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ABSTRACT

Introduction: Acute pancreatitis (AP) is a major cause of gastrointestinal hospitalizations worldwide. Although typically self-
limiting, up to one-third of cases develop complications associated with increased morbidity and mortality. Despite recent
advances that have improved outcomes, clinical heterogeneity necessitates updated, evidence-based guidance. In addition,
there remains a need to improve the implementation of evidence-based recommendations across Ibero-Latin American
countries by bringing together diverse scientific societies and regional experts to enhance applicability and the
dissemination of best practices. This guideline offers comprehensive recommendations for both mild and complicated AP
diagnosis and management.

Methods: Questions on AP management were addressed by expert teams comprising one coordinator and four pancreatology
specialists from the Iberian Peninsula and Latin America. For each question, a systematic review was conducted using PubMed,
Embase, and the Cochrane Library, focusing on randomized controlled trials and systematic reviews published between January
1979 and March 2024 in English, Spanish, or Portuguese. In the absence of high-quality evidence, the search was expanded to
include observational studies. Recommendations were formulated using the GRADE system and submitted to an expert panel
for consensus; unresolved questions were revised and resubmitted until consensus was reached.

Results: Twenty evidence-based recommendations were developed, addressing key aspects of AP management, including
definitions, diagnostic criteria, etiological assessment, initial management, management of local complications, splanchnic vein
thrombosis, abdominal compartment syndrome, indications for intensive care admission, antibiotic use, early endoscopic

Abbreviations: ALP, alkaline phosphatase; ALT, alanine aminotransferase; AP, acute pancreatitis; APACHE II, Acute Physiology and Chronic Health Examination II; AST, aspartate
aminotransferase; BISAP, Bedside Index for Severity in Acute Pancreatitis; CI, confidence interval; CRP, C-reactive protein; CT, computed tomography; DBC, determinant-based classification;
DPDS, disconnected pancreatic duct syndrome; ERCP, endoscopic retrograde cholangiopancreatography; EUS, endoscopic ultrasound; GGT, gamma-glutamyl transferase; HR, hazard ratio; HTG,
hypertriglyceridemia; IAH, intra-abdominal hypertension; IAP, intra-abdominal pressure; ICU, intensive care unit; IL, interleukin; IPN, infected pancreatic necrosis; LAMS, lumen-opposed metal
stent; MRCP, magnetic resonance cholangiopancreatography; MRI, magnetic resonance imaging; NSAIDs, nonsteroidal anti-inflammatory drugs; OF, organ failure; PEI, pancreatic exocrine
insufficiency; PERT, pancreatic enzyme replacement therapy; PPPC, pancreatic and/or peripancreatic collections; RAC, Revised Atlanta Classification; RAP, recurrent acute pancreatitis; RCT,
randomized clinical trial; RR, relative risk; SIRS, systemic inflammatory response syndrome; TG, triglyceride; TNF, tumor necrosis factor; TUS, transabdominal ultrasound; WON, walled-off
necrosis.
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retrograde cholangiopancreatography, timing of cholecystectomy, strategies for detecting choledocholithiasis, and the man-
agement of pancreatic function insufficiency. Each recommendation included a statement, the level of evidence, the strength of

the recommendation, and a summary of the supporting evidence.

Conclusion: The iLATAM guidelines are the first Ibero-Latin American clinical practice guidelines for AP. They provide

evidence-based recommendations integrating medical, endoscopic, and surgical approaches, with the aim of promoting

consistent, high-quality care across diverse healthcare settings.

Trail Registration: In alignment with international standards for transparency and methodological rigor, the methodological

protocol for this guideline was registered in PROSPERO (International Prospective Register of Systematic Reviews) on July 23,

2022 (Registration ID: CRD42022345788).

1 | Introduction

Acute pancreatitis (AP) is a leading cause of gastrointestinal-
related hospital admissions worldwide, with an incidence
exceeding 34 cases per 100,000 person-years [1] and a docu-
mented average annual percent change of 3.07% (95% CI,
2.30%-3.84%) between 1961 and 2016 [2]. In the United States,
AP accounted for more than 378,000 emergency department
visits and 263,000 hospitalizations in 2021, ranking third among
gastrointestinal diagnoses and generating costs exceeding $12.8
billion [3]. While most cases are mild, up to one-third develop
local or systemic complications with mortality up to 50% in the
case of persistent or multiple organ failure [4, 5]. These data
highlight the clinical and economic impact of AP, underscoring
the need for standardized, evidence-based care.

Advances in understanding the pathophysiology, diagnosis, and
treatment of AP have improved outcomes [6]; however, disease
heterogeneity and the expansion of therapeutic options neces-
sitate updated guidance. Moreover, several studies have re-
ported suboptimal adherence to international AP guidelines
across Ibero-Latin American countries [7, 8]. This guideline
responds to the need for improving the implementation of
evidence-based recommendations across Ibero-Latin American
countries by bringing together diverse national scientific
societies and local experts, many of whom are not represented
in existing international AP guidelines, to enhance regional
applicability and dissemination of best practices.

2 | Materials and Methods

This is the first Ibero-Latin American guideline on AP
management. It was developed by a multidisciplinary panel of
experts from the Iberian Peninsula (Spain and Portugal) and
Latin America, with institutional support from the Spanish
Association of Gastroenterology (AEG), Spanish Association
of Pancreatology (AESPANC), the Portuguese Society of
Gastroenterology (SPG), The Panamerican Gastroenterology
Organization (OPGE) and the Interamerican Society of
Gastrointestinal Endoscopy (SIED), and funding provided by
AEG, through a competitive research grant (AEG grant from
the Pancreas and Bile Duct 2022). In alignment with inter-
national standards for transparency and methodological rigor,
the methodological protocol for this guideline was registered
in PROSPERO (International Prospective Register of System-
atic Reviews) on July 23, 2022 (Registration ID:
CRD42022345788). Methodological support was provided by

experts in healthcare quality and patient safety (JJM and IC),
who advised on guideline structure, evidence appraisal pro-
cesses, and consensus methodology.

2.1 | Organizational Structure and Clinical
Question Formulation

The study had two general coordinators (KCJ and EdM) and six
team coordinators (KCJ, CM, MB, PMR, EMM, and RM). A first
draft of the questions to be addressed in these guidelines was
shared with the full panel of participants. Using an online
platform, each participant rated the appropriateness of the
questions on a 0-10 scale and suggested changes or proposed
new questions. A total of 20 key clinical questions (appropri-
ateness 9 or 10) addressing the diagnostic, therapeutic, and
follow-up aspects of AP were agreed upon. Each question was
assigned to a dedicated working team composed of one team
coordinator and four physicians (including specialists in
gastroenterology, surgery, internal medicine, and intensive care
medicine), with experience in the management of AP and
research in that field (Supporting Information S1).

A patient representative of Latin American origin from a
recognized patient organization (The National Pancreas Foun-
dation) participated in all the stages of these guidelines (AC).
This patient representative reviewed the questions to be
addressed and the draft recommendations, contributed experi-
ential insights reflecting patient priorities, and participated in
the Delphi voting rounds. This contribution ensured that
patient-centered perspectives were incorporated.

In addition, to facilitate implementation, uptake, and wider
dissemination across Ibero-American settings, the guideline has
been translated into Spanish and Portuguese; these versions are
provided as Supporting Information S2 and S3.

2.2 | Literature Search and Study Selection

For each clinical question, a structured, comprehensive litera-
ture search was conducted in PubMed, Embase, and the
Cochrane Library. These were framed as PICO questions for the
search where appropriate. The search included studies pub-
lished from January 1979 to March 2024 in English, Spanish, or
Portuguese. Priority was given to randomized controlled trials
(RCTs) and systematic reviews. In the absence of high-quality
evidence, the inclusion criteria were expanded to include
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observational studies with at least 20 participants. A qualitative
risk-of-bias assessment was performed for all studies contrib-
uting to each clinical question. Given the marked heterogeneity
in study designs, populations, and outcome measures across the
available evidence, the use of a single standardized tool was not
considered appropriate. Instead, risk of bias was evaluated
across key methodological domains and studies with significant
methodological flaws, inconsistent results, or indirect evidence
were excluded. Search terms and further methodological infor-
mation can be found in Supporting Information S1.

A formal cost-effectiveness analysis was beyond the scope of this
guideline; however, several pragmatic considerations related to
resource availability and the regional healthcare context were
incorporated by the panel into the formulation of recommen-
dations, particularly those involving advanced diagnostic mo-
dalities or higher levels.

2.3 | Data Extraction and Quality Assessment

Each team member independently reviewed the literature and
extracted data into a standardized Excel template comprising
three evidence Tables: (1) RCTs and systematic reviews, (2)
observational studies, and (3) diagnostic or prognostic studies.
Extracted variables included study design, population charac-
teristics, interventions, outcomes, and key findings. Risk of bias
was assessed qualitatively, with particular attention to non-
blinded or non-randomized studies.

2.4 | Evidence Synthesis and Recommendation
Development

Each question team synthesized the evidence through struc-
tured discussion. For each clinical question, a technical sum-
mary report was developed, containing:

e The structured clinical question
e A recommendation statement

e The level and strength of evidence using the GRADE sys-
tem (Grading of Recommendations, Assessment, Develop-
ment and Evaluation) [9] (Supporting Information S1)

e A concise summary of supporting evidence “Remarks”

e Full bibliographic references (Author, Journal, Year,
PMID)

The expert panel then submitted recommendations to a struc-
tured voting process in a dedicated Delphi consensus platform.
Statements that did not reach consensus (< 80%) in the initial
round were revised and resubmitted for reevaluation. At the
end, all questions had more than 80% agreement. Internal
documentation of the whole consensus process was maintained
and recorded.

Although a formal Evidence to Decision framework [10] was
not applied systematically, key Evidence to Decision domains,
including resource use, accessibility, feasibility, and equity, were

considered during guideline development. Given the heteroge-
neity of healthcare systems across Ibero-Latin American
settings, several recommendations were intentionally framed
to allow flexibility according to local availability of diagnostic
tools, specialized procedures, and levels of care. This
pragmatic approach aimed to maximize applicability and
support equitable implementation across diverse clinical
environments.

2.5 | Use of Artificial Intelligence and Reporting
Standards

This guideline was developed in accordance with the AGREE II
(Appraisal of Guidelines for Research & Evaluation II) recom-
mendations [11] to ensure methodological rigor and trans-
parency. ChatGPT-4 (OpenAl, San Francisco, CA, USA) was
used exclusively to assist with language editing and grammar
refinement of the manuscript's English version. All scientific
content, interpretation, and final approval of the text were
performed by the authors.

3 | Results (Clinical Questions and Guideline
Recommendations—Table 1)

3.1 | Key Clinical Questions
3.1.1 | Q1. What is the Definition of Acute Pancreatitis?

3.1.1.1 | Statement and GRADE.

e Acute pancreatitis (AP) is an acute inflammation of the
pancreas with several etiologies. Most patients experience a
mild inflammatory process limited to the pancreas,
whereas approximately one third develop pancreatic ne-
crosis and/or peripancreatic or distant organ involvement
resulting in a moderate severe to severe disease course. This
yields a wide clinical spectrum, ranging from self-limited
abdominal pain to local or systemic complications associ-
ated with significant morbidity and potential mortality.
Strong recommendation, moderate quality evidence.

3.1.1.2 | Remarks. The pancreas integrates two glandular
systems: endocrine, secreting hormones like insulin and
glucagon for glycemic control, and exocrine, producing
pancreatic juice for digestion [12]. Damage to acinar cells,
caused by ductal hypertension, luminal acidification, or toxic
metabolites, initiates a cascade that leads to cell injury and
pancreatitis [12, 13]. This cellular damage results in persistently
elevated intracellular calcium levels, which subsequently in-
crease mitochondrial permeability and lead to loss of membrane
potential, thereby impairing ATP generation [14-18]. Endo-
plasmic reticulum oxidative stress worsens injury by inhibiting
autophagy [19, 20], while blocked zymogen exocytosis granules
(inactive enzymes) trigger the premature intrapancreatic tryp-
sinogen activation and autodigestion [19-22].

In most patients, these mechanisms remain self-limited,
resulting in mild disease confined to the pancreas. However, in
a subset of patients, sustained acinar cell injury and
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dysregulated inflammatory signaling amplify local damage and
promote systemic inflammatory response syndrome (SIRS),
and organ failure may ensue [21-24]. The progression from
mild to moderate or severe AP, occurs in about one third of
patients [5].

3.1.2 | Q2. How to Diagnose AP? What is the Role of
Imaging Studies?

3.1.2.1 | Statement and GRADE.

e The diagnosis of AP requires at least two of the following
three criteria: (i) abdominal pain consistent with pancrea-
titis (epigastric, band-like, radiating to the back), (ii) serum
amylase and/or lipase activity > 3 times the upper limit of
the normal value or (iii) characteristic imaging findings.
Strong recommendation, moderate quality evidence.

e The diagnosis is primarily clinical-analytical, with imaging
studies reserved for cases with atypical signs or symptoms
that raise diagnostic doubt. Strong recommendation, low-
quality evidence.

3.1.2.2 | Remarks. The classic AP diagnostic criteria have
been used for decades and were reaffirmed in the 2012 Revised
Atlanta Classification [4]. According to this definition, radio-
logical studies are unnecessary when typical symptoms and labs
are present, but are required otherwise [4].

Laboratory parameters for the AP diagnosis include the mea-
surement of serum lipase or amylase levels, or determining
urinary trypsinogen-2 [25, 26]. Amylase has pancreatic and
salivary isoforms, but is also secreted by other organs (ovary,
intestine), so elevations may occur in non-pancreatic illnesses.
In AP, amylase rises 6 h after symptom onset, peaks at 48 h, and
remains elevated 5-7 days [25, 26]. Lipase increases approxi-
mately 4 h after symptom onset, peaks at 24 h, and remains
elevated for 8-14 days [25, 26]. Elevated urinary trypsinogen
(> 50 ng/mL) has proven useful in diagnosing AP [27-29].
Lipase levels rise predominantly in AP, making it a theoretically
more specific marker, but all serum/urine methods show com-
parable sensitivity (~70%) and specificity (~90%) in an appro-
priate clinical context [26-29].

Transabdominal ultrasound (TUS) is commonly used as the
initial imaging modality due to its accessibility, low cost, and
ability to detect gallstones [30, 31]. However, its sensitivity to
confirm pancreatitis is limited; therefore, cross-sectional imag-
ing is preferred when diagnostic uncertainty exists. In this
setting, contrast-enhanced CT is the technique of choice due to
its speed, availability, and accuracy. Contrast-enhanced CT also
stages severity and assesses complications; however, for this
purpose, it is preferable to wait at least 72 h from pain onset
[30-36]. Magnetic Resonance Imaging (MRI), while more sen-
sitive for subtle findings and necrosis, is limited by cost, avail-
ability, and scan time. Thus, it is less suitable initially but
valuable in selected cases, such as contrast allergy or pregnancy
[30-36].

3.1.3 | Q3. How Should Etiology Be Assessed?

3.1.3.1 | Statement and GRADE.

e Jnitial Evaluation: Etiology should be assessed in all pa-
tients. The essential workup includes personal and family
history, with an emphasis on biliopancreatic pathologies,
toxic habits and medications, physical examination, blood
tests (with liver profile, triglycerides, and calcium), and
TUS within the first 24-48 h of admission. Strong recom-
mendation, low-quality evidence.

e Additional tests: If the etiology remains unknown, addi-
tional tests are advised during follow-up, even for a first
episode. This phase should include a second TUS and
laboratory tests. If the results are inconclusive, endoscopic
ultrasound (EUS) is recommended; where highly available,
EUS may replace the second TUS. Magnetic resonance
cholangiopancreatography (MRCP), preferably secretin-
enhanced when available, may be used as an alternative
or complementary examination in cases where EUS is
negative or unavailable. Pancreas-protocol contrast-
enhanced CT is a fallback option if EUS/MRI are inac-
cessible, though it is less accurate and should also be
considered to rule out pancreatic malignancy in patients
over 50 years of age without an identified etiology, and
even in younger patients with other risk factors. Endo-
scopic retrograde cholangiopancreatography (ERCP) is
not recommended due to its invasiveness and asso-
ciated adverse events. Strong recommendation, low-quality
evidence.

e Genetic and Immunological Testing in idiopathic recurrent
AP: Genetic and immunological testing are not recom-
mended after a first episode of AP; their use is reserved for
recurrent idiopathic cases or when specific clinical in-
dications exist, such as suspected autoimmune disease,
young age, or family history of pancreatic diseases. Strong
recommendation, low-quality evidence (Figure 1).

3.1.3.2 | Remarks. Globally, the most common causes of
AP are gallstones (42%; 95% confidence interval (CI) 39%-44%),
alcohol consumption (21%; 95% CI 17%-25%), and idiopathic
etiology (18%; 95% CI 15%-22%) [37]. Hypertriglyceridemia
ranks third among identifiable causes, accounting for 4%-10% of
cases [38]. In Latin America, biliary etiology is even more
frequent, responsible for 50%-83% of all cases [37].

Etiological assessment requires a thorough anamnesis and ex-
amination. Certain factors can suggest specific etiologies: the
combination of female sex, age > 58 years, and serum alanine
aminotransferase (ALT) elevation over three times (> 150 U/L)
suggests a biliary etiology [39-43]; long-term alcohol abuse, in
the absence of other identifiable causes, points to an alcohol-
related etiology [44]; chylous serum with triglyceride (TG)
levels exceeding 500-1000 mg/dL indicates hyper-
triglyceridemia-related (HTG) etiology [45].

A second TUS can enhance lithiasis detection [46, 47],
increasing diagnosis rates from 66% to 83% [46, 47]. When
combined with elevated ALT levels, accuracy further increases
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TABLE 1 | Summary of key clinical questions and evidence-based recommendations.

Evidence-based answer Grade
Clinical question Recommendation Evidence level
What is the definition of acute pancreatitis? e AP is a sudden inflammation of the Strong recommendation;

pancreas that can range from mild cases to moderate quality evidence
more severe forms with necrosis and sys-

temic complications, presenting a wide

clinical spectrum with significant risk of

morbidity and mortality.

How is acute pancreatitis diagnosed? What is e Diagnosis of acute pancreatitis requires at Strong recommendation;
the role of imaging studies? least two of three criteria: Typical abdom- moderate quality evidence
inal pain, elevated serum pancreatic en-
zymes (more than 3 times the upper limit of
normality), or characteristic imaging.

e It is mainly a clinical and laboratory diag- Strong recommendation; low-
nosis; imaging is used when presentation is quality evidence
atypical.

How should the etiology of acute pancreatitis e Initial assessment includes clinical history, Strong recommendation; low-
be assessed? physical examination, liver profile, tri- quality evidence

glycerides, calcium, and abdominal ultra-

sound. Contrast- enhanced CT is

recommended if malignancy is suspected.

e If the cause is unclear, follow-up may Strong recommendation; low-
include repeat ultrasound, labs, EUS and/ quality evidence
or MRCP; contrast- enhanced CT is a sec-
ondary option.

e Genetic and/or immunological testing may Strong recommendation; low-

be considered for recurrent idiopathic quality evidence

cases.
What is the definition of acute idiopathic e Idiopathic AP is defined as AP with no Conditional recommendation;
pancreatitis? What is the definition of acute identifiable cause after thorough history,  low-quality evidence
recurrent pancreatitis? lab workup, and at least one advanced im-

aging test (EUS and/or MRCP).

e RAP is defined as two or more distinct AP Conditional recommendation;
episodes, separated by over 3 months of  low-quality evidence
complete resolution.

How should pancreatitis secondary to e Diagnosis: Levels > 1000 mg/dL confirm  Strong recommendation;
hypertriglyceridemia be diagnosed and AP cause if no other etiology is found; moderate quality evidence
managed? > 500 mg/dL indicates high likelihood.

e Treatment: Lower TG levels rapidly with  Strong recommendation; low-
fasting and insulin; blood purification may quality evidence
be considered if TG > 5000 mg/dL.

e Start oral fibrates once feeding resumes. Conditional recommendation;
low-quality evidence

How should the severity of acute pancreatitis e Severity of acute pancreatitis should be Strong recommendation;
be classified? How can severity be predicted classified using Revised Atlanta Classifica- moderate quality evidence
early in the course of disease? tion, based on OF and local and systemic

complications.

e For early prediction, BISAP and persistent Strong recommendation; low-
SIRS are recommended due to their quality evidence
simplicity despite limited accuracy.
Which patients with acute pancreatitis should e Early ICU admission is recommended for Strong recommendation;
be admitted to an intensive care unit? patients with OF unresponsive to initial moderate quality evidence
resuscitation or with IPN and systemic

(Continues)
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TABLE 1 | (Continued)

Evidence-based answer Grade
Clinical question Recommendation Evidence level

compromise. Patients with persistent
(> 48 h) single or multiple OF should also
be managed in the ICU.

e Intermediate care admission is recom- Strong recommendation;
mended for predicted severe AP (BISAP moderate quality evidence
> 3, persistent SIRS), isolated organ failure
responsive to treatment, or early IAH. If
unavailable, close monitoring is advised.

What type and rate of fluid resuscitation e Moderate fluid resuscitation (1.5 mL/kg/h) Strong recommendation; high-
should be used in acute pancreatitis? is recommended, with optional 10 mL/kg quality evidence
bolus in hypovolemic patients.

e Lactated Ringer's solution is preferred due Strong recommendation;

to potential anti-inflammatory benefits. moderate quality evidence
How should pain be managed in acute e Pain management should be multimodal, Strong recommendation;
pancreatitis? using NSAIDs and/or opioids based on pain moderate quality evidence

severity and patient factors.

e Mild cases may respond to NSAIDs and Strong recommendation;
paracetamol, while moderately severe to =~ moderate quality evidence
severe pain may require strong opioids or
epidural analgesia, with gradual de-
escalation.

What is the role of antibiotic therapy in the e Antibiotics are not recommended prophy- Strong recommendation; high-
management of acute pancreatitis? lactically in necrotizing pancreatitis; use ~ quality evidence

only for confirmed or suspected bacterial

infections. If needed, use high-dose broad-

spectrum antibiotics.

e Procalcitonin can guide antibiotic use. Strong recommendation;
moderate quality evidence

e Antifungals should be used only if fungal Strong recommendation; low-

infection is suspected or confirmed. quality evidence
When should prophylaxis for deep vein e Pharmacological thromboprophylaxis is Strong recommendation; low-
thrombosis and pulmonary embolism be recommended in moderate/severe AP or in quality evidence
indicated in acute pancreatitis? case of high thrombotic risk without

bleeding risk.

e It is not routinely advised in mild AP. Conditional recommendation;
low-quality evidence

e Mechanical methods may be used if Conditional recommendation;
bleeding risk is high, switching to phar- low-quality evidence
macological once safe.

How should nutritional support be managed e Early oral feeding (< 24-48 h) is recom-  Strong recommendation;

in acute pancreatitis? When and how should mended in all cases if tolerated; in mild AP, moderate quality evidence
oral feeding be restarted? it may be started immediately with a soft or
solid diet.

e If oral intake is not tolerated after 3-4 days, Strong recommendation;
initiate enteral nutrition via nasogastric moderate quality evidence
tube (or nasojejunal tube if gastric outlet
obstruction is present); reserve parenteral
nutrition for when all other routes fail.

What are the indications for early ERCP in e Urgent ERCP (< 24 h) is recommended in Strong recommendation; high-
acute pancreatitis? acute cholangitis complicating AP. quality evidence

(Continues)
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TABLE 1 | (Continued)

Clinical question

Evidence-based answer
Recommendation

Grade
Evidence level

How should abdominal compartment
syndrome be diagnosed and managed?

How should DPDS be diagnosed and
managed?

How should sterile and infected (peri)
pancreatic collections be diagnosed and
managed?

In patients with choledocholithiasis
without acute cholangitis, ERCP can be
delayed, as early intervention does not
improve outcomes.

IAH is defined as IAP > 12 mmHg;
abdominal compartment syndrome is
defined as IAP > 20 mmHg with new
onset OF.

ICU patients with AP should undergo IAP
monitoring; management includes medical
measures (sedation, nasogastric and rectal
tubes, prokinetics), percutaneous drainage,
and even decompressive laparotomy if
abdominal compartment syndrome
persists.

MRCP is recommended as the first-line
diagnostic modality for suspected DPDS;
secretin-enhanced MRCP is preferable,
when available, due to its higher diagnostic
sensitivity. Besides, amylase measurement
in drained fluid helps detect DPDS.

Endoscopic transluminal drainage is
favored over ERCP in complete duct
disruption.

Long-term plastic stent placement is
advised in symptomatic cases.

MRCP is recommended before stent
removal to assess duct integrity.

Surgical timing in DPDS is unclear; a step-
up approach is generally preferred,
reserving surgery for refractory cases

Contrast-enhanced CT is effective for
diagnosing PPPC, while MRI provides su-
perior characterization of their contents
when necessary.

Broad-spectrum antibiotic therapy should
be reserved for confirmed or suspected in-
fections, with prophylactic use not
recommended.

When intervention is required, delaying it
for at least 4 weeks is preferred.

Percutaneous drainage is indicated when
early drainage (< 4 weeks) is needed,
endoscopy or surgery is not feasible, col-
lections are inaccessible by other means or
as a combination treatment with endo-
scopic drainage.

Endoscopic drainage and/or necrosectomy
is preferred when technically feasible

Conditional recommendation;
moderate quality evidence

Strong recommendation;
moderate quality evidence

Strong recommendation;
moderate quality evidence

Conditional recommendation;
low-quality evidence

Conditional recommendation;
low-quality evidence

Strong recommendation; low-
quality evidence

Conditional recommendation;
low-quality evidence

Conditional recommendation;
low-quality evidence

Conditional recommendation;
low-quality evidence

Strong recommendation; high-
quality evidence

Strong recommendation; high-
quality evidence

Strong recommendation;
moderate quality evidence

Strong recommendation; high-
quality evidence

(Continues)
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TABLE 1 | (Continued)

Clinical question

Evidence-based answer
Recommendation

Grade
Evidence level

How should (peri)pancreatic vein thrombosis

and left-sided portal hypertension be
managed?

When should cholecystectomy be performed
in patients with biliary acute pancreatitis?

‘When and how should choledocholithiasis be

ruled out in acute pancreatitis?

When and how should pancreatic exocrine
and endocrine insufficiency be assessed and
managed following acute pancreatitis?

Minimally invasive surgical necrosectomy
is recommended if percutaneous or endo-
scopic approaches fail.

Therapeutic anticoagulation may be
considered in acute portal vein thrombosis,
multi-vessel splanchnic vein thrombosis, or
progressive splenic vein thrombosis.

Thrombophilia testing is recommended
post-acute episode to guide recurrence risk
and treatment duration.

Treatment involves LMWH followed by
oral anticoagulants for 3-6 months; dis-
continue after resolution or absent recana-
lization, except in thrombophilia.

Current evidence does not support beta-
blockers or endoscopic therapy for primary
or secondary bleeding prevention in left-
sided non-cirrhotic portal hypertension.

In mild AP, laparoscopic cholecystectomy
should be performed during the index
hospitalization.

In moderately severe to severe cases, cho-
lecystectomy should be delayed until

8 weeks post-discharge or after resolution
of local complications.

In mild or predicted severe AP without

cholangitis but with persistent cholestasis

or duct dilation, testing may be delayed up

to 1 week if the patient is clinically stable. If

cholestasis resolves and ducts are non-

dilated, no further testing is needed.

In mild biliary ap with high suspicion

choledocholithiasis scheduled for early

cholecystectomy, preoperative biliary

exploration is advised when one of the

following criteria are met:

o bilirubin > 70 umol/L (4 mg/dL)

o common bile duct > 6 mm with bilirubin
30-70 pmol/L (1.75-4 mg/dL)

o signs of cholangitis.

MRCP or EUS should be used in uncertain
cases due to their high accuracy to detect
lithiasis.

Assessment of pancreatic function is rec-
ommended in patients with necrotizing AP,
alcoholic etiology, recurrent forms, patients
undergoing necrosectomy or with meta-
bolic risk factors.

Fecal elastase is suitable for PEI screening,
while endocrine function should be evalu-
ated with fasting glucose, HbAlc, and/or C-
peptide.

Strong recommendation; high-
quality evidence

Conditional recommendation;
low-quality evidence

Conditional recommendation;
low-quality evidence

Conditional recommendation;
low-quality evidence

Conditional recommendation;
low-quality evidence

Strong recommendation;
moderate quality evidence

Conditional recommendation;
low-quality evidence

Conditional recommendation;
low-quality evidence

Conditional recommendation;
low-quality evidence

Strong recommendation; low-
quality evidence

Conditional recommendation;
low-quality evidence

Conditional recommendation;
low-quality evidence

(Continues)
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TABLE 1 | (Continued)

Evidence-based answer
Recommendation

Clinical question

Grade
Evidence level

e Empirical PERT may be considered, when Conditional recommendation;
resuming oral feeding, in extensive necrosis low-quality evidence
or necrosectomy and in patients with
symptoms of maldigestion.

e Treatment includes PERT for PEI and
standard diabetes therapy for endocrine

insufficiency.

Conditional recommendation;
low-quality evidence

e Follow-up is advised at 3, 6, and 12 months, Conditional recommendation;
and then every 6-12 months if disfunction low-quality evidence
persist, through laboratory and clinical

monitoring.

Abbreviations: AP, acute pancreatitis; BISAP, bedside index for severity in acute pancreatitis; CT, computed tomography; DPDS, disconnected pancreatic duct syndrome;
ERCP, endoscopic retrograde cholangiopancreatography; EUS, endoscopic ultrasound; HbAlc, glycated hemoglobin; IAH, intra-abdominal hypertension; IAP,
intra-abdominal pressure; ICU, intensive care unit; IPN, infected pancreatic necrosis; LMWH, low molecular weight heparin; MRI, magnetic resonance imaging; MRCP,
magnetic resonance cholangiopancreatography; NSAIDs, non-steroidal anti-inflammatory drugs; OF: organ failure; PEI, pancreatic exocrine insufficiency; PERT:
pancreatic enzyme replacement therapy; PPPC: pancreatic or peripancreatic collection; RAC, revised atlanta classification; RAP, recurrent acute pancreatitis; SIRS,

systemic inflammatory response syndrome; TG, triglycerides.

How should etiology be assessed?

First step - On admission

*  Anamnesis
*  Toxic habits (alcohol intake, smoking, drugs of abuse)
e Personal and family history of biliopancreatic diseases

*  Blood tests
* Liver tests (ALT, AST, ALP, GGT, bilirubin)
¢ Calcium
e Triglycerides

*  Transabdominal ultrasound

«  Comorbidities, recent infections, autoimmune diseases, constitutional syndrome, surgeries, medical procedures or abdominal trauma

*  Consider abdominal contrast-enhanced CT if pancreatic cancer alarm symptoms are present

4

Second step - Follow-up (starting 4 weeks after AP)
*  Second transabdominal ultrasound and blood test
* EUS and/or MRCP (secretin-enhanced if available )

etiology should undergo cross-sectional image to rule out malignancy.

*  Consider contrast-enhanced CT with pancreas protocol in those cases in which EUS and/or MRI/MRCP are not available. Patients over 50 years and not proven

1

Third step — Recurrent IAP
*  Consider IgG4 determination

histological findings
*  Conduct genetic testing

«  Elevation of this alone is not diagnostic of autoimmune pancreatitis. It must be interpreted carefully alongside other suggestive clinical, radiological and

« If etiology remains unknown, especially in younger patients or those with a family history of pancreatic diseases

FIGURE1 | Algorithm for etiological diagnosis. ALT, alanine aminotransferase; AST, aspartate aminotransferase; ALP, alkaline phosphatase; CT,

computed tomography; EUS, endoscopic ultrasound; GGT, gamma-glutamyl transferase; MRCP, magnetic resonance cholangiopancreatography;

MRI, magnetic resonance imaging.

to 87% [46, 47]. EUS demonstrates high sensitivity and speci-
ficity (> 90%) in detecting microlithiasis, biliary sludge, and
small (< 2 cm) biliopancreatic and periampullary lesions,
providing an etiological diagnosis in over 30% of idiopathic cases
[48-62]. It can replace the second TUS if readily available;
otherwise, it can be performed afterward. A meta-analysis
revealed that EUS has higher diagnostic accuracy than MRCP
(64% vs. 34%) in the etiological diagnosis of presumed idiopathic
AP [55]. EUS should be performed 4-6 weeks post-episode,
when inflammation subsides, to improve diagnostic accuracy

[63]. Conversely, secretin-MRCP may be superior to EUS in
patients with anatomical alterations of the biliopancreatic duct
system or those who have undergone cholecystectomy and
complement the results from EUS [64-67]. Some studies suggest
that MRCP with neostigmine stimulation may be an alternative
to secretin-MRCP, offering comparable stimulation of pancre-
atic juice production and enhanced visualization of the ductal
system, but limited evidence precludes any definitive recom-
mendation [68, 69]. Secretin is not widely available in many
regions targeted by this guideline and is associated with a higher
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cost. Consequently, MRCP without secretin is an appropriate
and pragmatic alternative and is generally far more accessible
than EUS in most Latin American countries.

Contrast-enhanced CT should not be used routinely for etio-
logical assessment during the acute phase; rather, its role is
limited to cases with clear clinical suspicion of associated
pancreatic malignancy or as a fallback diagnostic option when
EUS or MRCP are unavailable, particularly in patients over
50 years of age without an identified cause or in younger pa-
tients with additional risk factors [42, 43].

Isolated IgG4 elevation has low sensitivity (64%) and high
specificity (93%) for type 1 autoimmune pancreatitis [70]. It is
not diagnostic on its own; other clinical, radiologic, and histo-
logic criteria should be considered alongside. Therefore, routine
IgG4 testing is not recommended except in cases of recurrent
AP or when clinical or imaging features raise suspicion for
autoimmune disease [47, 71].

Genetic testing for PRSS1, SPINK1, CFTR, CTRC, CLDN2, and
CPAI1 is not indicated after a first episode of acute pancreatitis
(AP). It is, however, recommended in cases of idiopathic
recurrent AP or in high-risk individuals, such as patients under
35 years of age, who often have distinct etiological profiles
[72-74], and/or family history of pancreatic disease [75, 76].

We acknowledge that access to advanced imaging modalities
and specialized endoscopic or diagnostic procedures, varies
across different Ibero-Latin American regions and may not be
available. Therefore, their use should be adapted to local
resource availability.

3.1.4 | Q4. What is the Definition of Idiopathic Acute
Pancreatitis? What is the Definition of Recurrent Acute
Pancreatitis?

3.14.1 | Statements and GRADE.

e Idiopathic AP is defined as AP with no identifiable cause
after a comprehensive diagnostic workup, including clin-
ical history, laboratory tests, and TUS to exclude common
biliary, toxic, and metabolic causes, as well as at least one
advanced imaging modality (EUS and/or MRCP), as out-
lined in prior recommendations. Weak recommendation,
low-quality evidence.

e Recurrent acute pancreatitis (RAP) is defined as two or
more well-documented separate attacks of AP, with com-
plete clinical resolution for more than 3 months between
them. Weak recommendation, low-quality evidence.

3.1.4.2 | Remarks. AP should not be classified as idio-
pathic without a complete and thorough diagnostic evaluation,
previously discussed. This evaluation must include at least one
advanced diagnostic technique, such as EUS or MRCP [47, 54,
55, 57, 77, 78]. When access to these techniques is limited, a
contrast-enhanced CT may serve as an alternative, though its
diagnostic accuracy in determining etiology is lower. While

recent evidence advocates performing both EUS and MRCP in
case of EUS negativity because of their complementary
diagnostic value, limited access—especially to EUS—in many
Latin American settings led the panel to agree that
performing at least one advanced imaging test is a pragmatic
and feasible approach.

RAP occurs in approximately 10%-30% of patients after a first
AP episode [47, 54, 55, 57, 77-79]. In some cases, RAP pro-
gresses to chronic pancreatitis during follow-up [77]. Current
recommendations for evaluating patients with RAP vary; how-
ever, a comprehensive assessment using advanced imaging is
essential. If radiological studies yield negative results and RAP
persists, further tests including measurement of 1gG4 levels and
genetic analysis are recommended [55, 77, 78]. Emerging evi-
dence suggests that many patients with idiopathic AP and RAP
may possess complex genetic predispositions [80, 81]. In this
context, we recommend implementing the diagnostic algorithm
outlined in the preceding question.

3.1.5 | Q5. How Should Pancreatitis Secondary to
Hypertriglyceridemia Be Diagnosed and Managed?

3.1.5.1 | Statement and GRADE.

e In the AP setting, TG levels should be measured at
admission. TG levels above 1000 mg/dL or grossly lipemic
serum in the absence of alcohol abuse or other etiologies
should be considered the definitive cause of AP. In the
absence of other etiology, levels > 500 mg/dL should raise a
high suspicion of causality. Strong recommendation, mod-
erate quality evidence.

e Rapid reduction of TG levels below 1000 mg/dL should be
obtained based on conventional therapies, including fasting
and insulin treatment. Strong recommendation, low-quality
evidence.

e Blood purification methods may be considered in individ-
ual cases with very high TG levels (> 5000 mg/dL) not
responding to insulin, but studies showing improved out-
comes are lacking. Strong recommendation, moderate
quality evidence.

e Oral fibrates should be started once oral feeding is possible,
as maintenance therapy is advised to prevent recurrence.
Weak recommendation, low-quality evidence.

3.1.5.2 | Remarks. HTG is the third most frequent identi-
fiable cause of AP [38]. A well-defined threshold for classifying
HTG as the etiology of AP has not been firmly established;
however, it is widely accepted that triglyceride levels
exceeding 1000 mg/dL should be considered a significant
causal factor for AP. Alcohol increases TG levels and must be
considered. In a retrospective cohort of 129 patients with
severe HTG (TG > 1000 mg/dL), 20% of them presented at
least one attack of AP [82]. Another retrospective study on 95
patients referred to a lipid control program with
TG > 1772 mg/dL found 15.8% had a history of AP compared
to none in 91 patients with TG 886-1772 mg/dL, suggesting a
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low risk of AP when TG levels are < 1772 mg/dL ([83].
Nonetheless, in a large population study, the adjusted hazard
ratio (HR) for AP was 3.20 (95% CI 1.99-5.16) in a group with
TG levels > 500 mg/dL when compared with a group with TG
levels < 150; there was 4% increase in AP for every 100 mg/
dL increase in TG concentration [84]. In a prospective cohort
of 116,550 patients followed 6.7 years, the HR of AP increased
progressively with rising TG levels: HR 2.3 (95% CI, 1.3-4.0;
5.5 events/10,000 person-years) for TG 177-265 mg/dL to HR
of 8.7 (95% CI, 3.7-20.0; 12 events/10,000 person-years) for
individuals with TG > 443 mg/dL [85].

Although it has not been proven that rapid reduction of TG
levels improves the prognosis of HTG-induced AP, specific
treatments aim to prevent the ongoing damage induced by free
fatty acids and hyperviscosity. While no RCTs have evaluated
fasting or insulin therapy, both have proven effective and safe in
observational studies, with insulin infusion adding glycemic
control in diabetic patients. A case-control series comparing
fasting to insulin infusion showed both approaches reduced TG
levels < 1000 mg/dL by day three, with no significant differ-
ences and minimal risk of hypoglycemia, even in non-diabetics
[86]. A retrospective analysis of 77 patients with HTG-induced
AP (74% with diabetes mellitus) receiving intravenous insulin
showed that half of them reached TG < 1000 mg/dL in 36 h [87].
The insulin doses reported in the published evidence vary
depending on whether the patient had pre-existing diabetes (0.1
Ul/kg/h) or not (1-2 Ul/kg/day) and are typically adjusted by
body weight and close clinical and biochemical monitoring [87].
The role of heparin, alone or in combination with insulin, re-
mains controversial. In two small-sample studies, it was asso-
ciated with increased chylomicron levels and rebound
hypertriglyceridemia [88, 89]. Blood purification therapies
(plasmapheresis, high-volume hemofiltration, and double-
filtration plasma apheresis) have been evaluated in two meta-
analyses, both showing that TG reduction is faster with blood
purification than with insulin with/without heparin. However,
this is not associated with a reduction in organ dysfunction or
mortality but with increased costs and complications, so its use
is controversial [90-93].

Fibrates are highly effective at lowering triglyceride levels and
are recommended by multiple medical societies as a first-line
therapy for hypertriglyceridemia [94-96], which is why they
are considered maintenance treatment after HTG-induced AP.
Despite this, their effectiveness in preventing recurrent AP has
not been confirmed by clinical trials. Other long-term strategies
include omega-3 fatty acids [97-99], lifestyle modifications, and
alcohol withdrawal [100, 101].

3.1.6 | Q6. How Should Severity Be Classified? How to
Predict Severity Early in the Course of Disease?

3.1.6.1 | Statement and GRADE.

e The severity of AP should be assessed and classified based
on the presence or absence of organ failure (OF) and the
occurrence of local and/or systemic complications. Strong
recommendation, moderate quality evidence.

e Both the Determinant-Based Classification (DBC) and the
RAC effectively classify severity and are comparable.

However, RAC is recommended given its widespread use in
both clinical practice and research. Strong recommendation,
moderate quality evidence.

e The accuracy of the various factors and scores in the early
prediction of severe AP is limited. The BISAP score and the
presence of persistent SIRS are recommended for routine
clinical use because of their simplicity and reasonable pre-
dictive utility. Strong recommendation, low-quality evidence.

3.1.6.2 | Remarks. Currently, there are two main classi-
fications for assessing AP severity: the RAC and the DBC [4,
102]. In both systems, severity is determined by the presence
of local or systemic complications, as well as transient
(< 48 h) or persistent (> 48 h) OF involving the lungs, kid-
neys, and/or cardiovascular system. The DBC further distin-
guishes between sterile and infected pancreatic necrosis (IPN).
The DBC categorizes AP severity as mild, moderate, severe, or
critical, whereas the RAC stratifies severity as mild, moder-
ately severe, or severe. Although both classifications are
comparable in assessing severity, the DBC's severe categories
may not always accurately reflect clinical outcomes [5,
103-105] (Table 2).

Clinical and laboratory parameters such as advanced age [5,
106, 107], sarcopenia, body-mass index > 30 [107-112], co-
morbidity [107], increased serum blood urea nitrogen > 20 mg/
dL [113, 114], hematocrit > 44% [115-117], C-reactive protein
(CRP) > 190 mg/L [118-120], SIRS (particularly persistent SIRS
> 48 h) [121, 122] and procalcitonin correlating with IPN [123,
124] demonstrated an association with higher risk of severe AP
development. Other inflammatory markers (e.g., polymorph-
onuclear elastase [125], TNF-alpha, IL-6, and IL-8) showed
predictive accuracy for severe AP in observational studies, but
remain unavailable in most centers [125-129].

Numerous scoring systems, such as Ranson's criteria, Glasgow
criteria, SIRS criteria, Acute Physiology and Chronic Health
Evaluation II (APACHE II), Panc 3, Pancreatitis Outcome
Prediction, BISAP [130], CT Severity Index, the revised Jap-
anese Severity Score, and Harmless Acute Pancreatitis Score
have been developed to predict severe AP by combining
clinical, analytical, and radiological parameters. Typically,
they are applied at admission (except for imaging-based
scores, which require established local complications), while
Ranson and Glasgow scores also rely on 48 h of data. Despite
their widespread use, they have limited accuracy (70%-80%)
with a high negative but low positive predictive value for
severe AP [130-139]. The Pancreatitis Activity Scoring Sys-
tem, a promising tool, tracks clinical progression but has
limited accuracy at a single time point [131, 132]. A recent
systematic review and meta-analysis evaluating the most
commonly used scores found that pretest probabilities of se-
vere AP ranged 16.6%-25.3%, while posttest probabilities for
positive/negative scores were: BISAP 47%/6%, APACHE II
43%/5%, Ranson 48%/5%, and SIRS 40%/12% [140]. These
findings highlight the ongoing challenges in prognostic ac-
curacy and underscore the need for new predictive models.
Emerging scoring systems using artificial intelligence offer
promising potential for improvement [141].
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TABLE 2 | Severity classification in acute pancreatitis: revised atlanta classification versus determinant-based classification.

Revised Atlanta Classification

Determinant-based classification

Aspect (2012) [4] (2012) [102]
Severity categories - Mild - Mild
- Moderately severe - Moderate
- Severe - Severe
- Critical

Basis of classification

- Presence and duration of OF
- Presence of local or systemic

- Presence of three key determinants:
1. Presence and duration OF

complications 2. Necrosis
3. IPN
Severity Mild - No OF - No OF
categories - No local or systemic complications - No necrosis
- No IPN

Moderately severe/
Moderate

Severe

Critical

- Transient OF (< 48 h)
And/or
- Local or systemic complications

- Persistent OF (> 48 h)

*Not defined in RAC*

- Sterile necrosis
And/or
- Transient OF

- Presence of either:
1. Persistent OF
2. IPN

- Both, persistent OF and IPN present

Abbreviations: IPN, infected pancreatic necrosis; OF, organ failure; RAC, revised atlanta classification.

Given the limitations of existing scores (suboptimal accuracy,
complexity, or limited availability), clinical practice often favors
simpler tools. Among these, BISAP and SIRS are widely used
due to their straightforward application and reasonable predic-
tive utility.

3.1.7 | Q7. Which Patients Should Be Admitted to an
Intensive Care Unit?

3.1.7.1 | Statement and GRADE.

e Intensive Care Unit (ICU) Admission: Early ICU admission
is advised for patients with OF unresponsive to initial
resuscitation or in the presence of concomitant IPN with
systemic compromise, given the markedly increased risk of
mortality. Patients with persistent (> 48 h) single or mul-
tiple OF should also be managed in the ICU. Strong
recommendation, moderate-quality evidence.

e Intermediate Care Unit Admission: Admission to an inter-
mediate care unit is recommended for patients with pre-
dicted severe AP (BISAP > 3, persistent SIRS), or isolated
OF (e.g., hypotension, respiratory failure, or acute renal
failure) responsive to initial management without
(peri)pancreatic infection. If it is unavailable, close moni-
toring is advised. Patients with early signs of intra-
abdominal hypertension (IAH) should also be considered
for intermediate care, as progression to abdominal
compartment syndrome carries a high risk of mortality.
Strong recommendation, moderate-quality evidence.

3.1.7.2 | Remarks. ICU admission should be guided by the
need for organ support in patients at high risk of adverse out-
comes. OF and IPN are the main determinants of morbidity and
mortality in AP, each independently linked to mortality rates

approaching 30% [142]. When both are present, the risk of death
increases substantially [5, 142].

Early mortality is primarily driven by persistent OF. Persistent
dysfunction of respiratory, cardiovascular, or renal systems for
> 48 h strongly indicates severe disease and typically warrants
intensive care, irrespective of initial severity scores. Clinical
judgment, based on the progression of organ dysfunction and
treatment response, remains essential for determining the
appropriate level of care.

Late mortality is more commonly linked to IPN. A systematic
review and meta-analysis involving > 6900 patients reported
significantly higher mortality in IPN (28%) than in sterile ne-
crosis (13%), with an odds ratio of 3.30 (95% CI, 2.81-3.88) [143].

Finally, observational studies have identified IAH (see question
14) in critically ill patients as a predictor of shock, respiratory and
renal failure, and increased mortality. This reinforces the need
for close monitoring and potential escalation of care in patients
with early signs of abdominal compartment syndrome [144].

3.1.8 | Q8. Fluid Resuscitation: What Type and Volume
Rate?

3.1.8.1 | Statement and GRADE.

o Moderate fluid resuscitation, defined as an infusion rate of
1.5 mL/kg/h, is recommended. It should be preceded by an
initial bolus of 10 mL/kg administered over 2 h in patients
with signs of hypovolemia at admission. This bolus may be
repeated during hospitalization if hypovolemia persists or
appears. In the event of fluid overload, fluid volume must
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be reduced or discontinued. Strong recommendation, high-
quality evidence.

e Lactated Ringer's solution is recommended as the fluid of
choice due to its apparent anti-inflammatory properties and
improved AP outcomes. However, high-quality studies are
needed to establish a robust recommendation. Strong
recommendation, moderate quality evidence.

3.1.8.2 | Remarks. The WATERFALL trial, which ran-
domized 249 patients with AP to aggressive (20 mL/kg bolus
plus 3 mL/kg/h infusion) versus moderate fluid resuscitation
(1.5 mL/kg/h infusion preceded by 10 mL/kg bolus only in
patients with hypovolemia), demonstrated higher fluid overload
with aggressive therapy (20.5% vs 6.3%; adjusted relative risk
(RR) 2.85, 95% CI, 1.36 to 5.94; p = 0.004), without efficacy
benefit [145]. Based on this, moderate fluid resuscitation is
recommended [146-153]. Subsequent meta-analyses validated
these findings [154-157].

Some RCTs comparing lactated Ringer's solution with normal
saline have shown lower incidence of SIRS and CRP levels
within 24-48 h (both surrogate variables) [158-162], fewer ICU
admissions, and shorter hospital stays in the lactated Ringer's
solution groups [163]. Recent meta-analyses also reported a
lower incidence of local complications, moderately severe to
severe AP, ICU admission, and mortality with lactated Ringer's
solution [164-167]. In cell culture, it reduces macrophage in-
flammatory activation [160], which could explain its benefit.
However, the heterogeneity and bias in current studies, mostly
surrogate-based, underscore the need for well-designed multi-
center RCTs with strong endpoints (e.g., severity) to consolidate
these recommendations.

Hydroxyethyl starch, a colloid, is discouraged in AP due to
increased adverse events and OF compared with lactated
Ringer's solutions or normal saline [151].

3.1.9 | Q9. How to Manage Pain?

3.1.9.1 | Statements and GRADE.

e Pain management should follow a multimodal approach
based on nonsteroidal anti-inflammatory drugs (NSAIDs)
and/or opioids. The selection of analgesics should be
guided by patient characteristics, comorbidities, pain in-
tensity, and AP severity. Strong recommendation, moderate
quality evidence.

e For patients with mild AP and/or low-intensity pain,
treatment with NSAIDs and paracetamol (opioid-sparing)
may suffice. Escalation to weak or strong opioids can be
considered, if necessary, for adequate pain control. Strong
recommendation, moderate quality evidence.

e For patients with moderate to severe pancreatitis and/or
high-intensity pain, options could include bolus or
continuous infusions of NSAIDs, strong opioids (alone or
combined with NSAIDs), or epidural analgesia. This “Step-
Down” approach should be continued with a gradual de-
escalation of analgesic treatment, guided by effective pain

control and the patient's clinical progress. Strong recom-
mendation, moderate quality evidence.

e NSAIDs should be carefully used or avoided in patients
with acute or chronic renal failure. Strong recommendation,
low-quality evidence.

3.1.9.2 | Remarks. Pain relief is a clinical priority in AP
management, as it mitigates the stress response and improves
patient well-being [168]. However, analgesia practices remain
inconsistent across clinical settings, and systematic reviews of
RCTs comparing different analgesics have shown a low overall
evidence quality, failing to clearly favor any class or method
[169-171]. As no internationally accepted, evidence-based
analgesic algorithm exists for AP, most centers adopt a
pragmatic step-up approach aligned with the World Health
Organization analgesic ladder, although this has not been
formally validated in AP. A more detailed United European
Gastroenterology guideline on pain management in AP is
currently under development and will address this topic in
greater depth.

Pain severity assessment should consider patient characteristics
and comorbidities when selecting an appropriate analgesic. For
instance, NSAIDs require caution in patients with renal failure
[172, 173]. Although clinical trials in AP have not demonstrated
an increased risk of acute kidney injury or gastrointestinal
bleeding, these studies may have been underpowered to detect
such outcomes [169]. Two RCTs showed improved outcomes
with COX-2 inhibitors, including fewer local complications and
OF [174, 175], however, they should be used with caution in
patients with known or suspected cardiovascular disease, and
further studies are needed to confirm these findings.

In clinical practice, many patients ultimately require weak or
strong opioids despite initiation with simple analgesics. A step-
down strategy has been proposed by some experts, but the
absence of robust studies prevents formal recommendations at
this time [176].

Opioids remain the most prescribed analgesic for AP pain relief
due to their potency, despite the heterogeneity of results from
RCTs comparing them with NSAIDs [174, 177-181]. Further-
more, a recent meta-analysis has suggested comparable effec-
tiveness and similar adverse event profiles between the two
treatment types [182]. Combining different classes (paraceta-
mol, NSAIDs, opioids) with distinct mechanisms allows effec-
tive pain relief with lower doses of each drug [183-186].

Growing evidence supports the use of epidural analgesia for pain
management, offering superior pain control in the first 24 h and
comparable effectiveness to opioids at 48 h [169]. Benefits may be
associated with improved splanchnic perfusion and redistribu-
tion of blood flow to under perfused pancreatic areas, potentially
enhancing outcomes [186-191]. However, a recent RCT has not
consistently demonstrated benefits [192]. Given these potential
advantages, epidural analgesia should be considered as an alter-
native or adjunct to intravenous analgesia, especially in patients
requiring high opioid doses or at risk of opioid-related adverse
events (e.g., respiratory failure, obesity), in the first 24 h [176].
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There is no evidence supporting the use of parenteral local
anesthetics (e.g., procaine) [193-195]. The usefulness of alter-
native therapies such as acupuncture remains unclear [196,
197]. Further research is needed to (A optimize the use of opi-
oids and non-opioids, alone or in combination, in patients with
AP; B) determine the clinical indications and timing for epidural
analgesia within a step-down analgesic approach.

3.1.10 | Q10. What is the Role of Antibiotic Therapy in
the Management of Acute Pancreatitis?

3.1.10.1 | Statements and GRADE.

e Routine prophylactic antibiotic use is not recommended for
necrotizing pancreatitis, as it does not significantly reduce
pancreatic infection rates or mortality. Strong recommen-
dation, high-quality evidence.

e Antibiotic treatment should be reserved for suspected or
confirmed IPN, acute cholangitis, or other extrapancreatic
infections. Strong recommendation, high-quality evidence.

e Employing procalcitonin as a biomarker could guide ther-
apy, reducing unnecessary antibiotic use without compro-
mising optimal outcomes. Strong recommendation,
moderate-quality evidence.

e If required, antibiotics of choice are carbapenems, high-
dose third-generation cephalosporins, and quinolones
plus metronidazole. Strong recommendation, high-quality
evidence.

e Antifungal prophylaxis is not advised; treatment is recom-
mended only for highly suspected or confirmed fungal
infection. Strong recommendation, low-quality evidence.

3.1.10.2 | Remarks. High-quality RCTs and meta-analyses
over 2 decades consistently show prophylactic antibiotics do not
significantly reduce IPN, surgical need, or mortality [198-208].
A recent meta-analysis of 21 trials involving 1383 patients
found fewer overall infections (RR 0.60; 95% CI 0.49-0.74),
mainly due to lower rates of sepsis (RR 0.43; 95% CI
0.25-0.73) and urinary infections (RR 0.46; 95% CI 0.25-0.86),
but no significant decrease in IPN (RR 0.81; 95% CI 0.63-1.04)
or mortality [200]. Therefore, prophylactic antibiotics in AP
are discouraged because they have no impact on pancreatic
outcomes and carry a risk of resistant strains.

Empiric antibiotics must be initiated in necrotizing pancreatitis
with confirmed or strongly suspected infection. These recom-
mendations should be applied within an antimicrobial stew-
ardship framework, ensuring that antibiotic selection and
duration are guided not only by suspected infection and
pancreatic penetration but also by local resistance patterns and
microbiological epidemiology. Common choices include carba-
penems, high-dose third-generation cephalosporin, and quino-
lones plus metronidazole [203, 209]. Procalcitonin-guided
therapy can minimize unnecessary use [210, 211]. In one RCT,
45% of patients in the procalcitonin-guided group received an-
tibiotics when procalcitonin > 1.0 ng/mL, compared with 63% in
the standard care group, with an adjusted risk difference of
-15.6% (95% CI —27.0 to —4.2; p = 0.0071). No significant

differences in hospital-acquired infections, secondary effects, or
mortality were noted [211].

Patients with necrotizing AP are at increased risk of fungal in-
fections, particularly with extended ICU stays, central venous
catheters, parenteral nutrition, and prolonged broad-spectrum
antibiotics [212, 213]. Invasive candidiasis occurs in up to 18%
of ICU-treated severe AP [214] and 27% of cases treated for
infected walled-off necrosis [215]. Nonetheless, prophylactic
antifungal therapy is not advised, as no RCT has confirmed its
efficacy. Antifungal treatment should be reserved for confirmed
or highly suspected fungal infections.

3.1.11 | Q11. When Should Prophylaxis of Venous
Thromboembolism Prophylaxis Be Given?

3.1.11.1 | Statement and GRADE.

e Pharmacological thromboprophylaxis is recommended for
patients with predicted or established moderately severe to
severe AP or those at high risk of thrombosis, provided they
do not have an increased bleeding risk. Although specific
studies in AP are lacking, this intervention has been shown
to improve hospital outcomes in patients with limited
mobility and acute inflammatory conditions. Strong
recommendation, low-quality evidence.

e There is insufficient evidence to support thromboprophy-
laxis in patients with mild AP without high thrombosis
risk. Weak recommendation, low-quality evidence.

e In patients who are actively bleeding or at high risk of
bleeding, mechanical thromboprophylaxis (graduated
compression stockings or intermittent pneumatic compres-
sion) may offer benefits over no intervention. However,
pharmacological thromboprophylaxis should begin once the
bleeding risk decreases. Weak recommendation, low-quality
evidence.

3.1.11.2 | Remarks. Hospitalization for acute medical
conditions increases the risk of venous thromboembolism [216].
Although AP-specific guidelines are lacking, available data
indicate high rates of thromboembolic complications,
particularly in necrotizing pancreatitis [217]. Risk assessment
is challenging due to the heterogeneity of hospitalized medical
patients. Numerous risk assessment models exist, each with
distinct limitations. Among them, the Padua Prediction Score
[218] effectively stratifies non-surgical inpatients into low- and
high-venous thromboembolism risk groups.

Pharmacologic thromboprophylaxis using low-molecular-
weight heparin, low-dose unfractionated heparin, or fondapar-
inux significantly reduces the incidence of symptomatic deep
vein thrombosis and fatal pulmonary embolism in immobilized
patients with acute inflammatory conditions, with minimal
bleeding risk [219]. In studies involving patients with moderate
to severe AP, heparin at prophylactic or therapeutic doses im-
proves hospital outcomes and reduces local and systemic com-
plications [220-223]. Two recent meta-analyses support these
findings, showing a significant reduction in mortality and out-
comes in the intervention group [224, 225].
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Pharmacologic thromboprophylaxis is not advised in patients
with active bleeding or high bleeding risk [226]. Major bleeding
risk factors include active gastroduodenal ulcer, recent bleeding
(3 months before admission), and platelet count < 50 x 10°/L
[226]. For these patients, indirect data from surgical populations
suggest that graduated compression stockings or intermittent
pneumatic compression may provide moderate effectiveness in
preventing asymptomatic deep vein thrombosis and pulmonary
embolism and are preferable to no prophylaxis [227, 228]. More
high-quality AP-focused studies are needed to strengthen
recommendations.

3.1.12 | Q12. How Should Nutritional Support Be
Managed? When and How to Restart Oral Feeding?

3.1.12.1 | Statements and GRADE.

e Early oral feeding (within 24-48 h) is recommended for
both mild and predicted severe AP if the patient feels able
to eat. In mild cases, oral feeding may even be started
immediately with a soft or solid diet. Strong recommenda-
tion, high-quality evidence.

e In patients unable to tolerate oral feeding 3-4 days after
disease onset, enteral nutrition via nasogastric tube is
preferred. The nasojejunal tube should be reserved for cases
of difficult gastric emptying, proximal mechanical obstruc-
tion, or a high risk of aspiration. Parenteral nutrition should
be reserved for cases in which oral and enteral nutrition are
not feasible. Strong recommendation, high-quality evidence.

3.1.12.2 | Remarks. Traditionally, patients with AP were
advised to fast for a few days for “pancreatic rest.” However,
recent evidence shows that early feeding offers significant
benefits. Six RCTs and two meta-analyses demonstrated that
immediate refeeding in mild AP is safe, accelerates recovery,
and does not increase gastrointestinal events [229-235].
Additionally, two other RCTs confirmed that a soft or solid
diet is well tolerated and that there is no need to start with a
liquid diet [236, 237]. Early feeding in these patients shortens
hospital stay and reduces healthcare costs without raising
complications [238].

For patients with moderately severe to severe AP, enteral
nutrition within the first 3 days after disease onset is preferred
over parenteral nutrition, which is associated with increased
risk of infected pancreatic collections, organ failure, and mor-
tality [235, 238-247]. A RCT by Bakker et al. found no benefit of
early enteral tube feeding over on-demand enteral feeding (only
in case of intolerance to oral feeding within 72 h), reducing tube
placement in 67% of cases [248]. Therefore, enteral tube feeding
is recommended only for patients unable to tolerate oral intake
after 72 h. When required, both nasogastric or nasojejunal tubes
may be used [249-255], with the nasogastric tube preferred if
there is no gastric emptying obstruction, due to ease of place-
ment and physiological advantage [252].

Seven meta-analyses suggest that immunonutritional support,
such as supplementation with glutamine and omega-3 fatty
acids, may improve clinical outcomes, particularly in severe AP

[256-262]. Conversely, probiotics are not recommended, as one
RCT reported increased mortality with their use [263].

3.1.13 | Q13. What Are the Indications for Early
Endoscopic Retrograde Cholangiopancreatography?

3.1.13.1 | Statements and GRADE.

e Urgent (< 24h) ERCP is strongly recommended for patients
with acute biliary pancreatitis and concurrent acute chol-
angitis. Strong recommendation, high-quality evidence.

e In patients with choledocholithiasis without cholangitis,
ERCP may be delayed in the absence of acute cholangitis,
as early ERCP is not associated with improved outcomes.
Weak recommendation, moderate-quality evidence.

3.1.13.2 | Remarks. Initial studies suggested that early
ERCP reduced complications in biliary AP [264-268], but limi-
tations included heterogeneous populations (with or without
cholangitis), non-uniform definitions of cholangitis, delayed
ERCP timing, and inconsistent sphincterotomy. Studies
excluding cholangitis showed no benefit of early ERCP [269-273].

A 2012 Cochrane meta-analysis [274] comprising 7 RCTs,
including 2 with predicted severe biliary AP, found early ERCP
did not reduce mortality or local/systemic adverse events
compared to conservative treatment, regardless of severity.
Subgroup analyses of patients with cholangitis revealed that
early ERCP was associated with reduced mortality and adverse
events. Based on this, urgent ERCP < 24 h was recommended
for biliary AP only in cases of cholangitis, and within 72 h for
patients with ongoing biliary obstruction, whereas it was
discouraged in the absence of cholangitis or biliary obstruction.

The recent APEC and APEC-2 multicenter RCTs [275, 276]
demonstrated that early ERCP (< 24 h) in patients with predicted
severe biliary AP with and without cholestasis, but without
cholangitis, did not reduce mortality or major complications
compared to conservative approach, defined as an ERCP per-
formed only if cholestasis persisted or bile duct stones remained
after recovery [275, 276]. This result was consistent even when
ERCP was preceded by EUS-confirmed choledocholithiasis [277],
supporting conservative management with delayed elective
ERCP, even in patients with ongoing biliary obstruction.

3.1.14 | Ql4. How to Diagnose and Manage Abdominal
Compartment Syndrome?

3.1.141 | Statement and GRADE.

e TAH is defined as a persistent intra-abdominal pressure
(IAP) > 12 mmHg, whereas abdominal compartment syn-
drome involves an IAP > 20 mmHg associated with a new
onset OF. Strong recommendation, moderate quality
evidence.

e TAP monitoring is recommended for all patients with AP
requiring ICU admission. Strong recommendation, moder-
ate quality evidence.
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Measure IAP in all ICU admissions for AP:
Standard bladder measurement with <25 mL sterile saline at
supine position at the end of expiration.

If IAP < 12 mmHg:
* Monitor every 12 h (first 7 days or until discharge)
« Provide correct analgesia
* Monitor oral tolerance / bowel transit
« Avoid fluid overload (aim for neutral/negative
balance after 72 hours) with goal directed resuscitation

!

If IAP > 12 mmHg:
initiate treatment according to severity and
measure every 4-6 h or continuously

}

IAP 12-20 mmHg:

* Measure IAP every 6-8 h

¢ Body positioning: consider supine or reverse trendelemburg,
avoid head >30¢

¢ Correct analgesia

 Correct positive fluid balance (consider diuretics in stable
patients)

* Monitor oral/enteral tolerance. Consider reduction if IAP> 15
mmHg

* Prokinetics/laxatives to improve bowel movement

e Colonic distension: Neostigmine 0.5-2 mg IV 3-5 min. May
repeat after 3 hours (monitor heart rate)

!

IAP 20-25 mmHg:
* Sedation
« Stop temporally enteral nutrition, use of parenteral nutrition
* Nasogastric or rectal tube for decompression
« Drain ascites or collections (paracentesis/percutaneous drainage)
« Use vasopressors to maintain APP (APP = MAP — IAP)

IAP > 25 mmHg:

* Mechanical ventilation with short-term neuromuscular blockade:
e.g. cisatracurium 0.1-0.2 mg/kg IV bolus; infusion 0.06-0.1 mg/kg/h
if needed

* Hemofiltration procedures (specially in fluid overload + renal
failure)

* Decompressive colonoscopy: also consider if failure to rectal
tube and neostigmine.

!

IAP > 20 mmHg + organ failure (ACS) with no response to medical
treatment:

* Decompressive laparotomy

« Consider surgery especially if AP > 30 mmHg (taking into
account special conditions which may increase IAP tolerance e.g.
obesity)

FIGURE 2 | Management of intra-abdominal hypertension (IAH). ACS, abdominal compartment syndrome; AP, acute pancreatitis; APP,

abdominal perfusion pressure; IAP, intra-abdominal pressure; ICU, intensive care unit; IV, intravenous; MAP, mean arterial pressure.

e Medical management of IAH includes sedation, analgesia,
neuromuscular blockade, supine positioning, vasoactive
drugs, nasogastric suction, rectal tube, prokinetic/laxative
agents, reduced or discontinued enteral nutrition, diuretics,
and hemofiltration. Strong recommendation, moderate
quality evidence.

e Percutaneous catheter drainage and paracentesis are
preferred for fluid collections and ascites. Strong recom-
mendation, moderate quality evidence.

e If medical or minimally invasive treatments fail and
abdominal compartment syndrome develops, decom-
pressive laparotomy is indicated. Strong recommendation,
moderate quality evidence (Figure 2).

3.1.14.2 | Remarks. The 2013 World Society of the
Abdominal Compartment Syndrome consensus criteria have

defined IAH and abdominal compartment syndrome over the
last decade [278]. These conditions significantly contribute to
increasing morbidity and mortality in AP, with elevated IAP
causing pancreatic necrosis, intestinal ischemia, gut barrier
dysfunction, and multiple OF [278, 279]. A systematic review of
226 patients with moderately severe to severe AP found preva-
lence rates of 66% for IAH and 38% for abdominal compartment
syndrome, with 49% mortality in abdominal compartment syn-
drome [280].

High-quality studies on AP with IAH/abdominal compartment
syndrome are scarce. The transvesical technique is commonly
used to measure IAP [281]. Medical management of IAH follows a
step-up approach; if there is no response, the next measures
should be implemented. Initial measures include adequate
sedation and analgesia, neuromuscular blockade (e.g.,0.15 mg/kg
of cisatracurium [282], and supine position (with head-of-bed
elevation < 20°) to improve abdominal compliance [278]. Vaso-
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active agents help to maintain an abdominal perfusion pressure
> 60 mmHg, while nasogastric suction and rectal tubes, proki-
netics, laxatives, and reduced/discontinued enteral nutrition,
reduce intraluminal contents [278]. An RCT showed that intra-
muscular neostigmine reduced IAP by ~20% by promoting peri-
stalsis and defecation [283]. Diuretics and restrictive fluid
resuscitation prevent volume overload [278].

Volume overload is a risk factor for IAH. Hemofiltration ap-
pears to induce volume depletion and the removal of inflam-
matory cytokines [284]. In a recent RCT of 74 severe AP
patients, those with IAP > 20 mmHg treated with continuous
veno-venous hemofiltration from one to seven days (vs con-
ventional treatment) had negative fluid balance, shorter venti-
lation and ICU stay, and fewer operations at 28 days; no benefit
was observed in patients with IAP < 20 mmHg [285].

Percutaneous drainage or paracentesis are other possible in-
terventions. A retrospective case-control study of 206 AP pa-
tients showed lower mortality (3.7% vs. 8.2%), faster IAP
reduction, and less OF with paracentesis [286]. A prospective
cohort study of 105 AP patients found significant IAP reduction
after percutaneous drainage (21.85 + 4.53 mmHg to 12.5 & 4.42
mmHg) in patients with IAH, with greater reduction linked to
improved survival (63.3% vs. 36.7%, p = 0.006) [287]fewer
complications (41.0% vs. 80.3%, p < 0.001), and mortality rates
(18.9% vs. 52.5%, p < 0.001) compared to decompressive lapa-
rotomy in a retrospective study [288].

Percutaneous drainage is therefore a reasonable initial strategy,
particularly when CT demonstrates large intra-abdominal fluid
collections amenable to drainage [288]. Decompressive laparot-
omy, via midline xipho-pubic incision with vacuum-assisted
closure is often reserved for abdominal compartment syndrome
not responding to non-operative or percutaneous measures;
however, when there is a clear temporal relationship between
rising intra-abdominal pressure and progressive renal and/or
respiratory failure, surgical decompression should be advocated
and, in selected patients with rapidly progressive organ
dysfunction early operative intervention may be indicated
[278-280, 288, 289]. Although decompressive laparotomy rapidly
reduces IAP, its effect on organ dysfunction is still uncertain, and
the optimal timing or pressure threshold remains undefined
[278-280, 288]. When indicated, surgical intervention seems to
improve outcomes [289], while less invasive techniques, such as
subcutaneous fasciotomy, require further study [288]. High-
quality trials are needed to guide decompressive interventions.

3.1.15 | Q15. How to Diagnose and Manage
Disconnected Pancreatic Duct Syndrome?

3.1.15.1 | Statements and GRADE.

e MRCP is recommended as the first-line diagnostic modality
for suspected disconnected pancreatic duct syndrome
(DPDS); secretin-enhanced MRCP is preferable, when
available, due to its higher diagnostic sensitivity. Weak
recommendation, low-quality evidence.

e In AP patients undergoing percutaneous drainage of fluid
collections, measuring amylase in drained fluid is advised,
given its high sensitivity for detecting DPDS. Weak recom-
mendation, low-quality evidence.

e For suspected complete disruption of the main pancreatic
duct associated with pancreatic necrosis, endoscopic
transluminal drainage is preferred to transpapillary ERCP
drainage, which adds no benefit, is technically demanding,
and increases the risk of adverse events. Weak recommen-
dation, low-quality evidence.

e Long-term placement of transluminal plastic stents is rec-
ommended for symptomatic (peri)pancreatic collections
associated with DPDS. Strong recommendation, low-quality
evidence.

e Before removing stents after endoscopic drainage of walled-
off necrosis (WON), MRCP, preferably secretin-enhanced,
is recommended to assess main duct integrity. Weak
recommendation, low-quality evidence.

e Surgical timingin DPDS remains unclear; a step-up approach
is generally preferred, with surgery reserved for refractory
cases. Weak recommendation, low-quality evidence.

3.1.15.2 | Remarks. Acute necrotizing pancreatitis can
rupture the pancreatic duct, causing pancreatic fluid leakage and
collections. This complication occurs in ~25% of patients with
necrotizing pancreatitis [290] and persistent leakage in 30%-50%
of cases [291]. The diagnosis and management of DPDS are
challenging, relying mainly on retrospective studies and compli-
cated by the heterogeneity of clinical manifestations [291-293].

MRCP, preferably secretin-enhanced if available, is the recom-
mended initial diagnostic test, with a pooled sensitivity of 83%
and specificity of 100% according to a systematic review [294].
Secretin has a good safety profile and increases sensitivity by
~19% [295]. Timing is not standardized to exclude DPDS, but
assessment is indicated if collections persist or before stent
removal [293]. In patients undergoing percutaneous drainage,
drained fluid amylase > 3x serum levels showed 100% sensi-
tivity and 50% specificity for DPDS [294].

Somatostatin analogs have no therapeutic role [296]. ERCP is
useful for partial duct obstruction but is less effective for com-
plete obstructions [297, 298]. EUS-guided drainage is the
preferred method for symptomatic (peri)pancreatic collections
associated with DPDS [293, 294, 299-301]. Evidence indicates
that transpapillary drainage does not improve outcomes
compared to transmural drainage in WON, and routine
pancreatic duct stenting in combination with transluminal
drainage is discouraged [302]. A systematic review reported a
92% success rate for endoscopic transluminal drainage of DPDS,
with double pigtail plastic stents often left indefinitely [299]. A
single-center RCT showed a lower recurrence rate with stents
left in situ (0% vs. 38%), highlighting a higher recurrence risk
after removal in DPDS [303]. Consequently, double-pigtail
plastic stent placement is long-term recommended; if lumen-
opposing metal stents (LAMS) are used initially, they should
be replaced with a plastic stent within 4 weeks, [291, 304].
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[ Pancreatic or peripancreatic collections ]

. Persistent SIRS and/or organ failure, sepsis

. Compression of adjacent structures—manifesting as gastroi
controlled pain—refractory to conservative measures

*  Compartment syndrome

. Disconnected duct syndrome

Indications for drainage:
. Suspected or confirmed infection that does not improve with antimicrobial treatment (if possible, wait until the 4° week)

obstruction, biliary obstruction, vascular compromise, or inadequately

<4 weeks

(non-encapsulated

>4 weeks
encapsulated.

[ Acute fluid collection Acute necrotic collection

Pseudocyst WON ]

| PERCUTANEOUS DRAINAGE |

t

J |
| l

.

Unstable patient unable to tolerate .
endoscopic drainage STEP-UP APPROACH **

Collection not accessible to

endoscopic drainage (remote from the 9
upper gastrointestinal tract) °
Concomitantly with endoscopic

drainage in collections that extend to

the pelvis or paracolic gutters

iNo

I EUS-GUIDE DRAINAGE

STEP-UP APPROACH
Conservative treatment (antimicrobial treatment) — EUS-guided drainage (percutaneous drainage if unstable patient, collection not accessible to endoscopic drainage or large collection

extending distally, managed concomitantly with endoscopic drainage)— Endoscopic necrosectomy — Minimally invasive surgery — Open surgery

FIGURE 3 |

Algorithm for diagnosis and management of sterile and infected pancreatic or peripancreatic collections. CECT: contrast enhanced

computed tomography; EUS: endoscopic ultrasound; SIRS: systemic inflammatory response syndrome; WON: walled-off necrosis.

Surgery is reserved for refractory cases; no RCTs define optimal
timing. A step-up approach is favored, reserving surgery for
cases refractory to endoscopic treatment, with pooled success
rates of 84% for cystojejunostomy and 80% for distal pancrea-
tectomy [299]. In symptomatic DPDS with external fistulas,
surgery remains the standard, although EUS-guided ductal ac-
cess is emerging in expert centers [305]. Given surgical
complexity and a postoperative morbidity approaching 50%,
minimally invasive pancreatic endotherapy is increasingly
preferred [292].

3.1.16 | Q16. How to Diagnose and Manage Sterile and
Infected Pancreatic And/Or Peripancreatic Collections?

3.1.16.1 | Statement and GRADE.

e Contrast-enhanced CT is effective for diagnosing pancreatic
and/or peripancreatic collections (PPPC). MRI can better
characterize the contents (fluid or solid) when needed.
Weak recommendation, low-quality evidence.

e Serum procalcitonin may help assess infection risk. Strong
recommendation, moderate quality evidence.

e Broad-spectrum antibiotics should be reserved for sus-
pected or confirmed infection; prophylaxis is not advised.
Strong recommendation, high-quality evidence.

e Most PPPC resolve spontaneously. When intervention is
warranted, delaying it by at least 4 weeks (> 4 weeks) is

preferable to minimize morbidity, reduce complication
risk, and reduce the number of procedures. Strong recom-
mendation, high-quality evidence.

e If early intervention (< 4 weeks) is unavoidable, percuta-
neous drainage is recommended; endoscopic drainage may
be considered, preferably at third-level centers with expe-
rience in advanced endoscopy. Strong recommendation,
moderate quality evidence.

e Indications for drainage are suspected or confirmed infec-
tion unresponsive to antibiotics, persistent SIRS or OF,
sepsis, refractory abdominal pain, refractory gastrointes-
tinal or biliary obstruction, vascular compression, abdom-
inal compartment syndrome, or disconnected duct
syndrome. Strong recommendation, high-quality evidence.

e Endoscopic drainage, when feasible, is preferred over
percutaneous drainage. Strong recommendation, high-qual-
ity evidence.

e Double pigtail plastic stents (7-10 Fr) and metal stents,
preferably LAMS, are equally effective for drainage. Endo-
scopic necrosectomy is only advised in the absence of
clinical improvement with endoscopic drainage or if the
patient's condition deteriorates. Strong recommendation,
high-quality evidence.

e Minimally invasive surgical necrosectomy is recommended
if percutaneous or endoscopic approaches fail, as it is
preferable to open surgery. Strong recommendation, high-
quality evidence (Figure 3).
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3.1.16.2 | Remarks

3.1.16.2.1 | Diagnosis. Collections in AP are classified ac-
cording to the RAC [4]. Acute collections, defined as those
occurring within the first 4 weeks, include acute peripancreatic
fluid collections associated with edematous pancreatitis and
acute necrotic collections associated with necrotizing pancrea-
titis (pancreatic and/or peripancreatic fat necrosis). About
4 weeks after onset, a fibrous capsule-like inflammatory wall
develops around the collection; such collections are referred to
as pseudocysts (containing only liquid) and walled-off necrosis
(WON) (containing liquid and necrotic debris), respectively.
Contrast-enhanced CT is primary for diagnosis; MRI may
provide additional insight, distinguishing between liquid and
solid components [306]. Clinical worsening, no improvement,
or gas within collections reliably indicate infection [306] and
are sufficient to initiate specific treatments. Routine fine-
needle aspiration for the diagnosis of infection is not
recommended [307]. Additionally, serum procalcitonin levels
may be useful for predicting infection risk [211, 308].

3.1.16.2.2 | Management (Figure 3). Most acute PPPC
resolve spontaneously and do not require any intervention.
Pseudocysts often regress; up to 40% of WON resolve conser-
vatively, even when infected [309]. Broad-spectrum antibiotics
(cephalosporins, carbapenems, quinolones plus metronidazole)
should be used only with suspected/confirmed infection;
prophylaxis is discouraged [203].

Drainage. Indications include suspected or confirmed infection
unresponsive to antimicrobial therapy, persistent SIRS and/or
OF, sepsis, persistent abdominal pain, refractory gastrointestinal
or biliary obstruction, vascular compression, compartment syn-
drome, or DPDS [209]. The timing of interventions should be
individualized and guided by clinical and imaging criteria, as
there are currently no universally applicable guidelines. Delaying
> 4 weeks improves safety [309] by allowing encapsulation and
liquefaction [310], reducing the risk of complications and even
requiring fewer interventions [309]. Percutaneous drainage is
recommended within the first 4 weeks for patients with IPN who
are septic and unstable despite conservative management. Recent
studies suggest that early endoscopic drainage (< 4 weeks) is
feasible, and does not appear to increase overall adverse events or
mortality, but the procedure carries greater technical risks and
should therefore be restricted to expert centers [311-315].
Microbiological samples should be collected whenever drainage is
performed to guide antibiotic therapy.

Endoscopic Drainage and Necrosectomy. The PENGUIN trial
demonstrated that endoscopic drainage and necrosectomy are
superior to open necrosectomy, reducing new-onset multiple OF
and overall complications [316]. The TENSION trial, along with
its long-term follow-up study, revealed that an endoscopic step-up
approach, consisting of endoscopic drainage followed by endo-
scopic necrosectomy only if needed (refractory cases), offers
shorter hospital stay and fewer pancreatic-cutaneous fistulas over
the minimally invasive surgical approach, which involves
percutaneous drainage followed by minimally invasive surgical
necrosectomy if required [317, 318]. Additional studies have
supported this recommendation [319, 320]. More recently, the
ACCELERATE trial suggested that an endoscopic strategy, with

direct necrosectomy at the index drainage in patients with large
(> 15 cm) WON, may further reduce major complications and
hospital stay compared with the conventional step-up approach,
although confirmation in larger multicenter studies is warranted
to support this strategy [321]. Most endoscopic drainage proced-
ures for PPPC adjacent to the stomach or duodenum are per-
formed transmurally, either via a transgastric or transduodenal
approach. EUS-guided access is preferred over conventional
transmural drainage [322, 323]. Double pigtail plastic stents (7-10
Fr) and metal stents, particularly LAMS, are both recommended
[324, 325]. LAMS with a diameter of 15-20 mm provide the
advantage of improved drainage of necrotic material and facilitate
endoscopic transluminal necrosectomy when needed. Addition-
ally, placing one or more double pigtail plastic stents through the
LAMS may help prevent complications such as stent migration,
early occlusion by necrotic debris, and bleeding due to mucosal
erosion [326].

Endoscopic necrosectomy is limited to refractory cases despite
endoscopic drainage [324]. Although evidence is insufficient to
support routine use, various strategies have been suggested to
enhance drainage and minimize the need for necrosectomy,
including the placement of a naso-cystic catheter for cavity
irrigation with NS (typically 500-1000 mL/day) [316], antibiotic
[327] or hydrogen peroxide lavage [328], and creating multiple
transluminal fistulas, either endoscopically or in combination
with percutaneous drainage. Some studies suggest PPIs may
increase the number of procedures needed, as gastric acid pro-
motes autodebridement of necrotic debris and prevents stent
occlusion [329]. While early stent removal can lead to recurrent
collections, prolonged use of LAMS has been associated with
complications. A follow-up CT scan 2-4 weeks after drainage is
generally recommended. If there is significant size reduction
along with clinical resolution, the stent should be removed,
ideally within 2-4 weeks for pseudocysts and 3-6 weeks for
walled-off necrosis; if abundant necrosis persists requiring
ongoing access for necrosectomy, the LAMS should be
exchanged every 6 weeks or replaced with plastic stents [203,
209, 310-320, 322-325, 330].

Percutaneous Drainage. Percutaneous drainage is recommended
in specific scenarios: need for drainage before encapsulation
(< 3-4 weeks from onset), unstable patient unfit for endoscopic
or surgical drainage; collection inaccessible to endoscopic
drainage; concomitant with endoscopic drainage in collections
extending to the pelvis or paracolic gutters [324, 331]. In most
published series and in the available randomized study, percu-
taneous drains were routinely flushed with saline at regular
intervals (commonly every 8 h) to maintain catheter patency
and reduce the risk of occlusion [332]. Streptokinase and
hydrogen peroxide (3%) have been proposed as necrolytic agents
to enhance drainage and potentially reduce the need for surgical
necrosectomy in cases where saline irrigation alone is ineffec-
tive. However, evidence supporting their use is limited. A single
randomized trial comparing streptokinase with hydrogen
peroxide reported better outcomes and fewer complications
with streptokinase; nevertheless, the current evidence remains
insufficient to support a formal recommendation [333].

Surgical Necrosectomy. If percutaneous drainage or endoscopic
approach fails, minimally invasive surgical necrosectomy is
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recommended and preferred over open surgery. The PANTER
trial demonstrated that it outperforms open necrosectomy,
reducing new-onset multiple OF, hernias, and new-onset dia-
betes [334]. These benefits were sustained in long-term follow-
up, in which death/major complications occurred in 44% of
minimally invasive step-up patients versus 73% with open sur-
gery (p = 0.005). Incisional hernias (23% vs. 53%, p = 0.004),
pancreatic exocrine insufficiency (29% vs. 56%, p = 0.03), and
endocrine insufficiency (40% vs. 64%, p = 0.05) were also
significantly lower in the long term [335]. Open surgery should
be limited to cases with extensive necrotic burden distributed
across the entire abdominal cavity. The approach depends on
institutional experience and collection location [324].

3.1.17 | Q17. How Should Peripancreatic Vein
Thrombosis and Left Portal Hypertension Be Managed?

3.1.17.1 | Statements and GRADE.

e Evidence is insufficient to establish optimal management of
splanchnic vein thrombosis in AP; therapeutic anti-
coagulation may be considered for acute portal vein
thrombosis with multi-vessel involvement, or for progres-
sive splenic vein thrombosis. Weak recommendation, low-
quality evidence.

e Local inflammation likely triggers thrombosis; however, a
thrombophilia evaluation is recommended after the acute
thrombosis episode. Weak recommendation, low-quality
evidence.

e Standard regimens use an initial course of low-molecular-
weight heparin (LMWH), followed by oral anticoagulants
for 3-6 months. Anticoagulation should be discontinued
once the thrombus resolves or recanalization is not achieved,
except in cases of confirmed thrombophilia, with case-by-
case assessment due to limited efficacy data and potential
complications. Weak recommendation, low-quality evidence.

e There is no evidence supporting beta-blockers or endo-
scopic therapy for primary or secondary prevention of
bleeding in non-cirrhotic left-sided portal hypertension.
Individualized endoscopic surveillance every 1-2 years
appears reasonable for assessing variceal development and
guiding tailored decisions. Weak recommendation, low-
quality evidence.

3.1.17.2 | Remarks. The incidence of splanchnic vein
thrombosis, including portal vein thrombosis, superior mesen-
teric vein thrombosis (which rarely occurs in isolation, typically
representing progression from portal vein thrombosis or splenic
vein thrombosis) and splenic vein thrombosis, is higher among
patients with moderately severe to severe AP [336-343], mainly
due to inflammation and venous stasis [339-345]. Thrombo-
philia can be present in a substantial proportion of AP patients
but does not independently increase the risk of splanchnic vein
thrombosis; however, it should be assessed to estimate recur-
rence risk and guide anticoagulation duration [346]. Additional
risk factors include male sex, alcohol-related AP, smoking, IPN,
and TAH [338-345].

Management is difficult given the scarcity of high-quality evi-
dence. Some observational studies suggest that therapeutic
anticoagulation may improve vessel recanalization rates without
substantially increasing bleeding [347-352], but meta-analyses
of retrospective studies show inconsistent results and no clear
impact on varices, collaterals, cavernomatosis, or mortality
compared with non-therapeutic approaches, likely due to study
heterogeneity [352-356].

Anticoagulation is more clearly indicated in acute portal vein
thrombosis, multi-vessel involvement, or progressive splenic
vein thrombosis, understood as initial thrombosis limited to the
splenic vein that extends over time to other splanchnic vessels,
where anticoagulation appears to enhance recanalization
[352-359]. Standard practice typically involves heparin or
LMWH initially, followed by oral anticoagulants for 3-6 months
[352-360].

Evidence on left-sided portal hypertension after AP is very
limited. In this setting, beta-blockers and endoscopic in-
terventions are not routinely recommended for primary or
secondary variceal bleeding prevention [360]. In practice, indi-
vidualized strategies with endoscopic surveillance every
1-2 years, as suggested in Baveno VII for isolated gastric varices
type I, seem reasonable to assess varices and guide tailored
prevention decisions [360]. High-quality studies are needed to
improve management protocols for splanchnic vein thrombosis
associated with AP.

3.1.18 | Q18. When Should Cholecystectomy Be
Performed?

3.1.18.1 | Statement and GRADE.

e For patients with mild AP, laparoscopic cholecystectomy
should be performed during the index hospitalization.
Strong recommendation, high-quality evidence.

e For patients with moderate to severe acute pancreatitis,
delaying cholecystectomy until 8 weeks post-discharge or
until local complications resolve is recommended. Weak
recommendation, low-quality evidence.

3.1.18.2 | Remarks. Evidence from RCTs strongly supports
early laparoscopic cholecystectomy as the best strategy for mild
AP. The PANC trial found that cholecystectomy within 24 h
reduced ERCP need, time to surgery, and 30-day hospital stay
[277]. Three RCTs showed that cholecystectomy within the first
48 h significantly decreased hospitalization time without
increasing complications or conversions to open surgery and
lowered biliary recurrences [361-363]. For laparoscopic
cholecystectomy within 72 h of admission, Omar et al. reported
fewer gallstone-related complications and shorter hospital stays
[364], while Riquelme et al. also found no significant
differences in ERCP need or postoperative complications [365].
The PONCHO trial demonstrated that same-admission
cholecystectomy significantly reduced recurrent biliary events
(5% vs. 17%, p = 0.002) [366], consistent with Jee et al. [367].
Facundo et al. noted that cholecystectomy on day 7 of
admission did not lead to an increase in residual
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choledocholithiasis or unnecessary ERCPs [368]. Notably, all
RCTs incorporated intraoperative cholangiography or pre-
cholecystectomy ERCP when choledocholithiasis was suspected
or confirmed [277, 361-368]. Meta-analyses of RCTs and
observational studies consistently confirm these findings
[369-378]. Early cholecystectomy in mild AP is also cost-
effective compared to delayed surgery, mainly through shorter
stays and fewer complications [379, 380].

By contrast, in moderately severe to severe AP, particularly
when PPPC are present, evidence on the timing of cholecys-
tectomy is limited and mainly observational. Early cholecys-
tectomy in these patients is associated with higher mortality,
morbidity, infection rates [381], and postoperative complica-
tions [382] compared to delayed surgery. Delaying cholecys-
tectomy allows for patient stabilization and resolution of
inflammation, thereby reducing surgical risks and improving
outcomes [383, 384]. A recent Dutch post hoc analysis of an
RCT including 248 patients with necrotizing biliary AP
demonstrated that cholecystectomy performed within 10 weeks
of discharge significantly reduced the risk of recurrent biliary
events, with the greatest reduction in recurrent pancreatitis
observed when surgery was performed within 8 weeks. Surgical
complication rates were not influenced by timing, and endo-
scopic sphincterotomy did not reduce recurrence risk [384].

Accordingly, in patients with PPPC, cholecystectomy should be
delayed until collections resolve or, if absent, until 8 weeks after
hospital discharge. [384]. When performed after clinical reso-
lution of AP, the laparoscopic cholecystectomy approach is safe
and associated with a low risk of surgical complications [383].

3.1.19 | Q19: When and How Should
Choledocholithiasis Be Ruled out?

3.1.19.1 | Statement and GRADE.

e In mild or predicted severe biliary AP without cholangitis,
but with persistent or progressive cholestasis or bile duct
dilation, evaluation for choledocholithiasis may be deferred
for up to 1 week if the patient is clinically stable. Weak
recommendation, low-quality evidence.

e Patients with normalization of cholestasis and no bile duct
dilation do not require further testing. Weak recommen-
dation, low-quality evidence.

e In mild biliary AP with high suspicion of chol-
edocholithiasis scheduled for early cholecystectomy, biliary
exploration should be considered before surgery if any of
the following ASGE criteria [385] are met:

I. Serum bilirubin > 70 pmol/L (4 mg/dL), or
II. Common bile duct > 6 mm and bilirubin 30-70 umol/
L (1.75-4 mg/dL), or
ITI. Signs of ascending cholangitis are present
Weak recommendation, moderate quality evidence.

e MRCP and EUS offer high diagnostic accuracy for detecting
choledocholithiasis in biliary AP and should be considered
in cases of uncertainty, when indicated. Strong recommen-
dation, moderate quality evidence.

3.1.19.2 | Remarks. Choledocholithiasis occurs in
20%-50% of biliary AP cases [386-390], but up to 80% resolve
spontaneously as small stones (< 5 mm) pass into the duo-
denum. Thus, some studies suggest delaying diagnostic pro-
cedures for choledocholithiasis without cholangitis until after
the first week [388] or clinical recovery [275, 276, 389], avoiding
overdiagnosis and unnecessary interventions.

Predictive algorithms based on clinical factors (age, sex), labo-
ratory tests (liver function abnormalities), and imaging findings
(bile duct dilation) have been attempted to identify chol-
edocholithiasis in patients without pancreatitis [385, 390-395].
However, in biliary AP their accuracy is limited [386-391], with
significant variability and lack of validation in this setting
[390-394, 396]. Moreover, inflammation and local complica-
tions of AP alter liver tests and imaging, weakening their
diagnostic value [386].

The APEC and APEC-2 trials showed that early ERCP (< 24 h)
for predicted severe biliary AP, with or without cholestasis but
without cholangitis, did not reduce mortality or major compli-
cations compared with a conservative approach [275, 276], even
when ERCP was preceded by EUS-confirmed chol-
edocholithiasis [276]. In this context, the lack of observed
benefit in early ERCP supports refraining from diagnostic pro-
cedures solely intended to identify choledocholithiasis early in
the course of disease.

In patients with mild biliary AP scheduled for early cholecys-
tectomy, preoperative bile duct evaluation is recommended
when the suspicion of choledocholithiasis is high. Although
clinical criteria vary across RCTs, the PONCHO trial [366]
applied the ASGE criteria [385], which may represent a
reasonable approach in this setting. According to these, preop-
erative evaluation is indicated if any of the following are pre-
sent: serum bilirubin > 70 pmol/L (4 mg/dL), a common bile
duct diameter > 6 mm with bilirubin 30-70 pmol/L (1.75-4 mg/
dL), or clinical signs of ascending cholangitis [385]. In high-
probability patients, MRCP or EUS should be used, reserving
ERCP for confirmed stones [366]. Both EUS and MRCP
outperform TUS and contrast-enhanced CT in detecting chol-
edocholithiasis [397-399], and show accuracy comparable to
ERCP [398-400]. Comparative studies generally report similar
performance [401-403], though some suggest higher sensitivity
and accuracy for EUS [55, 404, 405]. However, comparative
research specifically focused on biliary AP remains limited in
establishing recommendations favoring one modality.

3.1.20 | Q20. When and How Should Pancreatic
Exocrine and Endocrine Insufficiency Be Assessed and
Managed?

3.1.20.1 | Statement and GRADE. Current evidence is
insufficient to define clear guidelines on timing and patient
selection for pancreatic function testing after AP. However,
specific scenarios warrant consideration:

e Pancreatic exocrine (PEI) and endocrine insufficiency
assessment is recommended during follow-up for

United European Gastroenterology Journal, 2026

21 of 39

85UB017 SUOLILLIOD 3AIER.D 3ol dde 3y} Aq paupA0b 88 S3o1Me YO ‘BSN JO S3INJ 10} A2eIq )T BUIIUO AB]IAA UO (SUOIPUOD-PUR-SWLBHLI0D" A | 1M Afe.d) 1 BU|UO//SONY) SUORIPUOD PUe SWis | 8y} 88S *[9202/20/T0] U0 A%iqiauliuo A8|Im il euRIy0D AG 06TOL 20oN/200T 0T/I0p/LI00 A8 | Im AReIq 1 UIIUO//SARY WO14 papeo|uMOq ‘G ‘9202 ‘¥T¥90S02



necrotizing pancreatitis, alcohol-induced AP, RAP, or after
necrosectomy. Weak recommendation, low-quality evidence.

e Post-discharge evaluation for endocrine insufficiency, using
fasting glucose, glycated hemoglobin (HbAlc), and/or C-
peptide, is also recommended in patients with pre-
existing risk factors such as obesity, hyperlipidemia, or
prediabetes. Weak recommendation, low-quality evidence.

e Fecal elastase is a suitable first-line screening test for PEI,
given its accessibility and ease of use. Weak recommenda-
tion, low-quality evidence.

e Empirical PERT may be considered in patients with
extensive necrotizing AP when resuming oral intake or
those with maldigestion symptoms. Weak recommendation,
low-quality evidence.

e Management of PEI typically involves PERT, following
chronic pancreatitis dosing schemes. Treatment of endo-
crine insufficiency follows standard diabetes protocols,
including oral antidiabetic agents and insulin, ideally
within a multidisciplinary framework involving endocri-
nology. Weak recommendation, low-quality evidence.

e Follow-up for at-risk patients may include assessment of
pancreatic function at 3, 6, and 12 months post-AP, and
every 6-12 months thereafter if dysfunction persists.
Monitoring must combine nutritional and diabetological
laboratory tests with clinical assessment of maldigestion
symptoms. Special attention should be given to endocrine
insufficiency, as it may progress over time. Weak recom-
mendation, low-quality evidence.

3.1.20.2 | Remarks. In AP, PEI occurs in 2.5%-34% of pa-
tients and endocrine insufficiency in 3.5%-37% [406-411], with
higher rates when considering only patients with severe AP
[412-417]. Evidence is limited to small observational studies
with variable follow-up and methodological bias.

Some studies suggest that PEI may develop at any severity [418,
419], but is more common in AP with pancreatic necrosis [409,
410, 420, 421], RAP, alcoholic etiology [422-424] or after
necrosectomy [318, 335, 336, 425-429]. It is usually transient,
resolving within weeks or months [408, 421, 423]. Endocrine
insufficiency is strongly associated with severe AP and pancre-
atic necrosis [414, 418, 430, 431], rarely occurs in mild cases,
and is linked to obesity, hyperlipidemia, and prediabetes [432,
433]. Unlike PEI, its incidence seems to increase over time,
particularly in the 4th-6th year after AP [408, 434]. Both PEI and
diabetes often coexist, reflecting overlapping risk factors [412].

The diagnostic techniques used vary and lack validation in AP.
For PEI, fecal elastase (preferred for its simplicity) and fecal fat
measurement are the most commonly used tests, while direct
duodenal testing is rarely applied. [416, 418, 422, 426]. For
endocrine function, the oral glucose tolerance test, fasting blood
glucose, HbAlc, fasting insulin, and/or C-peptide measure-
ments are employed [407, 415, 430, 433]. No comparative
studies on diagnostic techniques exist for AP.

Currently, no robust evidence guides the initiation of PERT in
AP. However, empirical treatment may be started in severe

necrotizing disease when oral feeding resumes, or in patients
presenting with maldigestive symptoms (steatorrhea, flatulence,
digestive discomfort, etc.), and after confirmatory tests. In
clinical practice, chronic pancreatitis regimens are adopted:
50,000 IU of enzymes per main meals (two capsules per meal: 2-
2-2) and 25,000 IU (one capsule) with snacks [411, 435], with
further adjustments based on clinical response. Diabetes man-
agement follows standard protocols with oral agents or insulin
therapy, due to the lack of specific evidence in AP.

In the absence of high-quality evidence, the most recent Euro-
pean guidelines recommend a pragmatic follow-up for patients
at risk of pancreatic dysfunction: exocrine and endocrine as-
sessments at 3, 6, and 12 months after AP, and every
6-12 months thereafter if dysfunction persists [435]. Monitoring
should combine laboratory evaluation of nutritional status
(including fat-soluble vitamins, iron studies, vitamin B12, folate,
calcium, magnesium, zinc, and selenium), diabetological
markers (fasting glucose, HbAlc, lipid profile, and, when indi-
cated, C-peptide), and clinical assessment of symptoms related
to maldigestion (steatorrhea, diarrhea, bloating, weight loss)
and endocrine dysfunction (polyuria, polydipsia, unintended
weight loss) [435].

4 | Discussion

These iLATAM guidelines provide a comprehensive synthesis of
current evidence for the management of acute pancreatitis (AP).
However, across multiple sections, several recommendations
remain supported by low-certainty evidence, reflecting persistent
gaps in the literature. In some areas, strong recommendations
were issued despite low certainty, because the panel judged that
clinical necessity, consistent expert agreement, and a favorable
balance of expected benefits over potential harms outweighed the
limitations of the available trial data. This highlights the need for
well-designed prospective studies to strengthen the evidence
base. In addition, very few studies incorporate patient-reported
outcome measures, such as the PAN-PROMISE symptom scale
[168] which is a notable gap given the increasing emphasis on
patient-centered care. Future research should extend beyond in-
hospital management and short-term complications to address
long-term morbidity and mortality [436], functional recovery,
integration with primary care, and health-related quality of life
after an AP episode. The development of structured post-
discharge pathways and recovery-oriented protocols will be
essential to meet the needs of this patient population. Although
this guideline did not formally develop quality indicators or audit
measures, several recommendations naturally map to measurable
metrics. Future collaborative initiatives may therefore focus on
defining context-appropriate quality indicators to support evalu-
ation of adherence and outcomes across Ibero-Latin American
healthcare systems.
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