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Introduction

The differential diagnosis for pancreatic cystic lesions (PCLs)
is broad and includes neoplastic epithelial lesions and benign
inflammatory lesions. PCLs are largely identified incidentally
on imaging studies that are often indicated for symptoms
unrelated to the pancreas. Their frequency is estimated at
2-45% in the general population and increases with age’.

The risk for malignant transformation of incidental PCLs
(IPCLs) is relatively low (0.01%) but can increase (0.21%)
in cysts >2cm, making accurate diagnosis essential for
planning their management. Some IPCLs may require no
surveillance or treatment at all, whereas others may need
periodic evaluation or surgical resection. Selection of the
route of management mostly depends on the risk for malig-
nant transformation and the presence of symptoms?=©.

The aim of the present review is to provide a diagnos-
tic path that facilitates the characterization and adequate
treatment of IPCLs.

Epidemiologic notes

The true frequency of IPCLs in Mexico is not known. Similar
to other case series, after analyzing 170 cases treated at the
Instituto Nacional de Ciencias Médicas y Nutricion Salvador
Zubirdn we found that intraductal papillary mucinous neo-
plasm (IPMN) was the most frequent lesion (44.7%), followed
by mucinous cystadenoma (MCA) (18.8%), serous cystade-
noma (SCA) (14.7%), solid pseudopapillary neoplasm (SPN)
(11.8%), pseudocyst (4.1%), neuroendocrine tumor with cys-
tic degeneration (4.1%), and simple cyst (1.8%)*’. Both IPMN
and MCA produce mucin and have a greater risk for malignant
transformation. Thus, a simple way to plan the treatment or
follow-up strategy is to know whether the lesion produces
mucin or not, which can be fairly easily determined by ana-
lyzing the cyst fluid, preferably obtained through endoscopic
ultrasound (EUS)-guided aspiration.

IPCL characterization calls for a detailed study. Clinical
presentation, the morphologic features revealed by imaging
methods, such as, contrast-enhanced dedicated pancreatic
computed tomography [CT], magnetic resonance imaging
[MRI], yield important data on the diagnostic possibilities.
Those findings, or magnetic resonance cholangiopancre-
atography [MRCP]), combined with the cyst fluid analysis,
cytologic, histologic studies, enable the accurate diagno-
sis to be, made, that treatment, follow-up measures will
be, based upon. Although some authors favor surgery in all
IPCLs, such strategy involves pancreatic resection, which is
not exempt from risks, including death®. Accurate diagnosis
enables the selection of patients that will truly benefit from
surgical treatment’.

Clinical characteristics

Clinical history is paramount. Each type of IPCL has its
own clinical characteristics and demographics, such as pref-
erence for specific age group, sex, location, particular
anatomic features, or specific manifestations (Table 1).
The first step in the diagnostic approach of a PCL is
to rule out the possibility of a pseudocyst, which is the
most frequent PCL. A pseudocyst occurs at least four weeks

after the beginning of an episode of acute pancreatitis.
It usually presents as a single cystic lesion, circumscribed
by a fibrous wall, often without septations, that may or
may not communicate with the pancreatic duct. It con-
tains a slightly viscous or non-viscous fluid, with high levels
of amylase (>250 mg/dl), insignificant or null levels of car-
cinoembryonic antigen (CEA), and abundant inflammatory
cells',

Importantly, some pancreatic cystic neoplasms (PCNs)
present with episodes of abdominal pain or acute pan-
creatitis. This has been described in IPMNs, with an
estimated frequency that ranges between 13 and 35%.
In those cases, the differential diagnosis is more dif-
ficult, but pseudocysts never produce mucin, and so
mucin-associated markers, such as CEA levels, tend to be
absent.

Patients with recurrent acute pancreatitis or chronic pan-
creatitis sometimes present with pancreatic atrophy and
varying degrees of ductal involvement, with dilation of the
main duct and branch ducts that cause pseudocysts, gen-
erally associated with periods of acute exacerbation or
retention cysts due to ductal obstruction from lithiasis or
strictured zones.

Those ductal changes, though common in advanced
stages of chronic pancreatitis, can also be seen in IPMNs;
either those arising in the main duct (MD-IPMN) or branch
ducts (BD-IPMN). The mucin produced by them may cause
ductal obstruction, leading to pain and episodes of pan-
creatitis that can eventually lead to chronic obstructive
pancreatitis. In a subset of patients with changes consis-
tent with chronic pancreatitis, PCLs may be due to retention
cysts or IPMNs. Some of them may be easy to diagnose,
but more information, obtained from cyst fluid analysis,
is often required. Other clinical manifestations associated
with PCLs that should be documented because they influ-
ence treatment decisions include jaundice, abdominal pain,
hyporexia, early satiety, nausea, vomiting, or weight loss.
Jaundice and pancreatitis are common manifestations of
IPMNs, but also of other PCLs, which due to their size, com-
press adjacent tissues’.

To determine which cystic lesion or lesions should be sur-
gically removed merely through clinical characteristics is no
easy task. The collected clinical information helps to narrow
down diagnostic possibilities but is usually not sufficient to
guide therapeutic decisions.

Specific morphologic, imaging, cytologic, and bio-
chemical characteristics modify treatment strategy; their
presence aids in assessing the risk for malignant transfor-
mation (worrisome features) or the presence of malignancy
at the time of evaluation (high-risk features). Such charac-
teristics were initially described for IPMNs but have been
extended and applied to the management and diagnosis of
the other PCLs (Table 2).

Imaging method

Imaging methods are essential in the evaluation of IPCLs.
Location, number, size, main pancreatic duct dilation or
branch ducts communicating with the main pancreatic
duct, the presence of septations, locules, nodules, or
wall thickening are morphologic features that are key to
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Table 1 Clinical and imaging characteristics of the pancreatic cystic tumors.
Characteristics SCA MCA MD/M-1PMN BD-IPMN SPN NET-C
Clinical
Age at presentation Variable, Variable, Variable, Variable, The 2nd to Variable,
usually the usually the usually the usually the 3rd decade usually the
5th to 7th 5th to 7th 5th to 7th 5th to 7th of life 5th to 6th
decade of decade of decade of decade of decade of
life life life life life
Sex 70% women 90—-95% Same Same 90% women Same
women
Clinical Incidental Incidental Incidental Incidental Incidental Incidental
presentation finding, finding, finding, finding, finding, finding
abdominal abdominal jaundice, jaundice, abdominal (usually
pain, mass pain, pancreati- pancreati- pain, mass non-
effect related to tis, exocrine tis, related effect functioning),
malignancy insuffi- to abdominal
ciency, malignancy pain, and
related to mass effect
malignancy
Location Head > body Tail/body Head > body Head/ Tail/body Body/
> diffuse uncinate head/ tail
> tail process
Solitary or Solitary Solitary Solitary/ Solitary/ Solitary Solitary
multifocal multifocal multifocal
Malignant potential Insignificant 10—39% 36—100% 11-30% 10—15% 10%
Imaging
Morphology Honeycomb- Oval-shaped Tubular cyst Oval-shaped Cystic and Cystic and
like cyst or tubular solid, oval- solid,
Lobulated cyst shaped, hypervascular
cyst large
Size Micro>macro  Macro Macro =+ solid Macro =+ solid Micro or Micro or
nodularity nodularity macro macro
Walls/ loculations >6 <6 uniform Variable Variable Thickened Associated
thickening capsule mass
Solid components Central scat In In In Present Present
malignancy malignancy malignancy
Calcifications In central Peripheral/ =+ in the =+ in the Peripheral Peripheral
scar in 30% septal duct duct
MRI Hypointense Hypointense/  Hypo/ Hypo/ Hyperintense Hypointense
T1 hyperintense hyperin- hyperin- T1 T1
Hyperintense  T1 indicates tense T1 tense T1 Hyperintense  Hyperintense
T2 bleeding Hyperintense  Hyperintense T2 T2
T2 hyper T2 T2
Enhancement Central scar, Variable, Walls, Walls, Solid Walls and
Hypo- Enhance- nodules nodules component nodules
attenuating ment of with no with no heterogene-
septation walls/septation malignancy malignancy ity
They are
hypo-
attenuating
in CCT
Communication No No Yes, Yes, branch No No
with the main duct dilated + branch duct
duct dilation
dilation

BD-IPMN: branch duct-intraductal papillary mucinous neoplasm; CCT: contrast-enhanced computed tomography; MD/M-IPMN: main
duct/mixed-type intraductal papillary mucinous neoplasm; MCA: mucinous cystadenoma; MRI: magnetic resonance imaging; NET-C:
neuroendocrine tumor with cystic degeneration; SCA: serous cystadenoma; SPN: solid pseudopapillary neoplasm.
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Table 2 Worrisome and high-risk features in pancreatic
cystic lesions.

Worrisome features
[T Cyst>3cm
Pancreatitis
Main duct >5mm
Thickened and hyper-enhancing walls
Main pancreatic duct 5—9 mm
Nodule or solid component inside the cyst <5mm
Sudden change in the caliber of the main pancreatic
duct with distal atrophy
Adenopathy
Serum CA 19-9 >37U/mL
Cyst growth rate >5mm in the past 2 years

High-risk features

[1 Obstructive jaundice
Hyper-enhancing solid component >5 mm inside the cyst
Dilation of the pancreatic duct >10mm

making a presumptive diagnosis which eventually must
be supported by the physicochemical characteristics of
the fluid (e.g., viscosity and amylase, glucose, and CEA
levels).

Except for the cyst fluid characteristics, other questions
can be adequately answered utilizing imaging methods.
However, because the majority of IPCLs are discovered on
imaging studies indicated for reasons other than diseases of
the pancreas, the diagnostic yield of the index study tends
to be limited.

Due to its availability and cost, contrast-enhanced ded-
icated pancreatic CT tends to be the initial imaging study
of choice. Utilizing digital reconstruction methods, it can
describe the pancreatic ductal system and the interior of
the cyst in detail. Nevertheless, MRCP (preferably with
secretin stimulation [S-MRCP]), in addition to avoiding radia-
tion exposure, provides better imaging of the soft tissues, as
well as better characterization of the relation of the cystic
lesions with the main pancreatic duct, identifies septations,
nodules, and thickening of the cyst wall?. Currently, both
techniques are considered complementary, with a slight
preference in specialized centers for S-MRCP (secretin is not
available in our country).

If an IPCL is identified on an abdominal ultrasound or con-
ventional abdominal CT, MRI can adequately complement
the information provided by those two methods. It is also
the preferred technique for long-term surveillance. If MRI is

unavailable, the initial study should be a contrast-enhanced
dedicated pancreatic CT (Fig. 1).

Table 3 shows the main imaging characteristics of the
different IPCLs.

Positron emission tomography is not routinely used
because of lack of availability, cost, and diagnostic
limitations'".

Table 4 summarizes the diagnostic yield of each imaging
modality.

Endoscopic ultrasound

EUS is an essential tool in the evaluation of IPCLs. It provides
high-resolution images and facilitates the acquisition of cyst
fluid and tissue from the interior and wall of the cyst, using
fine needles'?.

EUS diagnostic efficacy is comparable to that of MRI
and contrast-enhanced CT, for characterizing the lesions, as
well as demonstrating their communication with the main
pancreatic duct. In addition, EUS is superior in detecting
multifocal, synchronous, or metachronous lesions and iden-
tifying intramural nodules that are considered to represent a
high risk for malignancy. In all cases, whenever technically
possible, tissue should be taken for histopathologic study,
because the EUS image alone cannot confirm or rule out the
presence of malignancy'>.

EUS diagnostic accuracy depends on the expertise of each
operator, which accounts for the reported low interobserver
agreement rates’. EUS-guided fine needle aspiration biopsy
(FNAB) has 98.6% sensitivity, 50% specificity, and 84%-97.3%
diagnostic accuracy.

EUS diagnostic yield and utility can increase through
the introduction of new technologies, such as elastography,
confocal microscopy, through-the-needle forceps biopsy,
and contrast-enhanced EUS. Elastography and intravenous
contrast-enhanced EUS aid in differentiating mucus from
solid nodules. Mucus tends to present as a smooth, soft struc-
ture with well-defined borders and a hyperechoic center
with no evident blood flow, compared with a solid nod-
ule, which has a firm (solid/hard) consistency and blood
flow'2 415 (Table 3).

Fluid analysis

The data collected from the aforementioned clinical analy-
sis and imaging techniques make the identification of certain
lesions, such as pseudocysts and SCA, relatively easy. Oth-
ers have yet to be properly differentiated, such as simple
cysts and those with a high risk for malignancy, some of

Figure 1

Images of different pancreatic cystic tumors.
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Table 3 Performance of imaging modalities for the identification and characterization of neoplastic pancreatic cysts.'®
Lesion identification Lesion characteristics
MDTC 100% specificity for 74% sensitivity for detecting septations and 86% sensitivity for detecting
differentiating SCNs from communication with the main duct.
MCNs.
90% specificity for 74—78% accuracy for differentiating benign IPMNs from malignant IPMNs.
differentiating SCNs from
IPMNs. 86% specificity for differentiating benign MCNs from malignant MCNs.
70-81% specificity for
SB-IPMNs, showing
communication with the main
pancreatic duct.
86% specificity for showing
IPMNs.
MRI/MRCP 91% specificity for identifying 91% sensitivity for detecting septations and 100% sensitivity for detecting
IPMNs. communication with the main duct.
74—75% accuracy for differentiating benign IPMNs from malignant IPMNs.
EUS 76% accuracy for identifying 68% accuracy for differentiating benign IPMNs from malignant IPMNs.
SCNs.
84-96% accuracy for
identifying MCNs.
PET - 94% efficacy for differentiating benign cystic lesions from malignant cystic

lesions.

97% sensitivity and 91% specificity for differentiating benign IPMNs from
malignant IPMNs.

EUS: endoscopic ultrasonography; IPMNs: intraductal papillary mucinous neoplasms; MDTC: multidetector computed tomography; MCNs:
mucinous cystic neoplasms; MRCP: magnetic resonance cholangiopancreatography; MRI: magnetic resonance imaging; PET: positron
emission tomography; SB-IPMNs: side-branch intraductal papillary mucinous neoplasms; SCNs: serous cystic neoplasms.

Table 4 Biochemical and cytologic cyst fluid analyses.

Parameter Pseudocyst SCN Benign MCN Malignant MCN IPMN
Viscosity Low Low High High High
Amylase High Low Low Low High
Glucose High High Low Low Low
CEA Low Low High High High
CA19-9 Low Low Intermediate High High
intermediate
Cytology Histiocytes Cubic cells with Cylindrical Adenocarcinoma
glycogen-rich mucinous cells
cytoplasm epithelial cells
with
varying degrees
of
atypia

CEA: carcinoembryonic antigen; MCN: mucinous cystic neoplasm; IPMN: intraductal papillary mucinous neoplasm; SCN: serous cystic
neoplasm.

which require immediate surgery (MCA, solid pseudopap-
illary tumor, MD-IPMN), whereas others (BD-IPMN) can be
conservatively managed. Thus, it is imperative to know if
the cystic lesion produces mucin. To that purpose, cyst
fluid analysis (specifically measurement of CEA, whose lev-
els, regardless of the figures, indicate mucin production), is
required. The first studies that established a cutoff point

of >192mg/dl, included only MCAs'®"". Later studies and
meta-analyses that added other neoplasms (e.g., IPMNs)
modified them. Currently, the usefulness of CEA is to deter-
mine mucin production, given that no relation between CEA
levels and the presence or absence of malignancy has been
confirmed'" '8,
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Cyst fluid can be obtained through EUS-guided fine needle
aspiration (FNA), which is a safe procedure, with a low risk
(2-3%) for complications®.

In addition to CEA, amylase content within the cyst fluid
should be quantified. The combination of those two markers
enables the mucinous nature of the PCNs to be estab-
lished, as well as the indirect inference of whether there
is communication with the main pancreatic duct, which aids
in differentiating mucinous cystic neoplasms (MCNs) from
IPMNs and other lesions (Table 4).

A high amylase level indicates a communication between
the cyst and the pancreatic ductal system, which is
characteristic of pseudocysts and IPMNs but not of the
other PCNs. An amylase level below 250 U/L rules out
a pancreatic pseudocyst, with 44% sensitivity and 98%
specificity'®.

A CEA cutoff point >192mg/dL has 63% sensitivity and
79% diagnostic accuracy for diagnosing MCAs. With respect
to IPMNs, those levels are more varied, most likely due to
the communication between the IPMN and the main pan-
creatic duct, whose water and bicarbonate-rich secretion
may dilute the content/concentration of CEA. Therefore,
CEA levels should be interpreted in conjunction with the
clinical data and imaging characteristics'”".

Recent studies have shown that intra-cystic glucose levels
below 50 mg/dL are found in mucin-producing lesions, with
high sensitivity (95%) but mediocre specificity (57%), indi-
cating an inherent risk of a high number of false-positive
diagnoses. Therefore, it should be considered a potential
biomarker under study and interpreted together with CEA
and amylase values?-23.

The quantification of the CA 19-9 tumor marker within the
cyst fluid offers no benefits, and thus is not recommended.
Nevertheless, its determination in serum can be useful when
malignant transformation is suspected?*.

Considering that cyst fluid analysis by itself is not suffi-
ciently accurate for differentiating between mucinous and
non-mucinous PCLs, adding visual evaluation of the fluid has
been suggested, especially the ‘‘string sign’’ that is defined
as the presence of a string or filament >1cm in length
formed by the cyst fluid that remains completely formed for
more than one second, and is highly specific for diagnosing
mucinous lesions (58% sensitivity, 95% specificity, 94% pos-
itive predictive value, and 60% negative predictive value).
However, it does not replace the above-mentioned analy-
sis, given that there is great variability in its definition and
interobserver evaluation?®. Thus, it should be considered a
complementary characteristic that can improve the diag-
nostic yield, especially when it is positive?®. The reported
diagnostic accuracy of the combination of CEA, cytology,
and the string sign is approximately 94%, compared with the
use of each of those components individually (81%, 51%, and
70%, respectively)?’.

In addition to material for biochemical analysis, EUS-FNA
can also acquire tissue from solid components within the cyst
for cytologic and histopathologic study, and identify the risk
or presence of malignant transformation, such as dysplasia,
carcinoma in situ, or adenocarcinoma.

A meta-analysis showed that the cytopathology analysis
of cyst fluid has poor sensitivity (54%) but good speci-
ficity (93%) for differentiating mucinous and non-mucinous
PCNs?8-30,

In the absence of solid components, cyst fluid cytologic
analysis has little usefulness, given that the cyst fluid is usu-
ally acellular. The clinician should keep in mind that in IPCLs
smaller than 1 cm, without high risk or worrisome character-
istics, cyst fluid aspiration has limited benefits, given that
most of the cysts of that size are benign and the amount of
fluid that can be withdrawn is minimal. When CEA cannot be
determined in the cyst fluid, biopsy of the tissue surround-
ing the cyst or from the cyst’s wall, once it has collapsed,
can be performed, if considered necessary. For that purpose,
the use of fine needle biopsy (FNB) needles, rather than fine
needle aspiration needles, increases the diagnostic yield in
about 29%, resulting in 87% diagnostic accuracy for detecting
malignant or pre-malignant lesions3"32.

The use of miniaturized biopsy forceps (e.g., Moray
microforceps; Steris Healthcare, Mento, Ohio, USA, or Spy-
bite forceps; Boston Scientific, Marlborough, MA, USA),
which are introduced through a 19-gauge aspiration needle
during the EUS-guided aspiration process, enables fragments
of the wall or mural nodules of the cyst to be obtained.
The technical success rate has been reported at 86-100%,
with a diagnostic yield close to 70% and 89% sensitiv-
ity for differentiating mucinous lesions from non-mucinous
ones®*34,

Confocal microscopy is another technique that is being
studied. It consists of introducing an optical fiber that emits
a light beam through a low-power light-amplification by the
stimulated emission of radiation (the acronym for which
is ‘‘laser’’) that enables high-resolution, magnified micro-
scopic images of the epithelial lining of the cyst. Compared
with CEA determination, this technique is superior in dif-
ferentiating mucinous lesions (64% vs. 96%), as well as in
identifying high-grade and low-grade dysplasia, with 87%
sensitivity and 100% specificity. Its use is limited because
of its high cost, the fact that the entirety of the wall of the
cyst cannot be evaluated, and great interobserver variability
that places its diagnostic yield at around 46%. More studies
are needed, to establish its indications and utility*>-%".

Molecular analysis

Applying next-generation sequencing techniques to the cyst
fluid analysis makes it possible to identify the mucin-
producing cysts and even differentiate IPMNs from MCAs.
The mutations detected in the KRAS or GNAS genes are
very sensitive and specific for diagnosing IPMNs, but not
MCAs, whereas the mutations or deletions in the SMAD4,
CDKN2A, TP53, PIK3CA, or PTEN genes are associated with
advanced neoplasms. A prospective study that included 102
patients that underwent surgical resection found that the
combination of KRAS or GNAS gene mutations and TP53,
PIK3CA, or PTEN gene alterations had 89% sensitivity and
100% specificity for detecting advanced pancreatic neo-
plasms. Mutations in the VHL gene occur in 89-100% of
SCAs'8:30.38.39 The SPINK1 gene has emerged as a new tumor
marker, with 93% sensitivity and 89% specificity for differen-
tiating benign PCLs from potentially malignant ones®.
Despite the promising results, further studies are still
needed before those molecular tests can be included in the
regular diagnostic and treatment guidelines for PCNs’.
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Table 5

Surgical indications for intraductal papillary mucinous neoplasms according to the currently available guidelines.

Guidelines

Absolute indication

Relative indication

IAP/Fukuoka, 2017, Tanaka et al.?®

Jaundice

Enhancing mural nodule >5mm
Dilation of the pancreatic duct

>10 mm

Suspicious cytology or positivity for

Size of cyst >3cm

Increase in size >5mm/2 years
Enhancing mural nodule <5 mm
Increase in serum CA 19-9
Pancreatic duct 5—10mm

malignancy

European Guidelines, 2018° Jaundice

Contrast-enhanced solid cysts >5mm
Pancreatic duct >10mm

Positive cytology
Solid tumor

AGA American Guidelines, 2015, Vege
etal.”?

Acute pancreatitis associated with
IPMN

Thickened enhanced cyst wall
Stricture of the pancreatic duct with
distal atrophy

Lymphadenopathy

Size of cyst >4cm

Increase in size >5mm/year.
Contrast-enhanced solid cysts <5 mm
Increase in serum CA19-9

Pancreatic duct 5—10 mm

Acute pancreatitis associated with
IPMN

New-onset diabetes

Solid cysts and pancreatic duct
>5mm detectable in MRI and EUS

Malignancy in cyst cytology

AGA: American Gastroenterological Association; EUS: endoscopic ultrasonography, IAP: International Association of Pancreatology; IPMN:
intraductal papillary mucinous neoplasm; MRI: magnetic resonance imaging.

Treatment

Simple cysts do not require treatment or surveillance.
Pseudocysts should be managed according to their clinical
characteristics. The potential for malignant transformation
of SCAs is extremely low, but even so, their surveillance is
recommended. The indication for surgical intervention in
SCA depends primarily on the presence of symptoms rather
than tumor size*%41,

Mucinous neoplasms (e.g., MCA and MD-IPMN or mixed-
type IPMN) and non-mucinous neoplasms with a high risk
for malignancy (e.g., high-grade neuroendocrine tumor with
cystic degeneration, adenocarcinoma of the pancreas, solid
pseudopapillary tumor) require immediate surgery.

BD-IPMNs and PCLs of uncertain diagnosis but with no evi-
dent malignancy, can be treated according to the presence
or absence of worrisome features or high-risk features®'®
(Table 2).

Surveillance

The size and clinical and imaging characteristics of the lesion
dictate the periodicity of follow-up and the imaging tech-
nique (triple-phase CT, MRI, EUS) to be employed, as well as
the need to repeat EUS and guided biopsy or aspiration.
MRI/MRCP is considered the best surveillance tool. In the
absence of morphologic and clinical changes, management
should remain conservative, with periodic follow-up*®.
Based on the low malignant transformation rate of
asymptomatic incidental pancreatic cysts (0.12% annually),
some guidelines recommend a ‘‘low intensity’’ surveil-

lance strategy and even suggest limiting the duration of
surveillance to 5 years, in cases in which no changes are
detected. There is no information supporting that conduct
and the development of malignant neoplasms after 5-year
follow-up has been reported to occur in 1-18% of cases of
cysts that had remained *‘stable’’ during that period*=#.

Once the pros and cons of surveillance have been dis-
cussed and clarified with the patient, the decision whether
to continue or stop follow-up should be individualized and
decided together with the patient’s preferences. Surveil-
lance could be stopped in patients that are not good
candidates for surgical treatment (because of the presence
of comorbidities, advanced age) or even because the patient
is not willing to undergo surgery.

Performing EUS/FNAB during follow-up is justified, if new
imaging and clinical worrisome features or high-risk features
that would modify the therapeutic conduct appear®'3.

Currently, we consider that the surveillance strategy
suggested in the Fukuoka guidelines for IPMNs and in
the European Union guidelines for all PCLs are the most
adequate®’38,

Surgical treatment

The presence of worrisome features or high-risk features,
a cytology suggestive of or positive for malignancy, main
pancreatic duct dilatation >1 cm (with no signs of secondary
obstruction or chronic pancreatitis), or high suspicion of
MD-IPMN or mixed-type IPMN are indications for surgical
resection.
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Treatment and/or
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Figure 2  Critical path for the diagnosis and management of pancreatic cystic lesions. (A) MCA: Paucilocular cystic lesion with
peripheral calcifications in the tail of the pancreas. (B) SCA: Multilocular microcystic lesion in the tail of the pancreas. (C) MD-IPMN:
Segmental dilation of the main pancreatic duct. (D) SPN: Heterogeneous lesion with solid, cystic components and septal calcifications
in the body and tail of the pancreas. (E) BD-IPMN: Bilobulated cystic lesion with communication to the main pancreatic duct in the
body-tail of the pancreas. (F) NET-with cystic degeneration: Cystic lesion with hyper-contrast-enhancement and thickened wall in

the arterial phase, in the head of the pancreas.

The surgical procedure should preferably be performed
by experienced surgeons, carried out at referral centers,
and offered to patients in good general condition?*%,

Even though surgical indications tend to coincide among
the different published guidelines, there are slight varia-
tions, given that each of them was developed for specific
scenarios. The American Gastroenterological Association
guidelines on the managing of asymptomatic and incidental
PCLs and the Fukuoka guidelines (from where the worrisome
features and high-risk features of the PCLs are taken) deal
only with the management of IPMNs and MCAs, whereas the
European Union guidelines consider the majority of PCLs and
clinical scenarios®'33%4 (Table 5).

In cases in which surgery is contraindicated or rejected,
less invasive treatments, such as the injection of alcohol or
chemotherapy into the interior of the cysts and radiofre-
quency ablation, have been examined. However, none of
them are currently a viable option and are still considered
experimental therapies. Fig. 2 shows the clinical path for
PCL diagnosis.

Conclusion

The incidence of IPCLs increases with age. The differential
diagnosis is extensive and challenging. A structured strat-
egy focused on differentiating lesions that have a low risk
or a high risk for malignancy, as well as distinguishing the
lesions that can be included in a surveillance program or that
require immediate surgery, facilitates treatment and bene-

fits everyone involved in the care of those patients. PCLs
should preferably be treated by a multidisciplinary team
with experience in their management.

Ethical considerations

The bibliographic review meets all current good practice
norms in research. Given its nature, no clinical records or
patient data were utilized that could be identified, there-
fore, no patient informed consent or review or approval
by the institutional research and ethics committee were
required.

Financial disclosure

No financial support was received in relation to this
study/article.

Authorship

Dr. Lira-Trevino and Dr. Carranza Mendoza equally par-
ticipated in the development, design, and review of the
manuscript and share main authorship, each of them con-
sidered the lead author of the manuscript.

Conflict of interest

The authors declare that there is no conflict of interest.

195



A. Lira-Trevino, |.G. Carranza Mendoza, J.P. Borbolla Arizti et al.

References

10.

1.

12.

13.

14.

15.

16.

17.

18.

19.

. Mella JM, Gémez EJ, Omodeo M, et al. Prevalence of inciden-

tal clinically rele-vant pancreatic cysts at diagnosis based on
current guidelines. Gastroenterol Hepatol. 2018;41:293-301.

. Scheiman JM, Hwang JH, Moayyedi P. American gastroentero-

logical associa-tion technical review on the diagnosis and
management of asymptomatic neo-plastic pancreatic cysts.
Gastroenterology. 2015;148:824-48.e22.

. Ozaki K, lkeno H, Kaizaki Y, et al. Pearls and pitfalls of

imaging features of pancreatic cystic lesions: A case-based
approach with imaging-pathologic cor-relation. Jpn J Radiol.
2021;39:118-42.

. Del Chiaro M, Verbeke C, Salvia R, et al. European experts

consensus state-ment on cystic tumours of the pancreas. Digest
Liver Dis. 2013;45:703-11.

. Nagtegaal ID, Odze RD, Klimstra D, et al. The 2019 WHO clas-

sification of tu-mours of the digestive system. Histopathology.
2020;76:182-8.

. European Study Group on Cystic Tumours of the Pancreas.

European evi-dence-based guidelines on pancreatic cystic neo-
plasms. Gut. 2018;67:789-804.

. Lira TA, Uscanga DL, Hernandez CJ, et al. Rendimiento diag-

nostico de las guias AGA, Fukuoka y Europea para detectar
malignidad o DAG en neoplasias quisticas de pancreas. Rev Gas-
troenterol Mex. 2020;85 Supl2:114.

. Fritz S, Klauss M, Bergmann F, et al. Small (sendai negative)

branch-duct IP-MNs: Not harmless. Ann Surg. 2012;256:313-20.

. van Huijgevoort NCM, del Chiaro M, Wolfgang CL, et al.

Diagnosis and man-agement of pancreatic cystic neoplasms:
Current evidence and guidelines. Nat Rev Gastroenterol Hep-
atol. 2019;16:676-89.

van der Waaij LA, van Dullemen HM, Porte RJ. Cyst fluid analy-
sis in the differ-ential diagnosis of pancreatic cystic lesions: A
pooled analysis. Gastroint Endosc. 2005;62:383-9.

Kanani T, Isherwood J, Chung WY, et al. Diagnostic approaches
for pancreatic cystic lesions. ANZ J Surg. 2020;90:2211-8.
Brugge WR. Role of endoscopic ultrasound in the diagnosis of
cystic lesions of the pancreas. Pancreatology. 2001;1:637-40.
Vege SS, Ziring B, Jain R, et al. American Gastroentero-
logical Association Institute guideline on the diagnosis and
management of asymptomatic neoplastic pancreatic cysts. Gas-
troenterology. 2015;148:819-22.

ASGE Standards of Practice Committee, Muthusamy VR, Chan-
drasekhara V, et al. The role of endoscopy in the diagnosis and
treatment of cystic pancreatic neoplasms. Gastrointest Endosc.
2016;84:1-9.

Kadiyala V, Lee LS. Endosonography in the diagnosis and mana-
gement of pancreatic cysts. World J Gastrointest Endosc.
2015;7:213-33.

Brugge WR, Lewandrowski K, Lee-Lewandrowski E, et al.
Diagnosis of pancre-atic cystic neoplasms: A report of
the cooperative pancreatic cyst study. Gastroenterology.
2004;126:1330-6.

Oh H-C, Kang H, Brugge WR. Cyst fluid amylase and CEA levels
in the differ-ential diagnosis of pancreatic cysts: A single-
center experience with histologi-cally proven cysts. Dig Dis Sci.
2014;59:3111-6.

Maker AV, Carrara S, Jamieson NB, Pelaez-Luna M, Lennon AM,
Dal Molin M, et al. Cyst fluid biomarkers for intraductal pap-
illary mucinous neoplasms of the pancreas: A critical review
from the international expert meeting on pancreatic branch-
duct-intraductal papillary mucinous neoplasms. J Am Coll Surg.
2015;220:243-53.

Burk KS, Knipp D, Sahani DV. Cystic pancreatic tumors. Magn
Reson Imaging Clin N Am. 2018;26:405-20.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

196

McCarty TR, Garg R, Rustagi T. Pancreatic cyst fluid glucose in
differentiating mucinous from nonmucinous pancreatic cysts:
A systematic review and meta-analysis. Gastrointest Endosc.
2021;94:698-771.

Lopes CV. Cyst fluid glucose: An alternative to carcinoembryonic
antigen for pancreatic mucinous cysts. World J Gastroenterol.
2019;25:2271-8.

Carr RA, Yip-Schneider MT, Simpson RE, et al. Pancre-
atic cyst fluid glucose: Rapid, inexpensive, and accurate
diagnosis of mucinous pancreatic cysts. Surgery. 2018;
163:600-5.

Guzman-Calderén E, Martinez-Moreno B, Casellas JA, et al.
Intracystic glucose levels appear useful for diagnosis of pancre-
atic cystic lesions: A systematic re-view and meta-analysis. Dig
Dis Sci. 2021, http://dx.doi.org/10.1007/s10620-021-07035-w.
Kim JR, Jang J-Y, Kang MJ, et al. Clinical implication of
serum carcinoembry-onic antigen and carbohydrate antigen
19-9 for the prediction of malignancy in intraductal papillary
mucinous neoplasm of pancreas. J Hepatobiliary Pancreat Sci.
2015;22:699-707.

Hakim S, Coronel E, Nogueras GM, et al. An international
study of interobserv-er variability of ‘‘string sign’’ of pan-
creatic cysts among experienced endoso-nographers. Endosc
Ultrasound. 2021;10:39-50.

Bick BL, Enders FT, Levy MJ, et al. The string sign for diagnosis
of mucinous pancreatic cysts. Endoscopy. 2015;47:626-31.

Oh SH, Lee JK, Lee KT, et al. The combination of cyst fluid
carcinoembryonic antigen, cytology and viscosity increases the
diagnostic accuracy of mucinous pancreatic cysts. Gut Liver.
2017;11:283-9.

Thornton GD, McPhail MJW, Nayagam S, et al. Endoscopic
ultrasound guided fine needle aspiration for the diagnosis of
pancreatic cystic neoplasms: A meta-analysis. Pancreatology.
2013;13:48-57.

Singhi AD, McGrath K, Brand RE, et al. Preoperative next-
generation sequenc-ing of pancreatic cyst fluid is highly
accurate in cyst classification and detec-tion of advanced neo-
plasia. Gut. 2018;67:2131-41.

Ngamruengphong S, Lennon AM. Analysis of pancreatic cyst
fluid. Surg Pathol Clin. 2016;9:677-84.

Hong SK, Loren DE, Rogart JN, et al. Targeted cyst wall puncture
and aspira-tion during EUS-FNA increases the diagnostic yield
of premalignant and ma-lignant pancreatic cysts. Gastrointest
Endosc. 2012;75:775-82.

Phan J, Dawson D, Sedarat A, et al. Clinical utility of obtaining
endoscopic ul-trasound-guided fine-needle biopsies for histo-
logic analyses of pancreatic cystic lesions. Gastroenterology.
2020;158:475-7.

Tacelli M, Celsa C, Magro B, et al. Diagnostic performance
of endoscopic ultra-sound through-the-needle microforceps
biopsy of pancreatic cystic lesions: Systematic review with
meta-analysis. Dig Endosc. 2020;32:1018-30.

Westerveld DR, Ponniah SA, Draganov PV, et al. Diagnostic yield
of EUS-guided through-the-needle microforceps biopsy versus
EUS-FNA of pancreatic cystic lesions: A systematic review and
meta-analysis. Endosc Int Open. 2020;8:E656-67.

Facciorusso A, Buccino VR, Sacco R. Needle-based confocal laser
endomi-croscopy in pancreatic cysts: A meta-analysis. Eur J
Gastroenterol Hepatol. 2020;32:1084-90.

Krishna SG, Brugge WR, Dewitt JM, et al. Needle-based confo-
cal laser en-domicroscopy for the diagnosis of pancreatic cystic
lesions: An international external interobserver and intraob-
server study (with videos) [published correc-tion appears
in Gastrointest Endosc. 2018;87:1599]. Gastrointest Endosc.
2017;86:644-54.

Krishna SG, Hart PA, DeWitt JM, et al. EUS-guided confocal laser
endomicros-copy: Prediction of dysplasia in intraductal pap-


http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0005
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0010
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0015
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0020
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0025
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0030
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0035
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0040
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0040
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0040
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0040
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0040
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0040
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0040
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0040
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0040
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0040
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0040
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0040
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0040
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0040
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0040
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0040
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0040
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0040
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0040
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0040
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0040
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0040
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0040
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0045
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0050
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0055
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0060
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0065
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0070
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0075
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0080
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0085
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0090
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0095
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0095
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0095
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0095
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0095
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0095
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0095
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0095
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0095
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0095
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0095
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0095
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0095
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0095
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0095
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0095
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0095
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0095
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0095
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0095
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0095
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0095
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0095
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0100
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0105
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0110
dx.doi.org/10.1007/s10620-021-07035-w
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0120
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0125
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0130
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0135
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0140
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0145
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0150
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0150
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0150
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0150
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0150
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0150
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0150
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0150
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0150
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0150
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0150
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0150
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0150
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0150
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0150
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0150
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0150
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0150
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0155
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0160
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0165
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0170
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0175
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0180
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185

Revista de Gastroenterologia de México 87 (2022) 188-197

38.

39.

40.

M.

illary mucinous neoplasms (with video). Gastrointest Endosc.
2020;91:551-63.

Tanaka M, Fernandez-del Castillo C, Kamisawa T, et al. Revisions
of interna-tional consensus Fukuoka guidelines for the manage-
ment of IPMN of the pancreas. Pancreatology. 2017;17:738-53.
Kadayifci A, Atar M, Wang JL, et al. Value of adding GNAS test-
ing to pancreat-ic cyst fluid KRAS and carcinoembryonic antigen
analysis for the diagnosis of intraductal papillary mucinous neo-
plasms. Digest Endosc. 2017;29:111-7.

Pelaez-Luna MC, Moctezuma-Velazquez C, Hernandez-Calleros
J, et al. Se-rous cystadenomas follow a benign and asymp-
tomatic course and do not pre-sent a significant size change
during follow-up. Rev Invest Clin. 2015;67:344-9.

(European Study Group on Cystic Tumors of the Pancreas), Jais
B, Rebours V, Malleo G, et al. Serous cystic neoplasm of the pan-
creas: a multinational study of 2622 patients under the auspices
of the International Association of Pancreatology and European
Pancreatic Club (European Study Group on Cystic Tumors of the
Pancreas). Gut. 2016;65:305-12.

42.

43.

45.

46.

197

Yoon JG, Smith D, Ojili V, et al. Pancreatic cystic neoplasms: A
review of current recommendations for surveillance and mana-
gement. Abdom Radiol. 2021;46:3946-62.

Crippa S, Pezzilli R, Bissolati M, et al. Active surveillance
beyond 5 years is re-quired for presumed branch-duct intra-
ductal papillary mucinous neoplasms undergoing non-operative
management. Am J Gastroenterol. 2017;112:1153-61.

. Marchegiani G, Andrianello S, Pollini T, et al. TrivialCysts rede-

fine the risk of cancer in presumed branch-duct intraductal
papillary mucinous neoplasms of the pancreas: A potential
target for follow-up discontinuation? Am J Gastroenterol.
2019;114:1678-84.

Perri G, Marchegiani G, Frigerio I, et al. Management of pan-
creatic cystic lesions. Dig Surg. 2020;37:1-9.

Falconi M, Eriksson B, Kaltsas G, et al. ENETS Consensus
Guidelines Update for the management of patients with func-
tional pancreatic neuroendocrine tumors and non-functional
pancreatic neuroendocrine tumors. Neuroendocrinology.
2016;103:153-71.


http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0185
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0190
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0195
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0200
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0205
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0210
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0215
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0220
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0225
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0225
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0225
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0225
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0225
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0225
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0225
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0225
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0225
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0225
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0225
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0225
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0225
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0225
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0225
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0225
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0225
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0225
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0225
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0225
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0225
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0225
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230
http://refhub.elsevier.com/S2255-534X(22)00030-5/sbref0230

	Pancreatic cystic lesions. Differential diagnosis and treatment strategy
	Introduction
	Epidemiologic notes
	Clinical characteristics
	Imaging method
	Endoscopic ultrasound
	Fluid analysis
	Molecular analysis
	Treatment
	Surveillance
	Surgical treatment
	Conclusion
	Ethical considerations
	Financial disclosure
	Authorship
	Conflict of interest
	References


