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Induction of hematopoietic stem/progenitor cells from mouse
pluripotent stem cells by inhibition ofan adaptor protein, Lnk
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The adaptor protein Lnk is shown to negatively regulate HSPC function and HSPCs
derived from Lnk-deficient mice show enhanced self-renewal and repopulation capacity.
In this study, we attempted to generate hematopoietic cells including HSPCs from
mouse embryonic stem (ES) cells and induced pluripotent stem (iPS) cells by inhibition
of Lnk function using a dominant-negative mutant of Lnk (DN-Lnk) gene. @ We
showed that Lnk inhibition in mouse ES cells and iPS cells resulted in more efficient
generation of mesodermal cells and hematopoietic cells than control cells. Lnk
inhibition by the transduction of DN-Lnk gene augmented the thrombopoietin-induced
phospholylation of Jak2, Erk1/2, and Akt, indicating the enhanced sensitivity to TPO.
Thus, our data clearly showed that inhibition of Lnk in ES cells and iPS cells could
lead to efficient generation and expansion of immature hematopoietic cells.
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