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Abstract:

Mortality among the medulloblastoma patients is rarely due to the primary tumor, but
rather mainly due to the recurrence and dissemination. Although there exist currently no
therapies approved or clinical trials for the specific treatment of medulloblastoma
relapses, clearly the recurrent compartment should be the focus of research in order to
decrease the morbidity. We previously found that both medulloblastoma stem—like cells
(MBSCs) and tumor—associated astrocytes (TAA) promoted the malignant progression.
Furthermore, our findings presented that the proportion of MBSCs significantly elevated
because of the resistance to chemo—/radiotherapy and TAA still highly distributed
contributing to the self-renewal of MBSCs through CCL2 secretion in relapsed
medulloblastoma. However, the underlving molecular mechanism of stemness maintenance and
the pathwavs activated in MB3Cs to drive recurrence and metastases remains illustrative.
Meanwhile, targeting the CCL2 signaling made significant sense to attenuate the Notch
pathway induced stem—like properties in relapsed MBSCs. Therefore, it is supposed that
the stemness maintenance of relapsed medulloblastoma depends in part on the TAA-derived
high level of CCL2. Based on our previous results, we will further detect the
relapse—promoting effects of TAA-secreted CCL2 by utilizing the recurrent medulloblastoma
xenografts and chemotherapy-induced relapsed models of transgenic mice, as well as
investigate the mechanistic pattern of stem—like properties regarding the CCL2/CCR2
interplaying with Notch signaling during recurrence, which provides evidence for the
novel target identification in recurrent tumor micro—environment.
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