
 

  

Project: Role of Mucosal Antigens for the Pathogenesis of Spondyloarthritis 
 

1. Objective of the project 
This project aims to improve the understanding of what causes and stimulates inflammation in 

spondyloarthritis patients. Specifically we want to test the hypothesis that the barrier function of 

the gut is impaired in spondyloarthritis patients, which could promote the entry of bacterial 

components from the gut into the body. Such bacterial components can activate directly or 

indirectly pathogenic immune responses.  

2. Background (short summary of what is already known and what this study will add to 

this)   

Spondyloarthritis comprises a group of diseases which are characterized by inflammation within 

peripheral joints and/or the spine. We know that the genetic background contributes to disease 

development, but it is still unclear what causes the activation of immune cells in these 

genetically predisposed people leading to inflammation within the joints and the spine. Studies 

in patients with spondyloarthritis showed that about 5-8% also suffer from overt inflammatory 

bowel disease associated with diarrhea and abdominal pain. Moreover, also about 50% of 

spondyloarthritis patients without clinical signs of inflammatory bowel disease have mild 

inflammation within the gut, which is only visible by microscopic investigation. The gut harbors a 

realm of bacteria which are prevented from entry into the body by multiple mechanisms 

constituting the intestinal barrier. Upon inflammation – this barrier might be impaired and 

bacterial components may cross the gut and directly or indirectly activate immune cells either 

within the gut but also at distant regions of the body such as joints or spine. 

Therefore, we want to analyze if the natural barrier function of the gut is disturbed in 

spondyloarthritis and if an aberrant load of bacterial components enters the body in these 

patients. We will investigate this by analysis of serum and gut samples from spondyloarthritis 

patients. Moreover, we will use an experimental rat model which resembles many facets of the 

human disease including joint inflammation and gut inflammation. Understanding these 

pathogenetic relations may identify new treatment targets and is the basis for a curative 

treatment of the disease.     

3. Methods and approach 

In this project we will search in the blood from patients with spondyloarthritis for markers which 

indicate that the intestinal barrier is leaky. In human gut samples from spondyloarthritis patients 

and in samples from an animal model of spondyloarthritis we will determine if molecules and 

proteins which are required for the barrier function of the gut are dysregulated in 



 

  

spondyloarthritis. Correcting such a disturbed barrier might also be a new therapeutic strategy in 

spondyloarthritis in the future.     

4. Primary and secondary outcome measures (if appropriate) 
Not appropriate 

5. Recruitment of participants (if appropriate) 
This consortium has all samples required, either stored or through continuation of established 

patient cohorts such as the GESPIC and the GIANT cohort.  

6. Inclusion and exclusion criteria (if appropriate) 
The GESPIC and the GIANT cohorts are well established.   

7. Expected benefits for patients 
Patients that participate in GESPIC or GIANT do not have a specific personal benefit.  

8. Expected benefits for society 

For the spondyloarthritis patients in general, we hope to identify pathogenesis-driven 

biomarkers to improve the diagnostic approach and to identify new targets for treatment.  

9. Burden for patients participating in this study (if applicable: compare burden for 
intervention group and control group). What methods will be applied to carry out 
the project?  

The patients participating in the ongoing patient cohorts have to answer questionnaires, 

undergo physical exanimations and, if recruited to the GIANT cohort, colonoscopy. Blood will be 

drawn. The risks for patients of participation in the cohorts are the risks of blood drawing and of 

colonoscopy. All investigations are approved by local ethical committees. 

10. Patient involvement in the design and conduct of the study 

As this study involves established patient cohorts and basic research it is difficult to include 

patients at this stage into the design of the study. We will include patient-reported disease 

activity scores, patient reported functional scores as well as the patient acceptable symptom 

state (PASS) score as these were assessed at the time of sample acquisition and determine 

relations of translocation biomarkers to these patient reported outcome parameters.  

    


