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Abstract:

In collaboration with Iranian pediatric centers, our lab is engaged in studying rare human variants
of the immune system to provide novel insights into mechanisms governing inflammation and
leukemogenesis. We propose to analyze children suffering from congenital neutropenia and to
determine underlying genetic defects. In a complementary approach, we plan to use a genome-
wide RNA-interference screen in an attempt to unravel critical factors controlling endoplasmatic
reticulum stress in myeloid cells, a fundamental aspect of increased cellular death during myeloid
cell differentiation in severe congenital neutropenia. Finally, we will mechanistically explore a
novel genetic factor causing congenital neutropenia in human patients by studying a new murine
model system. Overall, our studies will continue to build scientific and clinical bridges between
Germany and various Iranian centers of excellence by unraveling as yet unknown pathways
governing the differentiation and function of the innate immune system, a prerequisite for the
development of personalized therapies.These studies will contribute to our global care-for-rare
alliance, aiming to support the mission that no child should die of its rare disease, regardless of
national and ethnic and financial considerations.
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