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Herausforderungen bei PSC

• Pathomechanismen unklar (multifaktoriell?)
• Heterogenes KH-Bild (Sub-Entitäten?)
• Keine effektive medikamentöse Therapie
• Malignomrisiko (Präcancerose)
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Pathogenese & Verlauf: Neue Aspekte

• IgG4-mediierte Immunmechanismen?
– In bis zu 9% bei PSC erhöht 11

• Transporter Gen-Polymorphismen?
– MDR3/OSTα: Suszeptibilität & Progression 2

– CFTR: sogar Schutz? 3

• Progression Small Duct – Large Duct PSC
– Häufiger als vermutet (23% /  x J) 4

1: 1: Mendes et al., Mendes et al., Am J Am J GastroGastro 2006; 101: 20702006; 101: 2070
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PSC: Pathomechanismen - Rx

• Immunologisch
• „Gut-derived“
• Vaskulär
• Toxische Galle

Immunsuppressiva
Rx d. CED, ABx
Angiogenese?
UDCA?
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ReviewedReviewed inin:: PuslPusl & Beuers, & Beuers, WJGWJG 2006; 12: 34872006; 12: 3487
Paumgartner & Paumgartner & PuslPusl, , ClinClin Liver Dis Liver Dis 2008; 12: 53 2008; 12: 53 



High-dose UDCA in PSC

• Pilot study promising (30 mg/kg/d, 2 y)11

– Biochemistry, Mayo risk score improved

• Recent RCT (28-30 mg/kg/d, 3 y) negative 22

– 76 vs. 74 pts

– Biochemistry improved
– Varices, histological progression RR x 2.2

– Death, transplant RR x 3.3

1: 1: CullenCullen et al., et al., J J HepatolHepatol 2008; 48: 7922008; 48: 792
2: 2: LindorLindor et al., et al., Hepatology Hepatology 20092009; in press (online); in press (online)
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• The limited data base does not yet allow does not yet allow 
a specific recommendation for the recommendation for the 
general use of UDCAgeneral use of UDCA in PSC.

• Currently there is suggestive but limited 
evidence for the use of UDCA for UDCA for 
chemopreventionchemoprevention of colorectal cancer in 
PSC (…particularly highhigh --risk groupsrisk groups …).

•• Corticosteroids and other Corticosteroids and other immunoimmuno --
suppressants are not indicatedsuppressants are not indicated for 
treatment of PSC.

EASL Clinical Practice Guidelines

Journal ofJournal of Hepatology Hepatology 20092009; in press; in press
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Stiehl et. al., Stiehl et. al., J J HepatolHepatol 1997; 26: 5601997; 26: 560



Endoscopic Treatment (Combined with UDCA) 
Improves Survival of Patients with PSC

BaluyutBaluyut et al., et al., GastrointestGastrointest EndoscEndosc 2001; 53: 308 2001; 53: 308 
Stiehl et. al., Stiehl et. al., J J HepatolHepatol 2002; 36: 1512002; 36: 151



•• Dominant bile duct stricturesDominant bile duct strictures with significant 
cholestasis should be treated with biliarybiliary
dilatation.dilatation.

• Biliary stent insertionstent insertion should be reservedreserved for 
cases where stricture dilatation is unsatisfactory. 

•• Prophylactic antibioticProphylactic antibiotic coverage is 
recommended. 

•• Liver transplantationLiver transplantation is recommended in 
patients with latelate --stage PSC.stage PSC.

• May be considered in patients with evidence of 
cholangiocytecholangiocyte dysplasiadysplasia or severe recurrent recurrent 
bacterial bacterial cholangitischolangitis . 

EASL Clinical Practice Guidelines

Journal ofJournal of Hepatology Hepatology 20092009; in press; in press
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Complex Multi-factorial Disorders?
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Fickert et al., Fickert et al., GastroenterologyGastroenterology 2006; 130: 4652006; 130: 465
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Zsfg.: Herausforderungen bei (P)SC

• Pathomechanismen unklar
– Multifaktoriell oder verschiedene Entitäten?

• Heterogenes KH-Bild
– „Zerfall“ in (teils behandelbare) Subgruppen

• Keine effektive medikamentöse Therapie
– UDCA: „höher = besser“
– Hoffnungsschimmer norUDCA
– LTx; interventionelle Endoskopie (Studien?)

• Malignomrisiko (Präcancerose)



Danke für Ihre 
Aufmerksamkeit!

michael.trauner@meduni-graz.at


