PRO-C3 as a Circulating Biomarker of Tumor Fibrosis in Breast Cancer:
Functional Insights from Studying Cancer Associated Fibroblasts (CAFs) in vitro
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Breast fibroblasts were stimulated with profibrotic (TGF-B1, PDGF- 125% @ Nep
AB) or inflammatory (IL-1a, IL-6) cytokines, and treated with ol
antifiorotic agents (ALK5i, Fresolimumab) to assess potential °
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12 days » PRO-C3 reflects both intrinsic and inducible fibrotic activity in breast CAFs and serve as a surrogate marker of
ALk fibroblast activation.
e \ » Our data support a fibroblast-derived origin of PRO-C3 and highlight TGF-B1 as a key upstream regulator.
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» These findings underscore the need for individualized anti-fibrotic strategies in breast cancer management.

> Integration of PRO-C3 in clinical workflows enables non-invasive monitoring of fibroblast activity and fibrotic
burden, informing prognosis and therapeutic response in patients with breast cancer.
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