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Elucidation of the mechanism that exosome derived from pancreatic cancer
facilitate tumor progression mediated by TAM
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In this study, we confirmed TYRO3 expression in five human PC cell lines

(PANC-1, MIA PaCa-2, BxPC-3, AsPC-1, and PK-9). TYRO3 silencing and overexpression studies have
revealed that TYRO3 promotes cell proliferation and invasion in PC via phosphorylation of protein
kinase B (Akt) and extracellular signal-regulated kinase (ERK). Using a mouse xenograft model, we
showed that tumor growth was significantly suppressed in mice subcutaneously inoculated with
TYRO3-knockdown PC cells compared with mice inoculated with control PC cells. Furthermore, TYRO3
expression was examined in PC tissues obtained from 106 patients who underwent pancreatic resection
for invasive ductal carcinoma through immunohistochemical staining. TYRO3-positive patients had poor

prognoses for overall survival and disease-specific survival compared with TYRO3-negative patients.

Multivariate analysis revealed that TYRO3 expression is an independent prognostic factor for

overall survival.

TAM  TYRO3



TAM family TYRO3 AXL MER 1990

family

oncogene

1458 - 2 - ERREA S L ER
TAM
plik )
BEEE ’
O~
) t%ﬁEﬁEGJEiEI
2 - EBOEE (1070 B BB AL R |
e TAM
PS :ir7i:;\ft%y; [TAmETETE] Egg
TAMEE{LEF
Ba#la~DER
l \ BRORAOWERE
RF7HR—LREF
AT
i g TAME BT (ps)
1.
TYRO3
TYRO3
PANC-1 MIA PaCa-2 BxPC-3 AsPC-1 PK-9
HPDE H6C7 TYRO3 RNAI

TYRO3

TAM family

TYRO3

phosphorylation of protein kinase B Akt extracellular signal-

regulated kinase ERK

TYRO3

106 TYRO3

TYRO3 PANC-1

MIA



PaCa-2 TYRO3 siRNA TYRO3

TYRO3 siRNA Akt ERK
TYRO3 PANC-1 TYRO3
TYRO3
Akt ERK
shRNA TYRO3 knockdown PANC-1
sh C sh D in vivo
TYRO3 5 TYRO3 knockdown PANC-
1
TYRO3 30.2
TYRO3
TYRO3
TYRO3 TYRO3
TYRO3
D387yt d'-?\ § :
<
~ S BREERIFYY—A ~ et
g & LN Y T
Q‘db é’? 2N ‘«//Jf{;/f’j?w ’
£ <
Tyro3 HHWN l’ :
B-Actin e ﬁ{?m, b BB S
hﬁﬁﬁgﬁk - i i @
:(\3:. PANC—1HH%§EE% it BBy FHH %—-
IXxYY—LT L - - _
MIAPaCa-—21I# C r;%ﬁmm %a il

Tyro3ZEHAMEM L 1= 4. BETHBBEEIY Y Y —LICLHEHEEME




1 1 0 0

Morimoto Masaki Horikoshi Yosuke Nakaso Kazuhiro Kurashiki Tatsuyuki Kitagawa Yoshinori
Hanaki Takehiko Sakamoto Teruhisa Honjo Soichiro Umekita Yoshihisa Fujiwara Yoshiyuki
Matsura Tatsuya

470

Oncogenic role of TYRO3 receptor tyrosine kinase in the progression of pancreatic cancer

2020

Cancer Letters

149 160

DOl
10.1016/j .canlet.2019.11.028

TAM

60

2019

TAM

28

2019

2020

243

2020







