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Fbxw7/Notchl/

Elucidation of the control mechanism by Fbxw7 / Notchl / chemokine in perineural
invasion of pancreatic cancer

Masuda, Kunihiro
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I examined to elucidate the influence of Fbxw7 and the substrates
accumulation in pancreatic cancer nerve infiltration. However, there was no association between
Fbxw7 downregulation and pathological factors in pancreatic cancer pathological specimens. For that
reason, | analyzed the relationship between the expression of Fbxw7 and clinicopathological factors
in cholangiocarcinoma, which had Fbxw7 mutation.

FBXW7 expression was associated with clinicopathological outcomes in cholangiocarcinoma patients.
FBXW7 was the most important independent prognostic factor. | also demonstrate that the two FBXW7
substrates, NOTCH1 and MCL1), regulate cholangiocarcinoma progression. FBXW7 modulates the malignant
potential of cholangiocarcinoma via independent regulation of NOTCH1 and MCL1.

Fbxw7



(Perineural invasion:PNI) PNI
Fbxw7 Notchl CCL2-CCR2
Fbxw7 Notchl c-Myc
mMTOR 2%
KRAS Erk Fbxw7
, Fbxw7 Notchl ,CCL2-CCR2
PNI PNI
PNI
Fbxw7 Notchl
PNI PNI
Fbxw7/Notchl/
(€Y) Foxw7 (Notchl)
CCL2-CCR2
() Fbxw7 Notchl
,CCL2-CCR2
(€Y) Foxw7
Foxw7
Foxw7
@) FBXW7 MRNA SIRNA3
Notchl
Foxw7 Fbxw7
FBXW7
FBXW7
154 H-score > 110  FBXW7 (n=37)  H-score 110 (n=117) FBXW7
FBXW7
FBXW7
FBXW7
FBXW7 Kaplan-Meier
Disease-free survival (DFS ) overall
survival (0S ) FBXW7 ( P=0.001
P <0.001) 5 FBXW7 38.6% FBXW7 89.7%
FBXW7
FBXW7 DFS  0S
DFS FBXW7 (P=0.001) UICC-pT (P=0.002) UICC-pN (P <0.0001)
(P=0.004) (P=0.01) (P=0.001)
(P=0.001) Cox
FBXW7 (P=0.006) UICC-pN (P <0.0001) DFS
0S FBXW7 (P=0.0001)  UICC-pT (P=0.001) UICC-pN (P
<0.0001) UICC-pM (P <0.0001) (P=0.013) (P=0.029) R
(P=0.029) (P=0.005) (Table. 2B)
Cox FBXW7 (P=0.0004) UICC-pT
(P=0.032) UICC-pN (P=0.001) UICC-pM (P=0.029) 0S
FBXW7
FBXW7 NOTCH1
FBXW7
(RBE HuCCT1 TFK-1) FBXW7
SIRNA FBXW7
NOTCH1
g-PCR FBXW7 NOTCH1mRNA



FBXW7 ~ NOTCHL  mRNA
NOTCHL  FBXW7

FBXW7
FBXW7 FBXW7
24 FBXW7
FBXW7
FBXW7 phenotype
RBE  shFBXW7 FBXW7 FBXW7
RBE NOTCH1 MRNA
FBXW7 FBXW7
NOTCH1  FBXW7 NOTCH signaling

colony formation assay wound healing
assay migration assay
Colony formation assay FBXW7
(Fig. 4A) wound healing assay migration assay

FBXW7
NOTCH1 FBXW7
NOTCH1 NOTCH1
FBXW7 NOTCH1
CDDP MCL1
CDDP FBXW7 CDDP
CDDP FBXW7
CDDP FBXW7
FBXW7 MCL1 CDDP
MCL1
CDDP MCL1 FBXW7 RBE
CDDP MCL1 CDDP MCL1 MCL1mRNA
CDDP MCLL  FBXW7
FBXW7 MCL1
FBXW7 RBE MCL1 MCL1
FBXW7 MCL1 CDDP
FBXW7 FBXW7 NOTCHL  MCL1
14

- Special Lecture

73(11) 212-218 2018 10

FBXW7  modulates malignant potential and cisplatin-induced apoptosis in
cholangiocarcinoma via NOTCH1 and MCL1.

Mori A, Masuda K, Ohtsuka H, Shijo M, Ariake K, Fukase K, Sakata N, Mizuma M, Morikawa
T, Hayashi H, Nakagawa K, Motoi F, Naitoh T, Fujishima F, Unno M

Cancer science 2018 10 [ 1
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18-Fluorodeoxyglucose Positron Emission Tomography Predicts Recurrence in Resected
Pancreatic Ductal Adenocarcinoma.

Ariake K, Motoi F, Shimomura H, Mizuma M, Maeda S, Terao C, Tatewaki Y, Ohtsuka H, Fukase
K, Masuda K, Hayashi H, Takadate T, Naitoh T, Taki Y, Unno M

Journal of gastrointestinal surgery : official journal of the Society for Surgery of the
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Local ly advanced pancreatic cancer successfully treated by distal pancreatectomy with
celiac axis resection (DP-CAR) after S-1 with radiation therapy followed by
gemcitabine/nab-paclitaxel therapy: a case report.

Ariake K, Motoi F, Mizuma M, Murakami K, Takadate T, Ohtsuka H, Fukase K, Masuda K, Hayashi
H, Nakagawa K, Sakata N, Morikawa T, Maeda S, Naitoh T, Egawa S, Unno M

Surgical case reports 3(1) 15 2017 12 [ 1

A case of adult undifferentiated embryonal sarcoma of the liver successfully treated with
right trisectionectomy: a case report.

Mori A, Fukase K, Masuda K, Sakata N, Mizuma M, Ohtsuka H, Morikawa T, Nakagawa K, Hayashi
H, Motoi F, Naitoh T, Murakami K, Unno M

Surgical case reports 3(1) 19 2017 12 [ 1

Predictive risk factors for peritoneal recurrence after pancreatic cancer resection and
strategies for its prevention.

Ariake K, Motoi F, Ohtsuka H, Fukase K, Masuda K, Mizuma M, Hayashi H, Nakagawa K, Morikawa
T, Maeda S, Takadate T, Naitoh T, Egawa S, Unno M

Surgery today 47(12) 1434-1442 2017 12 [ 1

Gemcitabine+Nab-Paclitaxel

44(12) 1241-1244 2017 11

[Multidisciplinary Therapy with Gemcitabine and Nab-Paclitaxel for Unresectable
Pancreatic Cancer].

Motoi F, Takadate T, Maeda S, Ariake K, Masuda K, Ishida M, Fukase K, Mizuma M, Ohtsuka
H, Sakata N, Hayashi H, Nakagawa K, Morikawa T, Naitoh T, Unno M

Gan to kagaku ryoho. Cancer & chemotherapy 44(12) 1241-1244 2017 11 [

1

MK2461, a Multitargeted Kinase Inhibitor, Suppresses the Progression of Pancreatic Cancer
by Disrupting the Interaction Between Pancreatic Cancer Cells and Stellate Cells.
Inoue K, Ohtsuka H, Tachikawa M, Motoi F, Shijo M, Douchi D, Kawasaki S, Kawaguchi K,
Masuda K, Fukase K, Naitoh T, Katayose Y, Egawa S, Unno M, Terasaki T

Pancreas 46(4) 557-566 2017 4 [ 1
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