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Clinical Significance and elucidation of molecular regulation mechanism of lipid
mediators in invasion and metastatic ability of gastric cancer
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We hypothesized that sphingosine kinase type 1 (SphK1l) and
sphingosine-1-phosphate (Sng is associated with the progression of human gastric cancer and
I¥mphatic invasion. To test this hypothesis, we analyzed reIationshiB between SphK1, S1P,
clinicopathological features, and prognosis in human gastric cancer by immunohistochemistry and mass
sEectrometry.

SphK1 expression was correlated with gastric cancer progression, especially diffuse infiltrative

type and lymphatic invasion, and furthermore in survival rate SphKl positive group was poor
prognosis as compared with negative group. pSphKl expression significantly associated with S1P
levels in the gastric cancer tissue.

We reported that SphKl and S1P play an important role in the progression of human gastric cancer.



40

VEGF-C

S1P

S1P

S1P

1

Nagahashi S1P

Cancer Research

&=
JOREFE
A

S1IPZAEHK
EH/NRE lféiﬁ%:;

S1IPZAK M

2012

A ik

Sph

<

S1PEiIzE K

S1P

Spns2
FASEB Journal 2013

S1P
Cancer cell 2013
Nature Review Cancer

S1P
Nature
Review Cancer 2014

" X
Formation of N
tumor microenvironment X

. Q%g‘ggg Prim:ry tumor
e@%%@o T factor

Physiological role
of S1P

1) Migration

2) Lymphangiogenesis |
3) Cell survival

S1P
S1P
SphK1
4
4 (1-4)

mediated by S1P )

Lymph node
1
S1P
SphK1
S1P
SphK1
SphK1
S1P
S1P
S1P
SphK1
(0-3)
0-12

SphK1



g&v

Negative (0)
! ~;.'
Moderate (2)
Sarah Spiegel
S1P
136
SphK1
0-5 SphKl 6-12 SphK1l
SphK1 76
56 SphK1
P=0.029
P=0.035 P=0.050
P=0.002
Diffuse type Odds 2.210
95% 1.046-4.671, P=0.038
Odds  3.697, 95%
1.611-8.483, P=0.002
5 SphK1
85.9 70.3 5
SphK1
98.3 79.3 SphK1
P=0.002
2015 16
S1P
SphK1 S1pP
SphK1 S1P P=0.020
SphK1, SphK1

S1P

Variables SphK1 SphK1 Pvaue
Negative  Positive
(N=60) (N=76)
Depth of invasion 0.029
pT1 4 38
pT2 8 6
pT3 9 25
pT4 2 7
LN metastasis 0.035
pNO 46 45
pN1 9 10
pN2 2 12
pN3 3 9
Distant metastasis 0.134
pMO 59 70
pM1 1 6
Stage 0.011
Stage | 47 41
Stage 9 15
Stage 11 3 14
Stage IV 1 6
Histological type 0.050
Intestinal 43 41
Diffuse 17 35
Lymphatic invasion 0.002
ly 0 50 44
ly 1/2/3 10 32
Venousinvasion 0.266
vO0 52 60
v 1/2/3 8 16
1 pSphKl
Variables Odds 95% Confidence P
ratio Interval value
Histological type
Intestinal 1.000
Diffuse 2.210 1.046—-4.674 0.038
Lymphatic invasion
ly 0 1.000
ly 1/2/3 3.697 1.611 — 8.483 0.002
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