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            Abstract
In the past decade, evidence for a fluid clearance pathway in the central nervous system known as the glymphatic system has grown. According to the glymphatic system concept, cerebrospinal fluid flows directionally through the brain and non-selectively clears the interstitium of metabolic waste. Importantly, the glymphatic system may be modulated by particular drugs such as anaesthetics, as well as by non-pharmacological factors such as sleep, and its dysfunction has been implicated in central nervous system disorders such as Alzheimer disease. Although the glymphatic system is best described in rodents, reports using multiple neuroimaging modalities indicate that a similar transport system exists in the human brain. Here, we overview the evidence for the glymphatic system and its role in disease and discuss opportunities to harness the glymphatic system therapeutically; for example, by improving the effectiveness of intrathecally delivered drugs.
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                    Fig. 1: Overview of the glymphatic system.[image: ]


Fig. 2: Potential pharmacological and non-pharmacological intervention targets for the glymphatic system.[image: ]


Fig. 3: Hypothesized influence of glymphatic cerebrospinal fluid flow on the delivery of therapeutics to the central nervous system through four direct drug administration routes that circumvent the bloodâ€“brain barrier endothelium.[image: ]
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