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Immune =% Inflammation = Tissue Injury
response (amplification)
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Mechanistic themes

Target

Potential Strategies for Translation
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Specific microbial stimuliftriggers (e.g. AIECs)
Understanding factors leading to dysbiosis

Loss of key microbial factors regulating epithelial
function, APC and T-cell function

Loss of epithelial health and barrier function

Impaired mucous and AMP

Switch to innate pro-inflammatory epithelial response
Endogenous DAMP release and immunogenic triggers

Defective bacterial killing

Loss of bacterial tolerance

Abnormal bacterial handling

Breakdown in innate-adaptive immune crosstalk

Unrestrained Th17 activation

Loss of immunoregulatory response

Specific mucosal milieu favouring pro- vs. resolution of
inflammation
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Targeting specific groups of bacteria, .g. AIECs with
antibiotics

Identifying the ‘high risk’ microbiota

Restoring the ‘healthy' microbiota - Probiotics, FMT
Correcting factors regulating microbiota, e.g. Diet

|dentifying triggers and biomarkers of epithelial dysfunction
(e.9. ER- and metabolic stress, HIF1a)

Correcting epithelial barrier dysfunction (e.g. mucus, AMP)
Addressing abnormal epithelial-microbial interactions (e.g.
CAECAME)

Stratification of patients based on NOD2/autophagy function
Re-balancing autophagy function, e.g. mTOR inhibitors
Novel interacting pathways with NOD2 and autophagy

Direct mucosal immune-profiling in CD (+ in clinical trials)
Targeting specific cytokines, signalling pathways and
immune-trafficking

Mucosal immune-modulation (helmith proteins, retinoic acid)
and targeting resolution pathways

Cell-based therapy to reset the immune response (autologous
stem cell transplantation)

Understanding variability in drug response, disease
progress and clinical course

New biological pathways in disease causation
Identifying clinical vs. molecular phenotypes of CD
(e.g. early vs. adult onset disease, extensive vs.
limited, inflammatory vs. stricturing)
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Personalised
medicine

Metagenomic profiling based on immune signatures,
genomics, epigenomics, microbiomics, metabolomics and
proteomics

Pharmacogenetic stratification: AEs & response to medication
Advances in endoscopy and imaging techniques for better
stratification

Forward prospective cohorts and studying shared gene-
environment factors
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NMMTOMblI,
/1 MbIKbIH aiMarblHOarbl aypy Ce3iMi.
BHOCTU si3BeHHOro konuta (PUCAI).

MOOLINTO3, aHEMUSI, PETUKYNOLINTOS.

emusi, rmnoansbymmnHemms, CPBb,




fifaH Henece 6yaa nicipifireH,Mam XXaHe KneT4yaTka eTe as
geta Ne 4 (6, B). Taram pauyoHbIHAH CYT XX8HEe CyT
IMAIK KneT4yaTkachkl 6ap Taramgap mawfa

LIHbIN TacTanbiHaObI.






TaHFbl QC *KypiLL 6OTKACH!;
*byFa NiCipIArEH KOTAETQ;
*4yau.

ExiHWi TaHFbl ac *AAMQ MELLUKE NICIPIATEH;
*KMCEAD.

Tycki ac *PPUKAAEABKAMEH CYIM;
*CYXAPUKM;
*Kypill doapLubiMeH KOOQAYOK;
*KOMTIMOT.

MoAAHMK *KMCEADb, TOAETHOE MEYEHDBE.

Kewki ac *KOMHATBIA,OH TEH|3 OAAbIFbI;
*BYKTbIPbIAFOH Ca0i3;
*4yam.

*KMCEAb HEMECE 6¥KTprbI/\FOH AaAMa.




TaHfbl QC

ExiHLWIi TaHFbI AC

Tycki ac

MoAAHUK

Kewki ac

*OPAMXKANbIPAKTAOH AAMOAQH XACAAFQH
COAQT;

*KypiLL 6aTtkacChl;

*40MC MOAOKOM .

*CbIP;
*4yaM.

*KAMHATLIAFOH eTNeH OOPLLKAMMAK
KOCbIAFOH;

*KybIPbIA,OH TAYbIK KAMHOTBIAFOH KYPILLMNEH;
*KOMMOT.

*TMYPbIH KOMHOTMACHI.

«Cabi3 nopeci;

*ETneH doapLUMPAEHTEH NUI30EH XaHe
>KYMbIPTKAMEH XXACOAFAH 30A3bl;
*4aM.

*QMPAH.




