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Infections et pathogénie des MICI

Crohn’s disease, ulcerative colitis, and pouchitis are localized to
intestinal segments with highest bacterial concentrations

Fecal stream diversion prevents and treats Crohn’s disease and
pouchitis; inflammation recurs upon restoration of fecal flow

Antibiotics treat pouchitis and Crohn’s colitis/ileocolitis
Probiotics prevent relapse of pouchitis and ulcerative colitis

Abnormal microbial composition in pouchitis, Crohn’s disease, and
ulcerative colitis

Increased mucosal-associated bacteria in IBD patients
Enhanced mucosal invasion and translocation in active Crohn’s
disease and ulcerative colitis
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Increased Short- and Long-Term Risk of Inflammatory Bowel Disease
After Salmonella or Campylobacter Gastroenteritis
GASTROENTEROLOGY 2009;137:495-501

Infectious Gastroenteritis and Risk of Developing Inflammatory
Bowel Disease

GASTROENTEROLO2008;135:781-786

Association Between Helicobacter pylori Infection and Inflammatory

Bowel Disease  Systematic Protective benefit of H.
pylori infection against the development of IBD

GASTROENTEROLOGY 2009;137:495-501
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Inflamm Bowel Dis 2010:16:15831 1597
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o [BD isa complex genetic disorder in which no single gene is expected to have a
major effect. Each susceptibility gene contributes for only a small fraction of the

disease risk
o Asaresult, no single gene is expected to be necessary or sufficient for disease

development
o We need to understand the interaction between genetic and environmenta

risk factors before we define a relevant biological model; this model is not
available today for 1BD

Best Practice & Research Clinical Gastroenterology
Vol. 18, No. 3, pp. 45171 462, 2004
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physiology of TLRs in the Intestinal Mucosa

Physiological effects of normal TLR signaling in the healthy
GI tract

@® Integrity of commensal composition and commensal
tolerance

@® Protection of intestinal epithelial/mucosal barrier function,
accelerated wound healing

@® Control of Treg—Teff — balance in the intestinal mucosa
— Maintenance of commensal and mucosal homeostasis
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1. Microbial pathogens induce intestinal inflammation

Organism

Mycobacterium avium subspecies paratuberculosis
Adherent-invasive Escherichia coli
Pseudomonas species

Listeria monocytogenes
Mycoplasma species

Chlamydia species

Coxiella species

Streptococci

Helicobacter pylori

Yersinia pseudotuberculosis
Saccharomyces cerevisiae
Measles virus
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2. Dysbiosis of commensal microbiota

Microbiota in Crohn’s Disease

Microbiota in Ulcerative Colitis

Presence of unusual bacteria

Increase in total concentration of
bacteria

Increase in total concentration of
anaerobes and facultative anaerobes

Increase in total concentration
anaerobes

Bacterial invasion in the mucosa and
presence of bacteria in the crypts

No difference between MAM (dominant)
in damaged and healthy areas

Overall reduction in biodiversity

Reduction of Firmicutes

Reduction of the C. leptum group,
particularly £ prausnitzii

Reduction of the C. coccoides
group

Reduction in concentration de Bifido-
bacteria and Lactobacilli

Increase of Enterobacteria

Enteroadherent E. coli associated with
CD and UC

AIEC associated with ileal CD

Increased concentration of
‘active’E. coli

Increased concentration of E. coli
pathogens of groups B2+ D

Contradictory data on Bacteroidetes
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3. Host genetic defects in containing commensal microbiota

Killing of invasive
bacteria by

TNF, IL-6 epithelial cells
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GASTROENTEROLOGY 2008;134:5771 594
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4. Defective host immunoregulation
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Genetic Influences on TLRs in the Intestinal
Mucosa

rimary genetic defects in TLR function, influencing IBD

susceptibility/progression

@® TLRI1-R80T: associated with UC pancolitis; cellular
dysfunction unclear
TLR2-R753Q: associated with UC pancolitis; impairs IEC
restitution and communication (TFF3|; GJIC))
TLR4-D299G: associated with increased susceptibility to
IBD; interrupts LPS signaling
TLRS-stop: associated with decreased susceptibility to IBD;
reduces adaptive immune responses to flagellin
TLR6-S249P: associated with decreased susceptibility to
IBD proctitis; cellular dysfunction unclear
TLRO9-(-1237T/C), -(2848A/G): associated with CD-variants
CARDI1S5, IL23R, DLGS5; cellular dysfunction unclear
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Infections et déclenchement des poussées et/ou des
rechutes et formes réfractaires

A Prospective Population-Based Study of Triggers of Symptomatic Flares in IBD

In all, 174 participants who had a flare were compared with 209 who had no flare.

Percetved stress,negative affect (mood), and major life events were the only trigger
vartables significantly associated with flares. There were no differences between those
who flared and those who did not, 1n the use of NSAIDs, antibiotics, or for the
occurrence of (non-enteric) infections . Multivariate logistic regression analyses
indicated that only high-percerved stress (adjusted odds ratio = 2.40 (1.33, 4.26)) was
assoctated with an mereased risk of flare.

Am J Gastroenterol 2010; 105:19941 2002;
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rechutes

Enteropathogens that can induce the first
manifestation or relapses of IBD

Parasitic
Bacteria Viruses pathogens

Salmonella sp. Cytomegalovirus E. histolytica
Shigella sp. Rotavirus Giardia lamblia
Clostridium difficile Epstein-Barr virus
Campylobacter jejuni Adenovirus
Aeromonas sp.
Enteropathogenic
Escherichia coli
Staphylococcus Aureus

Inflammatory Bowel Diseasest, Vol. 8, No. 3, May 2002
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rechutes et formes réfractaires

Entéric mfection in relapse of inflammatory bowel disease: importance of
microbiological exammation of stool

During the pertod 1997-2001 there were 237 relapses in 213 patients. Enteric
infection was found 1n 25 (10.5%) relapses in 24 patients; in seven patients, infection
was assoctated with the mitial presentation of their IBD.

Clostridium difficile toxin was detected in 13 (5.5%) instances; the 12 other infections
(3% relapses) were Campylobacter spp. (five), Entamoeba histolytica (three),
Salmonella spp. (one), Plesiomonas shigelloides (one), Strongyloides stercoralis (one)
and Blastocystis hominis (one). There was a significant association between. infection
and the need for hospital admission. All relapses resolved satisfactorily after treatment
with antibiotics with or without corticosteroids.

European Journal of Gastroenterology & Hepatology 2004, 16:7751 778
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Infections et declenchement des pousseées et/ou
des rechutes et formes réfractaires

Probleme de santé publique PREVALENCE OF CDI IN PATIENTS WITH IBD

Emergence de souche plus
virulente

Acquisition de infection sans
facteur de risque classique

Infection a CD doit étre rechercher
dans les formes réfractaire

Pseudomembranes moins
frequentes

Duree d hospitalisation plus
longue recours aux IS indication
colectomie plus frequente
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Infections et déclenchement des poussées et/ou des
rechutes et formes refractaires

Prévalence of infectious pathogens in Crohn’s disease using PCR-based detection
methods

Archival tissue from 76 patients, 56 with CD and 20 control patients, with normal
colon mucosa (» 10 ) and nonsteroid anti-inflammatory drug (NSAID)-induced
colitis (n 10) were examined using PCR-based detection methods for human
cytomegalovirus (CMV), Epstein-Barr virus (EBV), herpes simplex virus 1, 2
(HSV1,2), adenovirus (AD), varicella-zoster virus (VZV), human herpes virus 6
(HHV®6), human herpes virus 8 (HHVS), Mycobacterium tuberculosiscomplex (Mtbc),
atypical mycobacteria (nM/MG1), including Mycobacterium avium (subspecies
paratuberculosis, MAP), Stenotrophomonas maltophilia (Sm), and Yersinia
enterocolitica (Ye).

In CD patients, positive PCR results were achieved in 19 cases (34%). Sm was most
frequent in 10 of 56 cases(17.9%) followed by EBV (6/56, 10.7%), nM/MG1 (4/56,
7.1%), including MAP, HHV6, and CMV (2/56, 3.6%), and

finally Mtbc and AD (1/56, 1.8%).

The control patients showed positive PCR results in 12 patients (12/20, 60%), nine of
them with only weak signals, suggesting a persistent infection

Research and Practice 205 (2009) 2231 230
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rechutes et formes réfractaires

Journal of Crohn's and Colitis (2009) 3, 1411 148



