SUPPLEMENTARY FIGURES
Figure S1   BEZ235 suppressed PI3K/AKT/mTOR signaling and cell viability. 
(A) MDA-MB-468 cells were treated with different concentrations of BEZ235 for 24 h. Whole cell lysates were prepared and western blot analyses were performed to detect p-p70S6K, p70S6K, AKT, p-AKT (S473) and p-AKT (T308). (B) MDA-MB-468 cells were exposed to BEZ235 for 24 h. Cell viability was evaluated by MTT assay. All the experiments were repeated at least three times. *P < 0.05; **P < 0.01 versus control group. Data shown are mean ± SEM of at least three independent experiments.

Figure S2   BEZ235 induced expression and phosphorylation of multiple RTKs. 
(A) MDA-MB-468 cells treated with BEZ235 were collected at the indicated times. The expression and their phosphorylation levels of RTKs were detected by western blot analyses. (B) MDA-MB-468 cells were treated with BEZ235 for 48 h. Downstream signals of RTKs were detected. (C) RTKs’ mRNA levels were detected by qPCR. *P<0.05; **P < 0.01 versus control group. Data shown were mean ± SEM of at least three independent experiments.

Figure S3   HDAC6 inhibitor TST repressed RTKs expression. 
(A) MDA-MB-468 cells were treated with different concentrations of TST for 24 h. Western blot analyses were performed to detect total α-tubulin and its acetylation level. (B) Cells were exposed to TST for 24 h. Cell viability was evaluated by MTT assay. (C) Cells were treated with 15 μM TST for indicated times  and indicated proteins were detected by western blot, (D) proteins in PI3K/AKT/mTOR signaling and acetylation level of α-tubulin were also detected. *P<0.05 versus control group. Data shown were mean ± SEM of at least three independent experiments.

Figure S4   TST suppressed survival pathways induced by BEZ235. 
(A) MDA-MB-468 cells were stimulated with BEZ235, TST or both for 36 h. Total protein expression of RTKs and their phosphorylation levels were detected by Western blot. (B) To further demonstrate the downstream signal changes, p-S6K, p-AKT and acetylated-α-tubulin expression were also detected. 

Figure S5   Co-treatment with BEZ235 and TST synergistically inhibited breast cancer cell proliferation.
 (A) MDA-MB-468 cells were treated with different concentration of BEZ235 and TST for indicated times. Viable cells were measured by MTT assays. (B) After treated with BEZ235 and TST for 24 h, the cells were cultured for 2 weeks and the colonies were photographed. *P < 0.05, **P<0.01. Data shown are mean ± SEM of at least three independent experiments.

Figure S6   BEZ235 and TST displayed synergistic effect on cell cycle arrest. 
(A) MDA-MB-468 cells were treated with BEZ235 and TST for 36 h. Cells were then trypsinized, washed and re-suspended in 1× binding buffer. Cell cycle distribution was studied by using flow cytometry following PI staining. (B) Data of cell cycle distribution were calculated. 
 
[bookmark: OLE_LINK29][bookmark: OLE_LINK30][bookmark: OLE_LINK33][bookmark: OLE_LINK34]Figure S7   BEZ235 and TST displayed synergistic effect on DNA synthesis inhibition. 
(A)MDA-MB-468 cells were seeded in 96-well plate and treated with TST plus BEZ235 for 36 h. Then, EdU was added to each well and stained for 2 h. Images were taken by using fluorescence microscopy. (B) EdU positive cell was calculated with (EdU add-in cells/Hoechst stained cells) × 100%. ***P<0.001. Data shown are mean ± SEM of at least three independent experiments, scale-bar: 30 μm.

[bookmark: OLE_LINK36][bookmark: OLE_LINK37]Figure S8   BEZ235 and TST almost had no effect on cell apoptosis.
(A)T47D and (B) BT474 cells were treated with BEZ235 and TST for 36 h. Cells were then trypsinized, washed and re-suspended in 1× binding buffer. Cell apoptosis was studied by using flow cytometry following AnnexinV-FITC and PI staining.

Figure S9   TST had no significant effect on mRNA of multiple RTKs.
T47D cells were treated with 10 μM TST for 48h. Some RTKs’ mRNA levels in T47D cells were detected by qPCR

[bookmark: _GoBack]Figure S10   Quantitative analysis of P-RTK array.

