via TrkB, PI3K/Akt and NF-xB dependent pathways

Objectives

Brain derived neurotrophic factor (BDNF) 1s a Small-molecule
protein from the "neurotrophin™ family of growth factors.
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Results

BDNF has been reported to stimulate directional migration and
Invasion of human cancer cells. However, the effect of BDNF In
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BDNF Iincreases human chondrosarcoma cells migration and 5 integrin expression
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kB-luciferase activity. In addition, K252a, Ly294002, Wortmannin,
Akti, PDTC and TPCK antagonized the BDNF-induced NF-xB-
luciferase activity (Fig. SA&B). The p65 phosphorylation and the
binding of p65 to the NF-kB element by BDNF were attenuated by
the Ly294002, Wortmannin and Akti (Fig. 4E). Stimulation of cells
with BDNF increased p65 translocation into the nucleus as measured

essential medium supplemented with 10% fetal bovine serum and
maintained at 37 C in a humidified atmosphere of 5% CO?2.

Western blot analysis; Wound-healing migration assay;
Immunohistochemistry; Transfection and reporter gene
assay; Quantitative real-time PCR

Figure 4. NF-xB Is Involved In the potentiation of 5
Integrin expression by BDNF .
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BDNF increases cell migration and (5 iIntegrin expression by
activation of TrkB receptor, p85, Akt, p65 and NF-kB-dependent

pathway and contribute to tumor metastasis.
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Figure 3. PI3K/AKkt Is involved In the potentiation of 85

| - - - - Integrin expression by BDNF .
Figure 2. BDNF induced 35 integrin expression . J P y



