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obstacles for its wide clinical use. Here, we evaluate the role of RING finger protein 145 (RNF145), which is an E3 ubiquitin-protein ligase, and microRNA (miR) processing enzymes
DICER1 and DICER2 in TMZ resistance. In this study, we overexpressed RNF145 in tumor cells and found that it increased the expression of DICER1 and DICER2. Silencing of RNF145

and DICER1 significantly reduced the TMZ response in both neurospheres and tumor cells. We used a combinatorial targeting strategy to promote TMZ sensitivity. Genetic silencing of
RNF145 and DICER1 and overexpression of DICER1 + RNF145, or DICER2 + RNF145, and DICER1 + RNF145 were used to treat glioblastoma cells. Cell viability assays showed that
RNF145 and DICER1/2 over-expression or specific knockdown reduced the chemoresistance to TMZ in cells. In addition, the silencing of RNF145 and DICER1, or overexpression of

DICER1 and RNF145, increased the expression of miR-1269b and miR-1269a, which in turn led to suppression of the Hedgehog pathway. Therefore, co-inhibition of RNF145 and DICER1
or DICER2 and RNF145 may be a new strategy for effectively controlling TMZ resistance in glioblastoma.-type="disp-formula"}), the diffusion terms are equally important for protein
concentration profiles. For non-interacting proteins, this is evident from the reaction--diffusion equation without reaction (${\overset{\sim}{d}}_{p}^{ - }$ = 0, and *d~p~* = 0),

where the diffusion term is the important one for concentration profile calculations. For non-interacting proteins, the diffusion term only contains the 6d1f23a050
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