Brain tumor initiating cells show
sensitivity towards Notch inhibition
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Figure 1: Active Notch signaling is important for the self-renewal of normal
NSC and possible of bTICs. In addition, an active Notch cascade is central
for the terminal differentiation of astrocytes and on the contrary inhibits the
maturation of neurons and oligodendrocytes

" Notch inhibition was verified by down
regulation of Hes-1 mRNA (Figure 3)
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" Notch inhibition seems to promote
differentiation of sphere cells (Figure 5)

Aim

Investigate the significance of Notch

expression and activation in
GBM stem-like cultures originating from Notch inhibition alters the differentiation pattern
human primary GBM "9

" Notch blockage led to altered
differentiation pattern, in accordance with
the established role of Notch in cell fate
decisions (Figure 6 and figure 1)

" Cell viability was hampered when Notch
signaling was inhibited (Data not shown)

Material and Methods

" Neurosphere cultures were established from human derived primary
GBM xenografts and cultured in NB-media: Neurobasal —A media
supplemented with b27, L-glut, EGF, bFGF (Invitrogen) and LIF
(Chemicon). G1, G2 and G3 are three different primary GBM tumors and
their corresponding xenografts and neurosphere cultures
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Figure 2: WB detection of the Notch-1 receptor, the Notch target Hes-1 and through the NOtCh Signaling pathway
the NSC marker Nestin in GBM xenograft tissue and Neruosphere cultures.




