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The laboratory deals with characterization and regulation of the signalling path-
ways triggered by pro-apoptotic TRAIL receptors (DR4 and DR5), by the Death
Receptor 6 (DR6), or affected by apoptosis- and transcription-regulating adapter
protein Daxx. In TRAIL-related projects we discovered a novel DR4-interacting
protein ARAP1 that in a cell-specific manner affects DR4 membrane localization
and we characterized Wnt1-transformed Rat2 fibroblast-mediated suppression
of TRAIL-induced apoptosis of human pre-B leukaemia cells. At present we fo-
cus on the analysis of oncogenic transformation-induced sensitization of human
cells to TRAIL-triggered apoptosis and on examination of TRAIL-induced signal-
ling in tumour-initiating cells. In respect to DR6 signalling we dissected the role
of DR6 glycosylation in DR6 membrane localization and currently we characterize
molecular and functional properties of DR6(ICP)-interacting proteins. Novel in-
teraction partners of Daxx (e.g. Brg1) were discovered by Y2H screening. These
interactions apparently play important roles in regulation of transcription and
apoptosis. Daxx associates with Brg1-Swi/Snf complex and is required for trans-
activation of several Brg1-dependent genes.
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Rat2Wnt1 fibroblasts inhibit TRAIL-induced apoptosis of pre-B KM3 leukaemia
cells but not of more differentiated Ramos Burkitt lymphoma.
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DR6 glycosylation mutants differ in their subcellular
localization in transfected MDCK cells.
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Daxx co-localizes with Brg1 in post-mitotic HelLa cells.




