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Project outline:

e QOur lab has previously shown that the Treg-specific transcription factor Foxp3 could
be subjected to post-transciptional regulation through both post-translational
modifications such as acetylation and as well as association with transcriptional co-
factors.

van Loosdregt et al, 2010. Blood 115:965; van Loosdregt et al, 2013a. Immunity 39:259; van Loosdregt et al,
2013b. Immuity 39: 298

Over the next three years | aim to expand on these the previous findings and
identify additional molecular mechanisms regulating Foxp3 transcriptional activity,
and define the role of the extracellular environment in influencing this regulation. A
part of this project will be done in collaboration with Alessandra Petrelli ESR2 in the
aim to understand the mechanisms inducing resistance of Teff to T reg suppression
in chronic inflammatory diseases. The goal of this fundamental research is to identify
novel therapeutic targets for modulating immune tolerance. %J:?



-
Planning for 2013-2014

Experimental Goals:

| will optimize systems to transduce human and mouse Treg cells with relevant molecular candidates and
will study their effects on Treg/Foxp3 regulation utilizing:

- Western blot

- gRT-PCR

- FACS analysis

- IL-2 luciferase assay

- in vivo mouse models e.g. colitis

Educational Goals:

| hope will present my results during local progress reports at the UMCU, national forums including the
Dutch Society for Immunology, and international meetings to develop (inter)national collaborations.

| also wish develop my career through interaction with the medical and pharmaceutical community by
participating to the EUREKA meeting and by spending some time in different EUTRAIN institute to learn é:l):%
specific techniques that | could use in my project.



