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of autologous thymic-seeded follicular dendritic cells with conventional dendritic cells for efficient
induction of systemic cytotoxic T lymphocyte immunity. Current studies of dendritic cell (DC)

vaccination often include the use of ex vivo generated DCs with or without the addition of
immunomodulatory cytokines (i.e., IL-12, IL-4, and granulocyte macrophage colony-stimulating

factor). However, the generation of large numbers of ex vivo-generated DCs is time consuming and
carries the risk of introducing contaminants that interfere with subsequent in vivo function. The

availability of a method for efficient in vivo delivery of DCs bearing targeting ligands to lymph nodes
would greatly facilitate the investigation of the immunologic mechanisms involved in DC-based

tumor vaccines. Follicular DCs (FDCs) are long-lived lymphoid tissue-resident cells that play critical
roles in supporting B cell function and germinal center formation. The transfer of FDCs into mice has
been shown to provide localized antigen-specific immunity. In the present study, we combined FDCs
with autologous conventional DCs (cDCs) genetically modified with interleukin-12 (IL-12) to achieve

efficient in vivo priming of systemic cytotoxic T lymphocytes against peptide-coupled FDC-cDC
hybrid cells. FDCs, preincubated with anti-mucin 1 antibodies, were grown in the presence of
recombinant granulocyte macrophage colony-stimulating factor and IL-4. These FDCs were

harvested, mixed at a 1:1 ratio with autologous FDC-cDC hybrids, and injected intravenously into
syngeneic mice. Mice injected with FDC-cDC hybrids showed systemic immune responses against the
peptide of choice that were mediated by effector T cells that also lysed syngeneic FDC-cDC hybrids.
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In addition, antibody-mediated depletion experiments suggested that FDCs were required for the
efficient induction of systemic immune responses. These data demonstrate the feasibility of

producing genetically

Powered by TCPDF (www.tcpdf.org)

                               6 / 6

http://www.tcpdf.org

