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[ABSTRACT] BACKGROUND & OBJECTIVE: A proliferation-inducing ligand
(APRIL), a new member of the tumor necrosis factor (TNF) family, can
stimulate tumor cell growth and proliferation both in vitro and in vivo. This
research was to detect the expression of APRIL in colorectal carcinoma
tissues, and to compare the effects of 5-fluorouracil (5-FU) and cisplatin
(DDP) on the expression of APRIL in colorectal carcinoma SW480 cells.
METHODS: The protein and mRNA levels of APRIL in 56 specimens of
human colorectal carcinoma and para-tumor tissues and in SW480 cells were
determined by immunohistochemistry and real-time fluorescence quantitative
reverse transcription-polymerase chain reaction (FQ-RT-PCR). SW480 cells
were treated with 5-FU and DDP at various concentrations for 24 h, 48 h and
72 h. The changes of APRIL mRNA level were analyzed by FQ-RT-PCR.
RESULTS: Both positive rate and mRNA level of APRIL were significantly
higher in colorectal carcinoma tissues than in para-tumor tissues (76.8% vs.
16.1%, 0.16+0.05 vs. 0.71+0.08, both P<0.001). The expression of APRIL
was strong in SW480 cells. When treated with different concentrations of 5-FU,
the mRNA level of APRIL in SW480 cells raised gradually and reached the
highest levels at 72 h after treatment (0.85+0.10, 0.81+0.09, 0.83+0.11,
and 0.90 +0.12 at the concentrations of 25, 50, 100 and 200 pg/mL,
respectively), which were significantly higher than those in blank control group
(P<0.001). When treated with different concentrations of DDP, the mRNA
level of APRIL in SW480 cells did not increase when compared with that in
control group (P>0.05). After 72-hour treatment, the mRNA level of APRIL in
SW480 cells was significantly lower in 10 ug/mL and 20 ug/mL DDP groups
than in blank control group (0.44+0.05 and 0.40+0.07 vs. 0.57+0.06, P<
0.05). CONCLUSIONS: APRIL may promote the development of colorectal
carcinoma. When chemotherapy is conducted to treat colorectal carcinoma,
especially when 5-FU is included in the regimen, anti-APRIL therapy might be
an important assistant treatment to counter the impact of APRIL caused by
antitumor drugs.
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Figure 1  Expression of APRIL in colorectal carcinoma tissue and colorectal carcinoma SW480 cells (SABC x100)

A: APRIL is expressed (in brown) in cytoplasm of adenocarcinoma cells in colorectal carcinoma tissue.

B: APRIL is expressed (in brown) mainly in cytoplasm of SW480 cells.
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Table 1 Effect of 5-fluorouracil and cisplatin on mRNA (6-8]
level of APRIL in SW480 cells :
mRNA
Group APRIL mRNA expression SWA480 APRIL
24 h 48 h 72 h ’
Blank control 0.5420.08 0.530.05 0.57+0.06 Hahne R
5-Fluorouracil >3 em APRIL
25 pg/mL 0.64+0.07° 0.68+0.09 0.85+0.10" <3 cm APRIL
0 /o ossate asonm o o . APRIL
200 pg/mL 0.69+0.11* 0.72+0.09" 0.90£0.12" ’
Cisplatin
2.5 pg/ml, 0.60+0.07 0.55+0.08 0.50+0.06 o APRIL
5 wg/mL 0.58+0.06 0.52+0.05 0.48+0.09 , ,
10 pg/mL 0.55+0.08 0.49+0.06 0.44+0.05* ,APRIL i APRIL
20 pg/mL 0.52+0.10 0.50+0.09 0.40+0.07°
All values are presented as mean + SD of 6 experiments. *P<0.05, ’
"P<0.001, vs. blank control. °
3 , , 2
SW480 o
(a proliferation-inducing ligand , 10,20 pg/mL 72 h
N



| JemK

, . APRIL

SW480 APRIL 373

APRIL ,
APRIL .
SW480 , APRIL mRNA

APRIL
, APRIL
, APRIL , BCMA

,APRIL

, APRIL

[ ]
[1] Hahne M, Kataoka T, Schroter M, et al. APRIL, a new

ligand of the tumor necrosis factor family, stimulates tumor cell

growth [J]. ] Exp Med, 1998,188(6):1185-1190.

[2] Rennert P, Schneider P, Cachero T, et al. A soluble form of
B cell maturation antigen, a receptor for the tumor necrosis
factor family member APRIL, inhibits tumor cell growth [J]. ]
Exp Med, 2000,192(11):1677-1684.

[3] Mhawech-Fauceglia P, Kaya G, Sauter G, et al. The source of
APRIL up-regulation in human solid tumor lesions [J]. ]
Leukoc Biol, 2006,80(4) :697-704.

[4] Roth W, Wagenknecht B, Klumpp A, et al. APRIL, a new
member of the tumor necrosis factor family,modulates death
ligand-induced apoptosis [J]. Cell Death Differ, 2001,8 (4):
403-410.

[5] Deshayes F, Lapree G, Portier A, et al. Abnormal production
of the TNF-homologue APRIL increases the proliferation of
human malignant glioblastoma cell lines via a specific receptor
[J]. Oncogene, 2004,23(17):3005-3012.

[6] Stein J V, Lopez-Fraga M, Elustondo F A, et al. APRIL
modulates B and T cell immunity [J]. J Clin Invest, 2002, 109
(12):1587-1598.

[7] Moore P,Belvedere O,0rr A, et al. BLyS: member of the
tumor necrosis factor family and B lymphocyte stimulator [J].
Science, 1999,285(5425) :260-279.

[8] Ware C F. APRIL and BAFF connect autoimmunity and cancer
[J1.J Exp Med, 2000,192(11) ; F35-38.

(9] , , ., . APRIL

[J1. , 2005,25(6):577-580.
[ : 1

Guangzhou International Seminar of Head & Neck Surgery

2008

2008 7 4
- Sloan-Kettering
KrishnanSuren s
o 10
2008 7 4 -8 ( )

651

:020-87343302
E-mail ; liuwwei@mail.sysu.edu.cn

http : //www.sysucc.com

“2008
Ashok Shaha s

23 °



