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Bryan D Bell and

Steve Ziegler This is the first study to show that thymic stromal lymphopoietin (TSLP)
Benaroya Research activates canonical Jak/Stat and distinct nuclear factor kappaB (NF-kappaB)
Institute, USA signalling pathways in human primary myeloid dendritic cells (mDC) in order
Immunology to promote a T helper 2 response by the immune system.

IE‘ New Finding

Surprisingly, human TSLP promoted broad and sustained Jak-1 and -2
activation, which further lead to the phosphorylation of Stat-1, -3, -4, -5 and
-6. Furthermore, while TSLP signalling led to comparable nuclear translocation
of the NF-kappaB subunits p52 and RelB as other activators of mDCs, such as
Poly(1:C), R848 and CD40L, it also activated p50, which gives it the unique
ability to upregulate OX40L on mDCs. The results presented in this paper
further emphasize that proximal and distal signalling events downstream of
the TSLPR between mice and humans vary greatly. To date, no evidence has
been presented in which murine TSLP requires JAK signalling to activate Stat-5
or exert its biological effects, and no other Stat proteins are phosphorylated in
response to mouse TSLP {1%}. Lastly, while the authors show that TSLP cannot
act as a dominant negative in the suppression of interleukin (IL)-12 signalling
in primary human mDCs in response to Toll-like receptor signalling, murine
TSLP clearly inhibits lipopolysaccharide-induced IL-12/23p40 production in
murine DCs {2%}. This study is an important step in determining the molecular
mechanisms activated by human TSLP, and it will be very important to
determine exactly how human and murine TSLP differ in orchestrating their
biological and biochemical effects on the immune system. This will further lead
to the ability to develop and test drugs aimed at modulating TSLP signalling in
the treatment of atopic diseases.
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