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{B ®(Purpose)]

Haloperidol has immunomodulatory effects when used to treat schizophrenic patients, and is also
used to sedate critically ill patients in the Intensive Care Unit. Although the mechanism by which
haloperidol affects immune function is unclear, one possibility is that it alters dendritic cell
function. Dendritic cells (DCs) are potent antigen-presenting cells that influence the activation
and maturation of T lymphocytes. The aim of this study was to investigate the in vitro and in vivo
immunomodulatory effects of haloperidol on DC-mediated immune responses.

(Fik72 b TS B AR (Methods/Resulis))

METHODS: Using bone marrow-derived DCs in cell culture, we evaluated the effect of
haloperidol on expression of co-stimulatory molecules (CD80 and CD86), major
histocompatibility complex class II molecules, and the DC maturation marker CD83. DC culture
supernatants were also evaluated for interleukin-12 p40 levels. In addition, we analyzed the effect
of haloperidol on a mixed cell culture containing DCs and lymphocytes, and measured the
secretion of interferon-y in the culture supernatants. We also assessed the in vivo effects of
haloperidol on hapten-induced contact hypersensitivity responses.

RESULTS: Haloperidol inhibited the expression of CD80, CD86, major histocompatibility
complex class II, and CD83 molecules on DCs, and the secretion of interleukin-12p40 in DC
culture supernatants. In mixed cell cultures containing both T cells (CD4" and CD8a*) and DCs,
haloperidol-treated DCs suppressed the proliferation of allogeneic T cells and effectively
inhibited the production of interferon-y. In vivo, haloperidol reduced hapten-induced contact
hypersensitivity responses. Furthermore, an antagonist to D2-like receptor suppressed the
maturation of DCs in a manner similar to haloperidol.

{(# #5(Conclusion)]

The results of our study suggest that haloperidol suppresses the functional maturation of DCs
and plays an important role in the inhibition of DC-induced Thl immune responses in the whole
animal. Furthermore, the effect of haloperidol on DCs may be mediated by dopamine D2-like
receptors. Together, these results demonstrate that administration of haloperidol suppresses
DC-mediated immune responses.
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