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Dual-targeting photoimmunotherapy for esophageal cancer cells and CAFs
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TW5, #HiRABETHS Photoimmunotherapy (PIT) (B ICFEEMIARIC XL THE KA
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targeting PIT DN RZHRER. BHELOXEFETIZEVTIE. PIT IREFENLGHBEEEZFEL.
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[Backgrounds)

Stromal cells in advanced cancer is known to be educated by tumor microenvironment ‘ﬁ

and support cancer progression. We recently demonstrated the characteristics and

functional role of cancer-associated fibroblasts (CAFs) in diffuse-type gastric cancers (DGCs) using
comprehensive genomic approach. However, the molecular mechanism underlying education by tumor
microenvironment is still unknown.

[Methods]

We isolated normal fibroblasts/CAFs from more than 100 GC patients and differentiated macrophages from
monocytes in peripheral blood. We established 3D co-culture system and evaluated invasive growth of DGC
cells in vitro.

[Results]

We identified particular cytokines which is significantly associated with poor prognosis of GC patients. These
cytokines efficiently induced a secretary phenotype of fibroblasts through NF-kB signaling. 3D co-culture
system revealed that the reciprocal interaction with stromal cells enhances the invasive growth of DGC cells.
Fibroblasts stimulated by abundant ability to invade into ECM.

[Conclusion]

These findings highlight the underlying mechanism whereby DGC cells take advantage of tumor stroma to
enhance invasive growth in inflammatory environment.
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[Background and aim] g
Cancer associated fibroblasts (CAFs), plays an important role in the pathogenesis of

cancer and is considered as a potential therapeutic target. We aimed to understand the i
molecular mechanism of CAFs of colorectal cancer (CRC) and to identify novel

therapeutic targets.

[Methods]

To this end, we isolated stromal cells and epithelial cells in primary CRC and performed transcriptome analysis.
RNA sequencing (RNA-seq) was performed in 3 pairs of normal and tumor stromal cells. Expression of the
gene was validated by quantitative RT-PCR (qRT PCR) and immunohistochemistry. To analyze the gene
function, cultured CAFs were transfected with specific siRNAs after which cell viability assay and gene
expression microarray were performed.

[Results]

RNA-seq analysis identified a series of 18 genes upregulated in tumor stromal cells isolated from primary
CRC tissues. Through validating the results by qRT-PCR and immunohistochemistry, we identified AEBP1 as
a novel candidate of CRC stroma-related gene. AEBP1 is expressed in CAFs in CRC tissues, and that the
expression was higher in the invasive front. The Cancer Genome Atlas (TCGA) datasets revealed that higher
expression of AEBP1 is associated with worse overall survival of CRC patients. Knockdown of AEBP1 in
CAFs suppressed cell proliferation. Conditioned medium from CAF with AEBP1 knockdown attenuated
migration of CRC cells. Moreover, siRNA against mouse Aebpl suppressed xenograft formation by human
CRC cells in nude mice. Microarray analysis revealed that AEBP1 knockdown significantly altered gene
expression signatures in CAF.

[Conclusion]

Our results suggest that AEBP1 may play an important role in CRC development, and that it could be a
potential therapeutic target.
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E95, YMEETIIEMNEERF LK (ESCC) #EIZH LT TAM DR FHHMN
ZVEBIZFEFERRBTHAZEEZHE LA . TAM 2L D ESCC DEREAE L+ 2 ITEBIN TV
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ESCC #ifatke TAM ##pE L £ EE% D ESCC MIla#k L DM T cDNA Y/ 7 LA BT EEITL., &
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ZRETEITENAOTHIN . BEHBE~AOEEZEFRICKVEERICEEETS. 9. £ESZD
ESCC #IBARRIZHE T CCL2 DRI - DM FEL TINDIEEHER L=, ESCC ilak B LU~ o077
— (% CCL2 2 RR(CCR2)EH L TL V=, CCL2 IE Akt & ERK1/2 D3EMIEE /LT ESCC #HBa#k
DEHEEFFTHESE -, HIEBH D ESCC ME¥KkIITI/OT7—DMEREETHEL. 2l CCL2 (2
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THP-1 ZEMAEIEELEMICT 24 FFREEE LT, M1/2 macrophage markers T#% IL-1b. IL-6,
CD163. Argl £, VEGF %I Nrf2 RIRERETL1=,
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RS E L/ TOD THP-1 [ M2 macrophage marker Td4 CD163. Argl DHEBRMNSETH>
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