ILIRAP blockade mediates anti-fibrotic effects in pancreatic cancer-associated fibroblasts
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METHODS A

BACKGROUND

1.  Pancreatic cancer cells (BxPc3) and pancreatic CAFs were cultured either alone or in a co-culture.
Pancreatic ductal adenocarcinoma (PDAC) patients have poor Nadunolimab Nadunolimab or isotype control were added at start of the cultures and supernatants were collected at day 3.

ILIRAP/IL1IR3  IL1R1

prognosis partly due to excessive activity of cancer-associated
fioroblasts (CAFs). CAFs drive the fibrosis that causes excessive type I
collagen and extracellular matrix deposition that in turn reduces drug
response resulting in poor survival.

2. Human primary pancreatic cancer-associated fibroblasts (CAFs) and normal fibroblasts (NF) were cultured in
Ficoll-media (Scar-in-a-jar, SiaJ) supplemented with TGF-p, IL-1a or IL-1p for 12 days.

intracellular

3. The fibrotic activity of the fibroblasts was investigated by measuring the formation of type Il collagen (PRO-C3)

interacting TIR °
High levels of the type lll collagen serum biomarker PRO-C3 correlates domains - /
with poor survival in PDAC. While TGF-f is thought to be one of the main
drivers of PRO-C3 and tumor fibrosis, cytokines such as Interleukin 1 (IL- RESULTS
1) play a key role in the pancreatic tumor microenvironment and may sro-inflammatory signaling
play a significant role in also tumor fibrosis.
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sl SR SHE 3. Nadunolimalb, which is currently in clinical development for treatment of pancreatic cancer, has the potential
: / to counteract the detrimental, fibrotic progression in tumors by targeting ILIRAP and blocking both IL-1a and
IL-18 signaling

4. PRO-C3 could potentially be used for prognostic/predictive enrichment and as a pharmacodynamic marker
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