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Deregulation of the immune system plays a critical role for the pathogenesis of neurodementing
diseases. We have recently provided evidence that the tetravalent guanylhydrazone CNI-1493, an
inhibitor of proinflammatory cytokines, works in animal models of neurodegeneration such as
Alzheimer's (AD) and Parkinson’s disease. In both models, we achieved neuroprotective effects by
peripheral administration of CNI in the absence of detectable transport of the compound across the
blood brain barrier (BBB). Subsequently, a hydrolysis resistant derivative of CNI-1493 has recently
been developed which displays improved transport across the BBB. In a further project we are
evaluating the effects of a new inhibitor for the cytokine macrophage migration inhibitory factor (MIF) for
the possible future treatment of AD patients. The immune modulator MIF has recently been described
to be elevated in the CSF of mild cognitive impairment (MCI) and AD patients.
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