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Expression and Prognostic Value of LASP1 in Nasopha-

ryngeal Carcinoma
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Nanjing Medical University,Nanjing 210009, China)

Abstract ; [ Purpose ] To explore the expression and prognostic value of LASP1 in nasopharyngeal
carcinoma(NPC) ,and to identify the function of LASP1 in NPC. [Methods ] Immunohistochemistry
was adopted to determine LASP1 expression in 79 primary tumor samples and adjacent tissues
from NPC patients. Western Blot and real time PCR were used to determine LASP1 expression in
NPC cell lines. Transwell migration and invasion assay were used to determine the effect of LASP1
on cell migration and invasion in vitro. Kaplan—Meier plots were performed to investigate the
prognostic relevance of LASP1 in univariate analysis. Multivariate analysis was performed by Cox
proportional hazards models. [Results] LASP1 overexpressed in tumor tissues (0.087+0.103)
compared with adjacent tissues(0.016+0.010)(t=2.154, P=0.034). The high expression of LASP1
was more frequent in patients with N,; (x*=38.406,P<0.001) and stage IV (*=4.595, P=0.043) di-
sease compared with Ny, and stage Il ~II disease. The overall survival(OS),distant metastasis free
survival(DMFS) and relapse free survival(RFS) of patients with high and low expresson of LASP1
were(114.5+8.5) months vs (137.5+4.6) months(P=0.038),(112.3£9.1) months vs (140.3+3.8) months
(P=0.009),and (108.6+9.4) months vs (134.6+5.3) months (P=0.029). High expression of LASP1
(HR=4.437, 95%CI.1.148~17.415,P=0.031) and TNM staging(HR=5.512,95%CI . 1.075~28.254,
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P=0.041) were independent prognostic factor for OS in NPC patients. LASP1 was significantly up-
regulated in NPC cell lines (1.47+0.35) in comparison with immortalized nasopharnx epithelial cells
(0.90+0.11)(t=4.488 ,P<0.001). In comparison with control group,NPC cells with LASP1 over-
expressed showed increased invasion(238.7+36.2 vs 48.7+11.6) and migration(571.0+15.7 vs 91.6x
20.3)(P<0.01) potency. Moreover, LASP1 knockdown assay with specific sh-RNA significantly inhibited
its invasion(168.7+14.6 vs 64.3+£7.4) and migration (205.0+£9.8 vs 79.0+10.5) in vitro(P<0.01).
[ Conclusion ] LASP1 overexpression is observed in NPC cell lines and primary tumor of NPC patients,
which is correlated with advanced disease and inferor survival. In vitro functional assays show that
LASP1 promote tumor migration and invasion. It suggests that LASP1 plays crucial role in tumor

progression and maybe serve as a therapeutic target in NPC.

Key words : nasopharyngeal neoplasms; LASP1 ;immunohistochemistry ; prognosis ; overall survival
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Note:a:LASP1 low expression in cancer adjacent tissues;b:LASP1 low expression in NPC tissues;
¢:LASP1 high expression in NPC tissues;d:Expression of LASP1 was significantly higher in NPC
than that in normal tissues (P=0.034).

Figure 1 The expression of LASP1 in nasopharyngeal cancer(NPC) and

Cancer adjacent NPC tissues

tissues

cancer adjacent tissues
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Table 1 Relationship of LASP1 expression with clinical

parameters
Variables LASP1 .low LASP1 lr.ugh 2 p
expression  expression

Age(years)

>48 34 18 16

<48 45 ” ” 0.026  1.000
Gender

Male 58 32 26

! 44

Female 21 9 12 0937 0.446
KPS

>80 14 7 7

0.025 1.000

<80 65 34 31
T stage

1~2 35 20 15

34 m 21 2 0.692  0.498
N stage

0~1 39 34

9.3 40 - 3 38.406 <0.001
TNM stage

I~ 39 25 14

v 40 16 4 4.595 0.043

BB EG 25 (¢=4.595,P=0.043) (Table 1),
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F BAEH (overall survival,08) (114.5+8.5 I~ H vs
137.5+4.6 > A ,P=0.038), Joit 4% #5447 (distant

4.437,95%C1:1.148~17.415,P=0.031) I TNM %3]
(HR=5.512,95%C1:1.075~28.254, P=0.041) & & iy
I B E M ST F S IR 2R (Table 2)
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(241=1.47+0.35) 1 3 5 Tk A= A S WA R 200 i
B (2744=0.90+0.11) (=4.488 , P<0.001 ) (Figure 3b).
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LASPI (Figure 4a), Transwell {278 FliE # 52 56 25
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vs (79.0£10.5); (168.7£14.6) vs (64.3£7.4)](P<0.001)
(Figure 5b~5d) .

Table 2 Multivariate analysis of OS in NPC patients

g vl DMFS) (112.39.1 4~ f Variables HR(95%CI) P
tastasis € I 9.
metastasts free survivat, ) ( - VS Gender 0.186 (0.024~1.460) 0.110
140.3+£3.8 /I\H ,P=0009)*[]36}%%'357&55@(1'91&})99 Age 1.836 (0.535~6.304) 0.334
free survival ,RFS) (108.6+9.4 1~ A vs 134.6+5.3 KPS 3.361 (0.445~3.291) 0.229
A, P=0.029) SR A= oY (13 Sy | (Figure 2),Cox 14 Stage 5.512 (1.075~28.254) 0.041
e . I LASP1 4.437 (1.148~17.415 0.031
)AL BER 53 7 45 5 41 7% LASPI #5935 (HR= ( )
a h (&
0 %_ Low LASP1 'y [\:L\ﬁ Low LASP Lo, Low LASP1
e E R A
] . bl osp High LASP1 0sf QLHw i
- - “1— Hig : High LASP1
: z
B o6l Eo.o— e 06
04| 04t 041
02 02 02
P=0.038 P=0.009 P=0.029
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 20 40 60 80 100 120 140 0 20 40 60 80 100 120 140 0 20 40 60 80 100 120 140
Time(months) Time(months) Time(months)
Note : High LASP1 expression was significantly correlated with worse OS (a), DMFS (b) and RFS (c).
Figure 2 LASP1 expression and the survival of NPC patients
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Notes:a:LASP1 protein levels in 5 NPC and 2 normal nasopharyngeal cell lines;b: LASPI mRNA level was much higher in NPC cell lines.
*: P<0.05;%*: P<0.001.

Figure 3 The expression of LASP1 in NPC cell lines
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Notes:a: LASPI mRNA level was significantly higher after transfection ;b : The quantification results of transwell invasion and
migration assay (*:P<0.001);Representative images of transwell migration (c) and invasion (d) assays.

Figure 4 LASP1 over-expression increased SUNE1 cell migration and invasion in vitro
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Notes:a: LASPI mRNA level was significantly downregulated after transfected with shRNA ;b:The quantification results of transwell
invasion and migration assay (*:P<0.001); Representative images of transwell migration (c) and invasion (d) assays.

Figure 5 LASPI knockdown inhibited SUNE1 cell migration and invasion in vitro
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