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            Abstract
The cytokine interleukin-12 (IL-12) was thought to have a central role in T cellâ€“mediated responses in inflammation for more than a decade after it was first identified. Discovery of the cytokine IL-23, which shares a common p40 subunit with IL-12, prompted efforts to clarify the relative contribution of these two cytokines in immune regulation. Ustekinumab, a therapeutic agent targeting both cytokines, was recently approved to treat psoriasis and psoriatic arthritis, and related agents are in clinical testing for a variety of inflammatory disorders. Here we discuss the therapeutic rationale for targeting these cytokines, the unintended consequences for host defense and tumor surveillance and potential ways in which these therapies can be applied to treat additional immune disorders.
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                    Figure 1: Schematic representation of IL-12 and IL-23, and their receptors and downstream signaling pathways.[image: ]


Figure 2: Efficacy of IL-12/23p40, IL-23p19 and IL-17A or IL-17RA antagonists in treating patients with moderate-to-severe psoriasis.[image: ]


Figure 3: Pathogens that have been identified as causing infections in patients with IL-12/23p40 (n = 49) or IL-12RÎ²1 (n = 170) deficiency.[image: ]


Figure 4: Schematic representation of the mechanisms by which IL-23 indirectly or directly promotes tumorigenesis, growth and metastasis.[image: ]
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