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TR TH B4 iR 6 7 1, 7+ B K & 4 s, TNF-aA=y-F L% (inteferon-y, IFN-y).
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Application of Toll-like Receptor Agonists in Promoting Maturation of DCs
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Abstract DCs (dendritic cells) are the most potent professional antigen presenting cells, which play a
pivotal role in antigen-specific T cell immunity. Mature DCs have the capacity to induce T cell proliferation and
differentiation into effect or T cells that are thousands folds compared with macrophages in inherent immunity and
B cells in adaptive immunity. The DC-CIK (dendritic cells-cytokine induced killer cell) combined with radiotherapy
and chemotherapy has been applied to treatment of various malignancies, and shows promising results in controlling
the proliferation and metastasis of tumors, reducing tumor loading, improving patients life quality and prolonging

the survival time. However, the current applications of DCs do not meet the clinical needs due to insufficient
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enforcement of DCs immunogenicity, which may be one of the reasons for limiting the efficacy of DC-CIK. In this
study, the DCs obtained by the adherent method were stimulated with Poly(1:C) (polyinosinic-polycytidylic acid)
and TNF-a (tumor necrosis factor-a), and the phenotypes of mature DCs were detected by FCM (flow cytometry) on
the 8th day. It was found that Poly(I:C) could promote DCs maturation more effectively. We also explored the effect
of Poly(I:C) combined with adenovirus on the maturation of DCs, and the levels of CD80, CD83, CD86, HLA-DR
(human leukocyte antigen DR) and IL-12 (interleukin-12) were detected by flow cytometry or ELISA. As a result,
Poly(I:C) and adenovirus couldn’t synergistically stimulate the maturation of DCs. Finally, we investigated the effect
of different maturity of DCs on stimulating naive T cell activation. The results showed that DCs with higher maturity

level could better induce naive T lymphocyte activation, and promote the secretion of TNF-a and IFN-y (inteferon-v).
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Fig.1 The morphology of DCs in different groups under light microscope
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Fig.2 The phenotypes of DCs detected by FCM
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Fig.4 The morphology of DCs stimulated by maturation promoting factor



454 CWER

CD80 CD83 CD86 HLA-DR

Ad-blank

Poly(I:C)+Ad-blank

Poly(I:C)

10° 10! 102 10° 10° 10! 10210

10° 10!
ES5 Poly(:O)HEIRFEXNDCEREMF M

Fig.5 Effect of Poly(I:C) combined with adenovirus on surface protein level in DCs
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Fig.6 The expression level of IL-12 after DCs were stimulated by different maturation promoting factor
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Fig.9 The levels of IFN-y and TNF-a in activated T cells
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