

[image: image1]
Functional Organization of the Sympathetic Pathways Controlling the Pupil: Light-Inhibited and Light-Stimulated Pathways
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Pupil dilation is mediated by a sympathetic output acting in opposition to parasympathetically mediated pupil constriction. While light stimulates the parasympathetic output, giving rise to the light reflex, it can both inhibit and stimulate the sympathetic output. Light-inhibited sympathetic pathways originate in retina-receptive neurones of the pretectum and the suprachiasmatic nucleus (SCN): by attenuating sympathetic activity, they allow unimpeded operation of the light reflex. Light stimulates the noradrenergic and serotonergic pathways. The hub of the noradrenergic pathway is the locus coeruleus (LC) containing both excitatory sympathetic premotor neurones (SympPN) projecting to preganglionic neurones in the spinal cord, and inhibitory parasympathetic premotor neurones (ParaPN) projecting to preganglionic neurones in the Edinger-Westphal nucleus (EWN). SympPN receive inputs from the SCN via the dorsomedial hypothalamus, orexinergic neurones of the latero-posterior hypothalamus, wake- and sleep-promoting neurones of the hypothalamus and brain stem, nociceptive collaterals of the spinothalamic tract, whereas ParaPN receive inputs from the amygdala, sleep/arousal network, nociceptive spinothalamic collaterals. The activity of LC neurones is regulated by inhibitory α2-adrenoceptors. There is a species difference in the function of the preautonomic LC. In diurnal animals, the α2-adrenoceptor agonist clonidine stimulates mainly autoreceptors on SymPN, causing miosis, whereas in nocturnal animals it stimulates postsynaptic α2-arenoceptors in the EWN, causing mydriasis. Noxious stimulation activates SympPN in diurnal animals and ParaPN in nocturnal animals, leading to pupil dilation via sympathoexcitation and parasympathetic inhibition, respectively. These differences may be attributed to increased activity of excitatory LC neurones due to stimulation by light in diurnal animals. This may also underlie the wake-promoting effect of light in diurnal animals, in contrast to its sleep-promoting effect in nocturnal species. The hub of the serotonergic pathway is the dorsal raphe nucleus that is light-sensitive, both directly and indirectly (via an orexinergic input). The light-stimulated pathways mediate a latent mydriatic effect of light on the pupil that can be unmasked by drugs that either inhibit or stimulate SympPN in these pathways. The noradrenergic pathway has widespread connections to neural networks controlling a variety of functions, such as sleep/arousal, pain, and fear/anxiety. Many physiological and psychological variables modulate pupil function via this pathway.
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INTRODUCTION

The basic autonomic mechanism controlling the pupil is straightforward: pupil constriction is mediated via parasympathetic activation of the circular sphincter pupillae muscle, and dilation via sympathetic activation of the radial dilator pupillae muscle (1). The autonomic pathways regulating the pupil are illustrated in Figure 1. Both the sympathetic and parasympathetic controls are organized in a hierarchical fashion, in an ascending order from the periphery, to the spinal cord, brainstem, hypothalamus, and finally cerebral cortex (not shown). The autonomic output pathways have the general structure of autonomic efferents: two serially connected neurones synapsing in autonomic ganglia. Both the ganglia and the pre-ganglionic neurones projecting to them are well defined for pupillary control. Sympathetic preganglionic neurones in the “ciliospinal center” in the intermedio-lateral nuclear column (IML) of the cervico-thoracic spinal cord [segments C8-T2] project to the superior cervical ganglion (SCG), and parasympathetic preganglionic neurones in the Edinger-Westphal nucleus (EWN) of the midbrain project to the ganglion ciliare (GC). It should be noted that the EWN is not a homogenous structure: apart from preganglionic parasympathetic cholinergic neurones (EWpg) innervating the GC, there is also a population of centrally-projecting urocortin-containing neurones (EWcp) in the nucleus (2). Autonomic outflow to the iris is modulated by central autonomic pathways projecting to the preganglionic neurones via premotor autonomic neurones. Sympathetic promotor nuclei are the paraventricular nucleus (PVN) in the hypothalamus and the locus coeruleus (LC) and dorsal raphe nucleus (DRN) in the brainstem; parasympathetic premotor nuclei are the olivary pretectal nucleus (OPN) and the LC (see Figure 2). Some of the premotor nuclei are light-sensitive, either directly (DRN, OPN) or indirectly (PVN, LC), receiving luminance information from light-sensitive areas (see sections Pretectum/Periaqueductal Gray Pathway, Suprachiasmatic Nucleus/Paraventricular Nucleus Pathway, Dorsomedial Hypothalamus, and Figure 2, below).
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FIGURE 1. Functional organization of autonomic pathways controlling the pupil. The encircled areas represent nuclei and ganglia. Retinoreceptive light-sensitive relay nuclei (yellow): SCN (suprachiasmatic nucleus); pretectum. Retinoreceptice light-sensitive premotor autonomic nuclei (green): parasympathetic–OPN (olivary pretectal nucleus); sympathetic–DRN (dorsal raphe nucleus). Premotor autonomic nuclei (blue): PVN (paraventricular nucleus); LC (locus coeruleus). Preganglionic nuclei (purple): parasympathetic–EW (Edinger-Westphal nucleus); sympathetic–IML (intermedio-lateral column). Integrative relay nuclei (white): DMH (dorso-medial hypothalamus); PAG (periaqueductal gray. Autonomic ganglia (pink): sympathetic–SCG (superior cervical ganglion); parasympathetic–GC (ganglion ciliare). Connections are shown by arrows: red-excitatory; blue-inhibitory. Neurotransmitters: Glu (glutamate); GABA (y-amino-butyric acid); Ox (orexin); VP (vasopressin); NA (noradrenaline); ACh (acetylcholine). Adrenoceptors (postsynaptic): α1 (excitatory); β1 (excitatory). There are 5 light-modulated autonomic pathways: (1) parasympathetic (light-stimulated): OPN → EW → GC → sphincter pupillae muscle; (2) sympathetic (light-inhibited): pretectum → PAG → sympathetic premotor nuclei (PVN, LC, DR) → IML → SCG → dilator pupillae muscle; (3) sympathetic (light-inhibited): SCN → PVN → IML → SCG → dilator pupillae muscle; (4) sympathetic (light-stimulated): SCN → DMH → LC → IML → SCG → dilator pupillae muscle; (5) sympathetic (light-stimulated): DR → IML → SCG → dilator pupillae muscle. Please note overlap of pathway 3 with control of melatonin synthesis. See text for details.
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FIGURE 2. Connections of the light-stimulated noradrenergic pathway. The encircled areas represent nuclei and ganglia. Diencephalon Th (thalamus); SCN (suprachiasmatic nucleus of hypothalamus); DMH (dorso-medial hypothalamus). WPN (yellow): wake-promoting nuclei (basal forebrain, thalamus, pedunculopontine tegmental nucleus, tuberomamillary nucleus. ventral tegmental area, dorsal raphe nucleus); SPN (pink): sleep-promoting nuclei (ventrolateral preoptic nucleus of hypothalamus, basal forebrain). A, amygdala; OPN, olivary pretectal nucleus. Brainstem: LC, locus coeruleus (pink: excitatory sympathetic premotor neurones, blue: inhibitory parasympathetic premotor neurones); EW (EWN in text: Edinger-Westphal nucleus); SN, salivatory nucleus. Spinal cord: DH (dorsal horn); IML (intermedio-lateral column). Peripheral ganglia: IG (intervertebral somatosensory ganglion); SCG (superior cervical ganglion); GC (ganglion ciliare); SaG (salivatory ganglion). Connections are shown by arrows: red–excitatory; blue–inhibitory. Neurotransmitters: Glu (glutamate); GABA (y-amino-butyric acid); Ox (orexin); NA (noradrenaline); ACh (acetylcholine). Adrenoceptors (postsynaptic): α1 (excitatory); α2 (inhibitory). The excitatory sympathetic premotor neurones in the LC are stimulated by light (via the retina → SCN → DMH → LC pathway), by pain (via collaterals from the spino-thalamic tract), and via inputs from WPN during wakefulness; this would lead to an increase in sympathetic outflow to the iris (LC → IML → SCG → dilator pupillae muscle), manifesting as pupil dilation. The excitatory sympathetic premotor neurones in the LC are inhibited by SPN during sleep, leading to a reduction in sympathetic outflow to the iris, manifesting as pupil constriction. The inhibitory parasympathetic premotor neurones in the LC can be activated by fear and anxiety, via an input from the amygdala, leading to enhancement of the inhibition of parasympathetic preganglionic neurones in the EW (inhibition of light reflex: retina → OPN → GC → sphincter pupillae muscle pathway) and in the SN (reduction in salivary output: SN → SaG → salivary gland pathway). For WPN and SPN, see Szabadi (6). See text for details.



In order to unravel the complexity of central autonomic regulation, it has been suggested to consider central autonomic control in terms of the functional organization of autonomic pathways (3–5, 7). Organizing principles have been suggested, such as target (5) or sensory input (4). Examples of functional organization have been presented (3, 7). However, the autonomic control of the pupil receives only patchy treatment in these papers.

As the fundamental function of the autonomic innervation of the pupil is to transmit the effect of light, it is proposed that the effect of light be used as the organizational principle in the case of pupil-controlling autonomic pathways. While light has a robust stimulatory effect on parasympathetic outflow, it has a dual (inhibitory/stimulatory) effect on sympathetic outflow. Thus the parasympathetic output is controlled by a light-stimulated pathway, whereas the sympathetic outflow is controlled by separate light-inhibited and light-stimulated pathways. The light-inhibited sympathetic pathway is yoked to the light-stimulated parasympathetic pathway mediating the pupillary light reflex: as the pupil is constricted by stimulation of the parasympathetic pathway, sympathetically mediated pupil dilation is withdrawn (8). The activity of the light-stimulated sympathetic pathways is less obvious since it is masked by sympatho-inhibition evoked by light. This masked effect can be revealed by pharmacological means, as discussed below (see section Noradrenergic Pathway). These pathways operate via more than one sympathetic premotor nucleus, and play an important role in mediating the effects of a number of physiological (arousal, pain, high temperature) and psychological (attention, mood, anxiety) variables on the pupil.

LIGHT-INHIBITED SYMPATHETIC PATHWAYS

Early work has shown that light inhibits neuronal activity in efferent peripheral sympathetic fibers, recorded from both preganglionic (“sympathetic nerves”) (9–11) and postganglionic (long ciliary nerves) (12, 13) fibers, in cats. The reduction in discharge is linearly related to the intensity of the light stimulus (10). The sympathetic pathways conveying the effect of light originate from retina-receptive light-sensitive sites in the brain that project to the ciliospinal center (10, 12) Two possible candidates for the sites of origin of light-inhibited sympathetic pathways are the pretectum and the suprachiasmatic nucleus (SCN) of the hypothalamus. These pathways are displayed in Figure 1 (for detailed description of the figure, see section Introduction, above).

Pretectum/Periaqueductal Gray Pathway

Early work by Okada et al. (13) provided experimental evidence in support of the hypothesis that the light-inhibited sympathetic pathway to the pupil, like the light reflex pathway (14), might originate from the pretectum. These authors introduced serial brainstem lesions to disrupt this putative pathway in an anesthetized cat preparation. On the basis of the effects of the lesions on light-inhibited sympathetic activity in long ciliary nerves, they concluded that there was a neural connection running from the pretectum to the cervical sympathetic. As the output from the pretectum to the parasympathetic preganglionic neurones in the Edinger-Westphal nucleus is excitatory, it remains to be explained how an inhibitory sympathetic pathway originates from the same area.

Two groups of light-sensitive neurones have been identified in the pretectum: one group in the olivary pretectal nucleus (“luminance detectors”) that is stimulated by light, and another one (“darkness detectors”) in the posterior pretectal nucleus that is inhibited by light (15). An attractive possibility may be that the light-stimulated parasympathetic and light-inhibited sympathetic pathways originate from these two different populations of light-sensitive pretectal neurones: the parasympathetic pathway from the luminance detectors, and the sympathetic pathway from the darkness detectors. However, there is no evidence to support this hypothesis.

More recent experimental evidence supports the existence of a neural link between the pretectal area and sympathetic premotor neurones. A direct link has been identified between the anterior pretectal nucleus and the rostral ventrolateral medulla (16), a major location of sympathetic premotor neurones in the brainstem (17). However, there is no evidence that the anterior pretectal nucleus is light-sensitive, and the rostral ventrolateral medulla is involved mainly in cardiovascular regulation (17). Therefore, it is likely that the inhibitory effect of light on sympathetic outflow to the iris is transmitted indirectly via the periaqueductal gray matter (PAG) of the midbrain. It has been shown that a projection from the OPN reaches sympathetic preganglionic neurones in the upper thoracic spinal cord and postganglionic neurones in the SCG via the PAG (18).

The PAG functions as an integrative relay nucleus (19). Sympathetic premotor neurones innervated by the PAG include the C1 (adrenergic) neurones in the rostral ventrolateral medulla, noradrenergic neurones in the A5 and A6 (locus coeruleus) nuclei, serotonergic neurones in the medullary raphe nuclei, and the PVN (20). Interestingly, the synapses of the PAG neurones on sympathetic premotor neurones have the morphological features of inhibitory synapses, and, therefore, it is assumed that the PAG may exert an inhibitory influence on the innervated postsynaptic cells (18, 21, 22).

Therefore, it is likely that, in the case of this light-inhibited sympathetic pathway, an excitatory output from the light-sensitive cells of the pretectum is converted into an inhibitory signal by the PAG (Figure 1).

Suprachiasmatic Nucleus/Paraventricular Nucleus Pathway

The PVN has been identified as a major sympathetic premotor nucleus (23), and its roles in the regulation of cardiac (24, 25) renal, (24) and liver functions, and melatonin synthesis (26, 27) are well documented in experiments conducted in rodents. It has been shown that the PVN exerts an excitatory effect on sympathetic preganglionic neurones via the neuropeptides vasopressin and oxytocin (28, 29). The PVN receives an input from the retina-recipient light-sensitive cells of the SCN of the hypothalamus, the “biological clock of the brain.” It has been shown that, via this connection, light exerts a marked circadian influence on some sympathetic functions controlled by the PVN, such as melatonin synthesis (27) and glucose metabolism (30).

There is an overlap between the sympathetic controls of melatonin synthesis by the pineal gland and that of pupil dilation by the dilator muscle of the iris. In the case of both functions, the preganglionic neurones are located in the C8-T2 segments of the IML, and project to the SCG. This overlap is highlighted by a clinical observation: bilateral oculo-sympathetic paresis (Horner's syndrome) resulting from injury to the lower cervical/upper thoracic spinal cord leads to the cessation of nocturnal melatonin secretion (31).

The neuronal pathway controlling melatonin synthesis is well established: it runs from the SCN to the PVN, that projects to the preganglionic neurones in the IML (26) (Figure 1). Light exerts an inhibitory influence on melatonin synthesis via stimulation of an inhibitory GABAergic output from the SCN to the PVN. Two GABAergic inhibitory mechanisms have been identified in the SCN: (1) a time-of-day-dependent circadian mechanism that switches off the premotor neurones in the PVN during daytime, leading to the cessation of melatonin synthesis for the day phase of the day/night cycle; and (2) a light-activated inhibitory mechanism that becomes operational at night-time, when melatonin synthesis is released from its circadian inhibition, leading to acute suppression of melatonin synthesis (32).

Premotor neurones in the PVN involved in pupillary control are likely to be separate from those controlling melatonin synthesis since there is no evidence that pupil control is subject to the same circadian regulation as melatonin synthesis. However, these neurones, like those controlling melatonin synthesis, may also be susceptible to the direct inhibitory effect of light relayed via the SCN. Thus the SCN may give rise to a light-inhibited sympathetic pathway controlling pupillary function (Figure 1). On the other hand, the light-inhibited projection from the pretectum controlling pupil dilation (see Pretectum/Periaqueductal Gray Pathway), via inhibiting PVN activity, may contribute to the suppression of melatonin synthesis by light.

LIGHT-STIMULATED SYMPATHETIC PATHWAYS

It is well established that light constricts the pupil by stimulating the parasympathetic output to the constrictor pupillae muscle via the light reflex pathway, and that pupil constriction is facilitated by the concurrent inhibition of the sympathetic output to the dilator pupillae muscle (1). Indeed, when recording from pre- or post-ganglionic sympathetic fibers innervating the iris, an inhibition of impulse flow in response to light has been detected (see section Light-Inhibited Sympathetic Pathways). Therefore, any increase in impulse flow in response to light would be masked by the dominant inhibitory effect. A stimulatory effect of light on the sympathetic control of the pupil, using pupil dilation as its corollary, could be unmasked by drugs modulating the activity of potential light-stimulated sympathetic pathways (see Pharmacological Unmasking of Light-Evoked Latent Pupil Dilation).

Noradrenergic Pathway

This pathway, with some of its connections, is shown in Figure 2. This Figure, like Figure 1, displays the basic autonomic control of the pupil, the sympathetic output projecting to the dilator pupillae muscle and the parasympathetic output to the sphincter pupillae muscle of the iris. The figure also shows the light reflex pathway (retina → OPN → EWN → GC → sphincter pupillae muscle). The hub of the noradrenergic pupil-control pathway is the LC. The LC functions as both a sympathetic and parasympathetic premotor nucleus. Anatomical studies in rats have shown that the LC (A6 noradrenergic nucleus), together with the A5 and A7 noradrenergic nuclei, projects to the spinal cord where noradrenergic axon terminals reach sympathetic preganglionic neurones [(33, 34), see also Figure 4 in (35)]. Furthermore, this projection is likely to be excitatory via postsynaptic α1-adrenoceptors (36). The LC also projects to parasympathetic preganglionic neurones in the EWN (see Outputs) and the salivatory nuclei (SN) (37, 38). The LC exerts an inhibitory influence on preganglionic parasympathetic neurones via the stimulation of α2-adrenoceptors (39, 40). The LC sends a rich ascending excitatory projection to the cerebral cortex, and functions as a major wake-promoting nucleus (41–44). Inputs to the LC include an indirect excitatory connection from the retina-recipient light-sensitive neurones of the SCN via the dorsomedial hypothalamus (DMH) (see Dorsomedial hypothalamus), excitatory inputs from the wake-promoting neurones (WPN) of the sleep-arousal network and inhibitory inputs from sleep-promoting neurones (SPN) of the sleep-arousal network (see Association With Sleep/Arousal Network), an excitatory input from the amygdala to parasympathetic premotor neurones (see Amygdala), and an excitatory input from the spinothalamic pathway conveying pain sensation (see Collaterals From Spinothalamic Tract).

The anatomical basis for the classification of the noradrenergic pathway as a light-sensitive pathway is an indirect connection from the retina to the LC via the SCN and DMH, identified by Aston-Jones and his colleagues [(45, 46); for a recent review see (47)]. There is evidence that light activates the LC both in humans and diurnal animals. It has been shown in humans by fMRI that light causes activation in a brain area corresponding to the LC (48), and in Nile grass rats, a species of diurnal rodents, increases the expression of cFOS, a marker of neuronal activity (49), both in the SCN and the LC (50). Furthermore, light exerts effects consistent with LC activation. It increases the level of arousal in both humans (51, 52) and diurnal animals (50, 53), and enhances sympathetic activity in both humans (51, 54), and animals, such as mice (55, 56).

The involvement of the LC in pupil control is well established. When recording simultaneously the firing rate of LC neurones and the diameter of the pupil in monkeys, a close parallelism could be observed between fluctuations in firing rate and pupil diameter (57). More recently, it has been reported that electrical microstimulation of the LC in monkeys (58) and rodents (59, 60) leads to pupil dilation. In humans, it has been shown with fMRI that pupil dilation responses to psychological stimuli correlate with activation in a brain area overlapping with the LC (61, 62).

Pharmacological Unmasking of Light-Evoked Latent Pupil Dilation

As light apparently constricts the pupil, any latent dilation of the pupil resulting from sympathetic activation via the noradrenergic pathway would be masked by pupil constriction resulting from sympathetic inhibition via the pretectum/PAG and SCN/PVN pathways, and parasympathetic stimulation via the OPN/EWN/GC pathway. The latent pupil dilation evoked by light can be unmasked by drugs that modulate the activity of the noradrenergic pathway via LC activity. The activity of central noradrenergic neurones is regulated by inhibitory α2-adrenoceptors on the noradrenergic neurones themselves (“autoreceptors”): α2-adrenoceptor agonists (e.g., clonidine) “switch off” the activity of these neurones, whereas α2-adrenoceptor antagonists (e.g., yohimbine) enhance it [see (44, 63)] (see α2-Adrenoceptors Associated With Premotor Autonomic Neurones).

Clonidine, by switching off the LC neurones in the noradrenergic sympatho-excitatory pathway to the pupil, causes pupil constriction in man. Interestingly, this effect is light-dependent: the reduction in pupil diameter in response to clonidine is greater in light than in darkness (64). This is likely to reflect a “baseline effect” (65): in darkness the baseline (i.e., sympathetic activity) is low, leading to an attenuated response to the sympatholytic drug clonidine; increasing latent sympathetic activity by light, and thus elevating the baseline, would enhance the response to the sympatholytic drug. A corollary to the potentiation of the miotic effect of clonidine by light is the potentiation of light-evoked pupil constriction by clonidine. When pupil diameter in light is used as a measure of pupil constriction, the light stimulus intensity/pupil diameter curve (pupil diameter plotted against logarithm of light intensity) is shifted to the left (66, 67). Thus the same light intensity evokes a larger response, or the same response is evoked by a lower intensity stimulus, indicative of potentiation. On the other hand, the α2-adrenoceptor antagonist yohimbine has the opposite effect: it shifts the light intensity/pupil diameter curve to the right, consistent with antagonism. Furthermore, when applied together, there is evidence of mutual antagonism between the effects of clonidine and yohimbine (66).

An alternative explanation for the light-dependent effect of clonidine may be that it is due to attenuation of the noradrenergic inhibition of the EWN, leading to potentiation of the light reflex (63, 68). However, potentiation of the light reflex response by clonidine is reported only rarely (see Pupillary Effects of Noradrenergic Drugs), and usually it cannot be observed at a time when there is evidence of the potentiation of light-evoked pupil constriction (67). Therefore, although occasionally there may be a parasympathetic contribution to the potentiation of light-evoked pupil constriction by clonidine, it is likely to be largely due to sympathetic inhibition.

Drugs indirectly modulating LC activity also have effects consistent with the unmasking of latent pupil dilation. The LC is activated by inputs from wake-promoting nuclei of the sleep/arousal network, such as the dopaminergic ventral tegmental area (VTA) of the midbrain (69, 70); and the histaminergic tuberomamillary nucleus (TMN) of the hypothalamus (71, 72) [for reviews, see (6, 44)]. The stimulant drug modafinil, by blocking the reuptake of dopamine at excitatory dopaminergic synapses on LC neurones (73), increases LC activity, and thus also the latent mydriatic effect of light. Indeed, modafinil shifts the light intensity/pupil diameter curve to the right, consistent with antagonism of light-evoked pupil constriction (67). Histamine, the excitatory neurotransmitter of wake-promoting tuberomamillary neurones, excites LC neurones via stimulation of H1 histamine receptors (6), and this excitation is blocked by H1 receptor antagonists (72). The H1 receptor antagonists would decrease LC activity and thus potentiate latent pupil dilation. Indeed, diphenhydramine, a H1 histamine receptor antagonist, has been shown to potentiate light-evoked pupil constriction (74). There is also evidence of antagonism between the effects of drugs that potentiate and antagonize light-evoked pupil constriction: the effect of modafinil is antagonized by clonidine (67), and the effect of diphenhydramine is antagonized by modafinil (74).

In conclusion, drugs modifying LC activity reveal the operation of a latent mydriatic effect of light that acts to attenuate light-evoked pupil constriction.

Functional Organization of Noradrenergic Premotor Autonomic Neurones in the Locus Coeruleus

Central noradrenergic neurones are dual function neurones: by stimulating both postsynaptic excitatory α1-adrenoceptors and inhibitory α2-adreneceptors at their postsynaptic projection targets, they can mediate both excitatory and inhibitory effects (44). This feature of the individual neurones underlies the dual function of the LC as a premotor autonomic nucleus. The LC contains both sympathetic and parasympathetic premotor neurones. The sympathetic premotor neurones send excitatory projections to the IML where they stimulate α1-adrenoceptors on sympathetic preganglionic neurones (34, 36), while the parasympathetic premotor neurones project to inhibitory preganglionic neurones in the EWN (see Outputs) and salivatory nuclei (38) where they stimulate α2-adrenoceptors (39, 40). For further details, see Noradrenergic Pathway, above, and for reviews, see 40, 41, 43. Although individual central noradrenergic neurones may have a dual excitatory/inhibitory role, projecting to several targets where they can stimulate either excitatory or inhibitory adrenoceptors, it is likely that the preautonomic neurones in the LC segregate into separate populations of excitatory sympathetic and inhibitory parasympathetic premotor neurones. These two populations are defined not only by their separate outputs but also by their separate inputs and their distinct susceptibility to physiological (light, pain) and psychological (threat) variables (41–43). Interestingly, recently two subpopulations of LC neurones have been identified on a genetic/developmental basis (75); however, there is no evidence to date whether these separate populations correspond to sympathetic and parasympathetic premotor neurones.

α2-Adrenoceptors Associated With Premotor Autonomic Neurones

Inhibitory α2-adrenoceptors are located at two sites: on the noradrenergic neurones themselves (“autoreceptors”) (76, 77) and on the innervated target cells (neurone, glia cell or smooth muscle of blood vessels: postsynaptic receptors) (78, 79) [for reviews, see (44, 63, 80, 81)]. The inhibitory autoreceptors operate a negative feedback mechanism dampening the activity of the noradrenergic neurone. Somatodendritic autoreceptors, stimulated by noradrenaline released from dendrites and/or recurrent axon collaterals synapsing with the cell body/dendrites, attenuate the firing of the neurone (82), whereas presynaptic receptors on nerve terminals reduce the release of the neurotransmittter (83). Stimulation of postsynaptic α2-adrenoceptors initiates inhibition of the cell receiving noradrenergic innervation.

There are three populations of α2-adrenoceptor in/or associated with the preautonomic LC: autoreceptors on (1) sympathetic, and (2) parasympathetic premotor neurones, and (3) postsynaptic receptors innervated by parasympathetic premotor neurones. Drugs interacting with α2-adrenoceptors can have differential effects on the three receptor populations, due to their differential sensitivities. Interestingly, there is a species difference in the sensitivities of the three receptor populations: diurnal and nocturnal animals are affected differently by α2-adrenoceptor agonists and antagonists.

In diurnal species (man, monkey, dog), the α2-adrenoceptor agonist clonidine evokes miosis and sedation, consistent with a sympatholytic effect resulting from stimulation of inhibitory autoreceptors on sympathetic premotor neurones in the LC (42, 43, 63) (Figure 3). This is a selective effect: the other two populations of α2-adrenoceptor remain largely unaffected. This may be due partly to the greater sensitivity of autoreceptors than postsynaptic receptors (84, 85), and partly the higher activity of sympathetic, compared to parasympathetic, premotor neurones. Sympathetic premotor neurones are likely to be more active due to their preferential stimulation by light (see Dorsomedial hypothalamus), and autoreceptor activity is a function of neuronal activity (81).
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FIGURE 3. Species-specific effect of the α2-adrenoceptor agonist clonidine on the pupil. Nuclei: LC–locus coeruleus (red area: sympathetic premotor neurones; blue area: parasympathetic premotor neurones); EWN, Edinger-Westphal nucleus. symp: target of output from LC (sympathetic preganglionic neurones); para: target of output from EWN (ganglion ciliare). Connections are shown by arrows: red–excitatory; blue–inhibitory. Adrenoceptors: α2 in LC–presynaptic inhibitory autoreceptor; α2 in EWN–inhibitory postsynaptic receptor; α1 on sympathetic preganglionic neurones–excitatory postsynaptic receptor. Nocturnal animals: clonidine stimulates inhibitory postsynaptic receptors in the EWN–inhibition of the EWN leads to mydriasis. Diurnal animals: clonidine stimulates inhibitory autoreceptors on sympathetic premotor neurones in the LC–attenuation of sympathetic outflow leads to miosis. See text (α2-Adrenoceptors Associated With Premotor Autonomic Neurones) for details.



In contrast to diurnal animals, clonidine causes mydriasis in nocturnal (mouse, rat) and crepuscular (cat) animals (42, 43, 63) (Figure 3). This is consistent with the selective stimulation of postsynaptic inhibitory α2-adrenoceptors in the EWN (40), innervated by a noradrenergic output from parasympathetic premotor neurones in the LC (see Outputs). The lack of evidence of autoreceptor stimulation in these neurones may be due to their presumed low baseline activity in the absence of stimulation by light.

Connections of Excitatory Sympathetic Premotor Neurones

Outputs

There is a robust projection from the LC to the spinal cord (coeruleo-spinal pathway), demonstrated in the rat (86). This pathway innervates all three contingents of spinal neurones: autonomic preganglionic neurones in the IML (87), sensory neurones in the dorsal horn (88), and motor neurones in ventral horn (89). The ciliospinal center receives its noradrenergic innervation via this pathway (41, 44).

Excitatory LC neurones also operate in the sleep/arousal network: they project to other wake-promoting neurones and the cerebral cortex (see Association With Sleep/Arousal Network).

Inputs

Latero-posterior hypothalamus. The orexinergic neurones in the lateral hypothalamic area/perifornical area (LHA/PFA) play an important role in the control of both arousal (6) and autonomic regulation (90): they mediate wake-promoting (91) and sympatho-excitatory (92) effects. The sympatho-excitatory effects of these neurones are mediated either directly by their projections to sympathetic preganglionic neurones (92), or indirectly via projections to sympathetic premotor neurones in the rostral ventrolateral medulla (RVLM) (90) and PVN (93). By projections to sympathetic premotor neurones in the LC (94), the orexinergic neurones of the LHA/ PFA stimulate sympathetic outflow to the iris. Interestingly, the hypothalamus, and in particular the latero-posterior hypothalamus containing the orexinergic neurones, has been implicated for a long time in the sympathetic control of the pupil (78, 95). Pupil dilatory responses reported in response to the electrical stimulation of the latero-posterior hypothalamus [see Table 6–19 in (96)] are likely to have been due to activation of orexinergic neurones projecting to the LC. Furthermore, the “tonic inhibition” of the EWN observed following hypothalamic stimulation may reflect the activation of parasympathetic premotor neurones in the LC in response to stimulation of the orexinergic input (see Connections of Inhibitory Parasympathetic Premotor Neurones).

There is also clinical evidence highlighting the importance of the lateral hypothalamus in the sympathetic control of the pupil. It is recognized that lesions of the postero-lateral hypothalamus can cause central type ipsilateral Horner's syndrome, characterized by miosis, blepharoptosis, and facial anhidrosis. This reflects the loss of the sympathetic output from the hypothalamus channeled through a descending pathway, via the SCG, to the iris (97).

Dorsomedial hypothalamus. The DMH projects to the LC (45) that sends excitatory outputs to the IML, wake-promoting neurones in the sleep/arousal network, and the cerebral cortex (see Noradrenergic Pathway, para 1). Via these connections light increases both the level of arousal and sympathetic activity in diurnal animals, including man (50, 51, 98, 99). This direct effect of light is separate from the effect of light on the entrainment of circadian rhythmicity to the day/night cycle, and is often referred to as “masking,” since it used to be regarded as a side-effect in the study of circadian regulation (50).

In contrast to diurnal animals, light is sleep-promoting (“somnogenic”), and darkness is wake-promoting in nocturnal animals, including rodents used in laboratory research (50, 100–102). Interestingly, in nocturnal animals the wake-promoting orexinergic neurones in the hypothalamus are activated by darkness (103), whereas in diurnal animals they are activated by light (104). The dual effect of light on arousal is likely to reflect the opposite effects of light on two hypothalamic nuclei: stimulation of the SCN leads to an alerting effect via the DMH and LC, whereas the stimulation of the ventrolateral preoptic nucleus (VLPO), a major sleep-promoting nucleus, leads to a sedative effect (43, 44, 102, 105) (Figure 4). In diurnal animals light would activate predominantly the SCN, while in nocturnal animals the predominant effect of light would be the activation of the VLPO. It has been suggested that the basis for the “temporal niche” (i.e., diurnality or nocturnality) may lie in the retina (106, 107). This suggestion has received experimental support recently (105). It has been shown that blue light has an alerting and green light a sedative effect. Therefore diurnal animals may show a higher sensitivity to blue in the spectrum, and retinal ganglion cells stimulated by blue light may project preferentially to the SCN. On the other hand, nocturnal animals' retinae may be more sensitive to green in the spectrum, and retinal ganglion cells stimulated by green light, may project preferentially to the VLPO (53, 105, 108).
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FIGURE 4. Dual effect of light on arousal Nuclei: wake-promoting (yellow)–LC (locus coeruleus); TMN (tuberomamillary nucleus); sleep-promoting (purple)–VLPO (ventrolateral preoptic nucleus; relay (white)–SCN (suprachiasmatic nucleus); DMH (dorsomedial hypothalamus. Connections are shown by arrows: red–excitatory; blue–inhibitory. Neurotransmitters: Glu (glutamate); GABA (y-amino-butyric acid); Ox (orexin); H (histamine); NA (noradrenaline). Adrenoceptors (postsynaptic): α1 (excitatory), α2 (inhibitory). Light exerts a sleep-promoting effect by directly stimulating the sleep-promoting nucleus VLPO. This effect is largely mediated by inhibition of the wake-promoting nucleus TMN. Light also exerts a wake-promoting effect by indirectly stimulating, via the SCN and DMH, the wake-promoting nucleus LC. This effect is mediated by the direct stimulation of the cerebral cortex and the inhibition of the VLPO, thereby disinhibiting the wake-promoting TMN. In nocturnal animals the sleep-promoting, and in diurnal animals the wake-promoting, effect of light predominates. See text (Dorsomedial Hypothalamus) for details.



In diurnal animals, luminance information is channeled via the SCN → DMH route to the LC leading to activation of not only wake-promoting but also sympathetic premotor neurones. The latter activation leads to an increase in sympathetic outflow in general, including cardiovascular activity, and increased sympathetic stimulation of the iris manifesting as pupil dilation [see Figure 9 in (44)]. Activation of the wake-promoting neurones in the LC leads to activation of the cerebral cortex, both directly via the coeruleo-cortical pathway (41, 44), and indirectly via shifting the overall activity of the subcortical sleep-arousal network in the direction of wake-promotion (6). Interestingly, cortical activation may involve areas associated with processing non-luminance-related information, such as cognitive load. As these cortical areas are known to project to the LC (58, 59, 109), their activation would provide reinforcing positive feedback to luminance-evoked LC activation.

Collaterals from spinothalamic tract. Pain signals are carried, via the somatosensory nucleus of the thalamus, to the somatosensory area of the cerebral cortex, by the spinothalamic (110, 111) and trigemino-thalamic (112) pathways (for review, see 42). Both pathways send collaterals to the LC, as demonstrated in the cat and monkey (113) (Figure 2). Pain signals increase LC activity, as shown in the rat by recording the electrical discharge of LC neurones (114, 115), expression of cFos (116), and noradrenaline release (117). Noxious stimulation also leads to pupil dilation, referred to as “reflex dilation.” There is evidence that reflex dilation in humans and other diurnal species (e.g., rabbit) is related to sympathetic activation, suggesting that the collaterals from pain pathways synapse with excitatory sympathetic premotor neurones in the LC (Figure 5).
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FIGURE 5. Species-specific effects of noxious stimulation on the pupil. Conventions are as in Figure 3. Pain signals arising from noxious (painful) stimulation are conveyed to the LC via collaterals from the spinothalamic tract. Pain signals evoke pupil dilation (“reflex dilation”) in both nocturnal and diurnal animals. However, the mechanisms are different. In nocturnal animals pain signals stimulate parasympathetic premotor neurones in the LC that project to the EWN to stimulate inhibitory α2-adrenoceptors, mediating a parasympatholytic effect. On the other hand, in diurnal animals pain signals stimulate sympathetic premotor neurones in the LC, leading to a sympatho-excitatory effect. See text (Collaterals From Spinothalamic Tract) for details.



In humans, reflex dilation can be evoked by noxious cold (plunging one hand into ice-cold water: “cold pressor test”) (118, 119), or electric shock (120, 121). Pupil dilation evoked by acute pain is a pure sympathetic response: the amplitude of the light reflex response, an index of parasympathetic activity, is unaffected (118, 119, 122) Reflex dilation can be antagonized by sympatholytics: α1-adrenoceptor antagonists (e.g., dapiprazole) applied topically to the cornea (119, 121), or α2-adrenoceptor agonists (e.g., dexmedetomidine) applied systemically (120).

In rabbits, another diurnal species, the noxious stimulus used was electrical stimulation of the sciatic nerve (123). Reflex dilation was antagonized by α1-adrenoceptor antagonists (phentolamine, phenoxybenzamine, and prazosin), and potentiated by the α2-adrenoceptor antagonist RS79948, administered systemically (123). The α1-adrenoceptor antagonists may have blocked α1-adrenoceptors at two sites (IML and iris) in the noradrenergic sympathetic pathway originating from the LC, whereas the α2-adrenoceptor antagonist may have antagonized inhibitory autoreceptors in the LC. The α1- and α2-adrenoceptor antagonists failed to affect reflex dilation in the eye whose sympathetic input had been sectioned (124). Therefore, reflex dilation in the rabbit, like in man, is likely to be mediated by sympathetic excitation originating in sympathetic premotor neurones in the LC.

In contrast to diurnal species, in nocturnal animals, reflex dilation seems to reflect parasympathetic inhibition rather than sympathetic stimulation (Figure 5). Reflex dilation in cats (crepuscular animals) and rats was studied extensively by Michael Koss and his colleagues in the 1980s (40, 78, 125, 126). They found that pupil dilation evoked by painful electrical stimulation of the sciatic nerve was not affected by sympathectomy, was antagonized by monoamine depletion by reserpine or α-methyl-para-tyrosine and α2-adrenoceptor antagonists (e.g., yohimbine), and potentiated by α2-adrencoptor agonists (e.g., clonidine). They concluded that noxious stimulation in cats and rats activated a noradrenergic pathway inhibiting the EWN, leading to a reduction in parasympathetic outflow, appearing as pupil dilation (40) (see Collaterals From Spinothalamic Tract).

The differential effect of noxious stimulation on the noradrenergic control of pupil function in diurnal and nocturnal animals suggests that while in diurnal animals pain signals may preferentially activate excitatory sympathetic premotor neurones in the LC, in nocturnal animals they may activate mainly inhibitory parasympathetic premotor neurones projecting to the EWN (Figure 5).

Connections of Inhibitory Parasympathetic Premotor Neurones

Outputs

It has been shown in cats and rats that there is a central noradrenergic pathway that exerts an inhibitory influence on the EWN by stimulating inhibitory α2-adrenoceptors (40). Moreover, it has been proposed that the inhibitory noradrenergic pathway to the EWN may originate from the LC, and that the LC could exert dual influence on pupillary activity via an excitatory output to the IML and an inhibitory output to the EWN (63) This model of the dual noradrenergic control of pupillary activity by the LC is elaborated further in the present review. An anatomical link has been described from the LC to the EWN (127, 128). Furthermore, it has been shown recently that this link operates via stimulation of α2-adrenoceptors in the EWN. Liu et al. (60) found that pupil dilation evoked by the electrical microstimulation of the LC, following removal of the SCG, was abolished dose-dependently by the α2-adrenoceptor antagonist yohimbine, applied to the EWN. This finding is also consistent with the existence of a direct link between the LC and the EWN, and thus has bearing on a controversy regarding the connection between the LC and the EWN (129). Nieuwenhuis et al. (130) argued that there was no direct connection between the LC and the EWN, and suggested a number of possible “alternative anatomical routes.” However, direct and indirect connections are not mutually exclusive: such parallel connections between autonomic nuclei are known to exist in the autonomic nervous system (131). An example is the projection from the retina to the DRN: both a direct and an indirect connection have been described (see Retinal Inputs to the Dorsal Raphe Nucleus, and Figure 6).
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FIGURE 6. Connections of the light-stimulated serotonergic pathway. Nuclei: DR (DRN in text: dorsal raphe nucleus; pink: excitatory sympathetic premotor neurones, blue: inhibitory parasympathetic premotor neurones); EW (EWN in text: Edinger-Westphal nucleus); OPN (olivary pretectal nucleus); LHA (lateral hypothalamic area), IML (intermedio-lateral column of spinal cord). Ganglia: SCG (superior cervical ganglion), GC (ganglion ciliare). Connections are shown by arrows: red-excitatory; blue-inhibitory (putative). Neurotransmitters: Glu (glutamate); Ox (orexin), 5HT (5-hydroxytryptamine, serotonin), ACh (acetylcholine). Receptors: α1-excitatory postgsynaptic adrenoceptors; 2A–excitatory postsynaptic 5-HT2A receptors; 1A–inhibitory 5-HT1A autoreceptors. The DR receives both a direct and an indirect input from the retina; the indirect connection involves hypothalamic orexinergic neurones. The possibility of an inhibitory output from the DR to the EW, stimulating inhibitory postsynaptic 5-HT1A receptors, has been investigated (see 5-HT1A Receptors).



Apart from sending an inhibitory output to the EWN, the LC also inhibits other parasympathetic preganglionic brainstem nuclei (salivatory nuclei, vagal nuclei) (44).

Inputs

Latero-posterior hypothalamus. Orexinergic neurones in the LHA/PFA project to the LC where they innervate both sympathetic and parasympathetic premotor neurones (see Connections of Excitatory Sympathetic Premotor Neurones). Electrical stimulation of the lateral hypothalamus in experimental animals leads to pupil dilation due to inhibition of the EWN via an inhibitory noradrenergic input (78). The likely mechanism underlying this observation is the activation of parasympathetic premotor neurones in the LC via an excitatory orexinergic input from the hypothalamus, leading to inhibition of the EWN via the stimulation of α2-adrenoceptors.

Amygdala. The central nucleus of the amygdala sends an excitatory peptidergic projection to the LC; the neuropeptide involved is corticotrophin-releasing factor (CRF) (132). Both the amygdala (133) and the LC (134) have been implicated in the generation of anxiety. Furthermore, there is likely to be a synergistic interaction between these two nuclei in mediating anxious responses: stress-induced activation of the central amygdala is transmitted to the LC by a CRF-containing output from the amygdala (135, 136).

Anxious states amenable for experimental study can be generated by the paradigm of fear conditioning: pairing of a noxious stimulus (e.g., electric shock) with a neutral stimulus (e.g., light, sound) leads to the development of the ability of the neutral stimulus to evoke the response to the noxious stimulus. Using this paradigm, it was possible to modulate two physiological reflexes, the acoustic startle reflex and the pupillary light reflex, by the anticipatory anxiety associated with the procedure (43). Interestingly, the two reflexes are changed in opposite directions: the acoustic startle reflex is potentiated, whereas the pupillary light reflex is inhibited by conditioned fear.

In the case of the modulation of both reflexes by fear (“anticipatory anxiety”), the amygdala and the LC play a joint role. The activation of the amygdala by stressful stimulation is transmitted to the LC, leading to potentiation of the noradrenergic facilitation of striated muscle contraction, in the startle reflex paradigm, and enhancement of the noradrenergic inhibition of the EWN, leading to inhibition of the light reflex (43). As the inhibition of the light reflex by fear cannot be antagonized by the topical application of the α1-adrenoceptor antagonist dapiprazole, while a small associated increase in pupil diameter can (137), the fear-inhibited light reflex is likely to be mediated entirely by the parasympathetic output to the iris, consistent with the predominant activation of parasympathetic premotor neurones in the LC by fear. The sensitivity of the accompanying mydriasis to antagonism by dapiprazole would indicate the associated involvement of the sympathetic output, probably arising from the activation of sympathetic premotor neurones in the LC.

Collaterals from spinothalamic tract. Collaterals from the spinothalamic tract project to parasympathetic premotor neurones in the LC in nocturnal animals, such as rats (40, 125, 126), and in crepuscular animals, such as cats (40, 78). Via this pathway, pain signals cause excitation of parasympathetic premotor neurones projecting to the EWN, where stimulation of inhibitory postsynaptic α2-adenoceptors would lead to parasympathetic inhibition and pupil dilation (Figure 5).
Association With Sleep/Arousal Network

The sleep/arousal network is an assembly of interacting nuclei in the hypothalamus and brainstem, responsible for the control of arousal (6). The network consists of functionally antagonistic wake-promoting nuclei (WPN) and sleep-promoting nuclei (SPN). WPN are active during wakefulness and quiescent during sleep, whereas SPN display the opposite pattern of activity. Each nucleus in the network is defined by its connections and the neurotransmitter used. WPN neurones use glutamate, the neuropeptide orexin, acetylcholine, and the monoamines noradrenaline, dopamine, serotonin (5-hydroxytryptamine [5-HT]), and histamine. The neurotransmitters of SPN neurones are γ-amino-butyric acid (GABA) and galanin. WPN send excitatory outputs to the cerebral cortex, whereas SPN function mainly by inhibiting WPN.

The LC is in the hub of this network. It receives inputs from all nuclei of the network, both WPN and SPN, and thus is a major integrator of sleep/arousal-related neuronal activity. It sends excitatory outputs, that operate via α1-adrenoceptors, to the cerebral cortex and other wake-promoting nuclei, and inhibitory outputs, that operate via α2-adrenoceptors, to the SPN (Figure 2). The LC has a two-way, mutually antagonistic relationship with the VLPO of the hypothalamus, a major sleep-promoting nucleus. The LC inhibits the VLPO, thus releasing other wake-promoting nuclei (e.g., tuberomamillary nucleus, TMN) from GABAergic inhibition, and consequently promoting waking, whereas the VLPO inhibits the LC, and thus facilitates sleep (Figure 4) (42).

Arousal-modifying drugs (sedatives, anesthetics, stimulants) may influence LC activity either directly or indirectly via inputs from the sleep/arousal network. Directly acting sedative drugs are the α2-adrenoceptor agonists (e.g., clonidine, dexmedetomidine) and the μ opiod receptor agonists (e.g., morphine, heroin). The α2-adrenoceptor agonists “switch off” LC activity by stimulating inhibitory autoreceptors on LC neurones (see α2-Adrenoceptors Associated With Premotor Autonomic Neurones). The μ opiod receptor agonists also suppress LC activity since μ opiod receptors are co-localized with α2-adrenoceptors in the membrane of LC neurones and operate via a shared signaling mechanism (i.e., blockade of potassium channels) (138). Examples of drugs indirectly influencing LC activity and thus leading to alterations in the level of arousal are the stimulant modafinil and the sedative drug pramipexole. Both drugs act via an excitatory dopaminergic pathway from the VTA to the LC (“mesocoerulear pathway”). Modafinil increases dopaminergic excitation of LC neurones via blocking the uptake of dopamine into dopaminergic nerve terminals, leading to stimulation of excitatory postsynaptic D2 dopamine receptors (67), whereas pramipexole reduces LC activity by attenuating the dopaminergic activation of LC neurones via stimulating inhibitory D2 dopamine autoreceptors on the dopaminergic neurones (139).

As the LC is not only a wake-promoting, but also a pre-autonomic nucleus, it couples arousal and autonomic activity (“arousal/autonomic activity interphase”) (42, 68). Consequently, alterations in the level of arousal are transmitted to the pupil. In general, an increase in alertness is associated with an increase in sympathetic output and pupil dilation, whereas sedation is linked to a decrease in sympathetic output and pupil constriction.

During transition from wakefulness to sleep (drowsiness or sleepiness), there is likely to be instability between opposing excitatory wake-promoting and inhibitory sleep-promoting inputs impinging on the LC, leading to fluctuations in LC activity. Due to the close association between LC activity and pupillary diameter (see Noradrenergic Pathway), the drowsiness-related fluctuations of LC activity are transmitted to the pupil, leading to fluctuations in pupil diameter. Thus instability between opposing excitatory and inhibitory inputs may be the basis for the appearance of pupillary oscillations in darkness, termed “fatigue waves” or “sleepiness waves” (140, 141). These oscillations increase as the level of arousal decreases. The Pupillographic Sleepiness Test (PST) provides quantitative measures of the oscillations that can be used as indices of the degree of sedation (142, 143). Indeed, the two measures of pupil diameter fluctuations generated by the PST (total power, Pupillary Unrest Index), correlate with electroencephalographic and subjective measures of sedation (144, 145).

The PST has also been used to assess the sedative and alerting properties of centrally acting drugs (74, 119, 139, 146–148), and the PST measures correlate well with other measures of alertness, such as critical flicker fusion frequency (CFFF) and visual analog scales. It would be expected that drug-induced changes in arousal would affect both pupillary indices of alertness: in the case of sedation, an increase in sleepiness waves would be paralleled by miosis, and in the case of stimulation, a decrease in sleepiness waves would be paralleled by mydriasis. Although this prediction has been confirmed in the case of some drugs (e.g., clonidine, yohimbine, modafinil), there are also exceptions to this general pattern. Examples of a dissociation between the effects of sedation on pupillary oscillations and pupil diameter are two highly sedative drugs: diazepam and pramipexole. While both drugs enhance pupillary oscillations in darkness, and display sedative effects on CFFF and visual analog scales, diazepam-induced sedation is associated with no change in pupil diameter (119), whereas pramipexole-induced sedation is accompanied by mydriasis (139). The possible explanation for the dissociation may lie in some actions of these drugs outside the sleep/arousal network or the LC. Such extraneous actions may either compromise the transmission of sympatho-excitatory signals from the LC to the SCG, or change the balance between sympathetic and parasympathetic outputs to the iris, by interfering with the parasympathetic output.

Diazepam, like all benzodiazepines, enhances the effect of endogenously released GABA at inhibitory GABAA receptors (149). Although the LC is richly endowed with GABA receptors, these receptors are insensitive to benzodiazepines (150). Therefore, benzodiazepines would induce sedation by stimulating inhibitory GABAA receptors elsewhere in the sleep/arousal network, leading to a reduction in the activity of wake-promoting neurones. However, the resultant decrease in LC activity is not passed on to the pupil by the sympathetic output from the LC. The possibility that diazepam may alter the relationship between the sympathetic and parasympathetic outputs to the iris has been excluded: it does not affect the parameters of the light reflex response or the diameter of the pupil dilated by the cholinoceptor antagonist tropicamide, applied topically (119). Therefore it is likely that diazepam interferes with sympathetic outflow “downstream” from the LC, most probably at the level of the IML.

Preganglionic sympathetic neurones in the IML integrate inputs from supraspinal premotor neurones, including those in the LC, and an intricate network of intraspinal interneurones (151). GABA receptors have been identified on bulbospinal neurones, projecting to sympathetic preganglionic neurones in the IML, on presynaptic terminals of such neurones, and on interneurones in the IML (152). Indeed, GABAergic neurotransmission plays an important role in controlling sympathetic outflow (153). Benzodiazepines may increase the activity of sympathetic preganglionic neurones via disinhibiting some of their excitatory inputs, and this increase in activity may mask the effect of the sedation-induced reduction in the excitatory input from the LC (119). However, further experimental work would be needed to confirm this hypothesis.

Pramipexole is a dopamine D2/D3 receptor agonist with a high affinity for inhibitory D2 autoreceptors on dopaminergic neurones. It is highly sedative due to inhibiting an excitatory input to the LC from dopaminergic neurones located in the VTA. As expected, pramipexole-induced sedation is associated with enhancement of pupillary sleepiness waves. However, paradoxically, this is paralleled by mydriasis, rather than miosis (139, 148). This paradoxical effect of pramipexole may be due to the unexpected finding that it attenuates the pupillary light reflex response. As pramipexole has no affinity for cholinoceptors, a central mechanism has been postulated. Pramipexole, by stimulating inhibitory D2 receptors on dopaminergic neurones in a putative excitatory pathway projecting to the EWN (“meso-pupillomor pathway”), may withdraw the dopaminergic activation of EWN neurones. Consistent with this model, it has been shown that amisulpiride, a D2 dopamine autoreceptor antagonist, evokes an effect opposite to that of pramipexole: it potentiates the light reflex (148). Therefore, in the case of pramipexole-induced sedation, miosis resulting from a reduction in sympathetic outflow to the iris, as a consequence of reduced LC activity, may have been superseded by mydriasis, due to parasympathetic inhibition.

In conclusion, a change in pupil diameter may be a reliable index of drug-induced sedation only in the case of drugs that reduce sympathetic outflow to the iris by selectively reducing LC activity, such as the α2-adrenoceptor agonists (e.g., clonidine, dexmedetomidine) (63) However, as many sedative drugs also influence sympathetic output by actions outside the LC, and/or also affect parasympathetic output to the iris, sedation-induced pupil diameter changes should not be used to draw conclusions about the sedative properties of centrally acting drugs. On the other hand, as alterations in pupillary oscillations (“sleepiness waves”) are likely to be linked directly to LC activity, they may provide a reliable measure of sedation.

Connections Between Sympathetic and Parasympathetic Premotor Neurones

As discussed above (see Functional Organization of Noradrenergic Premotor Autonomic Neurones in the Locus Coeruleus), there is evidence supporting the view that sympathetic and parasympathetic premotor neurones in the LC form separate populations, and, in many situations, operate independently. However, the sympathetic and parasympathetic divisions of the autonomic nervous system do not function in isolation. Examples of cross-talk between the two divisions have been described in the medulla oblongata and the PVN in the hypothalamus (154).

There is also evidence of cross-talk between the two populations of premotor autonomic neurones in the LC. The anatomical basis of such cross-talk may be the gap junctions between LC neurones, through which cells can communicate with each other via eletrotonic transmission (155). Electrotonic coupling of LC neurones has been implicated in the synchronization of spontaneous firing and the generation of endogenous rhythmic activity (156, 157). An alternative mechanism may be the activation of noradrenergic parasympathetic premotor neurones from recurrent excitatory axon terminals of sympathetic premotor neurones. Indeed, such a mechanism has been described to operate in the LC (158).

The following two subsections discuss how two variables, light (Dual Modulation of Autonomic Activity by Light) and noradrenergic drugs (monoamine depletors, reuptake inhibitors, α2-adrenoceptor agonists) (Pupillary Effects of Noradrenergic Drugs), may influence autonomic function by interacting with both contingents of noradrenergic premotor neurones in the LC.

Dual Modulation of Autonomic Activity by Light

Light is a powerful activator of sympathetic activity, consistent with light-evoked stimulation of sympathetic premotor neurones in the LC (see Dorsomedial hypothalamus). However, in addition to its sympatho-excitatory effect, light has also been reported to evoke a parasympatholytic effect (55, 159). The possible mechanism for this dual effect of light on autonomic outflow, affecting both divisions of the autonomic nervous system, may be the simultaneous activation of both sympathetic and parasympathetic premotor neurones in the LC. Parasympathetic premotor neurones may have been activated either directly or indirectly, via the spread of sympathetic premotor neuronal activity to parasympathetic premotor neurones via electorotonic transmission or recurrent axon collateras.

Pupillary Effects of Noradrenergic Drugs

Drugs acting at noradrenergic neurones may modify the activity and/or the transmitted effects of both sympathetic and parasympathetic premotor neurones, leading to alterations in both sympathetic and parasympathetic pupil control. Three classes of such drugs will be considered: vesicular monoamine transporter (VMAT) inhibitors (“monoamine depletors”), noradrenaline reuptake inhibitors, and α2-adrenoceptor agonists.

Monoamines are accumulated in synaptic vesicles of the nerve terminals by an active membrane pump, the vesicular monoamine transporter (VMAT). The form of VMAT accumulating noradrenaline is termed VMAT2. Drugs that inhibit VMAT2 in noradrenergic nerve terminals, such as reserpine and tetrabenazine, lead to depletion of noradrenergic neurones of noradrenaline (160). These drugs are not selective for either sympathetic or parasympathetic premotor neurones in the LC: they deplete both populations of noradrenergic premotor neurones of noradrenaline. Depletion of noradrenaline of sympathetic premotor neurones leads to a sympatholytic effect (sedation, miosis, hypotension), whereas depletion of noradrenaline of parasympathetic premotor neurones results in a parasympathomimetic effect (potentiation of the light reflex response, increase in salivation) (161). The parasympathomimetic effect is likely to be due to removal of the noradrenergic inhibition of the EWN by the LC.

Noradrenaline reuptake inhibitors, including a number of antidepressants, enhance the effect of released noradrenaline, by blocking its reuptake into noradrenergic nerve terminals (44). They, like the VMAT inhibitors, are not selective for either population of pre-autonomic noradrenergic neurones in the LC, and potentiate the effects of noradrenaline at all the different targets of noradrenergic projection. The antidepressants desipramine, reboxetine, and venlafaxine enhance both the sympatho-excitatory and parasympatholytic effects mediated by noradrenergic autonomic outputs. These drugs cause mydriasis and shortening of the recovery time of the light reflex response, due to potentiation of noradrenergic stimulation of preganglionic sympathetic neurones in the IML and of the dilator pupillae muscle in the iris. They also attenuate the pupillary light reflex response and reduce salivary output, due to potentiation of the noradrenergic inhibition of preganglionic parasympathetic neurones in the EWN and the salivatory nuclei (162–165). It should be noted that while the parasympatholytic effect of desipramine could be due to the blockade of cholinoceptors in the iris, this explanation cannot be applied to the parasympatholytic effects of venlafaxine and reboxetine since these drugs have little affinity for cholinoceptors (164).

In contrast to the VMAT inhibitors and noradrenaline reuptake inhibitors, α2-adrenoceptor agonists, like clonidine and dexmedetomidine, are selective for sympathetic premotor neurones in man and other diurnal species (see α2-Adrenoceptors Associated With Premotor Autonomic Neurones). The basis for this selectivity is likely to be a difference in the baseline activities of sympathetic and parasympathetic premotor neurones. Sympathetic premotor neurones are likely to have high baseline activity due to their stimulation by light via an input from the retina (see Dorsomedial hypothalamus), whereas the baseline activity of parasympathetic premotor neurones is likely to be low. Therefore, while inhibitory α2 adrenergic autoreceptors are likely to occur on both populations of premotor autonomic neurones, the low baseline of parasympathetic premotor neurones does not allow the conversion of their stimulation into an inhibitory response (65). Indeed, while α2-adrenoceptor agonists consistently evoke miosis, reflecting sympatho-inhibition in man, they do not usually affect the parasympathetically mediated light reflex response. However, there are exceptions to this general pattern: α2-adrenoceptor agonists may occasionally potentiate the light reflex response (120, 166), consistent with the attenuation of the inhibition of the EWN by the LC. It is likely that in these cases the baseline activity of parasympathetic premotor neurones was high enough to allow autoreceptor stimulation to be converted into an observable response. The baseline activity of parasympathetic premotor neurones may have been raised by the spread of activity from the sympathetic premotor neurones to the parasympathetic premotor neurones via electronic transmission through gap junctions. An alternative mechanism may be stimulation of postsynaptic α2-adrenoceptors on postsynaptic neurones in the EWN by clonidine, leading to disinhibition of the light reflex, as seen in nocturnal animals (see α2-Adrenoceptors Associated With Premotor Autonomic Neurones).
Serotonergic Pathway

This pathway is displayed in Figure 6. The figure shows the dual sympathetic/parasympathetic innervation of the iris, including the light reflex pathway via the parasympathetic output. The hub of the serotonergic pathway is the dorsal raphe nucleus (DRN) which contains serotonergic neurones, some of which function as sympathetic premotor neurones. These neurones send an excitatory projection to preganglionic neurones in the IML where it stimulates 5HT2A receptors. The premotor autonomic neurones in the DRN contain inhibitory 5HT1A receptors: the stimulation of these receptors by serotonin, released from recurrent serotonergic axon terminals, inhibits the activity of the serotonergic neurones. The existence of parasympathetic premotor neurones has been postulated: these neurones, via an inhibitory output to the EWN, would inhibit the light reflex. However, although the DRN inhibits the parasympathetic output to the pupil, this is likely to be via an indirect route (see 5-HT1A Receptors, below). The DRN also sends an excitatory output to the cerebral cortex where it stimulates 5HT2A receptors. The DRN receives afferents from the retina, both directly and indirectly, via the LHA/PFA.

Serotonergic Neurones

Serotonin (5-hydroxytryptamine, 5-HT) is one of the major monamine neurotransmitters that, like noradrenaline, is involved in the regulation of both arousal (6, 167) and autonomic function (168, 169). Serotonergic neurones are located in nine nuclei (B1–B9) in the midline raphe of the brainstem, and project widely throughout the neuraxis (170, 171). Largest of these nuclei is B7, corresponding to the DRN, that is responsible for the serotonergic control of arousal (172). Several serotonergic nuclei are involved in autonomic regulation, including the DRN and a number of caudal raphe nuclei. These nuclei project to the IML of the spinal cord (171), where they are likely to stimulate excitatory 5HT2 receptors on sympathetic preganglionic neurones (152). There is also a population of serotonergic interneurones in the IML (173).

Serotonin interacts with a large array of presynaptic (auto) and postsynaptic receptors that can mediate both excitatory and inhibitory effects. 5-HT1 receptors are inhibitory, and occur both in presynaptic and postsynaptic locations, whereas 5HT2 and 5-HT3 receptors are excitatory, and occur postsynaptically (174). The most common and best studied receptor sub-types are the 5-HT1A and the 5-HT2A receptor (175). Inhibitory 5-HT1A autoreceptors on serotonergic neurones play an important role in the regulation of serotonergic neurotransmission (176).

Retinal Inputs to the Dorsal Raphe Nucleus

Direct Link

During the past decade or so, an anatomical link has been identified between the retina and the DRN (“retino-raphe projection”) in a number of rodent species. These species include the rat (177–179), the mouse (180); the Mongolian gerbil (179, 181, 182), and the Chilean degus (183). It has been shown that stimulation of this pathway by light can modulate the expression of cFos, an index of neuronal activity, in the DRN (182). Furthermore, stimulation of the DRN by light can lead to alterations in complex behaviors, such as affective (184) and defensive (180) behaviors. It has been shown that both conventional and melanopsin-containing retinal ganglion cells project to the DRN (185). The majority of retinal ganglion cells projecting to the DRN are conventional alpha-like ganglion cells with Y-like physiological properties (186, 187).

Indirect Link

Apart from the direct link described above, an indirect link via the orexinergic neurones of the LHA/PFA has also been reported. Orexinergic neurones may be directly light-sensitive via an input from the retina (188), or may be activated indirectly by light via the SCN (189). It has been found that, in the diurnal rodent Nile grass rat, a light pulse evoked an increase in the expression of cFos, in both the LHA/PFA and the DRN. Pretreatment of the animals with the orexin receptor type 1 (OXR1) antagonist SB-334867 prevented the activation of the DRN by light, leading to the conclusion that “in the diurnal brain light induces excitatory responses in the 5-HTergic DRN through activating orexinergic pathways” (104). For the role of the orexinergic system in pupillary control, see Latero-Posterior Hypothalamus.
5-HT Receptors Modulating Pupil Function

Serotonergic neurones in the DRN operate via stimulating serotonin receptors both in the DRN and the targets innervated by it. The two most important receptor types are the 5-HT1A and 5-HT2 receptor. The role of these receptors in controlling pupil function has been explored using selective 5-HT1A receptor agonists and 5-HT2 receptor antagonists.

5-HT1A Receptors

5-HT1A receptors occur both presynaptically (autoreceptors) and postsynatically where they mediate an inhibitory action. The autoreceptors are usually more sensitive than the postsynaptic receptors, and their role in controlling serotonergic neuronal function is analogous to that of the α2-adrenoeptors in controlling noradrenergic neurone function (see α2-Adrenoceptors Associated With Premotor Autonomic Neurones). 5-HT1A autoreceptors are abundant on serotonergic neurones in the DRN (190). The stimulation of these receptors on sympathetic premotor neurones would mediate a sympatholytic effect by switching off the activity of these neurones, and thus attenuating their excitatory influence on sympathetic preganglionic neurones (152). Postsynaptic 5-HT1A receptors also play a role in autonomic regulation: by inhibiting sympathetic premotor neurones in the RVLM they mediate a sympatholytic effect on cardiovascular function (168). It has been postulated that, like α2-adrenoceptors, 5-HT1A receptors may occur on parasympathetic preganglionic neurones in the EWN (191) (Figure 6).

5-HT1A receptor agonists have marked effects on pupil function that are, like the effects of the α2-adrenoceptor agonists, species-specific (see α2-Adrenoceptors Associated With Premotor Autonomic Neurones). In diurnal species, these drugs evoke miosis, whereas in nocturnal animals they cause mydriasis.

The 5-HT1A receptor agonists buspirone, lesopitron, and 8-OH-DPAT evoked dose-dependent miotic responses in rabbit (192), monkey (193), and man (194–196). As in man, the buspirone-induced miosis was unaffected by the topical application of the cholinoceptor antagonist homatropine, it was concluded that the miotic response was likely to be due to sympathetic inhibition (194). Miotic responses to buspirone and lesopitron were also light-dependent: responses were larger in light than in darkness. As miotic responses to the α2-adrenoceptor agonist clonidine show the same light-dependence, a similar mechanism was postulated, probably involving the noradrenergic inhibition of the EWN (see Pharmacological Unmasking of Light-Evoked Latent Pupil Dilation) (195). The light-dependence of the miotic responses to the 5-HT1A receptor agonists is consistent with the operation of a serotonergic light-stimulated sympathetic pathway.

The 5-HT1A receptor agonist 8-OH-DPAT evoked consistent dose-dependent mydriatic responses in mice (197) and rats (191). The pupillary responses could be antagonized by not only 5-HT1A receptor antagonists (e.g., WAY-100135 and WAY 100635), but also by α2-adrenoceptor antagonists (e.g., yohimbine and RS 79948). These observations argue against the existence of a direct serotonergic inhibitory input to the EWN operating via 5-HT1A receptors (Figure 6). It was proposed that 8-OH-DPAT might have acted indirectly via the noradrenergic system: activation of noradrenergic neurones in the LC by the drug would have increased the release of noradrenaline onto inhibitory α2-adrenoceptors in the EWN (191). Indeed, an intricate neuronal network has been proposed to operate within the LC modulating the firing of noradrenergic neurones. In this network, the noradrenergic neurones may be under tonic inhibition by GABAergic interneurones that in turn may be inhibited by a serotonergic input operating via inhibitory 5-HT1A receptors. Therefore, disinhibition of the noradrenergic neurones by 5HT1A receptor stimulation could lead to an increase in noradrenergic neuronal firing (198).

5-HT2 receptors

An ascending output from the DRN to the cerebral cortex stimulates excitatory 5-HT2A receptors, and thereby increases arousal (6), and a descending output to the sympathetic preganglionic neurones in the IML stimulates 5-HT2A receptors, leading to sympathetic stimulation (Figure 6). It has been shown that the 5-HT2 receptor antagonists ICI 169,369 and ICI 170,809 have dose-dependent miotic and sedative effects in man (199, 200), consistent with the attenuation of 5-HT2 receptor-mediated functions. The dose-dependent miosis suggests that the 5-HT2 receptors in the IML may mediate a tonic sympatho-excitatory effect on the pupil.
CONCLUSIONS

Light has robust effects on the autonomic control of the pupil: it stimulates the parasympathetic output and inhibits the sympathetic output. Stimulation of the parasympathetic output results in the light reflex mediating a constrictor response, whereas sympathetic inhibition, working “in the background,” allows unimpeded expression of light-evoked pupil constriction (1). While the mechanisms underlying the light reflex have been the subject of intensive investigation, especially since the discovery of the role of melanopsin-containing retinal ganglion cells in its initiation (201), there has been relatively less interest in the sympathetic control of the pupil by light.

Interestingly, there may be multiple sympathetic pathways mediating the effect of light on the pupil: two pathways mediating an inhibitory effect (“light-inhibited sympathetic pathways”) and two pathways mediating a paradoxical stimulatory effect (“light-stimulated sympathetic pathways”) are described.

While the inhibitory effect of light on the sympathetic output to the pupil was demonstrated in the 1960s and 1970s, little experimental work has been done since then. Okada et al. (13) demonstrated a connection between the pretectal area and the sympathetic preganglionic neurones projecting to the iris. The course of this pathway has not been investigated since then. However, review of the literature of experimental work investigating the connections of the pretectum to autonomic nuclei, allows filling in the missing gaps. This has led to the proposal of the pretectum/periaqueductal gray pathway (see Pretectum/Periaqueductal Gray Pathway). A second putative light-inhibited sympathetic pathway is the suprachiasmatic nucleus/paraventricular nucleus pathway (see Suprachiasmatic Nucleus/Paraventricular Nucleus Pathway). This pathway overlaps with the pathway controlling melatonin synthesis, as sympathetic preganglionic neurones in the same segments (C8-T2) of the IML innervate, via the SCG, both the pineal gland and the dilator pupillae muscle in the iris. Although the role of this pathway in mediating the effect of light on the sympathetic control of melatonin synthesis is well established, its role in mediating the inhibitory effect of light on the sympathetic output to the pupil has not been studied experimentally.

The two light-stimulaed sympathetic pathways are based on well-established connections of their “hub” nuclei, the LC and the DRN. Both these nuclei are light sensitive, either directly (DRN) and/or indirectly (DRN and LC), and there is evidence of their roles in both the sympathetic and parasympathetic controls of the pupil. Light has a manifest sympatho-excitaroy effect on functions (e.g., cardiovascular or renal activity) controlled by the thoraco-lumbar sympathetic outflow. However, at the levels of C8-T2, the sympatho-excitatory effect of light may be superseded by its powerful inhibitory effect required for the operation of the light reflex and control of melatonin synthesis. Therefore, pupil dilation resulting from the stimulation of the sympathetic output to the iris would be masked by the pupil-constricting effect of light. The latent mydriasis can be unmasked by drugs that modulate the activity of the hub nuclei. Drugs that inhibit LC activity (e.g., clonidine, diphenhydramine) or DRN activity (e.g., buspirone) potentiate light-evoked pupil constriction, while drugs that enhance LC activity (e.g., yohimbine, modafinil) antagonize light-evoked pupil constriction. The light-stimulated sympathetic pathways, by attenuating light-evoked pupil constriction, may enable diurnal animals to function in daylight, when light may cause pinpoint pupils in nocturnal animals (202).

The activity of the light-stimulated pathways appears to be related to age. The monotonic decline in pupil diameter with increasing age in humans (203–205) may reflect the gradual withdrawal of the activity of the light-stimulated sympathetic pathways since the decline in pupil diameter is paralleled by the age-dependent decline in the number of noradrenergic neurones in the LC (42). The effect of age on the pupil is accentuated in Alzheimer's disease (206) when the loss of noradrenergic neurones in the LC exceeds that seen in old age (207).

The noradrenergic light-stimulated sympathetic pathway has widespread connections via sympathetic and parasympathetic premotor neurones in the LC, and via these connections it is integrated into the wider central autonomic network (41, 44). It is also integrated with the sleep/arousal network, and participates in the processing of pain signals and fear/anxiety. Many drugs (sedatives, stimulants, antidepressants, anxiolytics) modify pupil function by actions via the noradrenergic light-stimulated sympathetic pathway. Through its multiple inputs the noradrenergic light-stimulated sympathetic pathway is amenable to modulation by a wide range of physiological and psychological variables, and via its outputs it can transmit sympathetically and parasympathetically mediated alterations in pupil function.

There is a remarkable species difference in the operation of light-stimulated sympathetic pathways: diurnal animals respond differently from nocturnal animals to light, noxious stimulation, and autoreceptor agonist drugs (e.g., clonidine in the noradrenergic, buspirone in the serotonergic light-stimulated sympathetic pathway). A tentative explanation for the species difference may be that it is related to regular exposure to light in diurnal animals that may lead to proliferation and/or a raised baseline activity of sympathetic premotor neurones in the LC and DRN. Therefore autoreceptor agonists and pain signals may affect sympathetic premotor neurones preferentially, as compared to parasympathetic premotor neurones, in diurnal animals. These observations suggest that the effects of some non-luminance-related variables (monoaminergic autoreceptor agonists, noxious stimuli) may be influenced by the luminance-exposure history of the species, determined by the “temporal niche.”

Apart from transmitting slow time-course (“tonic”) changes in pupil diameter in response to light, the LC is also involved in mediating non-luminance-related fast time-course (“phasic”) pupil dilations in response to cognitive load (57). It has been shown in the monkey (58, 109) and in the mouse and rat (59) that cognitive load, applied using different paradigms, evokes fast transient changes in the firing rate and pattern of LC neurones. Furthermore, corresponding changes can be observed in neuronal firing in different areas of the cerebral cortex and colliculi.

Unraveling the multiple sympathetic pathways controlling the pupil suggests that the sympathetic has roles beyond fading away in the background when the light reflex operates. While the parasympathetic pathway mediating the light reflex has one robust dedicated function, the sympathetic pathways, through their connections, are multifunctional, integrating pupil function with a wide range of autonomic, neuroendocrine, physiological, and psychological functions.
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ABBREVIATIONS

CFFF, critical flicker fusion frequency; CRF, corticotropin-releasing factor; DMH, dorsomedial hypothalamus; DRN, dorsal raphe nucleus; IML, intermedio-lateral column (of spinal cord); EWN, Edinger-Westphal nucleus; GABA, y-aminobutyric acid; GC, ganglion ciliare; 5-HT, 5-hydrytryptamine (serotonin); LC, locus coeruleus; LHA, lateral hypothalamic area; OPN, olivary pretectal nucleus; PAG, periaqueductal gray (matter); PFA, perifornical area; PVN, paraventricular nucleus; SCG, superior cervical ganglion; SCN, suprachiasmatic nucleus; SPN, sleep-promoting neurones; TMN, tuberomamillary nucleus; VLPO, ventrolateral preoptic nucleus; VMAT, vesicular monoamine transporter; VTA, ventral tegmental area; WPN, wake-promoting neurones.

REFERENCES

 1. McDougall DH, Gamlin PD. Autonomic control of the eye. Compr Physiol. (2015) 5:439–73. doi: 10.1002/cphy.c140014

 2. Kozicz T, Bittencourt JS, May P, Reiner A, Gamlin PDR, Palkovits M, et al. The Edinger-Westphal nucleus: a historical, structural and functional perspective on a dichotomous terminology. J Comp Neurol. (2011) 519:1413–34. doi: 10.1002/cne.22580

 3. Janig W, McLachlan EM. Specialized functional pathways are the building blocks of the autonomic nervous system. J Auton Nerv Syst. (1992) 41:3–13. doi: 10.1016/0165-1838(92)90121-V

 4. Saper CB. The central autonomic nervous system: conscious visceral perception and autonomic pattern generation. Annu Rev Neurosci. (2002) 25:433–69. doi: 10.1146/annurev.neuro.25.032502.111311

 5. Janig W, Häbler HJ. Neurophysiological analysis of target-related sympathetic pathways – from animal to human: similarities and differences. Acta Physiol Scand. (2002) 177:255–74. doi: 10.1046/j.1365-201X.2003.01088.x

 6. Szabadi E. Neuronal networks regulating sleep and arousal: effect of drugs. In: Guglietta A, editor. Drug Treatment of Sleep Disorders (Cham: Springer) (2015), p. 25–70.

 7. Gibbins I. Functional organization of autonomic neural pathways. Organogenesis (2013) 9:169–75. doi: 10.4161/org.25126

 8. Loewy AD. Autonomic control of the eye. In: Loewy AD and Spyer KM. Central Regulation of Autonomic Functions, Oxford: Oxford University Press. (1990) p. 268–85.

 9. Passatore M. Physiological characterization of efferent cervical sympathetic fibers influenced by changes in illumination. Exp Neurol. (1976) 53:71–81. doi: 10.1016/0014-4886(76)90282-X

 10. Passatore M, Pettorossi VE. Efferent fibers in the cervical sympathetic nerve influenced by light. Exp Neurol. (1976) 52:66–82. doi: 10.1016/0014-4886(76)90201-6

 11. Passatore M, Pettorossi VE, Casoni RP. Sympathetic preganglionic pupillodilator fibres in the light reflex. Experientia (1977) 15:218–9. doi: 10.1007/BF02124076

 12. Nisida I, Okada H, Nakano O. The activity of the cilio-spinal centers and their inhibition in pupillary light reflex. Jap J Physiol. (1960) 10:73–84. doi: 10.2170/jjphysiol.10.73

 13. Okada H, Nakano O, Okamoto K, Nakayama K, Nisida I. The central path of the light reflex via the sympathetic nerve in the cat. Jap J Physiol. (1960) 10:646–58. doi: 10.2170/jjphysiol.10.646

 14. Ranson SW, Magoun HW. The central path of the pupilloconstrictor reflex in response to light. Arch Neurol Psychiat. (1933) 30:1193–204. doi: 10.1001/archneurpsyc.1933.02240180015001

 15. Clarke RJ, Ikeda H. Luminance and darkness detectors in the olivary and posterior pretectal nuclei and their relationship to the pupillary light reflex in the rat. I. Studies with steady luminance levels. Exp Brain Res. (1985) 57:224:232.

 16. Zagon A, Terenzi MG, Roberts MHT. Direct projections from the anterior pretectal nucleus to the ventral medulla oblongata in rats. Neuroscience (1995) 65:253–72. doi: 10.1016/0306-4522(94)00468-K

 17. Guyenet PG. Role of the ventral medulla oblongata in blood pressure regulation. In: AD Loewy and KM Spyer, editors. Central Regulation of Autonomic Functions (Oxford: Oxford University Press) (1990) p. 145–67.

 18. Klooster J, Vrensen GFJM. New indirect pathways subserving the pupillary light reflex: projections of the accessory oculomotor nuclei and the periaqueductal gray to the Edinger-Westphal nucleus and the thoracic spinal cord in rats. Anat Embryol. (1998) 198:123–32. doi: 10.1007/s004290050170

 19. Dampney RA, Furlong TM, Horiuchi J, Iigaya K. Role of dorsolaral periaqueductal grey in the coordinated regulation of cardiovascular and respiratory function. Auton Neurosci. (2013) 175:17–25. doi: 10.1016/j.autneu.2012.12.008

 20. Farkas E, Jansen ASP, Loewy AD. Periaqueductal gray matter input to cardiac-related sympathetic premotor neurones. Brain Res. (1998) 792:179–92. doi: 10.1016/S0006-8993(98)00029-8

 21. Bajic D, Proudfit HK, van Bockstaele EJ. Periaqueductal gray neurons monosynaptically innervate extranuclear noradrenergic dendrites in the rat pericoerulear region. (2000). J Comp Neurol. 427:649–662. doi: 10.1002/1096-9861(20001127)427:4<649::AID-CNE11>3.0.CO;2-M

 22. Bajic D, van Bockstaele EJ, Proudfit HK. Ultrastructural analysis of rat ventrolateral periaqueductal gray projections to the A5 cell group. Neuroscience (2012) 224:145–59. doi: 10.1016/j.neuroscience.2012.08.021

 23. Nunn N, Womack M, Dart C, Barrett-Jolley R. Function and pharmacology of spinally-projecting sympathetic pre-autonomic neurones in the paraventricular nucleus of the hypothalamus. Curr Neuropharmacol. (2011) 9:262–77. doi: 10.2174/157015911795596531

 24. Coote JH. A role for the paraventricular nucleus in the hypothalamus in the autonomic control of heart and kidney. Exp Physiol. (2005) 90:169–73. doi: 10.1113/expphysiol.2004.029041

 25. Pyner S. The paraventricular nucleus and heart failure. Exp Physiol. (2014) 99:332–9. doi: 10.1113/expphysiol.2013.072678

 26. Moore RY. Neural control of the pineal gland. Behav Brain Res. (1996) 73:125–30. doi: 10.1016/0166-4328(96)00083-6

 27. Kalsbeek A, Garidou ML, Palm IF, Van Der Vliet J, Simonneaux V, Pévet P, et al. Melatonin sees the light: blocking GABA-ergic transmission in the paraventricular nucleus induces daytime secretion of melatonin. Eur J Neurosci. (2000) 12:3146–54. doi: 10.1046/j.1460-9568.2000.00202.x

 28. Pyner S. Neurochemistry of the paraventricular nucleus of the hypothalamus: implications for cardiovascular regulation. J Chem Neuroanat. (2009) 38:197–208. doi: 10.1016/j.jchemneu.2009.03.005

 29. Japundzic-Zigon N. Vasopressin and oxytocin control of the cardiovascular system. Curr Neuropharmacol. (2013) 11:218–30. doi: 10.2174/1570159X11311020008

 30. Kalsbeek A, La Fleur S, Van Heijningen C, Buijs RM. Suprachiasmatic GABAergic inputs to the paraventricular nucleus control plasma glucose concentrations in the rat via sympathetic innervation of the liver. J Neurosci. (2004) 24:7604–13. doi: 10.1523/JNEUROSCI.5328-03.2004

 31. Zeitzer JM, Ayas NT, Wu AD, Czeisler CA, Brown R. Bilateral oculosumpathetic paresis associated with loss of nocturnal melatonin secretion in patients with spinal cord injury. J Spinal Cord Med. (2005) 28:55–9. doi: 10.1080/10790268.2005.11753798

 32. Kalsbeek A, Cutrera RA, Van Heerikhuize JJ, Van DerVliet J, Buijs RM. GABA release from suprachiasmatic nucleus terminals is necessary for the light-induced inhibition of nocturnal melatonin release in the rat. Neurosience (1999) 91:453–61. doi: 10.1016/S0306-4522(98)00635-6

 33. Clark FM, Proudfitt H. The projection of locus coeruleus neurons to the spinal cord in the rat determined by anterograde tracing combined with immunocytochemistry. Brain Res. (1991) 538:231–45. doi: 10.1016/0006-8993(91)90435-X

 34. Bruinstroop E, Cano G, VanderHorst VGJM, Cavalcante JC, Wirth J, Sena-Esteves M, et al. Spinal projections of the A5, A6 (locus coeruleus), and A7 noradrenergic cell groups in rats. J Comp Neurol. (2012) 520:1985–2001. doi: 10.1002/cne.23024

 35. Pacak K, Palkovits M. Stressor specificity of central neuroendocrine rseponses: implications for stress-related disorders. Endocr Rev. (2001) 22:502–48. doi: 10.1210/edrv.22.4.0436

 36. Lewis DI, Coote JH. Excitation and inhibition of rat sympathetic preganglionic neurones by catecholamines. Brain Res. (1990) 530:229–34. doi: 10.1016/0006-8993(90)91287-Q

 37. Spencer SE, Sawyer WB, Wada H, Platt KB, Loewy AD. CNS projections to the pterygopalatine parasympathetic preganglionic neurons in the rat: a retrograde transneuronal viral cell body labelling study. Brain Res. (1990) 534:149–69. doi: 10.1016/0006-8993(90)90125-U

 38. Jansen AS, Ter Horst GJ, Mettenlleiter TC, Loewy AD. CNS cell groups projecting to the submandibular parasympathetic preganglionic neurons in the rat: a retrograde transneuronal viral cell body labelling study. Brain Res. (1992) 572:253–60. doi: 10.1016/0006-8993(92)90479-S

 39. Unnerstall JR, Kopajtic TA, Kuhar MJ. Distribution of alpha 2 agonist binding sites in the rat and human central nervous system: analysis of some functional, anatomic correlates of the pharmacologic effects of clonidine and related adrenergic agents. Brain Res. (1984) 319:69–101. doi: 10.1016/0165-0173(84)90030-4

 40. Koss MC. Pupillary dilation as an index of central nervous system α2-adrenoeptor activation. J Pharmacol Met. (1986) 15:1–19. doi: 10.1016/0160-5402(86)90002-1

 41. Samuels ER, Szabadi E. Functional neuroanatomy of the locus coeruleus: its role in the regulation of arousal an autonomic function. Part I: Principles of functional organisation. Curr Neuropharmacol. (2008) 6:235–53. doi: 10.2174/157015908785777229

 42. Samuels ER, Szabadi E. Functional neuroanatomy of the locus coeruleus: its role in the regulation of arousal an autonomic function. Part II: Physiological and pharmacological manipulations and pathological alterations of locus coeruleus activity in humans. Curr Neuropharmacol. (2008) 6:25–285. doi: 10.2174/157015908785777193

 43. Szabadi E. Modulation of physiological reflexes by pain: role of the locus coeruleus. Front Integr Neurosci. (2012) 6:94. doi: 10.3389/fnint.2012.00094

 44. Szabadi E. Functional neuroanatomy of the central noradrenergic system. J Psychopharmacol. (2013) 27:659–93. doi: 10.1177/0269881113490326

 45. Aston-Jones G, Chen S, Zhu Y, Oshinsky ML. A neural circuit for circadian regulation of arousal. Nat Neurosci. (2001) 4:732–8. doi: 10.1038/89522

 46. Gonzalez MM, Aston-Jones G. Circadian regulation of arousal: role of the noradrenergic locus coeruleus system and light exposure. Sleep (2006) 29:1327–36. doi: 10.1093/sleep/29.10.1327

 47. Bowrey HE, James MH, Aston-Jones G. New directions for the treatment of depression: Targeting the photic regulation of arousal and mood (PRAM pathway). Depress Anxiety (2017) 34:588–95. doi: 10.1002/da.22635

 48. Vandewalle G, Schmidt C, Albouy G, Sterpenich V, Darsaud A, Rauchs G, et al. Brain responses to violet, blue, and green monochromatic light exposures in humans: prominent role of blue light and the brainstem. PLoS ONE (2007) 2:e1247. doi: 10.1371/journal.pone.0001247

 49. Bullitt E. Expression of c-fos-like protein as a marker for neuronal activity following noxious stimulation in the rat. J Comp Neurol. (1990) 296:517–30. doi: 10.1002/cne.902960402

 50. Shuboni DD, Cramm SL, Yan L, Ramanathan BL, Nunez AA, Smale L. Acute effects of light on the brain and behaviour of diurnal Arvicanthis niloticus and nocturnal Mus musculus. Physiol Behav. (2015) 138:75–86. doi: 10.1016/j.physbeh.2014.09.006

 51. Cajochen C, Münch M, Kobialka S, Krauchi K, Steiner R, Oelhafen P, et al. High sensitivity of human melatonin, alertness, thermoregulation, and heart rate to short wavelength light. J Clin Endocrin Metab. (2005) 90:1311–6. doi: 10.1210/jc.2004-0957

 52. Rodriguez-Morilla B, Madrid JA, Molina E, Correa A. Blue-enriched white light enhances physiological arousal but not behavioral performance during simulated driving at early night. Front Psychol. (2017) 8:997. doi: 10.3389/fpsyg.2017.00997

 53. Bourgin P, Hubbard J. Alerting or somnogenic light: pick your color. PLoS Biol. (2016) 14:8. doi: 10.1371/journal.pbio.2000111

 54. Scheer FA, van Doornen LJ, Buijs RM. Light and diurnal cycle affect human heart rate: possible role for the circadian pacemaker. J Biol Rhythms (1999) 14:202–12. doi: 10.1177/074873099129000614

 55. Mutoh T, Shibata S, Korf H-W, Okamura H. Melatonin modulates the light-induced sympathoexciation and vagal suppression with participation of the suprachiasmatic nuicleus in mice. J Physiol. (2003) 547(Pt 1):317–32. doi: 10.1113/jphysiol.2002.028001

 56. Kiessling S, Sollars PJ, Pickard GE. Light stimulates the mouse adrenal through a retinohypothalamic pathway independent of an effect on the clock in the suprchiasmatic nucleus. PLoS ONE (2014) 9:3. doi: 10.1371/journal.pone.0092959

 57. Aston-Jones G, Cohen JD. An integrative theory of locus coeruleus-norepinephrine function: adaptive gain and optimal performance. Annu Rev Neurosci. (2005) 28:40450. doi: 10.1146/annurev.neuro.28.061604.135709

 58. Joshi S, Li Y, Kalwani R, Gold JI. Relationships between pupil diameter and neuronal activity in the locus coeruleus, colliculi, and cingulate cortex. Neuron (2016) 89:221–34. doi: 10.1016/j.neuron.2015.11.028

 59. Reimer J, McGinley MJ, Liu Y, Rodenkirch C, Wang Q, McCormick DA, et al. Pupil fluctuations track rapid changes in adrenergic and cholinergic activity in cortex. Nat Commun. (2016) 7:13289. doi: 10.1038/ncomms13289

 60. Liu Y, Rodenkirch C, Moskowitz N, Schriver B, Wang Q. Dynamic lateralization of pupil dilation evoked by locus coeruleus activation results from sympathetic not parasympathetic contributions. Cell Rep. (2017) 20:3099–112. doi: 10.1016/j.celrep.2017.08.094

 61. Murphy PR, O'Connell RG, O'sullivan M, Robertson IH, Balsters JH. Pupil dimeter covaries with BOLD activity in human locus coeruleus. Hum Brain Mapp. (2014) 35:4140–54. doi: 10.1002/hbm.22466

 62. de Gee JW, Colizoli O, Kloosterman NA, Knapen T, Nieuwenhuis S, Donner TH. Dynamic modulation of decision biases by brainstem arousal systems. Elife (2017) 6:e23232. doi: 10.7554/eLife.23232

 63. Szabadi E, Bradshaw CM. Autonomic pharmacology of α2-adrenoceptors. J Psychopharmacol. (1996) 10(Suppl. 3):6–18.

 64. Bitsios P, Langley RW, Szabadi E, Bradshaw CM. Comparison of the effects of clonidine on tyramine- and methoxamine-evoked mydriasis in man. Br J Clin Pharmacol. (1996) 41:269–75. doi: 10.1046/j.1365-2125.1996.03202.x

 65. Szabadi E. The influence of the baseline on the size of pharmacological responses: a theoretical model. Br J Clin Pharmacol. (1977) 61:492–3.

 66. Phillips MA, Szabadi E, Bradshaw CM. Comparison of the effects of clonidine and yohimbine on pupillary diameter at different illumination levels. Br J Clin Pharmacol. (2000) 50:65–8. doi: 10.1046/j.1365-2125.2000.00225.x

 67. Hou RH, Freeman C, Langley RW, Szabadi E, Bradshaw CM. Does modafinil activate the locus coeruleus in man? Comparison of modafinil and clonidine on arousal and autonomic functions in human volunteers Psychopharmacology. (2005) 181:537–49. doi: 10.1007/s00213-005-0013-8

 68. Szabadi E. The integrated control of arousal and pupil function: role of the noradrenergic locus coeruleus. Neuro-ophthalmol Jpn. (2008) 25:176–89.

 69. Deutch AY, Goldstein M, Roth RH. Activation of the locus coeruleus induced by selective stimulation of the ventral tegmental area. Brain Res. (1986) 363:307–14. doi: 10.1016/0006-8993(86)91016-4

 70. Ornstein K, Milon H, McRae-Degueurce A, Alvarez C, Berger B, Würzner HP. Biochemical and radioautographic evidence for dopaminergic afferents of the locus coeruleus originating in the ventral tegmental area. J Neural Transm. (1987) 70:183–91. doi: 10.1007/BF01253597

 71. Lee HS, Lee BY, Waterhouse BD. Retrograde study of projections from the tuberomammillary nucleus to the dorsal raphe and the locus coeruleus in the rat. Brain Res. (2005) 1043:65–75. doi: 10.1016/j.brainres.2005.02.050

 72. Korotkova TM, Sergeva OA, Ponomarenko AA, Haas HL. Histamine excites noradrenergic neurones in locus coeruleus in rats. Neuropharmacology (2005) 49:129–34. doi: 10.1016/j.neuropharm.2005.03.001

 73. Niepel G, Bibani RH, Vilisaar J, Langley RW, Bradshaw CM, Szabadi E, et al. Association of a deficit of arousal with fatigue in multiple sclerosis: effect of modafinil. Neuropharmacology (2013) 64:380–8. doi: 10.1016/j.neuropharm.2012.06.036

 74. Hou RH, Langley RW, Szabadi E, Bradshaw CM. Comparison of diphenhydramine and modafinil on arousal and autonomic functions in healthy volunteers. J Psychopharmacol. (2007) 21:567–78. doi: 10.1177/0269881106071022

 75. Plummer NW, Scappini EL, Smith KG, Tuckder CJ, Jensen P. Two subpopulations of noradrenergic neurons in the locus coeruleus complex distinguished by expression of the dorsal neural tube marker Pax7. Front Neuroanat. (2017) 11:60. doi: 10.3389/fnana.2017.00060

 76. Williams JT, Henderson G, North RA. Characterization of α2-adrenoceptors which increase potassium conductance in rat locus coeruleus neurones. Neuroscience (1985) 14:95–101. doi: 10.1016/0306-4522(85)90166-6

 77. Fernández-Pastor B, Mateo Y, Gómez-Urquijo S, Meana JJ. Characterization of noradrenaline release in the rat cortex of freely moving awake rats by in vivo microdialysis. Psychopharmacology (2005) 180:570–9. doi: 10.1007/s00213-005-2181-y

 78. Koss MC, Gherezghiher T, Nomura A. CNS adrenergic inhibition of parasympathetic oculomotor tone. J Auton Nerv Syst. (1984) 10:55–68. doi: 10.1016/0165-1838(84)90067-5

 79. Heal DJ, Cheetham SC, Butler SA, Gosden J, Prow MR, Buckett WR. Receptor binding and functional evidence suggest that postsynaptic α2-adrenoceptors are of the α2D subtype. Eur J Pharmacol. (1995) 277:25–221. doi: 10.1016/0014-2999(95)00078-Y

 80. Gilsbach R, Hein L. Are the pharmacology and physiology of α2-adrenoceptors determined by α2-heteroreceptors and autoreceptors respectively? Br J Pharmacol. (2012) 165:90–102. doi: 10.1111/j.1476-5381.2011.01533.x

 81. Szabadi E. GHB for cataplexy: Possible mode of action. J Psychopharmacol. (2015) 29:744–9. doi: 10.1177/0269881115573807

 82. Huang HP, Zhu FP, Chen XW, Xu ZQ, Zhang CX, Zhou Z. (2012). Physiology of quantal norepinephrine release from somatodendritic sites of neurons in locus coeruleus. Front. Mol. Neurosci. 5:29. doi: 10.3389/fnmol.2012.00029

 83. Starke K. Presynaptic autoreceptors in the third decade: focus on α2-adrenoceptors. J Neurochem. (2001) 78:685–93. doi: 10.1046/j.1471-4159.2001.00484.x

 84. Charney DS, Heninger GR, Sternberg DE. Alpha-2 adrenergic receptor sensitivity and the mechanism of action of antidepressant therapy. The effect of long-term amitriptyline treatment. Br J Psychiatry (1983) 142:265–75. doi: 10.1192/bjp.142.3.265

 85. Jeziorski M, White FJ. Dopamine agonists at repeated “autoreceptor-selective” doses: effects upon the sensitivity of A10 dopamine autoreceptors. Synapse (1989) 4:267–80.

 86. Guyenet PG. The couruleospinal noradrenergic neurons: anatomical and electrophysiological studies in the rat. Brain Res. (1980) 189:121–33.

 87. Yoon SY, Kwon YB, Kim HW, Roh DH, Seo HS, Han HJ, et al. Peripheral bee venom's anti-inflammatory effect involves activation of the coeruleospinal pathway and sympathetic preganglionic neurons. Neurosci Res. (2007) 59:51–9. doi: 10.1016/j.neures.2007.05.008

 88. Tsuruoka M, Maeda M, Nagasawa I, Inoue T. Spinal pathways mediating coeruleospinal antinociception in the rat. Neurosci Lett. (2004) 362:236–9. doi: 10.1016/j.neulet.2004.03.026

 89. Fung SJ, Manzoni D, Chan JY, Pompeiano O, Barnes CD. Locus coeruleus control of spinal motor output. Prog Brain Res. (1991) 88:395–409. doi: 10.1016/S0079-6123(08)63825-X

 90. Nattie E, Li A. Respiration and autonomic regulation and orexin. Prog Brain Res. (2012) 198:25–46. doi: 10.1016/B978-0-444-59489-1.00004-5

 91. Ohno K, Sakurai T. Orexin neuronal circuitry: role in the regulation of sleep and wakefulness. Front Neuroendocrin. (2008) 29:70–87. doi: 10.1016/j.yfrne.2007.08.001

 92. Van den Top M, Nola MF, Lee K, Richardson OJ, Buijs RM, Davies CH, et al. Orexins induce increased excitability and synchronisation of rat sympathetic preganglionic neurones. J Physiol. (2003) 549(Pt 3):809–21. doi: 10.1113/jphysiol.2002.033290

 93. Dergacheva O, Yamanaka A, Schwartz AR, Polotsky VY, Mendelowitz D. Optogenetic identification of hypothalamic orexin neuron projections to paraventricular spinally projecting neurons. Am J Physiol Heart Circ Physiol. (2017) 312:H808–17. doi: 10.1152/ajpheart.00572.2016

 94. Horvath TL, Peyron C, Diano S, Ivanov A, Aston-Jones G, Kilduff TS, et al. Hypocretin (orexin) activation and synaptic innervation of the locus coeruleus noradrenergic system. J Comp Neurol. (1999). 415:145–59. doi: 10.1002/(SICI)1096-9861(19991213)415:2<145::AID-CNE1>3.0.CO;2-2

 95. Loewenfeld IE. Mechanism of reflex dilation of the pupil. Historical review and experimental analysis. Documenta Ophthalmol. (1958) 12:185–448. doi: 10.1007/BF00913471

 96. Loewenfeld IE. The Pupil Anatomy, Physiology, and Clinical Applications. Ames, IA: Iowa State University Press (1993).

 97. Lee JH, Lee HK, Lee DH, Choi CG, Kim SJ, Suh DC. Neuroimaging strategies for three types of Horner syndrome with emphasis on anatomic location. Am J Roentgenol. (2007) 188:W74–81. doi: 10.2214/AJR.05.1588

 98. Cajochen C. Alerting effects of light. Sleep Med Rev. (2007) 11:453–64. doi: 10.1016/j.smrv.2007.07.009

 99. Souman JL, Tingha AM, Te Pas SF, van Ee R, Vlaskamp BNS. Acute alerting effects of light: a systematic review. Behav Brain Res. (2018) 337:228–39. doi: 10.1016/j.bbr.2017.09.016

 100.  Tsai JW, Hannibal J, Hagiware G, Colas D, Ruppert E, Ruby NF, et al. Melanopsin as a sleep modulator: circadian gating of the direct effects of light on sleep and altered homeostasis in Opn4−/− mice. PLoS Biol. (2009) 7:e1000125. doi: 10.1371/journal.pbio.1000125

 101.  Muindi F, Zeitzer JM, Colas D, Heller HC. The acute effects of light on murine sleep during the dark phase: importance of melanopsin for maintenance of light-induced sleep. Eur J Neurosci. (2013) 37:1727–36. doi: 10.1111/ejn.12189

 102.  Muindi F, Zeitzer JM, Heller HC. Retino-hypothalamic regulation of light-induced murine sleep. Front Syst Neurosci. (2014) 8:135. doi: 10.3389/fnsys.2014.00135

 103.  Marston OJ, Williams RH, Canal MM, Samuels RE, Upton N, Piggins HD. Circadian and dark-pulse activation of orexin/hypocretin neurons. Mol Brain (2008) 1:19. doi: 10.1186/1756-6606-1-19

 104.  Adidharma W, Leach G, Yan L. Orexinergic signalling mediates light-induced neuronal activation in the dorsal raphe nucleus. Neuroscience (2012) 220:201–7. doi: 10.1016/j.neuroscience.2012.06.020

 105.  Pilorz V, Tam SKE, Hughes S, Pothecary CA, Jagannath A, Hankins MW, et al. Melanopsin regulates both sleep-promoting and arousal-promoting responses to light. PLoS Biol. (2016) 14:e1002482. doi: 10.1371/journal.pbio.1002482

 106.  Doyle SE, Yoshikawa T, Hillson H, Menaker M. Retinal pathways influence temporal niche. Proc Natl Acad Sci USA. (2008) 105:13133–8. doi: 10.1073/pnas.0801728105

 107.  McNeill DS, Altimus CM, Hattar S. Retina-clock relations dictate nocturnal to diurnal behaviours. Proc Natl Acad Sci USA. (2008) 105:12645–6. doi: 10.1073/pnas.0806878105

 108.  Cajochen V, Chellappa SL. Commentary: melanopsin regulates both sleep-promoting and arousal promoting response to light. Front Neural Circuits (2016) 10:94. doi: 10.3389/fncir.2016.00094

 109.  Wang C-A, Munoz DP. A circuit for pupil orienting responses: implications for cognitive modulation of pupil size. Curr Opin Neurobiol. (2015) 33:134–40. doi: 10.1016/j.conb.2015.03.018

 110.  Applebaum AE, Beall JE, Foreman RD, Willis WD. Organization and receptive fields of primate spinothalamic tract neurons. J Neurophysiol. (1975) 38:572–86. doi: 10.1152/jn.1975.38.3.572

 111.  Davidson S, Truong H, Giesler GJ Jr. Quantitative analysis of spinothalamic tract neurons in adult and developing mouse. J Comp Neurol. (2010) 518:3193–204. doi: 10.1002/cne.22392

 112.  Nash PG, Macefield VG, Klineberg IJ, Gustin SM, Murray GM, Henderson LA. Bilateral activation of the trigeminothalamic tract by acute orofacial cutaneous and muscle pain in humans. Pain (2010) 151:384–93. doi: 10.1016/j.pain.2010.07.027

 113.  Craig AD. Spinal and trigeminal lamina I input to the locus coeruleus anterogradely labeled with Phaseolus vulgaris leucoagglutinin (PHA-L) in the cat and monkey. Brain Res. (1992) 584:325–28.

 114.  Hirata H, Aston-Jones G. A novel long-latency response of locus coeruleus neurons to noxious stimuli: mediation by peripheral C-fibers. J Neurophysiol. (1994) 71:1752–61. doi: 10.1152/jn.1994.71.5.1752

 115.  Sugiyama D, Hur SW, Pickering AE, Kase D, Kim SJ, Kawamata M, et al. In vivo patch-clamp recording from locus coeruleus neurones in the rat brainstem. J Physiol. (2012) 590:2225–31. doi: 10.1113/jphysiol.2011.226407

 116.  Voisin DL, Guy N, Chalus M, Dallel R. Nociceptive stimulation activates locus coeruleus neurones projecting to the somatosensory thalamus in the rat. J Physiol. (2005) 566:929–37. doi: 10.1113/jphysiol.2005.086520

 117.  Singewald N, Kaehler ST, Philippu A. Noradrenaline release in the locus coeruleus of conscious rats triggered by drugs, stress and blood pressure changes. Neuroreport (1999) 10:1583–7. doi: 10.1097/00001756-199905140-00035

 118.  Tavernor SJ, Abduljawad KA, Langley RW, Bradshaw CM, Szabadi E. Effects of pentagastrin and the cold pressor test on the acoustic startle response and pupillary function in man. J Psychopharmacol. (2000) 14:387–94. doi: 10.1177/026988110001400407

 119.  Hou RH, Samuels ER, Langley RW, Szabadi E, Bradshaw CM. Arousal and the pupil: why diazepam-induced sedation is not accompanied by miosis. Psychopharmacology (2007) 195:41–59. doi: 10.1007/s00213-007-0884-y

 120.  Larson MD, Talke PO. Effect of dexmedetomidine, an α2-adrenoceptor agonist, on human pupillary reflexes during general anaesthesia. Brit J Clin Pharmacol. (2001) 51:27–33. doi: 10.1046/j.1365-2125.2001.01311.x

 121.  Yang LL, Niemann CU, Larson MD. Mechanism of pupillary reflex dilation in awake volunteers and organ donors. Anesthesiology (2003) 99:1281–6. doi: 10.1097/00000542-200312000-00008

 122.  Davis BC, Daluwatte C, Colona NC, Yao DG. Effects of cold-pressor test and mental arithmetic on pupillary light reflex. Physiol Meas. (2013) 34:873–82. doi: 10.1088/0967-3334/34/8/873

 123.  Yu Y, Koss MC. Studies of alpha adrenoceptor antagonists on sympathetic mydriasis in rabbits. J Ocul Pharmacol Ther. (2003) 19:255–63. doi: 10.1089/108076803321908374

 124.  Yu Y, Koss MC. Alpha2-adrenoceptors do not mediate reflex mydriasis in rabbits. Ocul Pharmacol Ther. (2004) 20:479–88. doi: 10.1089/jop.2004.20.479

 125.  Hey JA, Gherezghiher T, Koss MC. Studies on the mechanism of clonidine-induced mydriasis in the rat. Naunyn Schmiedebergs Arch Pharmacol. (1985) 328:258–63. doi: 10.1007/BF00515551

 126.  Hey JA, Koss MC. Alpha-1- and alpha-2-adrenoceptor antagonists produce opposing mydriatic effects by a central action. J Auton Pharmacol. (1988) 8:229–39. doi: 10.1111/j.1474-8673.1988.tb00186.x

 127.  Breen LA, Burde RM, Loewy AD. Brainstem connections to the Edinger-Westphal nucleus of the cat: a retrograde tracer study. Brain Res. (1983) 261:303–6. doi: 10.1016/0006-8993(83)90633-9

 128.  Da Silva AV, Torres KR, Haemmerle CA, Céspedes IC, Bittencourt JC. The Edinger-Westphal nucleus II: hypothalamic afferents in the rat. J Chem Neuroanat. (2013) 54:5–19. doi: 10.1016/j.jchemneu.2013.04.001

 129.  Larsen RL, Waters J. Neuromodulatory correlates of pupil dilation. Front Neural Circuits (2018) 12:21. doi: 10.3389/fncir.2018.00021

 130.  Nieuwenhuis S, De Geus EJ, Aston-Jones G. The anatomical and functional relationship between the P3 and autonomic components of the orienting response. Psychophysiology (2011) 48:162–75. doi: 10.1111/j.1469-8986.2010.01057.x

 131.  Gebber GL. Central determinants of sympathetic nerve discharge. In: Central Regulation of Autonomic Functions. Loewy AD, Spyer KM editors, (Oxford: Oxford University Press) (1990) p. 126–44.

 132.  Van Bockstaele EJ, Colago EE, Valentino RJ. Amygdaloid corticotropin-releasing factor targets locus coeruleus dendrites: substrate for the co-ordination of emotional and cognitive limbs of the stress response. J Neuroendocrinol. (1998) 10:743–57. doi: 10.1046/j.1365-2826.1998.00254.x

 133.  Tasan RO, Nguyen NK, Weger S, Sartori SB, Singewald N, Heilbronn R, et al. The central and basolateral amygdala are critical sites of neuropeptide Y/Y2 receptor-mediated regulation of anxiety and depression. J Neurosci. (2010) 30:6282–90. doi: 10.1523/JNEUROSCI.0430-10.2010

 134.  Tanaka M, Yoshida M, Emoto H, Ishii H. Noradrenaline systems in the hypothalamus, amygdala and locus coeruleus are involved in the provocation of anxiety: basic studies. Eur J Pharmacol. (2000) 405:397–406. doi: 10.1016/S0014-2999(00)00569-0

 135.  McCall JG, Al-Hasani R, Siuda E, Hong DY, Norris AJ, Ford CP, et al. CRH engagement of the locus coeruleus noradrenergic system mediates stress-induced anxiety. Neuron (2015) 87:605–20. doi: 10.1016/j.neuron.2015.07.002

 136.  Sun Y, Hunt S, Sah P. Norepinephrine and corticotropin-releasing hormone: partners in the neural circuits that underpin stress and anxiety. Neuron (2015) 87:468–70. doi: 10.1016/j.neuron.2015.07.022

 137.  Giakoumaki SG, Hourdaki E, Grinakis V, Theou K, Bitisos P. Effects of peripheral sympathetic blockade with dapiprazole on the fear-inhibited light reflex. J Psychopharmacol. (2005) 19:139–48. doi: 10.1177/0269881105048994

 138.  Christie MJ. Mechanism of opioid actions on neurons in the locus coeruleus. Prog Brain Res. (1991) 88:197–205. doi: 10.1016/S0079-6123(08)63809-1

 139.  Samuels ER, Hou RH, Langley RW, Szabadi E, Bradshaw CM. Comparison of pramipexole and modafinil on arousal, autonomic, and endocrine functions in healthy volunteers. J Psychopharmacol. (2006) 20:756–70. doi: 10.1177/0269881106060770

 140.  Lowenstein O, Feinberg R, Loewenfeld IE. Pupillary movements during acute and chronic fatigue. Invest Ophthalmol. (1963) 2:138–57.

 141.  Yoss RE, Moyere NJ, Hollenurst RW. Pupil size and spontaneous pupillary waves associated with alertness, drowsiness, and sleep. Neurology (1970) 20:545–54. doi: 10.1212/WNL.20.6.545

 142.  Lüdtke H, Wilhelm B, Adler M, Schaeffel F, Wilhelm H. Mathematical procedures in data recording and processing of pupillary fatigue waves. Vision Res. (1998) 38:2889–96. doi: 10.1016/S0042-6989(98)00081-9

 143.  Wilhelm B, Wilhelm H, Lüdtke H, Streicher P, Adler M. Pupillogrphic assessment of sleepiness in sleep-deprived healthy subjects. Sleep (1998) 31:258–65.

 144.  Regen F, Dorn H, Danker-Hopfe H. Association between pupillary unrest index and waking electroencephalogram activity in sleep-deprived healthy adults. Sleep Med. (2013) 14:902–12. doi: 10.1016/j.sleep.2013.02.003

 145.  Landwehr R, Liszka R. Pupillographic sleepiness tests and polysomnography in nondemented patients with ischemic white matter lesions. J Geriatr. (2015) 2015:150927. doi: 10.1155/2015/150927

 146.  Phillips MA, Bitsios P, Szabadi E, Bradshaw CM. Comparison of the antidepressants reboxetine, fluvoxamine and amitriptyline upon spontaneous pupillary fluctuations in healthy human volunteers. Psychopharmacology (2000) 149:72–6. doi: 10.1007/s002139900334

 147.  Phillips MA, Szabadi E, Bradshaw CM. Comparison of the effects of clonidine and yohimbine on pupillary fluctuations in healthy human volunteers. Psychopharmacology (2000) 150:85–9. doi: 10.1007/s002130000398

 148.  Samuels ER, Hou RH, Langley RW, Szabadi E, Bradshaw CM. Comparison of pramipexole and amisulpride on alertness, autonomic, and endocrine functions in healthy volunteers. Psychopharmacology (2006) 187:498–510. doi: 10.1007/s00213-006-0443-y

 149.  Sigel E, Steinmann ME. Structure, function and modulation of GABAA receptors. J Biol Chem. (2012) 287:40224–31. doi: 10.1074/jbc.R112.386664

 150.  Chen CL, Yang YR, Chiu TH. (1999). Activation of rat locus coeruleus neuron GABAA receptors by propofol and its potentiation by pentobarbital or alphaxalone. Eur Pharmacol. 386:201–10.

 151.  Weaver LC, Polosa C. Spinal cord circuits providing control of sympathetic preganglionic neurons. In: Jordan D, editor. Central Nervous Control of Autonomic Function (Amsterdam: Harwood) (1997), p. 29–61.

 152.  Gilbey MP. Fundamental aspects of the control of sympathetic preganglionic neuronal discharge. In: Jordan D, editor. Central Nervous Control of Autonomic Function (Amsterdam: Harwood) (1997), p. 1–28.

 153.  Llewellyn-Smith IJ. GABA in the control of sympathetic preganglionic neurons. Clin Exp Pharmacol Physiol. (2002) 29:507–13. doi: 10.1046/j.1440-1681.2002.03664.x

 154.  Ondicova K, Mravec B. Multilevel interactions between sympathetic and parasympathetic nervous systems: a minireview. Endocr. Regul. (2010) 44:69–75. doi: 10.4149/endo_2010_02_69

 155.  Balllantyne D, Andrzejewski M, Mückenhoff K, Scheid P. Rhythms, synchrony and electrical coupling in the Locus coeruleus. Respir Physiol Neurobiol. (2004) 143:199–214. doi: 10.1016/j.resp.2004.07.018

 156.  Alvarez VA, Chow CC, Van Bockstaele EJ, Williams JT. Frequency-dependent synchrony in locus ceruleus: role of electrotonic coupling. Proc Natl Acad Sci USA. (2002) 99:4032–6. doi: 10.1073/pnas.062716299

 157.  De Carvalho D, Patrone LG, Taxini CL, Biancardi V, Vicente MC, Gargaglioni LH. Neurochemical and electrical modulation of the locus coeruleus: contribution to CO2drive to breathe. Front Physiol. 5:288. doi: 10.3389/fphys.2014.00288

 158.  Nakamura S, Sakaguchi T, Kimura F, Aoki F. The role of alpha1-adrenoceptor-medicated collateral excitation in the regulation of the electrical activity of locus coeruleus neurons. Neuroscience (1988) 27:921–9. doi: 10.1016/0306-4522(88)90195-9

 159.  Niijima A, Nagai K, Nagai N, Nakagawa H. Light enhances sympathetic and suppresses vagal outflows and lesions including the suprachiasmatic nucleus eliminate these changes in rats. J Auton Nerv Syst. (1992) 40:155–60. doi: 10.1016/0165-1838(92)90026-D

 160.  Zheng G, Dwoskin LP, Crooks PA. Vesicular monoamine transporter 2: role as a novel target for drug development. AAPS J. (2006) 8:E682–92. doi: 10.1208/aapsj080478

 161.  Bogdanski DF, Sulser F, Brodie BB. Comparative action of reserpine, tetrabenazine and chlorpromazine on central parasympathetic activity; effects on pupillary size and lacrimation in rabbit and on salivation in dog. J Pharmacol Exp Ther. (1961) 132:176–82.

 162.  Theofilopulos N, McDade G, Szabadi E, Bradshaw CM. Effects of reboxetine and desipramine on the kinetics of the pupillary light reflex. Br J Clin Pharmacol. (1995) 39:251–5. doi: 10.1111/j.1365-2125.1995.tb04444.x

 163.  Bitsios P, Szabadi E, Bradshaw CM. Comparison of the effects of venlafaxine, paroxetine and desipramine on the pupillary light reflex in man. Psychopharmacology (1999) 143:286–92. doi: 10.1007/s002130050949

 164.  Szabadi E, Bradshaw CM. Mechanisms of action of reboxetine. Rev Contemp Pharmacother. (2000) 11:267–82.

 165.  Siepmann T, Ziemssen T, Mueck-Wymann M, Kirch W, Siepmann M. The effects of venlafaxine on autonomic functions in healthy volunteers. J Clin Psychopharmacol. (2007) 27:687–91. doi: 10.1097/jcp.0b013e31815a255b

 166.  Bitsios P, Szabadi E, Bradshaw CM. The effects of clonidine on the fear-inhibited light reflex. J Psychopharmacol. (1998) 12:137–45. doi: 10.1177/026988119801200204

 167.  Monti JM. Serotonin control of sleep-wake behaviour. Sleep Med Rev. (2011) 15:269–81. doi: 10.1016/j.smrv.2010.11.003

 168.  Ramage AG, Villalón CM. 5-Hydroxytryptamine and cardiovascular regulation. Trends Pharmacol Sci. (2008) 29:472–81. doi: 10.1016/j.tips.2008.06.009

 169.  Watts SW, Morrison SF, Davis RP, Barman SM. Serotonin and blood pressure regulation. Pharmacol Rev. (2012) 64:359–88. doi: 10.1124/pr.111.004697

 170.  Nieuwenhuys R. Chemoarchitecture of the Brain. Berlin: Springer (1985).

 171.  Hornung J-P. The human raphe nuclei and the serotonergic system. J Chem Neuroanat. (2003) 26:331–43. doi: 10.1016/j.jchemneu.2003.10.002

 172.  Monti JM. The structure of the dorsal raphe nucleus and its relevance to the regulation of sleep and wakefulness. Sleep Med Rev. (2010) 14:307–17. doi: 10.1016/j.smrv.2009.11.004

 173.  Newton BW, Maley BE, Hamill RW. Immunohistochemical demonstration of serotonin neurons in autonomic regions of the rat spinal cord. Brain Res. (1986) 376:155–63. doi: 10.1016/0006-8993(86)90910-8

 174.  Hoyer D, Hannon JP, Martin GR. Molecular, pharmacological and functional diversity of 5-HT receptors. Pharmacol Biochem Behav. (2002) 71:533–54. doi: 10.1016/S0091-3057(01)00746-8

 175.  Carhart-Harris RL, Nutt DJ. Serotonin and brain function: a tale of two receptors. J Psychopharmacol. (2017) 31:1091–120. doi: 10.1177/0269881117725915

 176.  McDevitt RA, Neumaier JF. Regulation of dorsal raphe nucleus function by serotonin autoreceptors: a behavioral perspective. J Chem Neuroanat. (2011) 41:234–46. doi: 10.1016/j.jchemneu.2011.05.001

 177.  Shen H, Semba K. A direct retinal projection to the dorsal raphe nucleus in the rat. Brain Res. (1994) 635:159–68. doi: 10.1016/0006-8993(94)91435-4

 178.  Kawano H, Decker K, Reuss S. Is there a direct retina-raphe-suprachiasmatic nucleus pathway in the rat? Neurosci Lett. (1996) 212:143–6.

 179.  Fite KV, Janusonis S, Foote W, Bengston L. Retinal afferents to the dorsal raphe nucleus in rats and Mongolian gerbils. J Comp Neurol. (1999) 414:469–84. doi: 10.1002/(SICI)1096-9861(19991129)414:4<469::AID-CNE4>3.0.CO;2-P

 180.  Huang L, Yuan T, Tan M, Xi Y, Hu Y, Tao O, et al. A retionoraphe projection regulates serotonergic activity and looming–evoked defensive behaviour. (2017) Nat Commun. 8:14908. doi: 10.1038/ncomms14908

 181.  Fite KV, Birkett MA, Smith A, Janusonis S, McLaughlin S. Retinal ganglion cells projecting to the dorsal raphe and lateral geniculate complex in Mongolian gerbils. Brain Res. (2003) 973:146–50. doi: 10.1016/S0006-8993(03)02549-6

 182.  Fite KV, Wu PS, Bellemer A. Photostmulation alters c-Fos expression in the dorsal raphe nucleus. Brain Res. (2005) 1031:245–52. doi: 10.1016/j.brainres.2004.10.054

 183.  Fite KV, Janusonis S. Retinal projection to the dorsal raphe nucleus in the Chilean degus (Octodon degus). Brain Res. (2001) 895:139–45. doi: 10.1016/S0006-8993(01)02061-3

 184.  Ren C, Wui-Man Lau B, Huang X, Yang J, Zhou Y, Wu X, et al. Direct retino-raphe projection alters serotonergic tone and affective behaviour. Neuropsychopharmacology (2013) 38:1163–75. doi: 10.1038/npp.2013.35

 185.  Li X, Ren C, Huang L, Lin B, Pu M, Pickard GE, et al. The dorsal raphe nucleus receives afferents from alpha-like retinal ganglion cells and intrinsically photosensitive retinal ganglion cells in the rat. Invest Ophthalmol Vis Sci. (2015) 56:8373–81. doi: 10.1167/iovs.15-16614

 186.  Pickard GE, So KF, Pu M. Dorsal raphe nucleus projecting retinal ganglion cells: why Y cells? Neurosci Biobehav Rev. (2015) 57:118–31. doi: 10.1016/j.neubiorev.2015.08.004

 187.  Zhang T, Huang L, Zhang L, Tan M, Pu M, Pckard GE, et al. ON and OFF retinal ganglion cells differentially regulate serotonergic and GABAergic activity in the dorsal raphe nucleus. Sci. Rep. (2016). 6:26060. doi: 10.1038/srep26060

 188.  Hattar S, Kumar M, Park A, Tong P, Yau KW, Tong P, et al. Central projections of melanopsin-expressing retinal ganglion cells in the mouse. J Comp Neurol. (2006) 497:326–49. doi: 10.1002/cne.20970

 189.  Abrahamson EE, Leak RK, Moore RY. The suprachiasmatic nucleus projects to posterior hypothalamic arousal systems. Neuroreport (2001) 12:435–40. doi: 10.1097/00001756-200102120-00048

 190.  Montalbano A, Corradetti R, Mlinar B. Pharmacological characterization of 5-HT1A autoreceptor-coupled GIRK channels in rat dorsal raphe neurons. PLoS ONE (2015) 10:e0140369. doi: 10.1371/journal.pone.0140369

 191.  Yu Y, Ramage AG, Koss MC. Pharmacological studies of 8-OH-DPAT-induced pupillary dilation in anaesthetized rats. Eur J Pharmacol. (2004) 489:207–13. doi: 10.1016/j.ejphar.2004.03.007

 192.  Chidlow G, Nash MS, De Santis LM, Osborne NN. The 5-HT(1A)receptor agonist 8-OH-DPAT lowers intraocular pressure in normotensive NZW rabbits. Exp Eye Res. (1999) 69:587–93. doi: 10.1006/exer.1999.0756

 193.  Kotani M, Urushino M, Natsutani I, Ogi Y, Ikeda K. Effects of the 5HT1A receptor agonists buspirone and 8-OH-DPAT on pupil size in common marmosets. Behav Pharmacol. (2017) 28:313–7. doi: 10.1097/FBP.0000000000000275

 194.  Fanciullacci M, Sicuteri R, Alessandri M, Geppetti P. Buspirone, but not sumatriptan, induces miosis in humans: relevance for a serotonergic pupil control. Clin Pharmacol Ther. (1995) 57:349–55. doi: 10.1016/0009-9236(95)90161-2

 195.  Phillips MA, Szabadi E, Bradshaw CM. The effects of the novel anxiolytic drug lesopitron, a full and selective 5-HT1A receptor agonist, on pupil diameter and oral temperature in man: comparison with buspirone. J Psychopharmacol. (1999) 13:391–7. doi: 10.1177/026988119901300410

 196.  Koudas V, Nikolaou A, Hourdaki E, Giakoumaki SG, Rousos P, Bitsios P. Comparison of ketanserin, buspirone and propranolol on arousal, pupil size and autonomic function in healthy volunteers. Psychopharmacology (2009) 205:1–9. doi: 10.1007/s00213-009-1508-5

 197.  Prow MR, Martin KF, Heal DJ. 8-OH-DPAT-induced mydriasis in mice: a pharmacological characterisation. Eur J Pharmacol. (1996) 317:21–8. doi: 10.1016/S0014-2999(96)00693-0

 198.  Szabo ST, Blier P. Functional and pharmacological characterization of the modulatory role of serotonin on the firing activity of locus coeruleus norepinephrine neurons. Brain Res. (2001) 922:9–20. doi: 10.1016/S0006-8993(01)03121-3

 199.  Millson DS, Jessup CL, Swaisland A, Haworth SJ, Rushton A, Harry J. The effects of a selective 5-HT2 receptor antagonist (ICI 170,809) on platelet aggregation and pupillary responses in healthy volunteers. Br J Clin Pharmacol. (1992) 33:281–8. doi: 10.1111/j.1365-2125.1992.tb04036.x

 200.  Millson DS, Haworth SJ, Rushton A, Wilkinson D, Hobson S, Harry J. The effects of the 5-HT2 receptor antagonist (ICI 169,369) on changes in waking EEG, pupillary responses and state of arousal in human volunteers. Br J Clin Pharmacol. (1991) 32:447–54. doi: 10.1111/j.1365-2125.1991.tb03929.x

 201.  Joyce DS, Feigl B, Cao D, Zele A. Temporal characteristics of melanopsin inputs to the human pupil light reflex. Vision Res. (2015) 107:58–66. doi: 10.1016/j.visres.2014.12.001

 202.  Güler AD, Ecker JL, Lall GS, Haq S, Altimus CM, Liao HW, et al. Melanopsin cells are the principal conduits for rod-cone input to non-image forming vision. Nature (2008) 453:102–6. doi: 10.1038/nature06829

 203.  Smith SA. Pupil function: tests and disorders. In: Bannister R, Mathias CJ, editors. Autonomic Failure (Oxford: Oxford University Press) (1992) p. 393–412.

 204.  Guillon M, Dumbleton K, Theodoratos P, Gobbe M, Wooley CB, Moody K. The effects of age, refractive status, and luminance on pupil size. Optom Vis Sci. (2016) 93:1093–100. doi: 10.1097/OPX.0000000000000893

 205.  Bitsios P, Prettyman R, Szabadi E. Changes in autonomic function with age: a study of pupillary kinetics in healthy young and old people. Age Ageing (1996) 25:432–8. doi: 10.1093/ageing/25.6.432

 206.  Prettyman R, Bitsios P, Szabadi E. Altered pupillary size and darkness and light reflexes in Alzheimer's disease. J Neurol Neurosurg Psychiatry (1997) 62:665–8.

 207.  Lyness SA, Zarow C, Chui HC. Neuron loss in key cholinergic and aminergic nuclei in Alzheimer disease: a meta-analysis. Neurobiol Aging (2003) 24:1–23. doi: 10.1016/S0197-4580(02)00057-X

Conflict of Interest Statement: The author declares that the research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest.

Copyright © 2018 Szabadi. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) and the copyright owner(s) are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.

OPS/images/fneur-09-01069-g005.gif





OPS/images/fneur-09-01069-g006.gif
svmpotherlc

U

Dtescashsion

ol cord





OPS/images/fneur-09-01069-g003.gif





OPS/images/fneur-09-01069-g004.gif





OPS/images/fneur-09-01069-g001.gif





OPS/images/fneur-09-01069-g002.gif





OPS/images/cover.jpg
, frontiers
in Neurology

Functional Organization of the
Sympathetic Pathways Controlling
the Pupil: Light-Inhibited and
Light-Stimulated Pathways









OPS/images/crossmark.jpg
©

2

i

|





OPS/images/logo.jpg
, frontiers
in Neurology





