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Perspective of targeting cancer-associated fibroblasts in non-small-cell lung
cancer

Shintani, Yasushi

13,300,000
(CAF)  TGF-B -IL-6
ENT
CAF CAF CAF
CAF CAF

ENT
CAF
CAF

CAF
CAF

In the tumor microenvironment of non-small cell lung cancer (NSCLC),
cancer-associated fibroblasts (CAFs) interact with lung cancer cells via the TGF-3 -IL-6 axis to
control epithelial-mesenchymal transition (EMT), resulting in acquisition of malignancy and
treatment resistance. CAFs regulated the cytotoxic activity of immune cells, creating a
microenvironment of immune tolerance. We also showed that antifibrotic drugs or antibody therapy
aimed at CAFs could be as a new lung cancer treatment. As we focused on several roles of CAFs iIn
NSCLC tumorigenesis, owing to their heterogeneity, molecular markers of CAFs were elucidated to
better classify tumor-promoting subtypes and facilitate the establishment of CAF-specific targeted
therapies. Results thus far obtained have shown that CAF-targeted cancer treatment can suppress EMT,

and also regulate the niche of cancer stem cells and the immunosuppressive network, thus may be
found useful for cancer treatment through multiple mechanisms.
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