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5c stellate cells (PSCs) are key fibrotic mediators
od inthe desmoplastic reaction of pancreatic
sted PSCs generate fibrotic scaffold

2 hypoxic microenvironment and that

ive drug perfusion to cancer cells, which
oresistance. However, the details of initial
on in normoxia remain less investigated.
ancer-binding protein delta (CEBPD) is an
esponsive transcription factor. Recently,
demonstrated that CEBPD serves
role in cancer microenvironments and
2 In this study, we found that the levels
D and a-smooth muscle actin (a-SMA) were
_ Incduced in transforming growth factor B (TGFR1)-
- PSCs which involved in initial PSCs activation.
ady CEBPD can induce hypoxia-inducible factor
‘i-tllﬂ-u) expression in normoxia. We also found
‘that hepatoma-derived growth factor (HDGF) was a
‘downstream product of HIF1-a and activated PSCs via
‘2n autocrine manner, leading to increased anti-apoptosis
and fibrosis. This study underscores the importance
of cross talk between PSCs and pancreatic cancer and
‘2lso provides a novel target to improve the efficacy of
anti-cancer drugs by disturbing the cancer-stellate cell
interactions.

BOB82 Targeting interleukin-33-CXCR4 signaling axis

attenuates the aggressiveness and improves prognosis
of head and neck squamous cell carcinoma. Shin
Nish National Defense Medical Center & Tri-Service

General Hospital, Taipei, Taiwan.

Current treatments for head and neck squamous cell
carcinoma (HNSCC) are of limited efficacy in preventing
tumor recurrence and progression. The prognosis of
HNSCC is poor despite recent therapeutic advances
due to local invasion and frequent regional lymph
node metastases. Our previous report showed that
carcinoma-associated fibroblasts (CAFs)-induced
interleukin-33 (IL-33) contributes to cancer progression
¥ia a paracrine effect. However, the molecular
mechanisms underlying the complex communication
network between the tumor microenvironment and
tumor proper leading to the possible progression of
cancer cells and induction of relevant cancer stem
cell properties need to be further dissected. In this
report. we established stable clones of overexpressed
IL-33 BNSCC cells to validate the autocrine effect of
JL-33 There were aradual morphological alterations
: | transformation and
3 imvasion and migration abilities shown by
culture in stable-cloned or HNSCC cells with
37 of IL-32. In addition to overexpression
call (CSC)-representative markers and
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sphere formation, enhancement of radio- and chemo-
resistance, upregulation of drug resistance and anti-
apoptotic genes were also evidently seen. In vivo study
using stable clones of overexpressed IL-33 HNSCC

cells also reconfirmed the functional role of IL-33 with
expressions of CSC properties, tumorigenesis, and
metastatic capability. Co-immunoprecipitation assay
Justfied the relationship and existence of IL-33 and
CXCR4 axis. Most importantly, counteracting CXCR4

to IL-33 activity reduced the aggressiveness of HNSCC
cells and diminished ability of sphere formation. Linear
regression showed a close relationship between IL-33
and CXCR4. Immunohistochemical study of clinical
tissue samples validated that co-expressions of IL-33
and CXCR4 in HNSCC cells represented a worst outcome.
Besides paracrine signaling from CAFs-induced IL-33, we
clearly verified that CAFs-induced IL-33 also reciprocally
stimulated the cancer cells with induction of self-
producing IL-33 via an autocrine route, synergistically
leading to advanced progression. Targeting interleukin-
33-CXCR4 signaling attenuates the aggressiveness and
may be considered as a treatment strategy to improve
prognosis in patients with HNSCC.

BO83 Infiltrating macrophages may promote early
esophageal carcinogenesis via p38 MAP kinase and
IL-6 signaling. Yu-ichiro Koma, Nobuhisa Takase, Noriaki
Arai, Himiko Kodaira, Masayoshi Hosono, Yumi Ichihara,
Mari Nishio, Manabu Shigeoka, Hiroshi Yokozaki. Kobe
University Graduate School of Medicine, Kobe, Japan.

Tumor-associated macrophages (TAMs) are known to be
involved in progression of various cancers. We previously
reported that increased infiltrating numbers of TAMs
were associated with angiogenesis, progression and poor
disease free survival of human esophageal squamous cell
carcinomas. However, roles of macrophages (Mgs) in the
early esophageal carcinogenesis are still unclear. Here
we report that the number of CD68*, CD163* or CD204*
Mgs within the unit length of high grade intraepithelial
neoplasias was significantly higher than that of the
corresponding non-neoplastic squamous epithelia.
Coculture of immortalized esophageal epithelial cells
«Het-1A cells) with M¢s induced Het-1A cell proliferation/
migration and phosphorylation of p38 MAP kinase. The
p38 MAP kinase inhibitor suppressed cell proliferation/
migration of Het-1A cells cocultured with M¢s. In
addition, IL-6 was the most significantly increased
cytokine in coculture supernatants. The neutralizing
antibody to IL-6 suppressed cell proliferation of Het-1A
cells cocultured with M¢s. These results suggested that
infiltrating M¢s may promote early stages of esophageal
cancinogenesis via p38 MAP kinase and IL-6 signaling.
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