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[ Abstract] Objective To investigate the expression of osteopontin( OPN) in Graves’ disease (GD) , and to
study the role played by OPN in modulating CD40 ligand expression. Methods Thirty initial GD patients, twenty-one
GD patients during remission, and twenty healthy controls were recruited. Concentrations of OPN and soluble CD40
ligand were determined by ELISA. The expressions of OPN receptor genes in peripheral blood mononuclear cells and
CD40 ligand gene in CD4"T cell were determined by real-time quantitative PCR. Results Plasma OPN level in GD
patients was significantly higher than that in normal controls[ (153 £55 s 52 +21) ng/ml, P<0.01 ], while the level
in GD patients during remission[ (64 19 vs 52 +21) ng/ml, P>0.05 ] showed no significant changes. Compared to
healthy controls, soluble CD40 ligand was enhanced in GD patients[ (3 0311074 vs 1 073 +351) pg/ml, P<0.01]
and in patients during remission, no significant differences found [ (974 + 273 vs 1 073 +351) pg/ml, P>0.05].
Plasma OPN was correlated with soluble CD40 ligand concentration(r=0.849, P<0.01) , while OPN could increase
soluble CD40 ligand level and CD40 ligand mRNA expression in CD4" T cells. Conclusions CD40 ligand is induced
by increased OPN and serves as the downstream effector of OPN in GD development.
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Tab 1 Clinical characteristics of healthy controls, initial GD patients, and GD patients in remission (%+s)

AR
2H 5 BB H ) (%) FT, FT, sTSH TRAb TPOAD TGAD
Group n( Male/Female) Age (pmol/L) (pmol/L) (mU/L) (U/L) (U/ml) (U/ml)
(year)
pogiitail
Control 20(6/14) 35.7+£8.3  4.44+0.43 14.41+1.67  1.600+0.810  0.40=0.17 1.92+4.86 3.06+4.14
ONntro,
GD W& 4l ] ;
Initial CD 30(9/21) 35.5£12.0 27.66+14.60° 41.71+14.22* 0.004=0.004* 16.01+10.56* 510.57 +409.71* 228.68 +354.94
GD ZEfift¢
AL 21(7/14) 36.1+14.0 4.24+0.63" 12.52+3.70>  1.820+1.250" 5.70+6.04">  64.39+108.75" 24.09+19.38"

GD in remission

¥ .GD . Graves i Graves’ disease; TRAb; fi¢ H IR iR AL TR Thyrotropin receptor antibody ; TPOAb; FHOHR B ot 454k 1 i AR Thyroid peroxidase
antibody ; TGAb FOIR B Bk A ik Thyroglobulin antibody ; 5%t BB ZHAH EE vs Control , *P<0.01 ;l::i GD #) A& A EL vs Initial GD, bp<0.01
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Tab2 Sequence of primers

A Bl )]l

Gene Primer sequence

GAPDH -TGATGACATCAAGAAGGTGGTGAAG-3'
-TCCTTGGAGGCCATGTGGGCCAT-3’
ACTTCTTGGTGGTCCTGGTAG-3'
-GCAGTCCGAGTTGCTAATTG-3’
CAGGAAGGAATGCCTACTTCTG-3'
-CAACTGCTGTGGTTGGATCTG-3"
ACGTGCTGACGCTAACTGAC-3'
-ATGAGTCTTGGCATCAGTGG-3'

Bl -
-AATGGTCGCTACAGCATCTC-3

B3

CDh44
-TGCTGCACAGATGGAGTTG-3’
CTGGTGGTTGCTATGGAGTG-3"
-AAGAGAGCCAGTCCAGTAAGATG-3’
GAGCAACAACTTGGTAACCCT-3’
-GGCTGGCTATAAATGGAGCTTG-3’
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