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A development of novel molecular target therapy targeting IL-17 for peritoneal
metastasis of gastrointestinal cancer
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The inhibiting IL-17 in the peritoneal metastasis model of gastrointestinal
cancer in mice releases the tumor immunity escape mechanism of Treg cells and MDSC, produces a Thl
dominant immune environment, and augments anti-tumor immunity. Furthermore, the inhibition of IL-17
suppressed angiogenesis, however, it could not reduce cancer stem cells. IL-17 is one of new
molecular targets in peritoneal metastasis of gastrointestinal cancer.
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(1) Ad-IL-17 SRNA
IL-17

MC38 CT26 5x10°
BALB/c
Day3 6 9  Ad-IL-17 siRNA
1x10°PFU Ad-SNC 1x10°PFU PBS
3 ( n=7)

C57BL/6

survival 12
sacrifice
Ad-IL-17siRNA
IL-17
Rneasy Mini Kit (QIAGEN))
total mMRNA real-time PCR
mRNA IL-17knockdown
IL-17

tumor lysate
IL-17  ELISA(R&D)
(2) Ad-IL-17 siRNA
IL-17
@) Dayl2
1 mg/ml collagenase
0.2 mg/ml hyaluronidase 0.5 mg/ml DNasel
(Sigma)
100%, 80%Ficoll

ficoll100
FACS
Th1/Th2
TIL  GoigiPlug (BD)
PMA (10 ng/ml) ionomycin (500 ng/ml) (Sigma)
5 PerCP-Cy5.5
anti-CD4Ab
FITC anti-IFNgAb PE
anti-IL-4Ab(BD)
MDSC  PerCP -Cy5.5 anti-CD45Ab
FITC anti-CD11bAb PE anti-Gr-1Ab(BD) Treg
PerCP-Cy5.5 anti-CD4Ab FITC
anti-CD25Ab
PE anti-FOXP3 Ab

(3) Ad-IL-17 siRNA

IL-17
2) TIL
autoMACS CD5+
in vitro X
(75Gy) MC38 CT26
3
autoMACS(Miltenyi Biotec)  CD8+
MC38 CT26 target 4
Cr-release assay CTL
(4) Ad-IL-17 siRNA
IL-17
@) Dayl2
CD31
VEGF



Ficoll2

FACS  side population (SP)
ALDH
CD31 2
(5) in vitro IL-17
IL-17
MEF rlL-17 10ng/ml,
100ng/ml 48 TGF-B VEGF
ELISA
angiopoetin-1(Angl)
HUVEC
rlL-17
IL-17
CT26 MC38 rIL-17 48
TGF-p VEGF ELISA
2
FACS  side popuration
(6) Ad-IL-17 siRNA IL-17

MC38 CT26 5%10° C57BL/6 BALB/c

Day3 6 9
Ad-IL-17 siRNA 1x10°PFU CTLA-4
VEGF Ad-1L-17
siRNA 1x10°PFU
n=7 2 3

survival Dayl4

(1) Ad-IL-17 siRNA

IL-17
MC38 CT26 5x10°
C57BL/6 BALB/c
Day3 6 9  Ad-IL-17 siRNA

1x10°PFU  Ad-SNC 1x10°PFU PBS
3 n=7)

survival 12
sacrifice
Ad-IL-17siRNA
IL-17
Rneasy Mini Kit (QIAGEN))
total mRNA real-time PCR
mRNA IL-17knockdown
IL-17
tumor lysate
IL-17 ELISA
Ad-IL-17 siRNA
IL-17

(2) Ad-IL-17 siRNA
IL-17
@) Dayl2
1 mg/ml collagenase

0.2 mg/ml hyaluronidase 0.5 mg/ml DNasel

100%, 80%Ficoll

FACS Th1/Th2 MDSC
population Ad-IL-17 siRNA
Thl dominant Treg
MDSC
(3) Ad-IL-17 siRNA
IL-17
2
autoMACS CD5+
MC38 CT26
target 4 Cr-release assay
CTL Ad-IL-17 siRNA
CTL
(4) Ad-IL-17 siRNA
IL-17
2) CD31

Ad-IL-17 siRNA
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ALDH CD31 2

(5) in vitro IL-17
MEF rlL-17
48 TGF- VEGF
angiopoetin-1(Angl)
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HUVEC  rIL-17
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