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Title 
Controlling pathogenic Th17 cells in Rheumatoid Arthritis 
 
Clinical Relevance 
Rheumatoid Arthritis (RA) is a systemic autoimmune disease that affects up to 1% of the 
population worldwide. The RA pathology is characterized by chronic inflammation of the joints, 
leading to progressive physical disability and pain. Although the development and use of various 
biologicals targeting specific pathways has improved prognosis for some RA patients, 
approximately 30% of patients still fail to respond adequately. Therefore, the search for new 
therapeutic targets in RA treatment needs to continue. 
 
Background 
In patients not responding to treatment with a 
biological targeting the TNF-α pathway, 
circulating Th17 cell numbers are significantly 
higher compared to patients responding to 
treatment. Therefore, we hypothesize that 
unresponsiveness of RA patients to current 
biological therapies is caused by a dominant 
Th17 profile that continues to drive 
inflammation and destruction, and we suggest that Th17 cells and Th17-derived cytokines might 
be interesting additional therapeutic targets in RA. Th17 cells differentiate from naïve T cells 
after stimulation by TGF-β and IL-6 or IL-21, and produce interleukin (IL)-17, IL-21, and IL-22. 
Thereby, the cells protect the host against bacterial and fungal infections, but also promote the 
development of autoimmune diseases like RA. 
 
Goals 
Within this project we aim to elucidate the pathway by which TGF-β stimulates Th17 
differentiation. In addition, we want to unravel the exact role of the Th17 cytokines in RA. 
Further insight into the regulation of Th17 differentiation and effector functions of the cells may 
provide us with new tools to intervene in the pathway of pathogenic Th17 cells and result in 
new targets for therapy in RA. 
 
We Offer 
The department of Experimental Rheumatology is an internationally renowned laboratory with 
high output in the arthritis field. Under the supervision of a PhD student and a postdoctoral 
fellow you will participate in a very interesting research project on a ‘hot topic’ in the RA field, 
while using various techniques like MACS cell sorting, western blot, qPCR, luminex, and FACS 
analysis. In addition, you will use viral overexpression, knockout mice, neutralizing antibodies 
and soluble receptors to answer the research question. During this internship you will have your 
own specific research topic within this Th17 project, and have the opportunity to learn from and 
contribute to our ongoing arthritis and immunology research. 
 
Contact 
Department: Experimental Rheumatology 
Supervisor: Debbie Roeleveld 
Email address: Debbie.Roeleveld@radboudumc.nl 
Contact person: Marije Koenders 
Telephone number: 024-3616619 
Email address: Marije.Koenders@radboudumc.nl 
Website: www.experimentalrheumatology.nl 
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