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Mechanisms of Antibody Drug Resistance in Pancreatic Cancer: Focus on Complement
Regulatory Proteins.
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Our findings include the followings. First, we found that C3AR (complement
component 3a receptor) is expressed in pancreatic cancer cells. Adding its ligand, C3a, enhances
cell proliferation and invasion. Second, we also identified the presence of C3 protein within the
cytoplasm of pancreatic cancer cells, which is involved in epithelial-mesenchymal transition, a
process associated with cancer metastasis. Finally, we found that C3AR expression promotes the
infiltration of immune cells, particularly M2 macrophages and regulatory T cells. 4) C3AR is
involved in M2 macrophage polarization, known to suppress anti-tumor immune responses. Decreased
C3AR expression inhibits M2 polarization and promotes the activation of cytotoxic T cells. These
findings highlight the significance of C3AR in pancreatic cancer progression and suggest its
potential as a target for reversing immune suppression and enhancing anti-cancer immune responses.
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Figure 1. C3aR expression in pancreatic cancer. (A&B) Tissue microarray revealed higher C3aR
expression in pancreatic cancer tissue compared with normal adjacent tissue, especially in
metastatic cases (M+). (C) Pancreatic cancer cell lines showed higher C3aR expression than
normal ductal cell (HPNE). (D) C3aR blockage ameliorated C3a-induced migration and invasion of
Panc-1 cell line.
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Figure 2. C3 expression in pancreatic cancer. (A) Tissue microarray revealed higher C3 expression
in pancreatic cancer tissue compared with normal adjacent tissue, especially in metastatic cases
(Stage V). (B) Pancreatic cancer cell lines showed higher C3 expression than normal ductal cell
(HPNE). (D) C3 expression was observed in cytoplasm of the BxPC-3 cell line.

A - BxPC-3 B Scramble BxPC-3
p ’-» = "" Por 7 *%
i
St
[ e
_ el
oy ST
r A R e & &
S
(vl >
\\\
C Scramble C3 shRNA Brcs
p-Akt . "y v had
Akt S, — : ! I
p-Erk —— 8 Z 5
P} TR
A = e g,
te % & .3
i fol A & &
p-mTOR TN W T S C:?
mTOR -— - &
p-SMAD23 ¢
SMAD2/3 preind
S O
& =
& -’.“Q'
SR
Ry
o

Figure 1. Effect of C3 expression in BxPC-3 pancreatic cancer cell line. (A) C3 expression was
knocked down by siRNA. (B) C3 knockdown significantly reduced migration and invasion capacity
of BxPC-3. (C) The effect of C3 knockdown might owe reduced expression of p-Akt and p-

Smad2/3.
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