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SCIENTIFIC CONTEXT PROPOSED METHODOLOGIES

Crohn's Disease (CD), a raising inflammatory pathology In vitro approaches - Interactomics and 3D-modelling
with no curative treatment

1. Identify IbeA's binding partners

. . . _ _ _ Experimental approaches In silico approaches

Crohn's disease (CD) is one of the 2 major forms of inflammatory bowel diseases. It is a

highly invalidating pathology, characterized by recurrent and very painful inflammatory o AEC o ®

episodes, associated with numerous extraintestinal complications and an increased risk of SR C

colon cancer. The inflammatory burden is fed by an aberrant production of TNFa, elicited e :. +

by the prevalence of pathogenic species due to intestinal dysbiosis. : o ®

Crohn’s Disease ’ .
No curative treatment exists yet GST pull-down TurbolD

for CD, only palliative treatment

_ : L 2. Elucidate IbeA's structure-function relationship
with anti-TNFa antibodies.

X-ray diffraction
The constantly raising incidence
of the disease urges for the
development of novel anti-CD
therapeutics.
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Protein crystals

Pathogenic gut
microbiota: a promising
drug target in CD

In vivo approaches - zebrafish, imaging & transcriptomics

1. Role of IbeA/partners in intramacrophage survival & inflammatory burst

AIEC infection model in zebrafish larvae

AIEC are highly prevalent in the gut microbiota of CD patients. @ AIEC Y4
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They contribute to the initiation and chronicity of the
disease, due to specific virulence traits.
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Does IbeA contribute to
2. Role of IbeA/partners in resistance to oxidative stress macrophage-induced

biofilm formation

apoptosis inhibition and TNFa secretion

inflammation and/or to

redox agents redox control within
T (egH,0) ) macrophages?

WT or AlbeA Growth assay

CFU counting

Which mechanisms promote
macrophage-induced inflammation?

OBJECTIVES & PRELIMINARY RESULTS MORE ABOUT THE PROIJECT & TEAM

The team: Mechanisms of Normal & Pathological Inflammation
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Videos about what we do in our team
-’ ‘ https://www.youtube.com/watch?v=azDtPVfmYkA

Y . J// J
f : V=
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https://www.youtube.com/watch?v=SMBUqwfKQZU
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Among AIEC's VFs, IbeA recently IbeA = FAD-dependent dimeric oxidoreductase
described as required for .
invasion, survival & replication Involved in resistance to oxidative stress? Fundings - .
inside macrophages. Through which mechanims/pathways? HORIZON 2020 .E I B i SA o & Y .' netruct
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