, Vaquero EC, Gukovskaya AS, Pandol SJ (2003) 
Curcumin ameliorates ethanol and nonethanol experimental 
pancreatitis. Am J Physiol Gastrointest Liver Physiol 284: G85-G95.

28.	 Yuan Z, Meyerholz DK, Twait EC, Kempuraj D, Williard DE, et al. 
(2011) Systemic Inflammation with Multiorgan Dysfunction Is the 
Cause of Death in Murine Ligation-Induced Acute Pancreatitis. J 
Gastrointest Surg 15: 1670-1678.

29.	 Gukovsky I, Gukovskaya AS, Blinman TA, Zaninovic V, Pandol SJ 
(1998) Early NF-kappaB activation is associated with hormone-
induced pancreatitis. Am J Physiol 275: G1402-G1414.

30.	 Han Y, Brasier AR (1997) Mechanism for biphasic rel A. NF-kappaB1 
nuclear translocation in tumor necrosis factor alpha-stimulated 
hepatocytes. J Biol Chem 272: 9825-9832.

31.	 Ladner KJ, Caligiuri MA, Guttridge DC (2003) Tumor necrosis factor-
regulated biphasic activation of NF-kappa B is required for cytokine-
induced loss of skeletal muscle gene products. J Biol Chem 278: 
2294-2303.

32.	 Lee J, Seo J, Kim H, Chung JB, Kim KH (2003) Signal transduction of 
cerulein-induced cytokine expression and apoptosis in pancreatic 
acinar cells. Ann N Y Acad Sci 1010: 104-108.

33.	 Ju KD, Yu JH, Kim H, Kim KH (2006) Role of mitogen-activated protein 
kinases, NF-kappaB, and AP-1 on cerulein-induced IL-8 expression in 
pancreatic acinar cells. Ann N Y Acad Sci 1090: 368-374.

34.	 Gukovskaya AS, Gukovsky I, Zaninovic V, Song M, Sandoval D, et 
al. (1997) Pancreatic acinar cells produce, release, and respond 
to tumor necrosis factor-alpha. Role in regulating cell death and 
pancreatitis. J Clin Invest 100: 1853-1862.

35.	 Satoh A, Gukovskaya AS, Nieto JM, Cheng JH, Gukovsky I, et al. 
(2004) PKC-delta and -epsilon regulate NF-kappaB activation 
induced by cholecystokinin and TNF-alpha in pancreatic acinar cells. 
Am J Physiol Gastrointest Liver Physiol 287: G582-G591.

36.	 Yuan J, Lugea A, Zheng L, Gukovsky I, Edderkaoui M, et al. (2008) 
Protein kinase D1 mediates NF-kappaB activation induced by 
cholecystokinin and cholinergic signaling in pancreatic acinar cells. 
Am J Physiol Gastrointest Liver Physiol 295: G1190-G1201.

37.	 Vaquero E, Gukovsky I, Zaninovic V, Gukovskaya AS, Pandol SJ 
(2001) Localized pancreatic NF-kappaB activation and inflammatory 
response in taurocholate-induced pancreatitis. Am J Physiol 
Gastrointest Liver Physiol 280: G1197-G1208.

38.	 Han B, Logsdon CD (2000) CCK stimulates mob-1 expression and NF-
kappaB activation via protein kinase C and intracellular Ca(2+). Am J 
Physiol Cell Physiol 278: C344-C351.

39.	 Kempuraj D, Twait EC, Williard DE, Yuan Z, Meyerholz DK, et 
al. (2013) The Novel Cytokine Interleukin-33 Activates Acinar 
Cell Proinflammatory Pathways and Induces Acute Pancreatic 
Inflammation in Mice. PLoS ONE 8: e56866.

40.	 Orlichenko LS, Behari J, Yeh TH, Liu S, Stolz DB, et al. (2010) 
Transcriptional regulation of CXC-ELR chemokines KC and MIP-2 in 
mouse pancreatic acini. Am J Physiol Gastrointest Liver Physiol 299: 
G867-G876.

41.	 Meyerholz DK, Williard DE, Grittmann AM, Samuel I (2008) Murine 
pancreatic duct ligation induces stress kinase activation, acute 
pancreatitis, and acute lung injury. Am J Surg 196: 675-682.

42.	 Samuel I, Zaheer S, Nelson JJ, Yorek MA, Zaheer A (2004) CCK-A 
receptor induction and P38 and NF-kappaB activation in acute 
pancreatitis. Pancreatology 4: 49-56.

43.	 Rakonczay ZJr, Jarmay K, Kaszaki J, Mandi Y, Duda E, et al. (2003) 
NF-kappaB activation is detrimental in arginine-induced acute 
pancreatitis. Free Radic Biol Med 34: 696-709.

44.	 Grady T, Liang P, Ernst SA, Logsdon CD (1997) Chemokine gene 
expression in rat pancreatic acinar cells is an early event associated 
with acute pancreatitis. Gastroenterology 113: 1966-1975.

45.	 Virlos I, Mazzon E, Serraino I, Di PR, Genovese T, et al. (2003) 
Pyrrolidine dithiocarbamate reduces the severity of cerulein-
induced murine acute pancreatitis. Shock 20: 544-550.

46.	 Shi C, Zhao X, Wang X, Andersson R (2005) Role of nuclear factor-
kappaB, reactive oxygen species and cellular signaling in the early 
phase of acute pancreatitis. Scand J Gastroenterol 40: 103-108.

47.	 Ramudo L, Manso MA, Sevillano S, de Dios I (2005) Kinetic study 
of TNF-alpha production and its regulatory mechanisms in acinar 
cells during acute pancreatitis induced by bile-pancreatic duct 
obstruction. J Pathol 206: 9-16.

48.	 Long J, Song N, Liu XP, Guo KJ, Guo RX (2005) Nuclear factor-kappaB 
activation on the reactive oxygen species in acute necrotizing 
pancreatitic rats. World J Gastroenterol 11: 4277-4280.

49.	 Altavilla D, Famulari C, Passaniti M, Galeano M, Macri A, et al. (2003) 
Attenuated cerulein-induced pancreatitis in nuclear factor-kappaB-
deficient mice. Lab Invest 83: 1723-1732.

50.	 Baumann B, Wagner M, Aleksic T, von WG, Weber CK, et al. (2007) 
Constitutive IKK2 activation in acinar cells is sufficient to induce 
pancreatitis in vivo. J Clin Invest 117: 1502-1513.

51.	 O’Reilly DA, Roberts JR, Cartmell MT, Demaine AG, Kingsnorth 
AN (2006) Heat shock factor-1 and nuclear factor-kappaB are 
systemically activated in human acute pancreatitis. JOP 7: 174-184.

52.	 Satoh A, Masamune A, Kimura K, Kaneko K, Sakai Y, et al. (2003) 
Nuclear factor kappa B expression in peripheral blood mononuclear 
cells of patients with acute pancreatitis. Pancreas 26: 350-356.

53.	 Chopra M, Reuben JS, Sharma AC (2009) Acute lung injury: apoptosis 
and signaling mechanisms. Exp Biol Med (Maywood) 234: 361-371.

54.	 Schwartz MD, Moore EE, Moore FA, Shenkar R, Moine P, et al. (1996) 
Nuclear factor-kappa B is activated in alveolar macrophages from 
patients with acute respiratory distress syndrome. Crit Care Med 24: 
1285-1292.

55.	 Ji Z, He L, Regev A, Struhl K (2019) Inflammatory regulatory network 
mediated by the joint action of NF-kB, STAT3, and AP-1 factors is 
involved in many human cancers. Proc Natl Acad Sci U S A 116: 9453-
9462.

https://pubmed.ncbi.nlm.nih.gov/12435862/
https://pubmed.ncbi.nlm.nih.gov/12435862/
https://pubmed.ncbi.nlm.nih.gov/12435862/
https://pubmed.ncbi.nlm.nih.gov/11832459/
https://pubmed.ncbi.nlm.nih.gov/11832459/
https://pubmed.ncbi.nlm.nih.gov/11832459/
https://pubmed.ncbi.nlm.nih.gov/9895386/
https://pubmed.ncbi.nlm.nih.gov/9895386/
https://pubmed.ncbi.nlm.nih.gov/9895386/
https://pubmed.ncbi.nlm.nih.gov/17675325/#:~:text=One important signalling molecule%2C nuclear,involved in immunity and inflammation.
https://pubmed.ncbi.nlm.nih.gov/17675325/#:~:text=One important signalling molecule%2C nuclear,involved in immunity and inflammation.
https://pubmed.ncbi.nlm.nih.gov/17675325/#:~:text=One important signalling molecule%2C nuclear,involved in immunity and inflammation.
https://pubmed.ncbi.nlm.nih.gov/12488237/#:~:text=Our findings indicate that blocking,useful for treatment of pancreatitis.
https://pubmed.ncbi.nlm.nih.gov/12488237/#:~:text=Our findings indicate that blocking,useful for treatment of pancreatitis.
https://pubmed.ncbi.nlm.nih.gov/12488237/#:~:text=Our findings indicate that blocking,useful for treatment of pancreatitis.
https://pubmed.ncbi.nlm.nih.gov/21800226/
https://pubmed.ncbi.nlm.nih.gov/21800226/
https://pubmed.ncbi.nlm.nih.gov/21800226/
https://pubmed.ncbi.nlm.nih.gov/21800226/
https://pubmed.ncbi.nlm.nih.gov/9843778/
https://pubmed.ncbi.nlm.nih.gov/9843778/
https://pubmed.ncbi.nlm.nih.gov/9843778/
https://pubmed.ncbi.nlm.nih.gov/9092517/
https://pubmed.ncbi.nlm.nih.gov/9092517/
https://pubmed.ncbi.nlm.nih.gov/9092517/
https://pubmed.ncbi.nlm.nih.gov/12431991/
https://pubmed.ncbi.nlm.nih.gov/12431991/
https://pubmed.ncbi.nlm.nih.gov/12431991/
https://pubmed.ncbi.nlm.nih.gov/12431991/
https://nyaspubs.onlinelibrary.wiley.com/doi/abs/10.1196/annals.1299.017
https://nyaspubs.onlinelibrary.wiley.com/doi/abs/10.1196/annals.1299.017
https://nyaspubs.onlinelibrary.wiley.com/doi/abs/10.1196/annals.1299.017
https://pubmed.ncbi.nlm.nih.gov/17384281/
https://pubmed.ncbi.nlm.nih.gov/17384281/
https://pubmed.ncbi.nlm.nih.gov/17384281/
https://pubmed.ncbi.nlm.nih.gov/9312187/#:~:text=Acinar cells responded to TNFalpha.&text=The results indicate that pancreatic,pancreatic acini and experimental pancreatitis.
https://pubmed.ncbi.nlm.nih.gov/9312187/#:~:text=Acinar cells responded to TNFalpha.&text=The results indicate that pancreatic,pancreatic acini and experimental pancreatitis.
https://pubmed.ncbi.nlm.nih.gov/9312187/#:~:text=Acinar cells responded to TNFalpha.&text=The results indicate that pancreatic,pancreatic acini and experimental pancreatitis.
https://pubmed.ncbi.nlm.nih.gov/9312187/#:~:text=Acinar cells responded to TNFalpha.&text=The results indicate that pancreatic,pancreatic acini and experimental pancreatitis.
https://pubmed.ncbi.nlm.nih.gov/15117677/
https://pubmed.ncbi.nlm.nih.gov/15117677/
https://pubmed.ncbi.nlm.nih.gov/15117677/
https://pubmed.ncbi.nlm.nih.gov/15117677/
https://pubmed.ncbi.nlm.nih.gov/18845574/
https://pubmed.ncbi.nlm.nih.gov/18845574/
https://pubmed.ncbi.nlm.nih.gov/18845574/
https://pubmed.ncbi.nlm.nih.gov/18845574/
https://pubmed.ncbi.nlm.nih.gov/11352813/
https://pubmed.ncbi.nlm.nih.gov/11352813/
https://pubmed.ncbi.nlm.nih.gov/11352813/
https://pubmed.ncbi.nlm.nih.gov/11352813/
https://pubmed.ncbi.nlm.nih.gov/10666030/
https://pubmed.ncbi.nlm.nih.gov/10666030/
https://pubmed.ncbi.nlm.nih.gov/10666030/
https://pubmed.ncbi.nlm.nih.gov/23418608/#:~:text=IL%2D33%2C a novel IL,pancreatitis is not well understood.&text=Conclusion%3A IL%2D33 is induced,and exacerbates acute pancreatic inflammation.
https://pubmed.ncbi.nlm.nih.gov/23418608/#:~:text=IL%2D33%2C a novel IL,pancreatitis is not well understood.&text=Conclusion%3A IL%2D33 is induced,and exacerbates acute pancreatic inflammation.
https://pubmed.ncbi.nlm.nih.gov/23418608/#:~:text=IL%2D33%2C a novel IL,pancreatitis is not well understood.&text=Conclusion%3A IL%2D33 is induced,and exacerbates acute pancreatic inflammation.
https://pubmed.ncbi.nlm.nih.gov/23418608/#:~:text=IL%2D33%2C a novel IL,pancreatitis is not well understood.&text=Conclusion%3A IL%2D33 is induced,and exacerbates acute pancreatic inflammation.
https://pubmed.ncbi.nlm.nih.gov/20671197/
https://pubmed.ncbi.nlm.nih.gov/20671197/
https://pubmed.ncbi.nlm.nih.gov/20671197/
https://pubmed.ncbi.nlm.nih.gov/20671197/
https://pubmed.ncbi.nlm.nih.gov/18789417/
https://pubmed.ncbi.nlm.nih.gov/18789417/
https://pubmed.ncbi.nlm.nih.gov/18789417/
https://pubmed.ncbi.nlm.nih.gov/14988658/
https://pubmed.ncbi.nlm.nih.gov/14988658/
https://pubmed.ncbi.nlm.nih.gov/14988658/
https://pubmed.ncbi.nlm.nih.gov/12633747/
https://pubmed.ncbi.nlm.nih.gov/12633747/
https://pubmed.ncbi.nlm.nih.gov/12633747/
https://pubmed.ncbi.nlm.nih.gov/9394737/
https://pubmed.ncbi.nlm.nih.gov/9394737/
https://pubmed.ncbi.nlm.nih.gov/9394737/
https://pubmed.ncbi.nlm.nih.gov/14625479/
https://pubmed.ncbi.nlm.nih.gov/14625479/
https://pubmed.ncbi.nlm.nih.gov/14625479/
https://pubmed.ncbi.nlm.nih.gov/15841722/
https://pubmed.ncbi.nlm.nih.gov/15841722/
https://pubmed.ncbi.nlm.nih.gov/15841722/
https://pubmed.ncbi.nlm.nih.gov/15761843/
https://pubmed.ncbi.nlm.nih.gov/15761843/
https://pubmed.ncbi.nlm.nih.gov/15761843/
https://pubmed.ncbi.nlm.nih.gov/15761843/
https://pubmed.ncbi.nlm.nih.gov/16015706/
https://pubmed.ncbi.nlm.nih.gov/16015706/
https://pubmed.ncbi.nlm.nih.gov/16015706/
https://pubmed.ncbi.nlm.nih.gov/14691290/
https://pubmed.ncbi.nlm.nih.gov/14691290/
https://pubmed.ncbi.nlm.nih.gov/14691290/
https://pubmed.ncbi.nlm.nih.gov/17525799/
https://pubmed.ncbi.nlm.nih.gov/17525799/
https://pubmed.ncbi.nlm.nih.gov/17525799/
https://pubmed.ncbi.nlm.nih.gov/16525201/
https://pubmed.ncbi.nlm.nih.gov/16525201/
https://pubmed.ncbi.nlm.nih.gov/16525201/
https://pubmed.ncbi.nlm.nih.gov/12717267/
https://pubmed.ncbi.nlm.nih.gov/12717267/
https://pubmed.ncbi.nlm.nih.gov/12717267/
https://pubmed.ncbi.nlm.nih.gov/19176873/
https://pubmed.ncbi.nlm.nih.gov/19176873/
https://pubmed.ncbi.nlm.nih.gov/8706481/#:~:text=Conclusions%3A These experiments demonstrated increased,macrophages from patients with ARDS.
https://pubmed.ncbi.nlm.nih.gov/8706481/#:~:text=Conclusions%3A These experiments demonstrated increased,macrophages from patients with ARDS.
https://pubmed.ncbi.nlm.nih.gov/8706481/#:~:text=Conclusions%3A These experiments demonstrated increased,macrophages from patients with ARDS.
https://pubmed.ncbi.nlm.nih.gov/8706481/#:~:text=Conclusions%3A These experiments demonstrated increased,macrophages from patients with ARDS.
https://pubmed.ncbi.nlm.nih.gov/30910960/
https://pubmed.ncbi.nlm.nih.gov/30910960/
https://pubmed.ncbi.nlm.nih.gov/30910960/
https://pubmed.ncbi.nlm.nih.gov/30910960/


 
Sci Forschen

O p e n  H U B  f o r  S c i e n t i f i c  R e s e a r c h

Citation: Twait EC, Samuel I (2021) Exocrine Pancreatic Cell NF-κB/AP-1 Crosstalk Downstream of ERK MAPK. J Clin Lab Med 6(1): 
dx.doi.org/10.16966/2572-9578.137 10

Journal of Clinical and Laboratory Medicine 
Open Access Journal

56.	 Fujioka S, Niu J, Schmidt C, Sclabas GM, Peng B, et al. (2004) NF-κB 
and AP-1 Connection: Mechanism of NF-kB-dependent regulation of 
AP-1 activity. Mol Cell Biol 24: 7806-7819.

57.	 Xia L, Xie H, Yu Y, Zhou H, Wang T, et al. (2016) The Effects of 
NF-κB and c-Jun/AP-1 on the Expression of Prothrombotic and 
Proinflammatory Molecules Induced by Anti-β2GPI in Mouse. PLoS 
One 11: e0147958.

58.	 Jakkampudi A, Jangala R, Reddy BR, Mitnala S, Reddy DN, et al. 
(2016) NF-κB in acute pancreatitis: Mechanisms and therapeutic 
potential. Pancreatology 16: 477-488.

59.	 Na Ye N, Ding Y, Wild C, Shen Q, Zhou J (2014) Small molecule 
inhibitors targeting activator protein 1 (AP-1). J Med Chem 57: 6930-
6948.

60.	 Kang M, Henrich CJ, Bokesch HR, Gustafson KR, McMahon JB, et al. 
(2009) A selective small-molecule nuclear factor-kappaB inhibitor 
from a high-throughput cell-based assay for “activator protein-1 
hits.” Mol Cancer Ther 8: 571-581.

61.	 Yu H, Lin L, Zhang Z, Zhang H, Hu H (2020) Targeting NF-κB pathway 
for the therapy of diseases: mechanism and clinical study. Signal 
Transduct Target Ther 5: 209.

62.	 Sandoval J, Pereda J, Pérez S, Finamor I, Vallet-Sánchez A, et al. 
(2016) Epigenetic Regulation of Early- and Late-Response Genes in 
Acute Pancreatitis. J Immunol 197: 4137-4150.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC507000/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC507000/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC507000/
https://pubmed.ncbi.nlm.nih.gov/26829121/
https://pubmed.ncbi.nlm.nih.gov/26829121/
https://pubmed.ncbi.nlm.nih.gov/26829121/
https://pubmed.ncbi.nlm.nih.gov/26829121/
https://pubmed.ncbi.nlm.nih.gov/27282980/
https://pubmed.ncbi.nlm.nih.gov/27282980/
https://pubmed.ncbi.nlm.nih.gov/27282980/
https://pubmed.ncbi.nlm.nih.gov/24831826/#:~:text=Accumulating evidence supports that AP,target over the past decade.
https://pubmed.ncbi.nlm.nih.gov/24831826/#:~:text=Accumulating evidence supports that AP,target over the past decade.
https://pubmed.ncbi.nlm.nih.gov/24831826/#:~:text=Accumulating evidence supports that AP,target over the past decade.
https://pubmed.ncbi.nlm.nih.gov/19258426/
https://pubmed.ncbi.nlm.nih.gov/19258426/
https://pubmed.ncbi.nlm.nih.gov/19258426/
https://pubmed.ncbi.nlm.nih.gov/19258426/
https://pubmed.ncbi.nlm.nih.gov/32958760/
https://pubmed.ncbi.nlm.nih.gov/32958760/
https://pubmed.ncbi.nlm.nih.gov/32958760/
https://pubmed.ncbi.nlm.nih.gov/27798150/#:~:text=Chromatin remodeling seems to regulate,a model of acute inflammation.
https://pubmed.ncbi.nlm.nih.gov/27798150/#:~:text=Chromatin remodeling seems to regulate,a model of acute inflammation.
https://pubmed.ncbi.nlm.nih.gov/27798150/#:~:text=Chromatin remodeling seems to regulate,a model of acute inflammation.

	Title
	Corresponding author
	Abstract
	Keywords
	Introduction
	Materials and Methods 
	Antibodies 
	AR42J cell culture 
	Recombinant adenoviral vector infection in-vitro 
	Recombinant Adeno-Associated virus vector infection in-vivo and acinar cell isolation 
	Lysate preparation and western blot analysis 
	Luciferase assays 
	Statistical analysis 

	Results
	Agonist stimulation activates ERK MAPK, NF-κB and AP-1 in AR42J cells 
	ERK regulates NF-κB and AP-1 in AR42J cells 
	NF-κB regulates c-Jun activation and AP-1-dependent gene transcription in AR42J cells 
	AP-1 modulates NF-κB at the transcriptional level in AR42J cells 
	NF-κB-dependent gene transcription in mouse isolated acinar cells 

	Discussion
	Conclusion
	Author Contributions 
	Institutional Review Board Statement 
	Institutional Animal Care and Use Committee Statement 
	Conflict-of-Interest Statement 
	Data Sharing Statement 
	References
	Figure 1
	Figure 2
	Figure 3
	Figure 4
	Figure 5
	Figure 6
	Figure 7
	Figure 8

