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SUNITINIB lysotracker labelling over time. ARD1 was used as a loading control. (A) RCC treated with sunitinib (sun, 2.5uM) with or without chloroquine (CHL, 20nM) during 24h presented an
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(A) RNAseq revealed an inflammatory response in sunitinib treated (sun, 2.5uM-48h) and Resistant cells.

(A) Strategy against Resistant cells. (B) mRNA of different interleukins and chemokines are increased in RCC treated with sunitinib (sun,

(B) Resistant cells presented an increase of P.gp ABCB1) expression, an ABC efflux transporter. 2.5uM-48h). Quantification of mMRNA level by RT-qPCR compared to control. ] o

(C) Triple combination of sunitinib treatment with Elacridar (Ela, 5uM), an inhibitor of P.gp and ABCG2 (C) Phosphorylation of p65 is increased in RCC treated with sunitinib (sun, 2.5uM). Inflammatory mediators could participate
transporters and Leu-Leu-O-Methyl (Leu-Leu, TmM) induceed cell death of Resistant cells. (D) Luciferase assays revealed that sunitinib (sun, 2.5uM-48h) induced an increase of NF-kB activity. in suntinib resistance by modulating

(D) MG132 (mg, 10uM) or Bortezomib (borte, 100uM), two inhibitors of proteasome, synergised with sunitinib (E) Inhibition of NF-KB by AS602858 (2.5uM) blocked the inflammatory response induced by sunitinib parameters of the microenvironment
to induce cell death of Resistant cells. treatment. Quantification of IL6, IL8, CXCL1 and CXCL2 mRNA level by RT-qPCR at 48h.




