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Abstract
The logic and potential mechanisms for a new paradigm, the local use-dependent view of sleep as
a distributed dynamic process in brain, are presented. This new paradigm is needed because the
current dominant top-down imposition of sleep on the brain by sleep regulatory centers is either
silent or is of inadequate explanatory value for many well-known sleep phenomena, e.g. sleep
inertia. Two mechanistic falsifiable hypotheses linking sleep to cell use and the emergence of
sleep/wake states are presented. These hypotheses are not mutually exclusive and both firmly link
sleep to activity-dependent epigenetic brain plasticity and the need to integrate and balance
waking activity induced-network connectivity changes. The views presented herein emphasize the
inseparability of sleep mechanisms from a connectivity sleep function.

INTRODUCTION
Exactly what is it that sleeps? This question is seldom addressed in part because sleep is
considered a behavior; a static state; one is either asleep or not. Yet we know that an intact
body or brain is not required for sleep to occur. There is no report in the literature of even a
single case of complete absence of sleep in animal or human, despite millions of cases of
brain lesions. This fact suggests that sleep is self-organizing and a fundamental property of
any viable network of neurons and glia. Further, if in the intact animal we do not know the
minimum tissue component necessary and sufficient for sleep to occur, it is difficult to speak
of sleep regulation because we have yet to define what is regulated or where sleep is.
Nevertheless, the current dominant paradigm in sleep research is one of sleep regulatory
circuits imposing sleep on the brain [1]; this paradigm persists despite robust evidence that
removal of any one of the sleep regulatory circuits (e.g. the anterior hypothalamus [2] or
specific cell types within those circuits (e.g. basal forebrain cholinergic neurons [3, 4]) does
not result in the absence of sleep.

Sleep is better viewed as a dynamic process, ever unfolding in terms of; a) mentation, b)
degree of responsiveness to the environment, e.g. arousal thresholds, c) patterns of electrical
activity or gene expression, and d) anatomical location of electrical or molecular changes.
The dynamics of sleep are clearly dependent upon prior waking activity. Thus, arousal
threshold (depth of sleep) is dependent on prior waking experience. Localized EEG delta
power [5–7] or evoked response potentials [8], are dependent upon the intensity of specific
local area activity during prior waking. The duration of sleep is dependent upon prior
waking duration. Dream content is experience-dependent, being a function of what one
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knows and learned [9]. Further, the duration, type and architecture of sleep are dependent
upon many internal dynamic variables including body temperature, hormone levels, water
and caloric intake, and corresponding osmotic pressures and nutrient levels, circadian status,
development stage, etc. Conversely, waking performance is dependent upon prior sleep
duration [10, 11]. Further, sleep extends into wakefulness, e.g. sleep inertia.

Experimental models of sleep have heretofore been limited to whole animals. Mathematical
modeling of sleep is largely focused on the 2-process model of sleep [12, 13] or flip-flop
models that treat sleep as an on/off state [14]. These experimental and mathematical models
need to be expanded to capture the dynamics of multiple influences on, and the local use-
dependent characteristics, of sleep. For instance, the view that sleep is imposed upon the
brain by sleep centers [15] is insufficient or silent on critical issues such as sleep inertia,
dependency of waking performance on sleep, reorganization of sleep after brain injury, the
nature of sleep homeostatic mechanisms, clinical conditions such as insomnia, and
sleepiness and fatigue associated with multiple bodily ailments, such as rheumatoid arthritis
and most autoimmune disorders, and with various chemotherapies. We [16, 17] and others
[18–20] have proposed different views. These views treat sleep as a distributed process in
brain. Thus, with the newer paradigm, parts of the brain can be asleep while other parts are
awake, and local sleep states are use-dependent. With this newer paradigm it is easier to
envision explanatory scenarios for the phenomena mentioned.

Neurons spontaneously form connections in brain and culture. Gene expression affects this
process and alters functional properties of the network. Expression of certain genes,
including many involved in connectivity, is activity-dependent [21, 22]. The activity-
dependency of network connectivity-genes provides a bottom-up mechanism for targeting
changes in the network to those synapses that were used. The use-dependent gene
expression connectivity mechanism is not only an established epigenetic brain plasticity
mechanism, but it is also a positive feedback loop since connectivity leads to re-use. The
positive feedback of use and re-use would lead to a rigid non-plastic network1 (see [16, 18]
for the development of this argument). Negative feedback-damping mechanisms are needed
to stabilize and preserve the use-dependent epigenetic plasticity. These negative feedback
mechanisms lead to altered input-output relationships (state oscillations). Linking positive
and negative feedback loops leads to oscillations in electrical signals and gene expression in
such brain networks. At different phases of the oscillations, a given input leads to a different
network output; the network can thus be considered in different states depending upon the
oscillation phase. Synchronization of multiple network (e.g. cortical columns) state phase
transitions emerges as sleep-wake cycling in whole animals.

The logic outlined above provides the framework to understand mechanisms that link
cellular activity to sleep. Each of the authors has developed their own hypotheses
concerning these mechanisms and both ideas are briefly presented here in recognition that
they are not mutually exclusive and experimental verification and modification of each view
is needed. Regardless, both views provide testable hypotheses and both lead to revolutionary
concepts in sleep regulation.

The Krueger ATP-cytokine-adenosine mechanism is as follows [22, 23]: i) Neuro- and glio-
transmission is associated with ATP release; ii) the consequent increase in extracellular ATP
can thus be used to provide an index of prior local neuronal activity; iii) the ATP is detected
by nearby glial purine type 2 receptors causing the release of sleep regulatory substances

1Embedded within our logic is the idea that sleep is a consequence of epigenetic plasticity and functions to serve it. Epigenetic
plasticity has great evolutionary value; a value greater than the evolutionary costs of sleep. While asleep one does not reproduce,
socialize, eat, or drink and one is subject to predation due to the reduced responsiveness to environmental cues.
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(SRSs) such as tumor necrosis factor alpha (TNF), thereby translating prior neuronal activity
into local levels of SRSs; iv) SRSs in turn, by a slow process (gene transcription/
translation), alter electrical properties of nearby neurons by altering their own production
and that of receptor populations, such as glutamate and adenosine receptors; v) The SRSs
also, by a fast process (diffusion for short distances), directly interact with their receptors on
neurons and alter electrical properties; vi) Further, ATP itself breaks down, releasing
extracellular adenosine that in turn acts on adenosine purine type I receptors. These events
are happening locally and the collective changes result in a shift in input-output relationships
within the local neuronal/glia networks that originally exhibited the activity, i.e., a state
shift.

The synaptic homeostasis hypothesis of sleep function [17, 24] also assumes that sleep has a
use-dependent, local component, perhaps down to the cellular level [25, 26]. Given that
sleep appears to be universal, pervasive, tightly regulated, and necessary [27], it likely
serves a function that cannot be properly fulfilled when awake and interacting with the
environment. According to the synaptic homeostasis hypothesis, sleep may be the price to
pay for plasticity during wake. Briefly, in wake neurons need to adjust the strength of
synapses to ensure that important signals can percolate through the brain and that patterns of
activity selected by interactions with the environment are stored appropriately in the brain’s
connectivity matrix, which represents the sum total of its memory. It is likely that such a
process occurs primarily by potentiating synapses strongly activated during behavior.
However, the brain cannot afford a net increase in synaptic strength day after day, because
of cellular costs in terms of energy, space, cellular supplies, such as proteins and membrane
lipids, and saturation of signal-to-noise ratios. Sleep, then, would permit the renormalization
of synaptic strength during an off-line period, when no new memories need to be laid down,
and when the brain’s connectivity matrix can be sampled through spontaneous activation in
a way that is less biased by current activities. In mammals and birds, sleep slow waves may
be instrumental in producing synaptic renormalization in a way that favors consolidation and
the integration of new and old memories [28].

The manuscripts presented in this issue of Current Topics in Medicinal Chemistry fit nicely
into our concepts and the more general idea of sleep as a distributed process, an emergent
phenomenon from local events. These newer views have already led to new mathematical
modeling of sleep [28, 29], new views of sleep pathologies [e.g. 30], and unique
pharmacological approaches to sleep [23]. It seems that a paradigm shift is underway in
sleep research.
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