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Primary sclerosing cholangitis 



Known causes of sclerosing cholangitis 



“IBD-associated sclerosing cholangitis” 



Grading the importance of genetics 

 Relative sibling risk of autosomal dominant diseases >1000x 

 

 Relative sibling risk of autosomal recessive diseases >200-500x 

 

 Relative sibling risk of PBC 10x 

 

 Relative sibling risk of PSC 9-39x 

 

 Relative sibling risk of Crohn’s disease 5-35x 

 

 Relative risk in ulcerative colitis 3-9x 

 

 Relative sibling risk of gallstones 2x 

 

 

 

 

 

 

 

  

 

 

 

 



«GWAS genetics» 

 

 

 GWAS detect common variants that are >5,000-100,000 years old 

 

 Rare variants are likely to lack environmental co-factors 

 

 

 

 

 

 

 

 

 

 

 

  

 

 

 

 



Alkaline phosphatase GWAS 

(Chambers, 2011) 



FUT2 associations in PSC 

(Gou et al., in preparation) 



Genetics of biology vs. disease 



Genetics vs. “mechanistic” studies 



Genetics of PSC – total outcome  

 Ongoing study: Immunochip cross-phenotype analysis 

 Ongoing study: US/UK/German/Scandinavian GWAS meta-analysis 

 Ongoing study: PSC & PBC pruritus GWAS 

 

 

 

 

  

 

 

 

 



The 16 main genes in PSC 



PSC genes = immunology 



…is there (another) elephant in the room? 



Modeling autoimmunity from celiac disease 

(Sollid and Jabri, 2013) 



Modeling autoimmunity from celiac disease 

(Sollid and Jabri, 2013) 

Autoantibodies 

HLA association 

(specific genetics) 

Environmental factors 

Autoimmune predisposition (pleiotropic genetics) 

Effector machinery (pleiotropic genetics) 



Gene-environment interaction – FUT2 

(Wacklin et al. 2011) 



Genetics and «sclerosing cholangitis» 



Genetic “compartments” vs. therapy 
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(Sulliman, 2012) 
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The International PSC study group 

 

 

 Established 2010 (in Oslo) 

 >20 countries 

 Meets twice annually 

 Two-day meeting biennially 

 Common database  

 Biobank protocols  

 Project driven → publications 

 Basis for grant applications 

 

 

 

 

 

 

 

 

 

 

  

 

 

 

 



Genetics and PSC - summary 

 

 

 16 robust and 33 suggestive genes 

 

 More genes to come… 

 

 PSC genetics = immunology 

 

 Is there an environmental trigger? 

 

 Study the genes in the context of PSC 

 

 

 

 

 

 

 

 

  

 

 

 

 


