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The antiallograft immune response, and in particular the T cell immunity, remains an important cause of acute rejection and late graft dysfunction in solid organ
transplantation. However, there is no marker of cell-mediated immunity that is sensitive and specific enough to be used routinely in the monitoring of transplant recipients.
Recent studies (1, 2) have shown that T lymphocytes expressing the surface markers CD4 and CD25 belong to two functionally very different subsets of T lymphocytes,
that may be distinguished by the expression of another surface marker, the interleukin (IL-) 7 receptor a chain (IL-7Ra, CD127), and by the intracellular expression of the
transcription factor FoxP3.
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0.70% ; P=0.44), as well as in the six patients under rapamycin-based immunosuppression (3.41 + 0.60% ;
P=0.03). Intermediate levels (15.81 + 0.93% ; P<0.001) were found in the 60 stable recipients [Fig. 1B].

The T, population contains allospecific T cells

In a kidney transplant recipient at the time of CHR diagnosis, the proliferative response of the T, population
was found to be 5-fold higher when stimulated by irradiated PBMC from the living donor as compared to a
stimulation by irradiated PBMC from a MHC-unrelated subject (timepoint 1). However, when we repeated the LR T ool
analysis two months after completion of a course of high-dose IVIg therapy (total: 2g/kg), no allospecific
response was detected anymore (timepoint 2) [Fig. 2].

The T, population secretes pro-inflammatory cytokines

We could show that after polyclonal stimulation a substantial percentage of the T, population secreted pro-
inflammatory cytokines such as IFNy (3.61 + 1.99%) and TNFa. (21.56 + 6.06%) [data not shown].

The T, population infiftrates the kidney allograft of transplant recipients with CHR
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We investigated the phenotype of the cells infiltrating the kidney allografts of five patients with biopsy-proven CD& T cals
CHR. About 20% of infiltrating CD4 T cells were CD25* and all of these cells co-expressed IL-7Ro. Overall, o Vi
50% of CD4 T cells were IL-7Ra*. However, no expression of FoxP3 could be detected. This result indicates "
that the T, population is the predominant CD4* CD25* T cell population infiltrating the kidney allograft in the

case of CHR [Fig. 3].

After kidney transplantation, an expanded circulating CD4* CD25Me" T cell population characterized by the expression of CD45RO and IL-7Ra was found in most
recipients, but it was particularly expanded in those with CHR. In stable recipients with no or minimal immunosuppression, the frequency of this T, population was similar
to the one found in healthy controls. This expanded population contained allospecific CD4 T cells and secreted effector cytokines such as IFNy and TNFa, thus potentially
contributing to the chronic rejection process. Moreover, this population was found to infiltrate the allograft of patients with a documented diagnosis of CHR. Taken
together, these results indicate that monitoring the percentage of the circulating T, population may represent a useful tool to monitor CD4 T cell immune responses after
kidney transplantation.
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