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According to the TCGA databank, a higher
expression of VDR in GBM is associated with
poorer survival.
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Western blot and quantitative PCR (qPCR) are conducted on chemosensitive (U87S and U251S) and

chemoresistance (U87R and U251R) cell lines. Protein and mRNA expression analyses show that both
VDR and YAP1 are over-expressed in chemoresistant cell lines.

IF confocal imaging was used to examine the
localization of VDR and YAP1 respectively.
Representative images on the left show that
VDR and YAP1 co-localize within the cell
nucleus. Furthermore, the co-localization
signals were more exaggerated in the
chemoresistant cell lines in comparison with
the chemosensitive cell lines

shNe SIS shvpr

Short hairpin knockdown of VDR (shVDR) was acheived using  YAPt -
lentiviral plasmids. Protein expression analysis shows that shVDR
-

GBM cells express less YAP1, as compared to control (shNC). Besides, VDR

treating shNC cells with VD upregulates VDR while downregulating
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We hypothesize a novel mtrmsrc function of VDR.
Without activation by VD, VDR may serve as a
coupling_partner and stabilizer of transcriptional
factors. As explained, the Hippo effector, YAP1,
may be one of the transcriptional factor/activator
that is stabilized via formation of transcriptional
complexes with VDR, which then more readily
upregulate genes that facilitate tumor growth and
chemoresistance. In contrast, when extracellular
VD increases, more VD binds to its nuclear VDR
receptor, thus preventing the aforementioned
interaction and reducing the VDR-YAP1 complex-
medicated proliferation. Moreover, VD-activated
VDR itself is a well-known transcriptional factor
which upregulate genes that promote apoptosis
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and other cellular functions, thereby combating
TMZ chemoresistance and tumor growth.
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