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Introduction: TNF α is a molecule which has excited much interest in recent years in many areas of pathology. Previous work by our group has shown that another member of the TNF family of molecules, Fas Ligand, acts to help prevent rejection across a minor (hy) mismatch in a similar model. We thus chose to investigate TNF α to see if it had similar effects.

Materials and Methods: We obtained TNF α knockout mice on a C57BL/6 background ( B & K, Hull, U.K.) an established a breeding colony. Male or female tail skin from either wild type (WT) or TNFα knockout (-/-) C57/BL6 mice was transplanted into WT C57/BL6 female recipients according to the Medawar method (n=7 in each group). The grafts were observed for signs of rejection, and deemed to have fully rejected when more than 50% of the graft surface had been destroyed. In T cell proliferation assays irradiated bone marrow derived dendritic cells were used as stimulators and CD4+ T cells (purity>90%) used as responders. These were performed across a major MHC mismatch (C57/BL6 vs BalbC). They were pulsed with tritiated thymidine on day 6 and harvested after 16 hours.

Results: Male TNFα -/- skin rejected an average of 12 days sooner (p<0.0002 (log rank test)) than WT male skin (figure 1). Within T cell proliferation assays with BalbC DC stimulators no significant difference was seen between WT and TNFα -/- CD4 responders. However, TNFα-/- derived dendritic cells provoked a significantly larger response from BalbC CD4 cells than did WT DCs.

Conclusions: This data suggests that the presence of graft expressed TNFα acts to prevent skin graft rejection in this model. Results to date indicate that this may be related to dc/apc induced cell apoptosis, suggesting the need for further investigations to elucidate the mechanisms involved, which are currently ongoing. 

