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Acute pancreatitis (AP) is a common digestive system disease. The severity of AP ranges from mild edema in
the pancreas to severe systemic inflammatory responses leading to peripancreatic/pancreatic necrosis,
multi-organ failure and death. Improving the sensitivity of AP diagnosis and developing alternatives to
traditional methods to treat AP have gained the attention of researchers. With the continuous rise of
nanotechnology, it is being widely used in daily life, biomedicine, chemical energy and many other fields.
Studies have demonstrated the effectiveness of nanotechnology in the diagnosis and treatment of AP.
Nanotechnology has the advantages of simplicity, rapidity and sensitivity in detecting biomarkers of AP,
as well as enhancing imaging, which helps in the early diagnosis of AP. On the other hand, nanoparticles
(NPs) have oxidative stress inhibiting and anti-infammatory effects, and can also be loaded with drugs as
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Accepted 16th March 2022 well as being used in anti-infection therapy, providing a new approach for the treatment of AP. In this

article, we elaborate and summarize on the potential of nanoparticles for diagnostic and therapeutic
DOI: 10.1035/d2na00020b applications in AP from the current reported literature and experimental results to provide useful

rsc.li/nanoscale-advances guidelines for further research on the application of nanotechnology.

Open Access Article. Published on 19 2022. Downloaded by Fail Open on 23/07/25 08:58:12.

Thisarticleislicensed under a Creative Commons Attribution-NonCommercial 3.0 Unported Licence.

(cc)

1. Introduction

Acute pancreatitis (AP) is a relatively common acute abdominal
condition requiring hospitalization. The incidence has been
increasing every year for the last two decades, with a regional
variation of 4.9-73.4 cases per 100 000 people. AP is an exocrine
inflammatory disease due to the abnormal activation of
pancreatic enzymes from various causes. Although most cases
are mild, about 20% of them will develop into moderate to
severe, with a mortality rate of about 30%.>*

The etiology of acute pancreatitis is diverse, and the age,
gender distribution and severity of patients with AP due to
different causes vary. In most high-income countries, chol-
ecystolithiasis is still the leading cause of AP, followed by
excessive alcohol consumption and hypertriglyceridemia. Alco-
holic acute pancreatitis and hypertriglyceridemia are more
common in young male patients, while biliary sources
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predominate in older patients.™* Other less common etiologies
include  medications, endoscopic  retrograde  chol-
angiopancreatography (ERCP), genetics, trauma, etc. Early
diagnosis and etiology control help improve the prognosis of AP
and prevent recurrence.’

The commonly used clinical classification for the severity of
AP is the revised Atlanta classification (RAC). RAC: (1) mild
acute pancreatitis (MAP), which accounts for 80-85% of acute
pancreatitis, is not associated with local or systemic complica-
tions, and usually the patients recover within 2 weeks and death
does not usually occur. (2) Moderately severe acute pancreatitis
(MSAP), with temporary (=48 h) organ damage and/or local
complications, has a low early mortality rate. However, when
necrotic tissue is combined with infection, the mortality rate
increases. (3) Severe acute pancreatitis (SAP), accounts for about
7.5% of acute pancreatitis and is accompanied by persistent
(>48 h) systemic organ dysfunction and a high mortality rate.

The pathological basis of AP is the secretion of the enzym-
ogen prolyl protease, trypsinogen and amylase from the
pancreatic acinar cells (PACs) to the pancreatic ducts. These
enzymes are prematurely activated in PACs and cause self-
digestion in the pancreas. This pathological self-digestion
leads to edema, hemorrhage, inflammation and necrosis. The
damaged PACs release numerous pro-inflammatory factors,
which include tumor necrosis factor-o. (TNF-a), interleukin (IL)-
6, IL-1B etc., which further exacerbate the inflammatory
response, thereby exacerbating AP. Among them, the levels of
inflammatory factors TNF-a, IL-8, and monocyte chemotactic
protein (MCP-1) are elevated from the beginning of the AP
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disease course.® Late in the course of AP (usually after 2 weeks),
inflammatory cells increase and necrotizing pancreatitis,
systemic inflammatory response syndrome, damage to distant
organs including the lungs, heart, kidneys and liver, and then
further development of sepsis occur, later aggravating to
multiple organ dysfunction syndrome and eventually death.”®

A series of pathophysiological changes in pancreatic alveolar
cells are caused directly or indirectly by common causes of
pancreatitis (e.g., pancreatic duct obstruction, alcohol, bile
acids, etc.).” The major cellular changes in the pathogenesis of
AP include premature activation of trypsinogen,'® abnormal
calcium signalling,"* mitochondrial injury,"” endoplasmic
reticulum (ER) stress,"” impaired unfolded protein response
(UPR)" and impaired autophagy.’® The association and action
between pancreatic follicular cells and the immune system
allows for a continuous inflammatory reaction to occur and
develop (Fig. 1)."* These pathogenic mechanisms provide
potential therapeutic targets for future drug development for
treating AP, particularly for the study of nanomaterials.

The typical symptoms of acute pancreatitis are acute onset of
epigastric continuous severe pain, accompanied by abdominal
distension, nausea, and vomiting; pain cannot be relieved after
vomiting; and severe cases may develop hypovolemic shock.
Severely dehydrated and elderly patients may have altered
mental status. AP can be complicated by one or more organ
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dysfunction, with lung injury and renal impairment being
common. Laboratory tests may reveal elevated pancreatic
enzymes (e.g., serum amylase and lipase), and elevated lipase is
more specific than amylase for the diagnosis of AP. Elevated
levels of these two pancreatic enzymes were not associated with
the severity of AP. Abdominal CT is an essential imaging
method for AP diagnosis. Typical radiographic findings of early
AP are pancreatic edema, peripancreatic exudate, and pancre-
atic and/or peripancreatic tissue necrosis.

According to international guidelines and consensus, the
diagnosis of AP is based on two of the following three condi-
tions: (1) severe epigastric pain; (2) serum amylase or (and)
serum lipase at least more than three times the normal value; or
(3) abdominal ultrasound, contrast-enhanced computed
tomography (CT), magnetic resonance imaging (MRI) and other
imaging studies are consistent with the presentation of acute
pancreatitis.>*”*®

In recent decades, the methods of diagnosis and treatment
of acute pancreatitis have also changed significantly, reducing
mortality rates. In addition to CT and MRI, endoscopic diag-
nosis, minimally invasive treatment and multidisciplinary
diagnosis and treatment have also been developed. However,
diagnosis still relies mainly on laboratory tests and imaging.
Treatment depends mainly on drug therapy, which has certain
drawbacks.*' For example, the commonly used laboratory

Necroptosis
Anti-inflammatory mediators: g ) + Pro-inflammatory mediators:
TGFB, IL-4,IL-10 « Inflammatory response TNF-a, IL-6,IL-1f3,IL-18

* NF-xB

ROS\RNS « STAT3
T « NFAT ‘—I

Oxidative stress I ’ Trypsinogen activation
T—& Monocytes/neutrophil T
S

ATGS —»

Mitochondrial dysfunction ER stress

Further cell damage Apoptosis

=

-—

f

el ey Acinar cell injury

Premature trypsinogen activation

UPR
RIP1-RIP3 ,MLKL

Necroptosis

Fig. 1 Major pathogenic mechanisms of acute pancreatitis include premature activation of trypsinogen, abnormal calcium signalling, mito-
chondrial injury, endoplasmic reticulum (ER) stress, impaired unfolded protein response (UPR) and impaired autophagy.
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test, namely the spectrophotometric method for amylase is
time-consuming and less sensitive (<107® mol L™"); imaging
tests such as CT and MRI are not sensitive to early AP.”>** Drugs
targeting inflammatory cytokines in AP have not been approved
for clinical use. This has all led researchers to develop new
methods to improve the diagnostic sensitivity and therapeutic
efficacy for AP.

At present, nanotechnology is an emerging and popular
discipline that is widely used in medical biology, for example
nano-drug delivery systems,” antibacterial and anti-
inflammatory agents,”?* diagnostic imaging,**° photody-
namic and photothermal therapeutic agents,** and multi-
modal combination  therapy.*®*3*  Nanoparticle-based
therapeutic modalities have emerged as promising treatments
for AP. NPs are usually in the particle size range of 1-100 nm,
with a maximum of 1000 nm. These particles are formed by
natural or artificial manipulation of polymers or metals.***
Nanotechnology mainly plays its diagnostic and therapeutic
roles by changing the size and architecture of different NPs or
connecting different nanomaterials to form complexes.**
What's more, the modified nanomaterials have different func-
tionalization and targeting to be more useful.”™* As the
research has progressed, different “nanodiscs” with multi-
functionalization have been developed, such as nanosheets and
“nano-boats”.***” Meanwhile, the advantage of nanomaterial
targeting is that it can target specific target cells, such as tumor
cells and macrophages, with effective affinity for therapeutic
purposes.***® NPs have been widely reported in the diagnosis
and treatment of AP. The purpose of this review is to discuss the
clinical implications of the different nanoplatforms that have
been published in recent years for the diagnosis and therapy of
AP.

2. Diagnosis
2.1 Laboratory tests

2.1.1 Amylase. Amylase is a calcium metalloenzyme
present in normal human serum, urine and saliva. Amylase
activity in both serum and urine is used as an essential
biomarker for the diagnosis of AP.*® Attia et al. synthesized
a nano-optical dinuclear sensor, the Pd-(2-aminothiazole) (urea)
complex, to detect amylase activity in serum and urine. Amylase
activity was evaluated by the quenching of the Pd(atz, ur)
complex at 457 nm laser with 2-chloro-4-nitrophenol producing
a different luminescence intensity of the reacting enzyme. The
sensitivity and specificity of serum amylase detection by this
method to improve the diagnosis of AP were reported to be
96.88% and 94.41%.%' In addition, Shi et al. reported a rapid
ultra-sensitive  tetraphenylethylene = probe based on
polymerization-induced emission for the direct detection of
amylase in serum or urine. This probe is hydrolyzed by amylase
to release insoluble AIE residues with significantly enhanced
fluorescence, allowing quantitative analysis with the advantages
of being a simple, rapid and highly sensitive procedure.’*
Moreover, Mandal et al. developed a biosensor consisting of
a conductive polyaniline-polyaniline amine salt film covered by
starch-coated gold nanoparticles (SAuNPs) for point-of-care and

© 2022 The Author(s). Published by the Royal Society of Chemistry
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sensitive detection of amylase content. The resistance of the
sensor is modified by adding different doses of amylase to the
biosensor, which selectively depletes the starch stabilized on
SAuNPs. The electrical resistance is linearly related to the
amylase concentration, whereby the activity is measured
(Fig. 2).>*

2.1.2 Trypsin. Trypsin is one of the digestive enzymes
secreted by the pancreas and it is stored as an inactivate
precursor in enzymogenic pellets. Under normal conditions,
pancreatic acinar cells can properly inhibit trypsin activity. In
pancreatitis there is an excessive activation of various proteases
(especially trypsin) which eventually damages cells.** Trypsin is
also one of the biomarkers of pancreatitis.® Since urination
removes biological waste and metabolic products, including
proteins and peptides, from the blood, overexpression of
trypsin (up to 84.4 ng mL ") is frequently detected in the urine
of patients with pancreatitis.”® A multifunctional nanoprobe
was designed for trypsin quantitative analysis with fluorescence
resonance energy transfer (FRET) by Poon et al. With the GQD-
BSA-CMR2 complex as a nanoprobe, the FRET system is dis-
rupted by BSA in the presence of trypsin, and the amount of
trypsin can be quickly determined by measuring the ratio of
these two emission peaks (Fig. 3).”” Furthermore, Lucas et al.
demonstrated a metal-enhanced fluorescence (MEF) based
principle for shutting down enzyme assays for the rapid detec-
tion of low concentrations of trypsin.”® Besides, Hou et al. re-
ported a novel sensor for the detection of trypsin by
fluorescently labeling peptides with negatively charged carbon
nanoparticles (CNPs) modified with acid oxidation. Quantifi-
cation of trypsin activity is through dye release and the intensity
of endocytosis with a detection limit of 0.7 mg mL ™~ ".*® Recently,
Guan has developed a highly sensitive trypsin serum sensing
system using a mixed ion permeable membrane based on
anodic aluminum oxide (AAO) and modified with a trypsin
substrate. Based on the change in the electrical properties of the
peptide-modified hybrid ion membrane surface after a trypsin-
initiated peptide hydrolysis reaction and the electric double
layer effect reducing the effective ion current diameter within
the AAO nanocells and improving the ion current rectification
ratio, the minimum quantitative detection of trypsin concen-
tration can reach 0.1 pM.*°

Nanozymes are a new class of enzymes with biocatalytic
activity that also retain the unique properties of nanomaterials,
and have become a research hotspot in the biomedical field in
recent years.** An oxidase-like nanozyme, citrate-capped plat-
inum nanoparticles (Cit-Pt NPs), was designed by Lin et al
Using protamine as an aggregation promoter for Cit-Pt NPs and
a specific hydrolytic substrate for trypsin to enhance the oxidase
activity of Cit-Pt NPs at pH 8, a one-step detection of trypsin can
be achieved. This method has been successful in detecting
trypsin in clinical urine samples.®

2.1.3 Serum lipase. When the serum lipase level is more
than 3 times higher than normal, it supports the diagnosis of
AP, with a rapid increase in the activity of this enzyme 12 hours
after the onset of the disease and a decrease to normal within 3-
5 days.® In particular, serum lipase levels are more sensitive
and specific than serum amylase levels in the diagnosis of AP in
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all pediatric age groups.** Chakraborty et al. developed a selec-
tively sensing supramolecular self-assembled nanostructure for
lipase using the aggregation-induced emission (AIE) property of
naphthalene diimine (NDI). In different water volumes of
DMSO, NDI has different morphologies and exhibits different
intensities of AIE (blue-green luminescence). This nano-
structure detects lipase content though hydrolysis of a benzyl
ester linkage with a limit of detection 10.0 + 0.8 pg L™ * (Fig. 4).%°
Also based on the AIE mechanism, glutamate-functionalized
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(a) Preparation process of the amylase sensor. (b) Point-of-care testing of amylase in blood serum. Reproduced with permission from ref.

tetraphenylethylene (TPE) has been successfully applied to
real human serum samples as a fluorescent probe for the
detection of lipase levels, with the advantages of fast and
convenient reaction time.*

2.1.4 Triglycerides (TGs). Hyperlipidemia is one of the
causes of pancreatitis. Lipid levels affect the severity of AP, and
early control can help prevent recurrence and improve prog-
nosis." Biosensor detection has specificity, rapidity, simplicity,
low cost and high sensitivity compared to conventional
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Fig. 3 Nanoprobe (GQD-BSA, left), GQD-BSA-CMR2 (middle) and GQD-BSA-CMR2 with trypsin (right) under a UV lamp. Reproduced with

permission from ref. 57. Copyright ©2016 Elsevier B.V.
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Fig. 4 FESEM (a;—asz), TEM (asz—ag), and fluorescence (a;—ag) micros-
copy images of NDI-2in 70 : 30, 50 : 50, and 1 : 99 (v/v) DMSO-water
binary solvent mixtures, respectively (INDI-2] = 20 mM). (b) Photo-
graph of the formation of translucent solutions with increasing water
content in DMSO for NDI-2 (50 mM) and (c) photograph of emission
color of NDI-2 (50 mM) upon UV-light irradiation (lcx = 365 nm).
Reproduced with permission from ref. 65. Copyright ©2021 The Royal
Society of Chemistry.

methods.®” In recent years nanomaterials used in the prepara-
tion of biosensors further improved their performance.®®
Nanostructured metal oxides (NMOs) are already essential
material components of biosensors, such as the SiO,-CeO,
nanocomposite, CHIT-nano-ZrO,/ITO, and ZnO nanoparticles
(znO NPs). And they all exhibit excellent detection perfor-
mance.®”" Researchers have developed an electrochemical
biosensor to detect total triglycerides in human serum samples.
The sensor consists of a composite material of lipase immobi-
lized on chitosan-coated magnetic nanoparticles (CNP-L). The
level of TGs in serum was determined by measuring the level of
glycerol produced by electrochemical oxidation of TGs with
lipase enzymatic digestion. This biosensor has high stability
and sensitivity in the detection of triglycerides.”

2.1.5 Serum creatinine. In general, elevated serum creati-
nine is an essential parameter for poor prognosis in AP. Serum
creatinine is closely associated with necrosis of the pancreas 48
hours after the onset of AP. Since pancreatic necrosis is a severe
complication of acute pancreatitis, a rapid and sensitive test is
essential.”»”* Wen et al. proposed a high-efficiency nano-Ag/
Au@Au film composite SERS substrate to rapidly detect

© 2022 The Author(s). Published by the Royal Society of Chemistry
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human serum creatinine. Due to the multidimensional plasma
coupling effect between AuNPs, AgNPs and Au membranes, the
local electromagnetic field strength is significantly increased,
and a higher enhancement factor is acquired. The results
demonstrated that the nanocomplex was simple to prepare,
sensitive and had a detection limit of 5 x 107° for serum
creatinine.” Moreover, Zhybak et al. developed a novel current-
based biosensor based on a novel PANi-Nafion-Cu complex and
immobilized hydrolase for the detection of creatinine and urea
characterization. Its characteristics are rapid analysis of sample
creatinine, 15 second response, high sensitivity and specificity,
and the limit value of the test is 0.5 uM.”®

2.2 Imaging

The typical imaging manifestations of AP are some of the
diagnostic criteria. Still, the imaging features at the initial onset
of the disease do not reflect the severity of the disease and may
even lead to misdiagnosis.”””” Early detection is of great
importance to reduce AP mortality. However, there is a lack of
effective early detection tools in clinical practice. MRI is indi-
cated for patients with iodine allergy and renal insufficiency,
and its sensitivity in detecting pancreatic edema is better than
that of CT.* Improvements in imaging methods through
nanomaterials may provide a new basis for early AP diagnosis in
the future. Zhang et al. synthesized a gadolinium-based MRI
nanoparticle probe as a diagnostic tool for early AP. The probe is
not only low toxic to the organism but also biodegradable. The
Gd-DTPA-FA nanomaterials have a T1 MRI signal amplification
effect in the environment of lipase. The MRI signal was found to
be the strongest at hours 1, 6, and 12 when applied in rat
models (Fig. 5).**

Similarly, Long et al constructed a diethylene-
triaminepentaacetic chelate based nanoprobe for MRI imaging
of early AP. It was labeled using a novel p-selectin-targeting,
near-infrared fluorescent dye. It has the same T1 MRI signal
enhancement effect.®” Holbrook et al. also developed Gd(u1)-NPs
for T1 MRI of the pancreas. This contrast agent is a multivalent
DNA-gold NP conjugate rich in gadolinium(m) (Gd m). Specifi-
cally, coupling of Gd(ur) to the AuNP surface does not require
the action of reducing agents which can accumulate in the
pancreatic tissue and have high contrast in MRI.*®

Unfortunately, in contrast to the widespread application of
nanotechnology in laboratory examinations of AP, the applica-
tion in imaging examinations is only limited to MRI, ultrasound
and CT used for AP diagnosis; however, the enhancement of
ultrasound and CT using NPs has not been reported. More in-
depth and extensive studies of nanomaterials in the imaging
of AP are expected in the future.

3. Treatment

Most patients with mild AP are treated conservatively and can
get better in 1-2 weeks. Moderate to severe acute pancreatitis
may require long-term specialist care, more aggressive moni-
toring and treatment measures.** They are best treated by an
integrated multidisciplinary team, with imaging physicians,

Nanoscale Adv., 2022, 4,1949-1961 | 1953
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Fig. 5 (a) Schematic illustration of the preparation and synthesis of
Gd-DTPA-FA nanoparticles. (b) Representative magnetic resonance
images of SD rats before and after tail vein injection of Gd—DTPA-FA.
T1-weighted images of the pancreases were acquired from the AP 1 h,
6 h, 12 h, 24 h and 36 h groups and 0.9% NaCl groups. Areas marked
with dashed red circles indicate the location of pancreases. The signal
intensities of the pancreatic location on T1-weighted imaging in the AP
1h, 6h 12 h, 24 h and 36 h post-contrast groups were significantly
higher than that of the pre-contrast groups and that of the control
group. *p < 0.01, vs. the control group; #p < 0.01, vs. the pre-contrast
group. Reproduced with permission from ref. 81. Copyright ©2013
Elsevier.

intensivists, and dieticians in addition to surgeons. Treatment
modalities include fasting, fluid replacement, and monitoring
of vital signs and nutritional support. To date, there are no
clinically approved drugs to improve pancreatic exocrine
dysfunction. With the research of nanomaterials, new treat-
ments are brought for pancreatitis. They can play an anti-
inflammatory and pancreatic tissue-protective role by inhibit-
ing oxidative stress, inhibiting pancreatic enzyme secretion and
reducing reactive oxygen species. They can be a vehicle for drug
therapy and gene therapy.

Since human pancreatic tissue is difficult to obtain during
an acute pancreatitis episode, animal models can mimic the
pathophysiological mechanisms of AP and help in drug

1954 | Nanoscale Adv., 2022, 4, 1949-1961
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development and testing.** The most commonly used model is
acute pancreatitis in rats or mice induced by repeated admin-
istration of supraphysiological doses of cerulein. It is a chole-
cystokinin analogue that is cost effective and highly
reproducible in animal models of AP. However, the drawbacks
of this animal model include not only the limited relevance of
the clinical occurrence mechanism but also the different
distribution of local parenchymal injury compared to that in
humans.*® In addition, the r-arginine induced AP model in rats
has a slower progression of pancreatic injury.”” Furthermore, AP
can also be induced using catheter cannulation and perfusion
methods. Still the disadvantages of these models include the
need for open surgery and anesthesia, which is challenging to
operate.®® Encouragingly, despite the fact that animal models of
AP are somewhat different from humans, researchers have
achieved good therapeutic results in the treatment with nano-
materials in animal models. A foundation has been laid for the
use of nanoparticles in the treatment of AP.

3.1 NPs for direct inhibition of oxidative stress and anti-
inflammatory effects

In the early stage of AP, pancreatic damage is due to trypsin-
mediated cell death. At the same time, multiple mechanisms
of injury occur in parallel, including inflammatory cascade
activation, autophagy, apoptosis and ER stress.>* Inflammatory
cells such as macrophages and neutrophils recruited to
damaged cells of the pancreas secrete cytokines such as IL-1,
IL-6, IL-17, and TNF-o, causing disturbances in oxidative
homeostasis.**** In addition, the increase of reactive oxygen
species (ROS) and reactive nitrogen species (RNS) further
aggravated the cellular damage.”** Inhibition of the nuclear
factor-k-light-chain enhancer (NF-«kB) and activation of nuclear
factor (erythroid-derived 2)-like 2 (Nrf2) in activated B cells have
been shown to have an ameliorating effect on the cellular stress
observed during AP.”* Intercellular adhesion molecule-1 (ICAM-
1), an adhesion molecule secreted downstream of NF-kB acti-
vation, is associated with the migration and aggregation of
neutrophils and macrophages. Reducing its expression can
reduce the inflammatory response.®* Furthermore, heat shock
proteins (Hsp), such as Hsp27 and Hsp70, are upregulated
during AP to counteract inflammatory injury, and in addition,
histone acetylation is upregulated in an ordered manner during
severe AP.°>*® Khurana et al. found that nanoceramics (NC)
possess powerful superoxide dismutase activity and mimic
peroxidase activities, anti-pancreatitis activity, and have a posi-
tive therapeutic effect on a cerulein-induced pancreatitis model
in mice. The nanoparticles had the following four effects: (1)
reduced the generation of ROS; (2) good DPPH clearance activity
which reduced oxidative stress and nitrosation in macrophages;
(3) reduced pancreatic enzyme secretion and lowered liver
enzyme levels; and (4) exerted protective effects by upregulating
Nrf2, SOD1 and NQO1, while downregulating inducible nitric
oxide synthase, p65 NF-kB, Hsp27 and Hsp70.”” In the same
year, they also found that nanoyttria (NY) not only has potent
free radical scavenging activity, but also reduces plasma
amylase and lipase levels. Likewise it inhibits the aggregation of

© 2022 The Author(s). Published by the Royal Society of Chemistry
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inflammatory cells in damaged pancreatic follicular cells.
Furthermore, NY intervention interferes with AP processes by
reducing ER stress markers and molecular chaperones.®® Yao
et al. developed bilirubin encapsulated silk fibrin nanoparticles
(BRSNPs), which can be selectively delivered to inflammatory
lesions in the pancreas and bilirubin is released in an enzymatic
response to reduce oxidative stress and decrease the expression
of pro-inflammatory factors (TNF-o. and ICAM-1) to treat AP.”®
Moreover, there is a structure similar to the blood-brain
barrier between the pancreatic tissue and the blood - the blood-
pancreatic barrier (BPB), which between the pancreatic tissue
and blood further limits the role of drugs in the pancreas.'®
Zhou et al. developed celastrol-loaded PEG-PLGA NPs wrapped
by neutrophil membranes with a particle size of 150 nm. Their
greatest advantage is that they can penetrate the blood-
pancreatic barrier (BBB) and accumulate to the maximum
extent in the pancreas. The NPs attenuate acute pancreatitis by
down-regulating serum amylase and pancreatic myeloperox-
idase levels in AP rats.'** Similarly, generation 5 (G5) polyamine
dendrimers - G4.5-COOH and G5-OH, which have different
surface groups, significantly reduced pancreatic pathological
changes, decreased macrophage aggregation in pancreatic
tissue, and inhibited pro-inflammatory cytokine levels
(Fig. 6)."* Table 1 shows the effects and mechanisms of
different types of nanoparticles in the treatment of AP.

3.2 NPs for anti-inflammatory drug delivery

Currently, nanoparticles are widely used as drug carriers for
the treatment of diseases. Some mesoporous materials (e.g.
silica, manganese dioxide) are used as carriers for tumor
chemotherapy drugs or antibiotics to enhance the anti-tumor
and anti-bacterial effects and reduce the toxic side effects of
drugs or combined with loads of photosensitizers and photo-
thermal agents to form a multi-modal killing effect on tumors
or bacteria.'®”*** Carbon-based nanomaterials (e.g. fullerenes,
graphene) also have the same carrier function.'**'* For
patients, oral administration is the most convenient and
comfortable method, but the poor water solubility of many
small molecules in clinical practice reduces their oral
bioavailability.’*® Chuang et al. developed a self-assembled
enteral drug delivery system for oral capsule delivery, where
the capsule can be dissolved in the intestine. The system
includes an acid initiator, foaming agent, surfactant and low
water-soluble drug (curcumin; CUR). This system becomes
CUR-laden nanoemulsions in the intestinal environment,
which can passively target intestinal M cells and subsequently
transport them into pancreatic tissue via the intestinal
lymphatic system, increasing the concentration approximately
12-fold in the pancreas of AP rats to exert pharmacological
anti-inflammatory effects."'® Previous studies have shown that
carbon monoxide (CO) treatment of macrophages increases
the secretion of anti-inflammatory cytokines and suppresses
pro-inflammatory cytokine levels. However, CO is difficult to
control in the body. For this purpose, researchers developed
CO-bound hemoglobin vesicles as a novel donor for CO, a red
blood cell-like structure with good intra-organismal

© 2022 The Author(s). Published by the Royal Society of Chemistry
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compatibility and long half-life cycle, which inhibits AP by
suppressing pro-inflammatory cytokine production and
reduces oxidative damage of pancreatic tissue. Satisfactory
results were obtained in the treatment of AP in mice. In
addition, it reduces the injury to other vital organs including
the lungs, heart, liver and kidneys by neutrophil infiltration
inhibition.""”

3.3 NPs for gene therapy

Recently, gene therapy has provided a new way of treating
pancreatic diseases.”*®'*® It has been reported that gene therapy
for pancreatitis may be more effective than drug therapy in
exerting anti-inflammatory effects.”>**** Back in 2002, a plasmid-
hIL-10 construct (pcDNA3-hIL-10) in combination with cationic
liposomes was used for the treatment of AP rats. It improved
histological lesions of the pancreas and other organs and
inhibited the elevation of pancreatic enzymes, reducing
mortality.””* Specifically, gene therapy for pancreatitis pain
exhibited significant analgesic effects over the duration of trans-
gene expression (approximately 4-6 weeks).””® A nanoparticle
complex Ca-CQ (chloroquine diphosphate)-pDNA-PLGA-NPs,
with good targeting and therapeutic effects on mouse pancre-
atic tumor and pancreatitis models, was developed by Yang et al.
After they constructed plasmid pVITRO2 expressing mSurvivin-
T34A protein, it was mixed with Ca-CQ solution to form
a complex. This complex can enhance gene therapy of AP while
also exerting CQ anti-inflammatory effects.”* Nanotechnology
combined with gene therapy is a hot research area in the future.

3.4 NPs for anti-infection therapy of AP patients

As the disease progresses, 20% of patients with AP develop
necrotizing pancreatitis (NP). Infectious complications are
present in approximately 40-70% of NP patients, and usually
imply a poor prognosis.*****® The inflammatory response during
acute pancreatitis can lead to intestinal flora disorders, bacte-
rial translocation and impaired intestinal barrier function and
is considered to be an important cause of AP complications
such as pancreatic necrosis and peripancreatic infection.*>”*>®
Infection is a distinct marker of complications in patients with
NP. Most of the bacteria in AP infections are of intestinal origin:
Gram-negative (G™) bacteria such as Escherichia coli and Kleb-
siella pneumoniae, some Gram-positive (G*) bacteria such as
Staphylococcus aureus, but also anaerobic bacteria."*® However,
fungal infections increased from 5-8% before treatment to 20—
30% after long-term treatment with multiple broad-spectrum
antibiotics.”** Traditional small-molecule antibiotics work
mainly by interfering with bacterial cell wall formation, dis-
rupting the cell membrane structure, and inhibiting protein
synthesis and DNA replication. With the misuse of antibiotics,
both have significantly increased the level of bacterial resistance
worldwide."**

Nanotechnology applied to the development of new antibi-
otics can effectively avoid the development of bacterial drug
resistance. Nanoparticles (NPs) of some metals, such as silver
and gold, inhibit the growth of microorganisms by a series of
effects resulting from a wide range of molecular interactions

Nanoscale Adv., 2022, 4,1949-1961 | 1955
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Copyright ©2014 American Chemical Society.

with them.*®* There are also silver-based nanoparticles whose
main antimicrobial effect is the generation of reactive oxygen
species (ROS) such as H,0,, hydroxyl and superoxide radicals
that cause oxidative damage.”® Photothermal therapy (PTT)
kills bacteria by using a photothermal sensor that converts near
infrared (NIR) light into heat."** Many nanomaterials have been
developed to play a photothermal antibacterial role, such as Pd-
Cu nanoalloy, Prussian blue NPs, etc."*>'*® Furthermore, there
are a few composite nanoplatforms with multimodal antimi-
crobial effects that not only enhance the antimicrobial effect of
their loaded antimicrobial drugs, but also have photothermal or
photodynamic effects.*3”*3*

Nanomaterial antimicrobial therapy is effective against
multi-drug resistant bacteria and less likely to develop drug
resistance, and hence it brings new ideas to anti-infection
treatment. Although the effectiveness of NPs for systemic
sepsis in mice has been reported in the literature, little has been
reported for the treatment of acute pancreatic necrotizing
infections. ™'

1956 | Nanoscale Adv, 2022, 4, 1949-1961

4 Summary and outlook

AP is a common digestive disease that can be life-threatening in
severe cases. Even those who survive may have a poor quality of
life with chronic pancreatitis and diabetes for a long time. It
places a heavy burden on the health care system every year.
Early diagnosis and effective treatment are of great importance
to the prognosis of the disease. With the development of
nanotechnology, new modalities have been provided for the
diagnosis and treatment of AP.

Nanomaterials and nanomaterial-based biosensors have
high sensitivity, short duration and uncomplicated procedures
compared to traditional clinical detection methods. They can
greatly improve the efficiency of amylase, trypsin and lipase
detection in human serum and urine samples, providing great
assistance in the early diagnosis of AP. The rapid and accurate
detection of triglycerides and serum creatinine is of great help
to the etiological diagnosis and prognosis of acute pancreatitis.
Gd based nanomaterials can be used for enhanced contrast in

© 2022 The Author(s). Published by the Royal Society of Chemistry
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Table 1 Different nanoparticles used in the treatment of AP. (1) G4.5-COOH, G5-OH: generation 5 polyamidoamine dendrimers with two
different surface groups; (2) NY: nanoyttria; (3) NC: nanoceria; (4) PEG—-PLGA NNPs/CLT: celastrol (CLT)-loaded PEG-PLGA nanoparticles (NPs/
CLT) coated with neutrophil membranes (NNPs/CLT); (5) CA-NPs: cinnamic acid nanoparticles; (6) BRSNPs: bilirubin encapsulated silk fibrin
nanoparticles; (7) FA—SF—NPs: ferulic acid (FA)-silk fibroin (SF)-NPs (nanoparticles)

Category Types of NPs (size) Effects Mechanisms Animal model of AP Ref.
Dendrimers G4.5-COOH, G5-OH (5 Anti-inflammatory, protection of Restrain NF-«kB nuclear Caerulein/mice 102
nm) pancreas translocation, reduce expression
of IL-1B, IL-6, and TNF-o.
Metallic oxide NY (159 + 7.5 nm) Anti-oxidative stress, anti- Reduce ER stress markers (BiP, Caerulein/mice 98
inflammatory, protection of IRE1 and Ero1-La), molecular
pancreas chaperones Hsp27 and Hsp70
Metallic oxide NC (82 + 5 nm) Anti-oxidative stress, anti- Remove DPPH; reduce ROS, Caerulein/mice 97
inflammatory, reduction of upregulate Nrf2, SOD1 and
nitrosative stress, protection of NQO1, downregulate p65-NF-«B,
pancreas Hsp27, and Hsp70
Complex PEG-PLGA NNPs/CLT  Overcoming the blood-pancreas Downregulate serum amylase  Sterile laparotomy/rats 101
(150 nm) barrier, anti-oxidative stress, and MPO levels, restrain NF-kB,
anti-inflammatory reduce expression of IL-6 and
TNF-o.
Nonmetallic Nano-Se (20-60 nm) Anti-inflammatory, antioxidant Restrain NF-kB, reduce L-Arginine/rats 103
elemental expression of IL-18, IL-6, and
TNF-o
Organic acid CA-NPs (50-90 nm) Reduction of pancreatic enzyme Downregulate NLRP3, NF-kB L-Arginine and gamma 104
secretion, anti-oxidative stress, and ASK1/MAPK signaling radiation/rats
anti-inflammatory pathways; decrease caspase-3
levels
Complex BRSNPs (268 + 6 nm)  Anti-oxidative stress, anti- Regulate NF-kB and Nrf2/HO-1 r-Arginine/rats 99
inflammatory pathways, reduce expression of
CD68, MPO, ICAM-1, and TNF-o.
Complex Se@SiO, (50 nm) Reduction of pancreatic enzyme Restrain the TLR4/Myd88/p-p65 Caerulein/mice 105
secretion, anti-inflammatory, pathway, increase the levels of
anti-oxidative stress, protection NQO1, Nrf2, and HO-1 protein
of distant organs
Complex FA-SF-NPs (186 nm) Anti-oxidative stress, anti- Inhibit NF-kB nuclear Biliopancreatic duct ligation/ 106

inflammatory, protection of
pancreas

MRI diagnosis of early AP, which can compensate for the
insensitivity of CT diagnosis.

For decades, the exact pathophysiology of acute pancreatitis
has been uncertain, except for the recognition that it may be an
autoimmune digestive disease. Extensive work on animal
models has revealed several critical pathophysiological mech-
anisms that may represent therapeutic targets. Nanomaterials
exert protective effects by inhibiting trypsin secretion, reducing
reactive oxygen species production, anti-oxidative stress, anti-
inflammatory factors, and ER stress, by upregulating Nrf2,
SOD1, and NQO1, and downregulating inducible nitric oxide
synthase, p65 NF-kB, Hsp27, and Hsp70. In addition, NPs can
also be used as anti-inflammatory drugs and gene transporters
to treat AP. It is better than antibiotics alone in antibacterial
and anti-infection therapy.

Although partial progress has been made, nanomaterials are
still quite far from widespread use in clinics. The detection of ex
vivo samples is initially carried out in clinics. A serious issue is
the safety of nanomaterials in living organisms (especially
humans). Although numerous i vitro and animal experiments
have demonstrated the safety of nanomaterials, their potential
threat remains unknown. There is an urgent need to develop
nanomaterials that are more compatible and safer for living

© 2022 The Author(s). Published by the Royal Society of Chemistry

translocation, reduce expression rats
of IL-1B, IL-6, and TNF-o.

organisms, and to find suitable targets for the development of
targeted nanomaterials through more mechanistic studies. In
addition, there are nanomaterials for pancreatic tissue recon-
struction and protection after acute pancreatitis waiting to be
developed.
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