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Objectives

Summarize high-impact DDW updates in pancreatology and pancreatic disease
management.

Evaluate contemporary evidence supporting best practices in ERCP, including
indications, technical considerations, and complication prevention strategies.

Incorporate recent advances in pancreatitis research into evidence-based clinical
decision-making and patient care.



DDW 2026 REVIEW

Disclosures

| (unfortunately) have no financial conflict of interest.

No relevant financial relationships with commercial interests to disclose.



PART 1

Evidence-Based ERCP
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Uncomplicated Choledocholithiasis in
Elderly Patients

A Target Trial Emulation Comparing Observation and ERCP

The CHOICE Study

Smith ZL, et al. Clinical Gastroenterology and Hepatology 2026 (Article in Press)

DOI: 10.1016/j.cgh.2026.02.010

Presented at Digestive Disease Week (DDW) — Slide Deck Review


https://doi.org/10.1016/j.cgh.2026.02.010
https://doi.org/10.1016/j.cgh.2026.02.010

Why Does This Study Matter?

The clinical dilemma: what to do when you find bile duct stones in an elderly patient who has no symptoms

THE PROBLEM THE CLINICAL QUESTION

Bile duct stones (choledocholithiasis) are commonly In patients over 75 years with incidentally found,
found incidentally on imaging in elderly patients. uncomplicated bile duct stones:

Current gwdglmes suggest ERC_P faven for 0PTION A 0PTION B
asymptomatic stones — but this is based on expert

opinion, not strong evidence. Early ERCP Observe (watch and
ERCP carries real risks: pancreatitis (up to 6%), wait)

bleeding (1.5%), perforation, infection, and even death

— especially in older, sicker patients. Which strategy leads to better outcomes?

No randomized trial has ever compared ERCP vs.

observation in this population.
Biliary disease costs over 510 billion/year in the US. A
practical answer could change daily practice.

Source: Smith ZL et al., Clin Gastroenterol Hepatol 2026 (In Press)



How Was the Study Done?

A target trial emulation — using real-world data to simulate a clinical trial that would be very hard to run

DATA SOURCE WHO WAS INCLUDED?

TriNetX Research Network Adults 76 years or older

Deidentified EHR data from 120+ million patients across 100+ US with a first-ever diagnosis of choledocholithiasis, confirmed by
health systems biliary imaging (MRI, CT, or ultrasound)

Diagnoses from 2015-2023 (ICD-10 era) No symptoms of obstruction, pain, pancreatitis, or cholangitis
Pre-registered protocol on Open Science Framework No prior ERCP in the past 6 months

ERCP GROUP OBSERVATION GROUP

ERCP performed within 60 days of diagnosis No ERCP within 60 days of diagnosis

(Excluded ERCP within 0-3 days to avoid capturing urgent cases

. (Some patients later needed ERCP — managed as needed)

Matching: 1:1 propensity score matching on age, sex, race, comorbidities, medications, prior procedures — 5,856 matched patients (2,928 per
group) | Outcome: Composite of major adverse events at 3 years or death at 12 months | Analysis: Cox regression + win ratio (accounts for
severity ranking)

Source: Smith ZL et al., Clin Gastroenterol Hepatol 2026 (In Press)




Key Results: ERCP Did Not Improve Outcomes

In 5,856 matched elderly patients, observation was associated with fewer complications
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Source: Smith ZL et al. Clinical Gastroenterology and Hepatology 2026 (Article in Press). Source: Smith ZL et al. Clinical Gastroenterology and Hepatology 2026 (Article in Press).
DOI: 10.1016/j.cgh.2026.02.010 DOI: 10.1016/j.cgh.2026.02.010

30.7% vs 22.4% MAE rate (ERCP vs Observation) | Win Ratio 0.71 favoring observation | Only 10.2% of observed patients
eventually needed ERCP

Source: Smith ZL et al., Clin Gastroenterol Hepatol 2026 (In Press)



Bottom Line for Your Practice

Sensitivity analyses confirmed the main finding — and what it means for community clinicians

ensitivity Analyses Confirmed Main Findin
am ratio !avorgdésserv tion across aﬂ analysesﬁp.%—o.ﬁﬁ g K E Y F I N D I N G

Il Early ERCP
Bmm Observation

40% - - s Early ERCP did NOT improve outcomes vs. observation
S = i in elderly patients with uncomplicated bile duct
3054 30.7% 30.9% (1.13-2.29) stones.

25.6%

20% -

CLINICAL TAKEAWAY

13.9%

Composite MAE Rate (%)

10% -

A selective, as-needed approach to ERCP may reduce
procedure-related harm without compromising

Primary Analysis 30-Day ERCP Ambulatory-Only OutcomeS.
(60-day window) Window Time Zero

0% -

Source: Smith ZL et al. Clinical Gastroenterology and Hepatology 2026 (Article in Press).
DOI: 10.1016/j.cgh.2026.02.010

What this means in practice: Most elderly patients (90%) with incidentally found bile duct stones managed conservatively did NOT need ERCP within
3 years. When stones are found without symptoms, observation with a low threshold to intervene if symptoms develop is a reasonable, evidence-
supported strategy. This is the largest study to date on this question.

Limitations: Observational data (residual confounding from frailty, stone size not captured); uncomplicated defined by ICD codes, not symptoms; cannot distinguish
elective vs. urgent ERCP. A true RCT is still needed.

Source: Smith ZL et al., Clin Gastroenterol Hepatol 2026 (In Press)
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The Real Risks of ERCP

What 2 Million Patients Taught Us About ERCP Adverse Events

Largest ERCP Meta-Analysis Ever

380 studies | 2,000,000+ patients | 244 RCTs + 136 observational studies

Bishay K, et al. Gastroenterology 2025;168:568-586

DOI: 10.1053/j.gastro.2024.10.033



https://doi.org/10.1053/j.gastro.2024.10.033
https://doi.org/10.1053/j.gastro.2024.10.033

Why Does This Study Matter?

ERCP has the highest complication rate of all commonly performed Gl endoscopies, and the numbers have not improved
in 20+ years

>10% S300M+ No change

Overall adverse event rate Annual US cost from PEP alone In pancreatitis rates (2000-2023)
Highest of any common Gl endoscopy PEP = post-ERCP Zjlrrlwcigi?;:m’ L Despite better technology and techniques

WHAT WAS MISSING BEFORE THIS STUDY

Prior reviews only looked at pancreatitis from RCTs, not all ERCP complications, and not from real-world data.

No one had pooled data on ALL complications (pancreatitis, bleeding, cholangitis, perforation, death) from BOTH trial and real-world
settings, until now.

Source: Bishay K et al., Gastroenterology 2025;168:568-586



How Big Was This Study?

A systematic review and meta-analysis, the largest and most comprehensive ever done on ERCP complications

380 2M+ 244 136

Studies included Unique patients RCTs Observational

From 15,949 screened Across 100+ countries 70,773 patients 1,950,000+ patients

STUDY DESIGN

Searched 7 databases (MEDLINE, PubMed, EMBASE, CINAHL, Outcomes tracked:

Scopus, Web of Science, EBM Reviews)

Only studies from year 2000 onward (modern ERCP era) Pancreatitis (PEP) Bleeding Cholangitis

Observational studies needed 500+ patients Cholecystitis Perforation Death

Pre-registered protocol before data extraction Two groups analyzed: all-comers AND first-time ERCP patients

(native papilla)

Source: Bishay K et al., Gastroenterology 2025;168:568-586




Key Results: Adverse Event Rates

Pooled from 380 studies, the most comprehensive ERCP risk data available

ERCP Adverse Event Rates PEP is the #1 complication

pancreatitis () I * 6%
4.6% 6.5%
Cholangitis _ 2.5% All-comers First-time ERCP
Bleeding [N 1.5%

Cholecystitis [l 0-8% PEP severity (from 128 RCTs):
Perforati - 0.5% 65.9% mild 27.9% moderate 10.2% severe
erforation .5%

Death l 0.2%

2.6% of PEP cases led to death

0% 1% 2% 3% 4% 5% 6% US ANNUAL BURDEN (ESTIMATED)
Incidence (%) 500,000 ERCPs/yr -> 23,000 PEP cases
Key risk factors for PEP: -> 2,300 severe pancreatitis -> 529 deaths

Sphincter of Oddi dysfunction (15.9%) | Inadvertent PD cannulation (12.8%) |
Pancreatic indications (12.8%) | Difficult cannulation (11.4%) | Pre-cut
sphincterotomy (11.1%) | Female sex (7.5%)

Source: Bishay K et al., Gastroenterology 2025;168:568-586



Bottom Line: What Works and What to Do

PEP rates have not improved in 20+ years, but proven prevention strategies exist

Risk Reduction (%)

Proven Ways to Reduce Post-ERCP Pancreatitis

60% - 51% 50%
reduction 44% reduction
50% - reduction
RR 0.49 RR 0.5
0500 RR 0.56
30% -
20% -
10% -
0% -
Rectal NSAIDs Prophylactic Aggressive
(e.g. indomethacin) PD Stent IV Fluids

WHY HAVE NOT RATES IMPROVED?

Anatomical inevitability

The pancreatic duct opening is right next to the bile duct
opening. Risk is inherent, even with perfect technique.

Shift to therapeutic ERCP

ERCP is now almost exclusively for treatment (not diagnosis),
involving higher-risk interventions that may offset technology
gains.

Provider variability
Low-volume centers and endoscopists have higher

complication rates. Re-centralization and audit/feedback
could help.

CLINICAL TAKEAWAYS

Use these numbers for informed consent. For high-risk patients, always use rectal NSAIDs, consider prophylactic PD stent, and use
aggressive IV fluids. Know your patient risk profile: female sex, SOD, difficult cannulation, and pancreatic duct injection all

significantly increase risk.

Limitations: Substantial heterogeneity; observational bias possible; conference abstracts excluded. True rates likely between RCT and observational estimates.

Source: Bishay K et al., Gastroenterology 2025;168:568-586
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ERCP in Functional Biliary Pain

How Do You Respond? Rome V Updates on When ERCP Is (and Is Not) Appropriate

ASGE Clinical Symposium | DDW 2026

B. Joseph Elmunzer, MD

Atrium Health | Wake Forest University School of Medicine
Chair, Rome Foundation Gallbladder & Sphincter of Oddi Committee (Rome V)

Presented at Digestive Disease Week (DDW) — May 3, 2026



Rome V: What Changed and Why It Matters

THE RENAMING
"Functional" is now "Dysfunctional"

The term "functional" has become stigmatized. It can imply
psychological causes or malingering. Rome V renames
these as "dysfunctional" disorders — disorders of gut-brain
interaction (DGBISs).

Three new categories:
1. Dysfunctional Gallbladder Disorder (DGBD)

2. Dysfunctional Biliary Sphincter Disorder (DBSD)
3. Dysfunctional Pancreatic Sphincter Disorder (DPSD)

Core principle: Minimize harm, judicious use of surgery
and ERCP

New framework renames "functional” disorders and removes two outdated diagnostic tests

WHAT WAS REMOVED

HIDA scan (GB ejection fraction)

Removed as diagnostic criterion for DGBD. Association with
response to cholecystectomy is weak and not reproducible. Was
used to justify inappropriate surgery in patients with atypical
symptoms.

Sphincter of Oddi manometry

Removed as diagnostic criterion for DBSD and DPSD. Suboptimal
accuracy (false positives and negatives), not reproducible, and
was not associated with any outcomes in the EPISOD trial.

Bottom line: Fewer tests, more careful patient selection

Source: EImunzer BJ. ASGE Clinical Symposium, DDW 2026. Rome V: EImunzer et al. Gastroenterology 2026.




Dysfunctional Biliary Sphincter Disorder

New Rome V criteria for suspected biliary sphincter dysfunction — and what the RESPOnD study revealed

NEW DIAGNOSTIC CRITERIA

Must include ALL of the following:

1. Typical biliary pain

2. Elevated liver tests and/or biliary dilation

3. Absence of bile duct stones or other structural
abnormalities

Note: SO manometry REMOVED as criterion

BILIARY DILATION: UPDATED REFERENCE
VALUES

Pre-cholecystectomy: 8 mm (<65 yo) | 11 mm (>65 yo)
Post-cholecystectomy: 13 mm (<65 yo) | 14 mm (>65 yo)

From MRCP study of healthy volunteers (Beyer et al. Gut 2023)

RESPOND Study: ERCP Outcomes for Suspected SOD (n=213)

No response 42.6%

0% 10% 20% 30% 40% 50% 60% 70%
Percentage of Patients (%)

RESPOnD KEY FINDINGS (n=213)

No association between LFTs, bile duct size, or legacy phenotyping
(type 1/2/3) and ERCP response. Trends toward worse outcomes
with opioid use and somatization.

Source: EImunzer BJ. ASGE Clinical Symposium, DDW 2026. Rome V: EImunzer et al. Gastroenterology 2026.




Dysfunctional Pancreatic Sphincter Disorder

Essentially unexplained recurrent acute pancreatitis (iRAP) — and the evidence for ERCP is weakening

End sl e sl ERCP for Pancreatic Sphincter Disorder: Weakening Evidence
90% -
Must include BOTH:

80% -

g 60-80%
: " o 70%)
1. Documented recurrent episodes of acute pancreatitis % 60% 1 53%
2. Other etiologies of pancreatitis excluded S 509%-
c
D
SO manometry removed. Only a small fraction have SOD (if 2 40%7
Q o/ -
any)' o 30%
o o -
& 20% i
e« 10% - No benefit No benefit
0% - ' . . .
Observational Small RCT Retrospective SHARP Trial
studies (PD stent vs none) 7-year f/u (ERCP vs sham)

THE EVIDENCE IS WEAKENING

Observational studies showed 60-80% response, but the SHARP trial (ERCP vs. sham for RAP and pancreas divisum) showed NO
benefit. In RESPOND, pancreatitis recurrence (31%) was similar to natural history. This really dampens enthusiasm for ERCP in DPSD.

Source: EImunzer BJ. ASGE Clinical Symposium, DDW 2026. Rome V: EImunzer et al. Gastroenterology 2026.



Bottom Line: When to Do ERCP, When to Wait

Rome V emphasizes minimizing harm through careful patient selection and shared decision-making

WHEN ERCP IS REASONABLE
High evidence of biliary obstruction

Typical biliary pain + elevated LFTs + biliary dilation, with no
other explanation. Sphincterotomy for SO stenosis (fibrosis)
responds well.

Medium-to-low evidence: shared decision

Thoughtful discussion of risks vs. benefits. Consider degree of LFT
elevation, duct dilation, opioid use, and somatization before
proceeding.

SO stenosis (ampullary stenosis): fibrosis/inflammation with
static obstruction. Responds very well to sphincterotomy.

WHEN TO AVOID ERCP

No objective evidence of obstruction

Typical pain but normal LFTs and normal ducts. Consider DGBD
(gallbladder disorder) algorithm first if gallbladder is present.

Unexplained RAP (iRAP / DPSD)

SHARP trial showed no benefit of ERCP over sham. Evidence has
weakened substantially. Avoid unless clear obstructive pathology.

High opioid use or somatization

RESPOND showed trends toward worse outcomes. These factors
should be part of shared decision-making.

KEY TAKEAWAY: Rome V removes HIDA scans and SO manometry as diagnostic criteria. For suspected biliary SOD, use objective evidence

(LFTs, duct dilation) and shared decision-making. For pancreatic SOD (iRAP), ERCP evidence is weak — the SHARP trial showed no benefit over
sham.

Source: Elmunzer BJ. ASGE Clinical Symposium, DDW 2026. Rome V: EImunzer et al. Gastroenterology 2026.
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Minor Papillotomy in Pancreas Divisum

Where Do We Stand After the SHARP Trial?

ASGE Symposium | DDW 2026

Evan L. Fogel, MD, MSc, FRCP(C)

Indiana University School of Medicine | Division of Gastroenterology & Hepatology

SHARP Trial: Cote GA et al. JAMA 2026;335(8):682-692

Presented at Digestive Disease Week (DDW) — May 3, 2026


https://doi.org/10.1001/jama.2026.1234
https://doi.org/10.1001/jama.2026.1234
https://doi.org/10.1001/jama.2026.1234
https://doi.org/10.1001/jama.2026.1234

Pancreas Divisum: Cause or Bystander?

The most common congenital pancreatic anomaly — but its role in pancreatitis is more complex than once thought

WHAT IS PANCREAS DIVISUM?

Most common congenital pancreatic anomaly (7-10% of
population)

Results from failure of the dorsal and ventral pancreatic buds to

fuse during development. The dorsal duct drains through the
minor papilla instead of joining the ventral duct.

Identified by MRCP, especially with secretin stimulation

Why SHARP Was Needed: Prior Evidence vs RCT Reality

SHARP Trial Py -
(RCT with sham) No significant benefit

Prior meta-analyses ~70%
(observational)

0% 20% 40% 60% 80% 100%
Reported Improvement / Benefit Rate (%)

CAUSE OR BYSTANDER?

Only 5% of people with PD develop symptomatic disease

Up to 19% of patients with recurrent acute pancreatitis (RAP)
have PD. Increased prevalence of genetic mutations (CFTR,
SPINK1, PRSS1) in PD + RAP patients.

PD is now viewed as a COFACTOR, not a direct cause. Risk
depends on genetics, minor papilla stenosis, and toxins
(smoking, alcohol).

WHY SHARP WAS NEEDED

Prior studies had: small patient numbers, variable
success definitions, short follow-up (mean 32 months),
and no sham comparison group. High-quality evidence
was lacking.

Source: Fogel EL. ASGE Symposium, DDW 2026. SHARP Trial: Cote GA et al. JAMA 2026;335(8):682-692.



Incidence of Acute Pancreatitis

The SHARP Trial: Design and Results

The first randomized sham-controlled trial of minor papillotomy for pancreas divisum

SHARP Trial: Primary Outcome (n=148) Study Design
Risk difference: -9.2%

) - P
50% - < L L s'g"'ﬁca:'..t} 8% 148 patients with pancreas divisum and unexplained RAP
_ randomized to ERCP with minor papillotomy vs sham ERCP

40%1 34.7%
30% Primary outcome:

Development of acute pancreatitis >30 days after randomization
20% -

Secondary outcomes:
10% -

AP episode frequency, chronic calcific pancreatitis, diabetes,
exocrine dysfunction

0% -
ERCP with Sham ERCP
minor papillotomy

KEY RESULTS

Minor papillotomy did NOT reduce AP incidence (34.7% vs 43.8%, not significant). No reduction in AP episode frequency, chronic
pancreatitis, diabetes, or exocrine dysfunction. Subgroup analysis found NO factors associated with treatment response.

Source: Fogel EL. ASGE Symposium, DDW 2026. SHARP Trial: Cote GA et al. JAMA 2026;335(8):682-692.



Number of Patients (or %)

SHARP: Limitations and Interpretation

The trial had important limitations that affect how we interpret its findings

180 -

SHARP: Were the Right Patients Included?

160- 148

140 -
120 -
100 -
80 -
60 -
40 -
20 -

04

82%

49
e

Total Dilated duct
randomized (>=4mm)

Santorinicele
present

>=3 AP episodes Target sample
in 2 years size reached

WERE THE RIGHT PATIENTS INCLUDED?

STRENGTHS

First RCT with sham control. 148 subjects (largest PD series
ever). Meticulous screening with EUS. Median follow-up 34
months.

KEY LIMITATIONS

Only 82% of target enrolled (funding, COVID). Patients had
infrequent attacks (mean 3 episodes in 54 years). Few with
obstructive features. Selection bias: sicker patients likely

Mean duct diameter was only 2.2 mm (very small). Only 21/148 had dilated ducts and 18/148 had a Santorinicele. Patients with clear obstruction

may have been treated outside the trial. Subgroups with obstructive features trended toward benefit but lacked statistical power.

Source: Fogel EL. ASGE Symposium, DDW 2026. SHARP Trial: Cote GA et al. JAMA 2026;335(8):682-692.




Bottom Line: What to Do After SHARP

SHARP changed practice — but did not eliminate the role of minor papillotomy entirely

DO NOT OFFER MIES STILL CONSIDER MIES
Infrequent attacks After thorough discussion with disclosure of uncertainty:
Patients with rare, scattered attacks over many years (like SHARP Dilated dorsal duct (>4mm)

enrollees: mean 3 episodes in 54 years). o
Santorinicele present

Small, non-dilated ducts High-frequency attacks with no other non-surgical options
Mean duct diameter <4mm without obstructive features.

Case example: 43yo man, 22 AP attacks in 8 years, PD with
Instead: offer genetic evaluation (CFTR, SPINK1, PRSS1) and Santorinicele. After MIES: 0 admissions in 4 years.
counsel on risk factors.

KEY TAKEAWAY: SHARP showed no benefit of minor papillotomy for PD with RAP overall. But patients with infrequent attacks and small ducts

should not be offered MIES. Those with dilated ducts, Santorinicele, or high-frequency attacks may still benefit — with shared decision-
making and disclosure of uncertainty.

Source: Fogel EL. ASGE Symposium, DDW 2026. SHARP Trial: Cote GA et al. JAMA 2026;335(8):682-692.
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30-Day Survival (%)

VISUAL ABSTRACT | DDW 2026

Shock Phenotype Alters Survival Across ERCP Timing Windows

in Tokyo Grade lll Cholangitis

Aloysius M et al. SUNY Upstate Medical University | DDW 2026

30-Day Survival by ERCP Timing and Shock Phenotype
Tokyo Grade Ill cholangitis, propensity-matched cohorts (TriNetX Global Network)

100% -
HR 2.17
(1.86-2.54) HR 1.76
95% - p<0.001 (1.48-2.09)
p<0.001
89.98% HR 1.65
90% - o (1.39-1.97)
S p<0.001
85% - 83.26%
80% -
75% -
Il Shock (vasopressor-dependent)
I Non-shock (organ dysfunction)
70% d I

24-48Ihours >48 Ilwours

<24 II'10urs

Source: Aloysius M et al. DDW 2026. TriNetX Global Network, propensity-matched cohorts.

KEY NUMBERS

~ (1)
10%
Lower survival with shock
across all timing windows

HR 2.17

Mortality risk with shock
(<24h ERCP, p<0.001)

5,476

Matched patients
(<24h cohort, largest)

p<0.001 in all 3 timing windows




CLINICAL TAKEAWAY

The Clock Matters, But Physiology Matters More

In Tokyo Grade Ill cholangitis, shock is the dominant mortality signal — stabilize first, drain within 24-48 hours

TWO DISTINCT PHENOTYPES WITHIN GRADE 11l TIMING STRATEGY FOR SHOCK PATIENTS
Shock phenotype First 24 hours: Stabilize
No survival difference between <24h and 24-48h ERCP (HR 1.045,
Septic shock requiring vasopressors. Systemic circulatory collapse p=0.76). Use this window for hemodynamic correction,
with organ hypoperfusion. ERCP performed in fundamentally oxygenation, and antibiotics.

different physiologic state.

Beyond 48 hours: Dangerous

Delaying ERCP beyond 48 hours significantly worsens mortality
(HR 1.47, p=0.046). Source control still matters — do not delay
drainage beyond 2 days.

Non-shock phenotype

Severe organ dysfunction without shock. Infection is more
localized. Early ERCP can address the source more effectively.
Optimal window: 24-48 hours after vasopressor initiation

Stabilize aggressively. Deliver timely drainage within 24-48 hours. Interpret timing through the lens of physiology, not as a generic

clock from admission.

Source: Aloysius M et al. DDW 2026. TriNetX Global Network, propensity-matched cohorts.



VISUAL ABSTRACT | DDW 2026
Prophylactic Antibiotics for Post-ERCP Cholangitis
First North American RCT | 282 patients [ 1:1 randomized

Primary Outcome: No Significant Difference KEY NUMBERS

59 - 1.77%

=

(o]

I

o Risk difference: -2.00% Overall cholangitis rate after successful drainage

un 4% - (95% Cl: -5.02 to +1.01) NOT significant

= < >

= 2.74%

i P= NS

< 0f - . e .

O 2% No significant difference between groups

o

% 1% - 0.74%

! (V)

5 o0 NN 3 (2.2%)

e Antibiotics No Antibiotics Antibiotic adverse events (diarrhea, rash)
(n=136) (n=146)

STUDY DESIGN

Therapeutic ERCP with confirmed complete biliary decompression, then 1:1 randomization to ceftriaxone IV + levofloxacin oral x3 days vs no
antibiotics. Excluded: active cholangitis, PSC, immunosuppression, prior antibiotics within 7 days. Primary outcome: definite cholangitis within 7
days (Tokyo Guidelines TG13).

Source: Le K, Cruz Grave E, et al. Keck Medicine of USC. DDW 2026.



CLINICAL TAKEAWAY

Skip the Antibiotics After Successful ERCP Drainage

In low-risk patients with complete biliary decompression, prophylactic antibiotics do not reduce post-ERCP cholangitis

WHO THIS APPLIES TO HIGH-RISK PATIENTS (NOT STUDIED)

Standard therapeutic ERCP patients: These patients were excluded and should still receive antibiotics
per ASGE guidelines:
- Bile duct stones

- Biliary obstruction - Active cholangitis or suspected infection
- Biliary leak - PSC or multifocal biliary strictures

- Hilar tumor or obstruction

- Immunosuppression or neutropenia

- Incomplete biliary drainage

- Recent antibiotics or prior ERCP

With complete biliary decompression achieved and no high-risk
features present.

Cholangitis rate is only ~2% without antibiotics

Routine prophylactic antibiotics are not indicated when complete biliary drainage is achieved in low-risk patients. This aligns with ASGE

guidelines and avoids unnecessary antibiotic exposure, adverse events, and resistance.

Limitations: Study terminated early (282 of 452 target) due to inadequate accrual and funding expiration. Small event rate limits power. Single-center design (USC / LA
General).

Source: Le K, Cruz Grave E, et al. Keck Medicine of USC. DDW 2026.
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VISUAL ABSTRACT | DDW 2026

Non-Obstructive Biliary Dilation Leads to Unnecessary ERCP

Johns Hopkins | 159 ERCPs after imaging-negative biliary dilation | Retrospective cohort 2010-2024

Negative ERCP Is Not Benign
Complication rates after imaging-negative biliary dilation
16% -

14% - p=0.031

0,
129 11.8%

p=0.112
9.8%

10% - p=0.212
8% | 7.8%
6% -
4% 2.8%

2% -

0% - g g
Any ERCP Post-ERCP

30-Day
Complication Pancreatitis

Readmission

STUDY FLOW

2,386 admissions with suspected choledocholithiasis = 647 with biliary dilation - 209
image-negative - 159 ERCPs - 51 non-obstructive (32%)

Source: Kamal A, Chandrashekar A, et al. Johns Hopkins Medical Institutions. DDW 2026.

KEY NUMBERS

1in3

ERCPs found no obstructive pathology

11.8% vs 2.8%

Complication rate: non-obstructive vs obstructive

CCB use

Novel predictor of ductal dilation (p=0.048)

Prior cholecystectomy also independently predicted larger
CBD diameter (p=0.034)




CLINICAL TAKEAWAY

Not All Dilated Bile Ducts Need ERCP

One-third of ERCPs for imaging-negative biliary dilation found no obstruction — and these patients had 4x higher
complication rates

WHY DUCTS DILATE WITHOUT OBSTRUCTION CLINICAL DECISION-MAKING

Independent predictors of CBD diameter: Before sending a dilated duct to ERCP:

- Prior cholecystectomy (p=0.034)

Most stable predictor of larger CBD - Check for prior cholecystectomy
- Review medication list (CCBs, opioids)
- Calcium channel blocker use (p=0.048) - Correlate with LFTs and bilirubin
Novel, hypothesis-generating signal - Consider MRCP/EUS first if intermediate risk

- Use ASGE risk stratification, not duct size alone

Other factors: age, opioid use, BMI, fasting status

Lower bilirubin and ALP predict non-obstructive pathology

Clinical context, not duct size alone, should guide ERCP use. Unnecessary ERCPs carry 4x higher complication rates and contribute to over

$200M in annual PEP-related costs. The best way to prevent PEP is to not do unnecessary ERCPs.

Limitations: Retrospective, single-center design. ERCP cannot exclude passed stones or microlithiasis. Small non-obstructive subgroup (n=51). Opioids not found to cause
dilation despite prior work.

Source: Kamal A, Chandrashekar A, et al. Johns Hopkins Medical Institutions. DDW 2026.



PEP Incidence (%)

VISUAL ABSTRACT | DDW 2026

FLUYT-2: PD Stent + NSAIDs for PEP Prevention

Dutch Pancreatitis Study Group | Multicentre prospective study | 537 patients with unintentional PD cannulation

PD Stent + NSAIDs Superior to NSAIDs Alone
After unintentional pancreatic duct cannulation

) 34% relative reduction
25% - p=0.034 | NNT=14

20% -

13.1%

15% -
10% -

5% -

NSAIDs + PD Stent
(FLUYT-2, n=275)

0% - g
NSAIDs Alone
(FLUYT-1, n=262)

STUDY DESIGN

FLUYT-1 prohibited PD stents after unintentional cannulation (n=262, 19.8% PEP). FLUYT-2
added prophylactic PD stent + NSAIDs (n=275). Unintentional cannulation = guidewire or
swing-to-toe, not contrast only.

Source: de Jong MJP, et al. Dutch Pancreatitis Study Group. DDW 2026.

KEY NUMBERS

19.8% to 13.1%

PEP rate reduced with PD stent addition

NNT =14

Number needed to treat to prevent one PEP

~10%

Baseline PEP incidence after ERCP

Milder PEP severity with stent (Cotton criteria, p=0.022). No
increase in bleeding, cholangitis, or hospital stay.




CLINICAL TAKEAWAY

Place a PD Stent After the First Unintentional Cannulation

When the pancreatic duct is accidentally cannulated during ERCP, adding a stent to NSAIDs cuts PEP by one-third

THE PROBLEM THE SOLUTION
Unintentional PD cannulation during ERCP: After first unintentional PD cannulation:
- Nearly 20% develop PEP with NSAIDs alone - Place a prophylactic PD stent
- Cannulation trauma causes papillary edema - Stent spec: 5 Fr, 5 cm, single pigtail
- Blocks pancreatic juice outflow - Combine with rectal NSAIDs (100mg indomethacin or
- Triggers inflammatory cascade diclofenac)
- NSAIDs alone do not fully protect this group - Confirm stent migration at 7-10 days (abdominal X-ray)
- Remove by gastroscopy if not passed by 2.5 weeks
FLUYT-1 showed hydration adds no benefit on top of NSAIDs :iggt:;[cis::nts: UICLCIC L L G e L A A

PD stent + NSAIDs reduced PEP from 19.8% to 13.1% (p=0.034, NNT=14) after unintentional PD cannulation, with no increase in bleeding,

cholangitis, or hospital stay. This is the first prospective multicentre evidence supporting combined prophylaxis.

Limitations: Not a randomized trial (additional arm of FLUYT-1). Historical comparison with FLUYT-1 control group. Stent placement success not guaranteed in all anatomy.

Source: de Jong MJP, et al. Dutch Pancreatitis Study Group. DDW 2026.



Clinical Cure Rate (%)

VISUAL ABSTRACT |

DDW 2026

COBRA Trial: 1 Day of Antibiotics Is Enough for Cholangitis

Dutch Pancreatitis Study Group | 31 centres | 410 patients | Non-inferiority RCT

100% -

98% -

96% -

94% -

92% -

90% -

88% -

86% -

Primary Outcome: Non-Inferior
Clinical cure by day 14

Risk diff: +1.4%
95% Cl lower: -1.2%

Margin: -7.5% - NON-INFERIOR

95.1%

1 Day
(n=205)

STUDY DESIGN
Patients with acute cholangitis + adequate biliary drainage + fever resolution within 24h after ERCP.

Randomized 1:1 to 1-day vs 4-7 days antibiotics. Blinded adjudication. Primary outcome: clinical cure
(symptom-free by day 14, no relapse/death by day 30). Follow-up: 90 days.

93.7%

4-7 Days
(n=205)

Rate (%)

Secondary Outcomes
Fewer antibiotic AEs

20% -
I 1 Day
17% - |Emm 4-7 Days

15% -
12% -
10.4%
10% -
8.0%
7% -
5% -
2% -
1.0%
0%
0% - ' - 0%
Relapse Mortality
(day 90) (day 90)

Source: Overdevest AG, et al. Amsterdam UMC / Dutch Pancreatitis Study Group. DDW 2026.

16.6%

AB-Related
AEs (day 14)

KEY NUMBERS

95.1% vs 93.7%

Clinical cure: 1-day vs 4-7 days

NON-INFERIOR

Cl lower limit -1.2% vs margin -7.5%

8.3% vs 16.6%

Antibiotic-related adverse events (1-day vs 4-7d)

1 day vs 5 days total antibiotic exposure (p<0.001)




CLINICAL TAKEAWAY

Stop Antibiotics at 24 Hours After Successful Drainage

For acute cholangitis with adequate biliary drainage and fever resolution within 24h, 1 day of antibiotics is non-inferior

to 4-7 days

WHO QUALIFIES FOR 1-DAY COURSE WHY SHORTER IS BETTER

All criteria must be met: Benefits of 1-day vs 4-7 day course:

- Acute cholangitis with distal obstruction - Half the antibiotic-related adverse events

- Adequate endoscopic biliary drainage achieved (8.3% vs 16.6%, p=0.002)

- Fever resolution within 24 hours after ERCP - 4 fewer days of antibiotic exposure

- No other infections requiring antibiotics - No difference in relapse or mortality

- No immunosuppression or neutropenia - No difference in hospital stay
- Supports WHO antimicrobial stewardship

Non-inferiority maintained across all subgroups Tokyo Guidelines currently recommend 4-7 days — this trial challenges
that

After adequate biliary drainage with fever resolution within 24h, 1 day of antibiotics is sufficient and should become the standard of care. This

reduces antibiotic exposure, adverse events, and resistance pressure without compromising outcomes.

Limitations: Open-label design (blinded outcome adjudication). Excluded Pseudomonas, S. aureus, Candida bloodstream infections. Distal obstructions only. Fever resolution
required — may not apply to slow responders.

Source: Overdevest AG, et al. Amsterdam UMC / Dutch Pancreatitis Study Group. DDW 2026.
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Pancreatitis



DDW 2026 | CONTROVERSIES IN PANCREATOLOGY

GLP-1 Agonists and Pancreatic Safety:
A Clinical Debate

Can GLP-1 receptor agonists be safely used in patients with a history of pancreatitis and those with risk
factors for pancreatic cancer?

PRO: SAFE TO USE CON: CAUTION NEEDED
Vikesh K. Singh, MD, MSc Gabriele Capurso, MD, PhD
Johns Hopkins Medical Institutions IRCCS San Raffaele, Milano

8 major RCTs show no increased AP risk No safety data in high-risk patients



Acute Pancreatitis Rate (%)

PRO ARGUMENT | EVIDENCE FOR SAFETY

8 Major RCTs: No Increased Pancreatitis Risk

Across cardiovascular and obesity outcomes trials, GLP-1 RAs showed no significant difference in acute pancreatitis vs placebo

KEY POINTS
8 Major RCTs: No Significant Difference in AP Events

GLP-1 RA vs Placebo — All p-values NS LEADER Trial
1.0% -
EEE GLP-1RA GLP-1 RA may be PROTECTIVE in patients with prior AP
B Placebo (1.4% vs 5.0% recurrent AP)
0.8% -
0.73
0.6% - 0.55 Pancreatic Cancer
0.49
0.39 60 studies, ~¥5M patients: no increased PDAC risk. May
0.4% - e 0.34 L . ) .
o0 0.33 0. be protective in obese diabetics with long-term use
0.26
0.23
0.2% - 0.16 019 0.16 0.16
0.06 - Enzyme Elevations
0.0% - g g g g g d g |
ELIXA LEADER SUSTAIN-6 EXSCEL PIONEER 6 STEP1  SURMOUNT-1  SELECT Asymptomatic lipase/amylase rises reflect acinar
(2015) (2016) (2016) (2017) (2019) (2021) (2022) (2023)

hypertrophy and zymogen production, not pancreatitis

Source: Singh VK. Johns Hopkins. DDW 2026. Data from ELIXA, LEADER, SUSTAIN-6, EXSCEL, PIONEER 6, STEP 1, SURMOUNT-1, SELECT.



CON ARGUMENT | REASONS FOR CAUTION

4 Mechanisms of Potential Pancreatic Harm

Animal models and human autopsy data raise concerns about proliferative effects on the pancreas

1. DUCTAL CELL PROLIFERATION

GLP-1R activation drives ductal cell hypertrophy in KPC mice (Gier
et al. 2012). Human autopsy: incretin-treated diabetics showed
increased PanIN 1-2 lesions and Ki-67 proliferation vs other
treatments (Butler et al. 2013).

2. STELLATE CELL ACTIVATION

GLP-1R expressed on pancreatic stellate cells. Liraglutide
activates MAPK signaling and induces PSC proliferation, triggering
fibroinflammatory response shared between chronic pancreatitis
and PDAC (Nakamura et al. 2014).

3. CCK & SECRETIN AMPLIFICATION

Delayed gastric emptying leads to prolonged duodenal nutrient
exposure, upregulating CCK and secretin release, potentially
overstimulating pancreatic acini — a mechanism independent of
weight loss.

4. GALLSTONE & BILIARY RISK

GLP-1 RAs inhibit gallbladder contractility, causing bile stasis and
gallstones (RR 2.29 for biliary disease, He et al. 2022). Gallstone
pancreatitis is the most common AP trigger — an indirect but
clinically relevant pathway.

Source: Capurso G. IRCCS San Raffaele, Milano. DDW 2026. References: Gier et al. Diabetes 2012; Butler et al. Diabetes 2013; Nakamura et al. Lab Invest 2014; He et al. JAMA Intern Med 2022.




KEY CONTROVERSY | RISK STRATIFICATION

Who Is Actually At Risk?

All major RCTs excluded patients with prior pancreatitis — the safety data gap is the core of this debate

Risk Factors for AP in GLP-1 Users HIGH-RISK PATIENTS
Retrospective cohort, n=2,245 (Postlethwaite et al. 2025)

e Prior AP history: 4.8x increased risk
fI\EI)c;tr(I)er; - Reference o Gagstone disease: 2.9x
e Tobacco use: 2.4x
e Prior biliary AP: risk increases with dose/duration
Tobacco

LOW-RISK PATIENTS

appear safe and may even be protective.
Prior AP

X

disease - General diabetic population (OR ~2 for PDAC): GLP-1 RAs
_ 4.8

history

5 6
‘ _ NO DATA: IPMNs, BRCA2 carriers, surveillance patients
Adjusted Odds Ratio

All major GLP-1 RA trials (LEADER, SUSTAIN-6, REWIND, PIONEER, SELECT) excluded patients with prior pancreatitis. "Absence of evidence does not equal

evidence of absence."

Source: Capurso G (San Raffaele) & Singh VK (Johns Hopkins). DDW 2026. Cohort data: Postlethwaite et al. Pancreatology 2025.



UNDERSTANDING THE SIGNALS | ENZYMES & IMAGING

Asymptomatic Lipase Elevation: Not What It Seems

Both sides agree: enzyme elevations on GLP-1 RAs are common but do not equal pancreatitis. The debate is about interpretation.

WHAT WE KNOW

Baseline enzyme elevations:

e ~25% of T2DM patients have elevated lipase/amylase at
baseline (before any GLP-1)

* 16.6% had lipase >ULN, 1.2% >3x ULN

e Elevations are common in diabetes itself

On GLP-1 RA therapy:

e Lipase rises progressively (SUSTAIN-6 data)

e Pancreatic tail enlargement in 60% of asymptomatic
hyperlipasemia

* 30% show >=10% pancreatic volume increase

¢ NO imaging or clinical pancreatitis in these patients

WHAT IT MEANS

PRO interpretation (Singh):

e Acinar hypertrophy from increased zymogen granule
production

e NOT hyperplasia (no DNA-driven cell division)

¢ Adaptive remodeling, not inflammation

e EM confirms: no ER dilation, no necrosis

e Different from caerulein-induced pancreatitis

CON interpretation (Capurso):

¢ PanIN 1-2 lesions express GLP-1R (25% of cases)

e Autopsy data: more PanINs in incretin-treated diabetics
e PanlNs are precursors to pancreatic cancer

¢ Long latency of carcinogenesis = long-term data needed

Source: Singh VK & Capurso G. DDW 2026. Data: Steinberg WM et al. Pancreas 2014; Li J et al. (Johns Hopkins); Butler et al. Diabetes 2013; Waser et al. Modern Pathology 2015.




CLINICAL TAKEAWAY | BALANCED APPROACH

A Risk-Stratified Approach to GLP-1 RAs

Both sides agree GLP-1 RAs are safe in the general diabetic population — the debate is about specific high-risk subgroups

SAFE TO USE

General T2DM patients:

e No prior pancreatitis

* No active gallstone disease

* No genetic cancer syndromes
e Standard diabetic population

Evidence: 8 RCTs, “5M patients in cancer meta-analysis, LEADER trial
suggests possible protection

USE WITH CAUTION

Higher-risk patients:

e Prior AP history (4.8x risk)

e Gallstone disease (2.9x risk)

e Active smokers (2.4x risk)

e Consider cholecystectomy first in biliary AP

Risk increases with dose, duration, and weight loss. RCTs excluded
these patients — no prospective data.

AVOID until data available: IPMNs with worrisome features/high-risk stigmata, BRCA2 carriers, patients under pancreatic cancer surveillance.

Source: Capurso G (San Raffaele) & Singh VK (Johns Hopkins). DDW 2026 Controversies in Pancreatology.




RANDOMIZED CLINICAL TRIAL

Normal Saline or Lactated Ringer's Solution in
Acute Pancreatitis Resuscitation



Why compare the two fluids?

Biological rationale

Lactate has an anti-inflammatory
effect, suggesting Lactated
Ringer's (LR) may blunt the
inflammatory cascade in acute
pancreatitis.

Weak evidence base

The 2017 pilot randomized only
40 patients — insufficient
statistical power, and individual
studies since have conflicted.

Question: does LR actually improve clinically relevant outcomes?

de-Madaria et al., UEG Journal 2017 - Zhou et al., Pancreatology 2021

Guidelines ran ahead

Meta-analyses hint at better
outcomes with LR, and many
guidelines already recommend it
over normal saline (NS).



Trial design and population

e International, randomized, multicenter, open-label, parallel-group

superiority trial 1,323

e Included: adults with acute pancreatitis, within 24 h of pain onset assessed for eligibility
and 8 h of diagnosis

. Excluded: moderate/severe disease at onset, heart failure, 801
decompensated cirrhosis, electrolyte disturbance, fluid overload,

. . Randomized (Based on Center, SIRS,
chronic or recurrent pancreatitis

hypovolemia)

e Moderate fluid therapy (WATERFALL protocol): 1.5 ml/kg/h, plus a

10 ml/kg bolus if hypovolemic 399 / 389

e  Primary outcome: moderate or severe pancreatitis (revised

o analyzed: LR / NS
Atlanta criteria)

Groups were well balanced at baseline (age

e  Secondary outcome: Relevant efficacy and safety outcomes 54.vs 55, gallstone etiology 64% vs 61%).

Enrolment June 2023 — August 2024 - 47 centers - 18 countries



Efficacy: inflammation down, outcomes unchanged

M Lactated Ringer's

B Normal saline

lo}e)

% of patients

Percentages: LR vs NS. Adjusted relative risk (95% Cl)

What it shows

LR clearly reduced inflammation:
SIRS at 24 h (RR 1.52) and 48 h
(RR 1.50), and CRP above median
(RR 1.19), all favoring LR.

But the primary outcome was flat
— 23% vs 24%, RR 1.11 (0.87-
1.42) — and organ failure, death
and hospital stay were
unchanged.



Safety: a modest edge for Lactated Ringer's

M Lactated Ringer's  ® Normal saline

©
o

©
o

~
o

(o2}
o

[$)]
o

N
o

% of patients

w
o

N
o

10

Acute kidney injury Hyperchloremia 48  Acidosis 24 h
24 h h

Percentages: LR vs NS. Adjusted relative risk (95% Cl)

Hyperchloremic
acidosis 24 h

Any safety event

What it shows

Normal saline caused more
hyperchloremia (RR 1.45),
acidosis (RR 1.60) and
hyperchloremic acidosis (RR
2.29).

Acute kidney injury at 24 h was
also less frequent with LR (RR
1.54 favoring LR). No excess
hyperkalemia or fluid overload.



Conclusions

Lactated Ringer's solution has genuine anti-inflammatory properties.

That reduction in inflammation is not enough to improve clinically relevant efficacy outcomes.

On safety, LR carries a lower risk of early acute kidney injury, hyperchloremia and acidosis — real but
minor advantages.

This should change guidelines that recommend LR for its presumed efficacy benefit.

WATERLAND randomized clinical trial - 801 patients, 47 centers, 18 countries




DDW 2026 | UPDATE ON THERAPEUTICS IN PANCREATITIS

Immune-Checkpoint Inhibitor

Mediated Pancreatic Injury:

When and How to Treat?

Most ICI pancreatic injury is asymptomatic enzyme elevation, not pancreatitis. The challenge is identifying the small
subset who truly need treatment.

Suresh T. Chari, MD

Professor of Medicine | Department of Gastroenterology, Hepatology & Nutrition | The University of Texas MD Anderson Cancer

Center
AGA Institute Council, Pancreatic Disorders Section



Incidence of ICl Pancreatic Injury (%)

EPIDEMIOLOGY & PHENOTYPES

How Common Is It? Who Gets It?

Incidence ranges from 0.6-4% across regimens, with two-thirds presenting as asymptomatic enzyme elevation

ICl Pancreatic Injury Incidence by Regimen Two Presentations of ICI Pancreatic Injury
Highest risk with combination therapy Most patients are asymptomatic
Anticipate in
12% - combination regimens
~10%

10% - Clinical acute
80z pancreatitis (~1/3 of cases)
6%_ 67%

~4Y%
4% - . 33%
Asymptomatic enzyme

2% - ~1% elevation (~2/3 of cases)

|
0% - 1 1 1

PD-1/PD-L1 CTLA-4 Combination
monotherapy monotherapy (CTLA-4 + PD-1)

KEY POINTS

e Median onset ~3 months after ICl initiation e Higher incidence in melanoma vs non-melanoma (2.4% vs 1.6%)
e Prior pancreatitis is a risk factor (p=0.013) e A third phenotype: exocrine/endocrine insufficiency (late, under-recognized)

Source: Chari ST. DDW 2026. Data: Abu-Sbeih H et al. J Immunother Cancer 2019; George J et al. Pancreatology 2019; Friedman CF et al. JNCI 2017; Thomas et al. Gastro Hep Advances 2024.



THE CORE PROBLEM | GUIDELINE GAPS

Lipase Levels Do Not Predict Severity

Existing oncology guidelines misclassify severity based on lipase magnitude alone, leading to unnecessary treatment

"The height of lipase does not predict severity, recurrence risk, structural injury, diabetes, or oncologic outcome."

1

Use revised Atlanta, not CTCAE

Atlanta grades severity by organ
failure and local complications, not
enzyme magnitude. Most ICIP is mild
by Atlanta even when CTCAE labels it
"severe."

2

Collapse the strata above 3x ULN

Above 3x ULN, higher peaks and
biochemical relapses do not change
outcomes. Avoid admission, IV fluids,
and steroids for asymptomatic enzyme
elevation alone.

3

Steroids do not prevent damage

Early glucocorticoids do not preserve
pancreatic volume or endocrine
function. Reserve steroids for 1gG4-
positive disease or severe symptoms
with strong immune-mediated signal.

Source: Chari ST. DDW 2026. References: Thomas AS et al

. (MD Anderson cohorts); Banks PA et al. Gut 2013 (revised Atlanta); NCCN Guidelines v1.2026.




HOW TO TREAT | BEDSIDE ALGORITHM

A Practical Management Approach

Based on NCCN v1.2026 and revised Atlanta criteria — most patients need no treatment

ASYMPTOMATIC LIPASE ELEVATION

¢ Continue ICI therapy

¢ Do NOT admit, no steroids, no serial enzyme follow-up

¢ No imaging (CT/MRCP) needed

¢ Investigate alternative causes if symptoms develop

e Monitor glucose/HbA1lc; fecal elastase only if steatorrhea

MILD SYMPTOMATIC AP (Atlanta)

¢ Hold ICI until pain resolves

¢ Gl consult, IV fluids, analgesia

e Early enteral nutrition

¢ No routine steroids (self-limiting)

¢ Re-image only if not improving

e Resume ICl after recovery (usually safe)

MODERATE / SEVERE AP (Atlanta)

® Permanently discontinue ICI

e Inpatient care (often ICU)

e Revised Atlanta-guided supportive therapy

e Steroids only if strong immune-mediated signal or IgG4+
e Extremely rare in clinical practice

RESTARTING ICI (IMMUNO-C, v1.2026)

¢ Consider resumption for grade <3 if no active pancreatitis

e Consult pancreatic specialist first

e Switch combination - PD-1/PD-L1 monotherapy

e Counsel on relapse risk

e Permanently discontinue only for G4 / necrotizing / recurrent

Source: Chari ST. DDW 2026. Synthesis from NCCN v1.2026 + revised Atlanta (Banks 2013) + Thomas AS et al. (MD Anderson cohorts).




SUMMARY | TAKE-HOME MESSAGES

Key Points for Clinical Practice

1 Most ICl pancreatic injury is asymptomatic enzyme elevation, not pancreatitis. Continue ICI, evaluate for alternative causes,
avoid admission and steroids.

2 Diagnose pancreatitis with the 2-of-3 rule and grade severity by revised Atlanta. CTCAE / lipase magnitude alone overcalls
severity and drives low-value care.

3 NCCN v1.2026 has tightened the algorithm and removed routine G3 steroids. New: IgG4 testing, explicit inpatient care for
G4, refined hold-vs-discontinue logic.

4 IgG4-positive ICIP is a distinct, steroid-responsive phenotype. Manage on the AIP pathway (prednisone 0.6-1 mg/kg/day
with taper). The rest of ICIP is supportive care.

5 Discontinue ICI permanently only for severe / complicated / recurrent disease. Most patients can resume — usually as PD-
1/PD-L1 monotherapy — after recovery.

Source: Chari ST. MD Anderson Cancer Center. DDW 2026. NCCN Guidelines v1.2026 (Oct 2025); Schneider BJ et al. JCO 2021; Abu-Sbeih H et al. J Immunother Cancer 2019.



Questions?

Kshitij Thakur MD, MSc, FACP
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