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Effects of anti-IL-12/IL-23p40 monoclonal antibody (ustekinumab)

on tumor antigen-specific cytotoxic T lymphocytes (CTLs)
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Abstract Ustekinumab (a humanized monoclonal antibody against the common p40 subunit shared by IL-12 and
IL-23) blocks the pathways of T helper (Th) -1 and Th-17, which play pivotal roles in cell-mediated immunity and
production of pro-inflammatory cytokines. Ustekinumab is currently used for the treatment of moderate to severe
psoriasis with remarkable efficiency. However, worries about the development of malignancies in ustekinumab-treated
patients could not be completely cleared because of the major role of IL-12 and IL-23 in tumor immunity. In the present
study, we tried to elucidate the effects of ustekinumab on antigen-specific tumor immunity. A 56 years-old male volunteer
was subcutaneously administered with 20 times of WT1 peptide. WT1 tetramer'CD8" T cells appeared after the first
peptide administration and the frequency of WT1 tetramer” T cells elevated to more than 15 in 10 CD8" T cells. He began
to be treated with subcutaneous injections of ustekinumab for moderate psoriasis. Psoriasis plaques were almost cleared
up at week 12. The frequency of WT1 tetramer® T cells with cytotoxic ability has not changed for 22 months since the
initiation of ustekinumab treatment. The effects of ustekinumab on antigen presenting and CTL inducing abilities of
dendritic cells were explored in vitro, resulting in little effects on both immune functions. These in vivo/vitro findings
imply that ustekinumab improves psoriasis without suppressing tumor antigen-specific cytotoxic T lymphocytes and
support the data of recent clinical trials showing a comparable incidence of malignancies between ustekinumab-treated

psoriatic patients and the control.
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