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The expression and value of DcR3 in cholangiocarcinoma
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ABSTRACT Objective: To observe the expression of decoy receptor3(DcR3) in cholangiocarcinoma, and to investigate the value of
serum concentration of DcR3 for the diagnosis of cholangiocarcinoma. Methods: The expression of DcR3 was examined by
immunohistochemistry with SP staining method in 45 cases of cholangiocarcinoma, and 15 cases of bile duct normal tissue. The serum
DcR3 concentration was measured using a DcR3 enzyme-linked immunosorbent assay (ELISA) in 31 cases of cholangiocarcinoma, 18
cases of bile duct benign disease while 28 healthy individuals as contrast. Results: The expression of DcR3 was detected in 29 out of the
45 cholangiocarcinoma cases with a positive rate of 64.4%, no expression of DcR3 was detected in bile duct normal tissue. The
expression of DcR3 was correlated with TNM staging and lymph node metastasis (P<0.05), but not with age, tumor size, histologic
grading (P>0.05). The serum DcR3 concentrations in patients with cholangiocarcinoma and in patients with bile duct benign disease is
152.25 35.94 pg/ml and 98.35 14.27 pg/ml, while the normal people is 95.01 10.03 pg/ml respectively. There was statistical difference in
DcR3 concentration between cholangiocarcinoma patients and bile duct benign disease patients(P<0.01). Conclusions: The expression of
DcR3 increased in cholangiocarcinoma. The expression of DcR3 is closely related to cholangiocarcinoma occurrence, progression and
metastasis. DcR3 can be a new target for the therapy of cholangiocarcinoma. The serum concentration of DcR3 has clinical value for the
diagnosis of Cholangiocarcinoma.
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Table 1 relationship between expression of DcR3 in tissue and clinicopathological factors in cholangiocarcinoma

linicopathological factors n expression of DcR3 in tumor tissue
- + x? P
Sex
male 25 9 16 0.005 0.994
female 20 7 13
Age
< 61 23 10 13 1.289 0.256
>61 22 6 16
Tumor location
hilar 18 8 10 1.237 0.539
middle common bile duct 12 3 9
lower common bile duct 15 5 10
TNM staging
- 28 14 14 6.749 0.009
- 17 2 15
Grade of defferention
well 16 6 10 3.163 0.206
moderately 17 2 15
poorly 12 4 8
lymph node metastasis
IS N 26 5 21 7.162 0.007
N=0 19 11 8
2.2 N DcR3 DcR3 93.01+ 10.03 pg/ml,
DcR3 152.25% 35.94 pg/ml DcR3 (P<0. 01)
DcR3 98.35% 14.27 pg/ml , DcR3 P>0.05 2,

2 DcR3

Table 2 Comparision of serum concentration of DcR3 in every groups

groups  groups n serum concentration of DcR3(xt s) P
cholangiocarcnoma 31 152.25+ 35.94 0.000 X
benign group 18 98.35+ 14.27 0.000%¢
normal group 28 93.01+ 10.03 0.321*

X There was statistical difference in DcR3 concentration between cholangiocarcinoma patients and bile duct benign disease patients(P<0.01), v« so as

between cholangiocarcinoma and normal people. *No st statistical difference were observed between bile duct benign disease and normal people.



www.shengwuyixue.com Progressin Modern Biomedicine Vol1ll NO.5

MAR.2011 - 917 -

DcR3 TR6

M68, 1998  Pitti t

EsT(expressedSequeneetag )

TNFR

DcR3,Bai
3

20q13-3

1 kb s

Fas-L ,LIGHT TLIA

EST
cDNA cDNA
@ M68

TR6 35 kDa,cDNA

. DcR3

(death receptor) ,

~

DcR3

Bai ©

DcR3

DcR3

[12]
o

,DcR3

,DcR3

RT-PCR

- Arakawa
46
DcR3 ,
DcR3 mRNA

DcR3

82/83(98.8 %)

TR6

>

.DcR3

82% 76%

DcR3

. Tsuji®
,DcR3 mRNA

PCR, RT-PCR
DcR3 DNA .mRNA

DcR3
15

86%

DcR3mRNA

DcR3 DcR3mRNA

DcR3
Wul Elisa
29 TR6
82/146(56.2 %),TR6 |
TR6

El s

47/48(97 %)TR6

N

DcR3

DcR3

AFP
93%.
CA19-9

o

CA19-9  DcR3

o

DcR3 5-FU
, B Que
Fas FasL
1l FasL
. DcR3 Fas FasL,

Fas (1

Ya-

mamoto

FasL

RNA DcR3 , DcR3

DcR3

[12-14]
o

3] DcR3 RNA DcR3

(References)

[1] Pitti RM,Marsters SA,Lawrence DA, et al.Genomic amplificatiou of a
decoy receptor for Fas ligand in lung and colon cancer [ J]. Nature
1998 396(6712):699-703

[2] Bai C,Connolly B,Metzker M L, et al. Overexpression of M68/DcR3 in
human gastrointestinal tract tumors independent of gene amplification
and its location in a four-gene cluster [ J]. Proc Natl A cad Sci USA,
2000, 97(3): 1230-1235

[3] Tsuji S,Hosotani R,Yonehara S,et al.Endogenous decoy receptor 3
blocks the growth inhibition signals mediated by Fas ligand in hunum
pancreatic adenocareinoma[J].Int J Cancer,2003;106(1):17

[4] Arakawa Y,Tachibana M, et
amplification and overexpression of decoy
glioblastoma[J].Acta Neuropathol,2005;109(3):294

(5] s s , DcR3

[J] 2008 28 12 1039-1041
An Lifeng,Sheng Li,Shi Linet al The expression of DcR3 in
[J] Tumor,2008,28 (12):1039-1041 (In

0O,Hasegawa al.Frequen gene

receptor 3 in

gastrointestinal tumors
Chinese)

[6] Wu Y,Han B, Sheng H, et al.Clinical significance of detecting elevated
serum DcR3 /TR6 /M68 in malignant tumor patients[J]. Int J Cancer,
2003, 105(5): 724-732

(7] s . DcR3

[J]. 2009,17(20) 2042-2047
Song-Zhu  Yangmei,Gang Chen,Yi-Wu Dang,et al. Clinical
significance of elevated serum DcR3 in patients with hepatocellular
carcinoma [ J]Shijie Huaren Xiaohua Zazhi 2009,17(20):2042-2047
(In Chinese)

[8] Gabriele M, Felix B, Boulay, et al. DcR3 locus is a predictive marker
for 5-fluorouracil based adjuvant chemotherpy in colorectal cancer [
J]. Int J Cancer,2002,102(3):254-257

[91 Que FG, Phan VA, Celli A, et al. Cholangiocarcinoma express
Fasligand and disable the Fas receptor. Hepatology, 1999,30:
1398-1404

[10] Yamamoto K,Katayose Y,Suzuki M.Adenovirus expressing p27KIP1
induces apoptosis against cholangiocarcinoma cells by triggering Fas
ligand on the cell surface [J].Hepatogastroenterology,2003,50 (54):
1847-1853

925 )



www.shengwuyixue.com Progressin Modern Biomedicine Vol1ll NO.5

MAR.2011 - 925 .

[11] Allison J, Thomas HE, Catterall T, et al. Transgenic expression of
dominant-negative fas-associated death domain protein in B cells
protects against fas ligand-induced apoptosis and reduces spontaneous
diabetes in Nonbese diabetes mice [J].J Immunol. 2005,175 (1):
293-301

[12] Su X, Hu Q, Kristan JM, et al. Significant role for Fas in the
pathogenesis of autoimmune diabetes [J]. J Immunol, 2000, 164(5):
2523-2532

[13] Tsai S, Shameli A, Santamaria P. CDg'T cells in type 1 diabetes[J].
Adv Immunol,2008,100: 79-124

[14] Graser RT, DiLorenzo TP, Wang F, et al. Identification of a CD8+T
cell that can independently mediate autoimmune diabetes
development in the complete absence of CD4+T cell helper functions
[J].J Immunol, 2000, 164(7):3913-3918

[15] Nitta Y, Kawanoto S, Tashiro F, et al. IL-12 plays a pathologic role at
the inflammatory loci in the development of diabetes in NOD mice[J].
J Autoimmune,2001,16(2):97-104

[16] Alba A, Planas R, Clemente X, et al. Natural killer cells are required

for accelerated type 1 diabetes driven by interferon-beta[J].2008,151

(3):467-475

[17] Brauner H, Elemans M, Lemos S, et al. Distinct phenotype and
function of NK cells in the pancreas of nonobese diabetic mice [J]. J
Immunol,2010,184(5):2272-2280

[18] Rodacki M, Svoren B, Butty V, et al. Altered natural killer cells in
type 1 diabetic patients[J]. Diabetes, 2007, 56(1):177-185

[19] Bour JH, Bluestone JA. B cell deleption: a novel therapy for
autoimmune diabetes [J]. J Clin Invest, 2007, 117(12):3642-3645

[20] . . C

[J1. .2008, 5(5) 61-62

WANG Wei-min, ZHANG Qing-gui, WEN Xiao-gang, et al. Clinical
Application of Glutamic acid decarboxylase antibody and C peptide
in the blood or urine[J].China Medical Herald[J].2008,5(5):61-62

[21] .1 [J].

.2009,17(9) 641-642

ZHOU Zhi-guang. New Developments about Pathogenesis and
Prevention Research in Type 1 Diabetes [J].Chin J Diabetes,2009,17
(9):641-642

917

[11] Victor J,Witcher DR.Becker GW, et al. Decoy receptor3 (DcR3) is
proteolytically processed to a metabolic fragment having differential
activities against Fas ligand and LIGHT [J]. Biochem Pharmacol.
2003,65:657-667

[12] Wang Luping,Sunghee Kim,Jinguo Chen,et al.Decoy TR6 protects
tumors cells from apoptosis [J].Proc Annu Meet Am Assoc.Cancer
Res,2003,44:149

[13] Bai J,Sui J,.Demirjian A,et al.Predominant Bcl-XL knockdown
disables antiapoptotic mechanisms:tumor necrosis factor-related

apoptosis-inducing ligand-based triple chemotherapy overcomes

chemoresistance in pancreatic cancer cells in vitro [J].Cancer Res,
2005;65(6):2344

[14] Shi G,Mao J.Yu G.et al.Tumor vaccine based on cell surface
expression of DcR3/TR6[J].J Immunol,2005;174(8):472

[15] , , DcR3 RNA

[J]. 2005,8(2) 90-93

Duan Wei-hong,SU Zhong-xue, WU Tai-huan Comparison of cellular
apoptosis processed by DcR3 anti-sense RNA and cisplatin in
hepatocellular carcinoma [ J] Chin J Curr Adv Gen Surg.2005.8(2):
90-93(In Chinese)



