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Inhibitory effect of rhTACI-Hdg on anti-CD3 antibody induced

T lymphocytes proliferation and activation
Yang Simin Wang Qingtong Liu Kangkang et al
( Institute of Clinical Pharmacology Anhui Medical University Key Laboratory of Anti-inflammatory and
Immune Medicine of Education Ministry of China Collaborative Innovation Center of Anti-inflammatory
and Immune Medicine Hefei 230032)

Abstract Objective To investigate the molecular mechanism of anti-CD3 antibody induced T lymphocytes prolif—
eration and activation and observe the effect of recombination human TACIHg ( thTACIHg) . Methods T lympho-
cytes were purified from the spleens of mice by immunomagnetic beads and treated with anti-CD3 antibody with or
without different concentrations of thTACIHg recombinant human tumor necrosis factor-a receptor II: IgG Fe ( rthT-
NFR: Fe) or IgGFe. The proliferation of T lymphocytes was determined by *H -TdR incorporation the percenta—
ges of T lymphocytes subsets were tested by flow cytometry. Western blot was applied to evaluate the expression of B
cell activating factor receptor( BAFFR)  transmembraneactivator or calcium-modulating cyclophylin ligand-interac—
tor ( TACI) TIL=2 receptor ( IL2R) and the phosphorylation of NF+«B. Small interfering RNAs were used to bhlock
BAFFR or TACI expression. Results Anti-CD3 obviously induced the activation of T lymphocytes upregulated
BAFF interleukin2 ( IL2) interferon—y ( IFN—y) and transforming growth factor8 ( TGF-3) secretion promoted
BAFFR TACI and IL2R expression activated NF«B ( P <0.05) . The administration of thTACIHdg (0.1 1
10 100 pg/ml) inhibited the proliferation of T lymphocytes induced by anti-CD3 antibody ( P <0. 05) . RhTACI-
Ig(1 10 100 pg/ml) significantly decreased the production of cytokines ( P <0.05 P <0.01) markedly down-
regulated the percentage of CD4* CD69 " and CD4 " CD154" T lymphocytes elevated the proportion of CD4"*
CD62L" T lymphocytes ( P <0.05 P <0.01) . Meanwhile thTACIHdg (10 100 pg/ml) treatment decreased the
level of BAFFR TACI IL-2 on T lymphocytes as well as attenuated the activation of NF«B ( P <0. 05) . Deple-
tion of BAFFR or TACI markedly blocked anti-CD3 antibody dependent T cell proliferation ( P <0.05 P <0.01) .
Conclusion Anti-CD3 antibody promotes T lymphocytes activation partially through BAFF production and BAFF
receptors signaling. RhTACIHg neutralizes BAFF inhibits BAFF signaling and therefore attenuates T lymphocytes
activation.

Key words B-cell activating factor; recombination human TACIHg; T lymphocytes; immunological therapy; au-

toimmune diseases



