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% PUVA RUEE U 72 BRIHIIELS & 2 eI, BEr 72 GVHD (Zf L CHMZRIBIRIE L LY © %
FREMED B B
WFZERE SR OMEEE (F£30) : Bone marrow—derived cultured DCs acquired tolerogenicity by PUVA
(psoralentUVA) treatment in mice. In MLR assays, strong tolerogenicity was observed when
adding PUVA-DCs generated from the same strain of stimulator cells, or responder cells,
or even from third party strain into MLR mixture. That is, the PUVA-treated DCs have
tolerogenic function in a MHC—independent manner, in part, due to the reduced expression
levels of CD80 and CD86. To clarify the mechanisms of how PUVA-treated DCs induce
tolerogenicity in further detail, we performed MLR with the addition of neutralizing
antibodies against IL-10 or TGF-b1 or both. Neutralization of immunosuppressive cytokines
had no effects on MLR. We then showed that cell-to—cell contact between PUVA-DCs and
alloreactive T-cells was needed to mediate the regulatory effect by transwell experiment.
Next we compared the expression of the indoleamine 2, 3—-dioxygenase (IDO), which induces
T-cell anergy by tryptophan depletion and by the production of metabolic byproducts
collectively known as kynurenines, by real-time PCR between PUVA-DCs and BM-DCs. An
increase IDO gene transcription level was observed in PUVA-DCs about 5 times more than
in BM-DCs (p<0.01). In conclusion, PUVA-DCs acquired regulatory function in a
MHC—independent manner by upregulation of IDO. Infusion of PUVA-treated DCs could have
a great potential to treat lethal acute GVHD in clinical settings.
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