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[ Abstract ] Background and objective Metastasis is the main cause of death in patients with lung cancer. Macro-
phages are innate immune cells that play important roles in cancer metastasis. Exosomes could play an important role of com-
munication between tumor cells and macrophages. This study investigated the effect of miR-10b on cell growth invasion and
epithelial mesenchymal transition (EMT) in lung adenocarcinoma AS549 cell exosomes. Methods Exosomes were isolated
from AS49 cells and identified by transmission electron microscopy (TEM) and Western blot. CCK-8 assay and flow cytom-
etry were used to detect cell proliferation and apoptosis. Cell migration and invasion were detected by Transwell assay. The
expression of mRNA and protein were assessed by quantitative reverse transcription polymerase chain reaction (RT-qPCR)
and Western blot, respectively. Results The expression of miR-10b was up-regulated in non-small cell lung cancer, and miR-
10b inhibitor could inhibit the proliferation of A549 cell. Meanwhile, the tumor cell-derived exosome miR-10b promoted the
invasion of A549 cell and EMT by promoting the M2 polarization of macrophages. Conclusion Tumor cell-derived exosome
miR-10b promotes A549 cell invasion and EMT through M2 macrophage polarization.
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Fig 1 Expression level of miR-10b in NSCLC. A: The level of miR-10b in BEAS-2B, NCI-H1650, NCI-H1299 or A549 cells was detected by RT-qPCR; B:
A549 cells were transfected with inhibitor control or miR-10b inhibitor. Then, the expression of miR-10b in A549 cells was tested by RT-qPCR. C:

The viability of A549 cells was tested by CCK-8 assay. *P<0.05; ***P<0.001. RT-qPCR: quantitative reverse transcription polymerase chain reaction;
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Fig 2 MiR-10b can be transferred from A549 cells to macrophages via exosomes. A: The separation efficiency of exosomes was examined by TEM;
B: The expressions of TSG101, CD63 and CD81 inA549 cells were detected by Western blot; C: The expression of miR-10b was detected by RT-qPCR.

D: Immunofluorescence staining was used to observe the uptake of Cy3-miR-10b by macrophages in exosomes (DAPI: macrophage nucleus; CY3:

miR-10b in exosomes); E: Schematic diagram of co-culture model; F: The expression of miR-10b was detected by RT-qPCR. ***P<0.001. Cy3: Sulfo-

Cyanine 3; Exo: exosome; TEM: transmission electron microscope.
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Fig 3 Exosomal miR-10b promoted M2 polarization in macrophages. A: The levels of IL-6, TNF-a, Arginase-1, IL-10, CD206, CD209 and TGF-f3 in
macrophages were tested by RT-qPCR. B: The levels of IL-6, TNF-a, TGF- and IL-10 in supernatants of macrophages were detected by ELISA.
*P<0.05; **P<0.01; ***P<0.001. IL: interleukin; TNF: tumor necrosis factor; TGF: transforming growth factor; NC: negative control; ELISA: enzyme

linked immunosorbent assay.
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Fig 4 Exosomal miR-10b significantly promoted the migration and EMT process of A549 cells via regulating the polarization of M2 macrophages.

A: The migration of A549 cells was tested by transwell assay; B: The protein levels of E-cadherin and N-cadherin in A549 cells were detected by
Western blot. **P<0.01; ***P<0.001. EMT: epithelial mesenchymal transition.
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