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Development of novel cancer therapy of targeting cancer-associated fibroblasts

Noma, Kazuhiro
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Cancer progression is closely related to fibroblasts. Normal fibroblasts change th
eir phenotype to active form, cancer-associated fibroblasts (CAF) when they face on cancer cell and are ef
fected. We have developed the new strategy, targeting of the CAF in cancer therapy. We focused on fibrobla
st activation protein and developed photoimmunotherapy (PIT) targeting FAP protein to kill activated fibro
blasts, which is expressed in the cytoplasm and cell surface only when they are activated. The developed a
ntibody was anti-FAP-IR700dye. Once the antibody attaches to targeted protein with IR700 and is irradiated

by near-infrared light, the targeted cell was induced apoEtosis by destroyed cell wall. In vitro and vivo
assay, CAF cell promoted esophageal cancer progression. When we irradiated on those co-culture models wit
h anti-FAP-1R700dye, in success cancer progression was suppressed dramatically.
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Activated fibroblasts over-expressed FAP
in cytoplasm and cell surface
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FAP expression of FEF3 stimulated by TGF-B and activated with TE4 and 8 CM was increased more
than normal status. FAP was strongly expressed in the cytoplasm of FEF3 stimulated with TGFB. It was
also strongly expressed on the cell surface in FEF3 activated with CM of TE cells.

=3 Activated fibroblast accelerated tumor growth of
esophageal cancer cells
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Long-term growth inhibition in response
to FAP-IR700-mediated PIT
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=7 Activated fibroblast with FAP-IR700 mediated PIT suppress
tumor growth of Esophageal cancer
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