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Why does Acute Cholangitis matter in PSC?

• Frequent
– 30-40% of people with PSC experience this complication during the disease course
– 6% at diagnosis of PSC
– Most common PSC-related clinical event in recent SIM trial (13% over 23 months)

• Negative impact on quality of life
• Risk of biliary sepsis

– Mortality rates for episodes of bacterial cholangitis (general lit.) range from 5% to 15% 
• Recurrent cholangitis may play a role in progression of PSC
• Recurrent cholangitis can be primary indication for liver transplant 

• Yet: poorly defined – not accepted as hard clinical endpoint in studies

EASL CPG, J Hepatol 2022
AASLD PG, Hepatology 2023



Aims of the Acute Cholangitis working group

• Clear definition and grading system for acute cholangitis in PSC
• Establish acute cholangitis as a recognized endpoint in clinical trials
• Understand the impact of acute cholangitis on patient outcomes



Hopefully more to join – welcome!
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Aims of the Acute Cholangitis working group

• Clear definition and grading system for acute cholangitis in PSC
• Establish acute cholangitis as a recognized endpoint in clinical trials
• Understand the impact of acutel cholangitis on patient outcomes



Recent efforts in defining acute cholangitis

AASLD, Hepatology 2022

IPSCSG, Gastro 2021

EASL, J Hepatol 2022



Classifying and grading acute cholangitis
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Heatmap of acute cholangitis
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Simplified heatmap of acute cholangitis
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Symptoms/Labs/Imaging/Treatment (SPLIT) 
Cholangitis Score © Chris Bowlus

Domain Item Criteria
Symptom/Sign

RUQ Pain New or worsening
Pruritus New or worsening
Fatigue New or worsening
Fever T > 38C or <36C
Tachycardia HR > 90 beats/min
Respiration > 20 breaths/min or CO2 < 32 mmHg
Hypotension
…

Labs
WBC
ALP
T Bili
…

Imaging
New biliary dilation
Liver abscess
DWI, gadoxate…

Treatment
ERCP Findings Pus on ERCP
ERCP Response Improvement in liver tests with 48 hours after ERCP
Antibiotic Response Improvement in liver tests with 48 hours after starting 



Diagnosis of IgG4-related Cholangitis
- HISORt Criteria -

Ghazale et al., Gastroenterology 2008;134:706
EASL Clinical Practice Guidelines J Hepatol 2009; 51: 237-67

UEG Guidelines - Loehr et al., United European Gastroenterology Journal 2020; 8: 637–666

Biliary strictures: intrahepatic, proximal and/or distal extrahepatic 

Previous pancreatic /
biliary resection or core 
biopsy of pancreas (EUS)
showing diagnostic 
features of AIP / IAC

Definite IAC 

A
Classical imaging 
findings of AIP
+
Elevated serum IgG4

B C
Two or more of following: 
• Elevated serum IgG4
• Suggestive pancreatic imaging
• Other organ involvement
• Bile duct / ampullary biopsy 

with > 10 IgG4-pos. cells/HPF

Probable IAC

Improvement after
4 wks of steroid Rx
• Strictures - stent removal
• Liver enzymes < 2 x ULN
• Serum IgG4, CA 19-9



Heatmap of acute cholangitis - hypothetical trial
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Acute Cholangitis working group – next stepts

• Move forward with clinical definition subgroup over summer
– European and US experts (3-4 x 2)
– More granular definition (beyond Tokyo and Wannhoff), discussion of case examples
– Integrate experience from adjudication committees (clinical trials) – industry input

• Integrate data form patient experience subgroup





Thank you for
your attention! 

michael.trauner@meduniwien.ac.at



Backup slides



Kiriyama et al., J Hepatobiliary Pancreat Sci 2018



Wannhoff criteria of superimposed bacterial
cholangitis

Wannhoff et al., Clin Gastro Hepatol 2015



Wannhoff criteria of superimposed bacterial
cholangitis

• If the SINGLE criterion was met, no further requirements had to be fulfilled 
for the diagnosis of cholangitis

• In all other cases: 
– presence of at least ONE of the MAIN criteria, indicating inflammation
– AND at east TWO MINOR criteria were mandatory for the diagnosis of cholangitis

• Minor criteria were chosen to differentiate between cholangitis-induced 
increase in inflammation markers and increase due to other causes

Wannhoff et al., Clin Gastro Hepatol 2015
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