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Genes in IBD 
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Card9 : a central adaptor molecule in innate immunity 
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Card9 KO mice are more susceptible to 
DSS-induced colitis 
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Reg3g and Reg3b down regulated in Card9-/- mice  
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IL-22, RegIIIg, RegIIIb: involved in response to 

microorganisms 
 Effects on gut microbiota? 
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Card9 KO mice have an altered bacterial 
and fungal microbiota 

WT Card9-/- 

Does the dysbiotic 
microbiota play a 

role in 
inflammation by 

itself? 
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Role of the microbiota in Card9 KO-mice 
susceptibility to inflammation 

Bruno Lamas 



The microbiota from Card9-/- mice exerts 
proinflammatory effects 

day 12 
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The IL22 pathway is impaired Card9–/–→ GF 
mice 

Transcriptomic (Nanostring) 

qPCR 
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Transfer of the IL22 defect through microbiota 

 hypothesis  = impaired function of the microbiota 
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Card9–/–→ GF mice exhibits impaired 
tryptophan metabolism 
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Card9–/– mice exhibits impaired 
tryptophan metabolism 
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Can we rescue 
the phenotype 

with AhR 
agonists? 

  

AhR agonists 
(FICZ) 



AhR agonist rescue the phenotype in Card9–/–→ GF mice 
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AhR ligand-producing bacteria rescue the 
phenotype in Card9–/–→ GF mice 
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AhR ligand-producing bacteria rescue the 
phenotype in Card9–/–→ GF mice 
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Relevance in Human? 
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Relevance in Human? 
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• Gut microbiota has a central role in IBD 
pathogenesis 

• It is under the influence of both 
environmental and genetic factors 

Conclusion 

Genes defect (Card9) 

Dysbiosis 
Abnormal function 

Host 

Microbiota 

Detrimental 
effect 



• Gut microbiota in IBD pathogenesis:  

 chicken or egg? 

Conclusion 

? 

Both! 
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