The Notch pathway : a new target in Gastrointestinal Stromal Tumors
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S Transduction with dnHes1 increase KIT protein expression
Intracellular Notch1, Hes-1 and Hes-5 transduction inhibit GIST cell
Gastrointestinal Stromal tumors (GIST) are the most growth The expression of KIT by flow cytometry and the
common mesenchymal tumors in the gastrointestinal tract. A GIST cell lines were transduced with retroviral constructs expressing | Phosphorylated form of KIT by western blotting was found to be
gain-of-function mutation of KIT plays a key role in the either a constitutively active truncated intracellular portion of Notch-1 higher after transduction of dominant negative Hesl (figure 3).
oncogenesis of these tumors. For patients with metastatic or receptor (ICN-1), Notch target genes Hes-1 and Hes-5. The percentage of
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kinase inhibitors (imatinib, sunitinib) has significantly measurement of the cell growth (figure 1). MRt Ay
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Interestingly, the function of Notch signaling in tumorigenesis GIST patients with high levels of mMRNA Hesl expression
could be either oncogenic or antiproliferative, as a function B | GISTT CIST-T1 have a longer RFS than patients with low levels of this
of the context. The role of Notch signaling in GIST remains - e - expression
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cellular features, suggesting that the tumor is of %GFP +| < o) " Kaplan-Meier analysis for relapse-free survival (RFS) and
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neuroectodermal origin, we hypothesize a otc L — MRNA expression (n = 15) (figure 4).
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Analysis of Cell Proliferation by: ICN1 Despite the fact, that imatinib has dramatically changed the
MTS and automated Vi-Cell Analyzer history of the disease; late resistances mainly caused by
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Statistical analysis B signaling leads to reduced cell viability and KIT expression in
Student-t test, Kaplan-Meier analysis and log-rank tests GIsT T cISTes2 cISTAsIN GIST cells. Additionally, mRNA Hesl expression was a
Avalue of P<0.05 was considered significant. A f:h;m - N pr(zﬁnostlc factor ftor relapsellln |otat|entt§. G,Al\g_lfogether, Notch
Cell No. .?, | i %r,\ pathway represent an appealing target in .
KIT g




