Supplementary figure legends
Figure S1: Representative microRNAs differentially regulated in NF-37 and CAF-37. (A) Representative up-regulated or down-regulated microRNAs in NF-37 cells compared to CAF-37 cells (more than 4.0-fold) by miRNA microarray analysis were shown. (B) The miR-224-3p targets were selected by picking up the upregulated genes in CAF-37 relative to NF-37 among the candidate genes predicted by TargetScan software. The top 12 genes are shown. 

Figure S2: CCDC85A promotes EMT in hypoxic condition. (A, B) Quantitation of the cell invasion area using Figure 1E (A) and Figure 2H (B). The areas of invading cells in the gel (shown in black) were quantified by ImageJ software, as described in Materials and Methods. (C) Western blot of CCDC85A in U87MG cells stably expressing CCDC85A miRNAs (two independent miRNAs as described in Materials and Methods) or the control miRNA. (D) Capan1 parent or CCDC85AKO cells were cultured under hypoxic conditions (1.0% O2) for 36 h. (Left) Protein lysates were prepared for Western blot analysis of EMT-related molecules with -tubulin as the internal control. (Right) Representative images of each cells are shown. Bar, 50 m. 

[bookmark: _GoBack]Figure S3: Transfer of miR-224-3p via exosomes regulates CCDC85A mediated cell migration. (A) U87MG cells stably expressing control miRNA or CCDC85A miRNAs were subjected for 3D gel invasion assay as described in the legend of Fig 1E. Superior views of the gels were shown in the top panels. Pictures were taken 5 days after seeding the indicated cells. Bar, 500 m. (B) In vitro proliferation of U87MG cells expressing CCDC85A miRs was evaluated as in the legend of Fig 2G. Data points indicate the average results from three dishes. *P<0.01. (C) Validations of miR-224-3p in exosomes derived from CAF-37 or NF-37 cells by qRT-PCR using TaqMan microRNA assays, as described in Materials and Methods. (D, E) Capan1 cells were transfected with miR-224-3p inhibitor, or left untreated, and exosomes secreted from NF-37 or control PBS was added. (D) Expression of CCDC85A in Capan1 cells was examined by Western blot. (E) Transwell assay was performed, and cells that migrated to the bottom surface of the membrane were counted. Results represent three independent experiments. *P<0.01. (F) Representative appearance of CCDC85AKO Capan1 cells in Fig 4E, treated by TG with or without PERK inhibitor.

Figure S4: CCDC85A alleviates ER-stress in U87MG cells. (A) Appearance of U87MG control (top panels) and CCDC85A miR cells (middle and bottom panels) exposed to tunicamycin (Tun) as indicated. (Right) Cells were fixed, and immunostained with anti-cleaved caspase3 (green) and phalloidin (red) as indicated above the panel. Merged images are shown. Bar, 40 m. (B, C) U87MG control and CCDC85A miR cells were treated by TG or Tun (B), or cisplatin (CDDP) (C), or left untreated for 30h. Protein lysates were prepared and subjected for Western blot analysis with indicated antibodies. 

Figure S5: MiR-224-3p aggravates ER-stress induced apoptosis in U87MG cells. (A) Appearance of U87MG control cells (top panels) and miR-224-3p mimic (miRIDIAN) transfected cells (bottom panels) after exposure to thapsigargin (TG) as indicated above the panels. Representative images are shown. Bar, 40 m. (B) U87MG cells (control or miRIDIAN miR-224-3p transfected) were treated by TG, Tun or CDDP, or left untreated for 30h. Protein lysates were prepared and subjected for Western blot analysis with indicated antibodies.  
  
Figure S6: CCDC85A inhibits association of GRP94 with PERK. (A) COS1 cells were transfected with plasmids encoding the indicated genes with HA- or Halo-tag at C-terminus. Cell lysates were subjected for immunoprecipitation (IP) of PERK, and co-precipitated CCDC85A was detected. The antibodies used for the detection of each gene product are described in brackets. Expression of transfected genes in cell lysates (input) are shown at bottom. (B) COS1 cells were transiently transfected with PERK, GRP94 together with increasing amount of CCDC85A (L, H). PERK was immunoprecipitated by Halo magnet beads as in Fig 5J, and co-precipitated GRP94 was detected by anti-HA antibody. (C) U87MG control or CCDC85A miR cells were subjected for immunoprecipitation using anti-GRP94 antibody or the control normal rabbit serum (NRS). Co-precipitated PERK was detected by Western blot. 

Figure S7: Knockdown of CCDC85A in U87MG cells promotes tumor reduction by cisplatin. (A) The tumor size of Capan1control, CCDC85AKO and CCDC85A addback cells were evaluated by quantifying the tumor area of the maximum cut surface in H&E stained specimens. Results were expressed as the relative ratio to the tumor of control cells. Five mice were examined in each group. *P<0.01. (B) The same specimens in Fig 6C were immunostained with anti-SMA (green, fibroblasts), anti-F4/80 (red, macrophages) and anti-cleaved caspase3 (white) as indicated at the bottom. Bar, 100 m. (C) U87MG control and CCDC85A miR cells were injected subcutaneously into 6-week-old nude mice and treated by CDDP as indicated, and sacrificed at day 14. Representative appearance of the tumors are shown. CDDP (-): Tumors in mice without CDDP treatment. Tumor area was quantifies in the paraffin sections of the maximum cut surface as above, and expressed as the relative ratio to the tumor of control cells. Five mice were examined in each group. *P<0.01.   
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