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Shoemaker JK, Klassen SA, Badrov MB, Fadel PJ. Fifty years of microneu-
rography: learning the language of the peripheral sympathetic nervous system in
humans. J Neurophysiol 119: 1731–1744, 2018. First published February 7, 2018;
doi:10.1152/jn.00841.2017.—As a primary component of homeostasis, the sympa-
thetic nervous system enables rapid adjustments to stress through its ability to
communicate messages among organs and cause targeted and graded end organ
responses. Key in this communication model is the pattern of neural signals
emanating from the central to peripheral components of the sympathetic nervous
system. But what is the communication strategy employed in peripheral sympa-
thetic nerve activity (SNA)? Can we develop and interpret the system of coding in
SNA that improves our understanding of the neural control of the circulation? In
1968, Hagbarth and Vallbo (Hagbarth KE, Vallbo AB. Acta Physiol Scand 74:
96–108, 1968) reported the first use of microneurographic methods to record
sympathetic discharges in peripheral nerves of conscious humans, allowing quan-
tification of SNA at rest and sympathetic responsiveness to physiological stressors
in health and disease. This technique also has enabled a growing investigation into
the coding patterns within, and cardiovascular outcomes associated with, postgan-
glionic SNA. This review outlines how results obtained by microneurographic
means have improved our understanding of SNA outflow patterns at the action
potential level, focusing on SNA directed toward skeletal muscle in conscious
humans.

microneurography; muscle sympathetic nerve activity; neural control of the circu-
latoin; recruitment strategies; reflex cardiovascular control

OVERVIEW

Direct neurophysiological measures form an important com-
ponent of understanding sympathetic nerve activity (SNA) and
how it relates to stimuli that induce neural changes, as well as
to end organ function. Neurophysiological recordings of mam-
malian postganglionic sympathetic nerves were reported in
anesthetized rabbits and cats early in the 20th century (Adrian
et al. 1932; Bronk et al. 1936). These recordings highlighted
the fundamental properties of postganglionic sympathetic
nerve recordings that include a neurogram with poor signal-
to-noise and a characteristic bursting pattern of synchronized
neuronal activity that normally is entrained at various frequen-
cies to the cardiac cycle, to respiratory oscillations, and to

blood pressure oscillations. However, translation of these de-
tails to humans was limited by the anesthesia and invasive
nature of these preparations performed in lower animals. Thus,
development of the microneurographic method for postgangli-
onic SNA recordings (Hagbarth and Vallbo 1968) represented
a major leap forward in autonomic neuroscience because it
provided, for the first time, access to the actual neural signal in
conscious humans. Similar to the first recordings of postgan-
glionic SNA in anesthetized lower animals, a notable feature of
the first observations in humans was the low signal-to-noise
neurogram with bursts of synchronous neural activity (but with
lower frequency than lower animals) that were entrained to
various oscillating patterns associated with cardiac, respiratory
and blood pressure cycles. The nature of this burstiness and its
conservation across species has been reviewed in detail (Mc-
Allen and Malpas 1997). Importantly, the SNA bursts are
comprised of individual action potentials (APs), a feature that
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offers potential to study coding (communicating) information.
Thus, in the past 50 years, the scientific knowledge in SNA
enabled by microneurography revolves around its ability to
record the raw SNA activity of humans under various states
from which the patterns of APs can be studied at multiple
levels, such as compound APs in the integrated neurogram, to
single APs.

This review highlights the impact of microneurography for
understanding SNA from the perspective of neurological cod-
ing or communication strategies that can be derived from the
neurogram provided by this technique. Readers interested in
the methodological details and discussions of the technique, its
history, reproducibility, standards of practice, utility across
many physiological and clinical states, and safety, are directed
to these reviews and reports (Hagbarth and Vallbo 1968; Hart
et al. 2017; Kimmerly et al. 2004; Mano 1997; Mano et al.
2006; Mitchell 1990; Vallbo et al. 2004; Wallin 2004; White et
al. 2015). In this document, methodological details are pro-
vided only when they are relevant to the technical issues used
to study individual APs. It is understood that SNA represents
efferent C-fiber activity, accessible in peripheral nerves, that
involves two distinct populations: one that targets skeletal
muscle vasculature, referred to as muscle sympathetic nerve
activity (MSNA), and a second that targets skin hair piloerector
cells, sweat glands, and vascular targets, collectively referred
to as skin sympathetic nerve activity. This paper focuses on the
outcomes gleaned from measurements of MSNA, the signal
that forms the common neural component of reflex cardiovas-
cular regulation and blood pressure control (Delius et al.
1972a). Also, this review focuses on human neural recordings.
However, data from studies performed in lower animals will be
integrated as appropriate to develop the broader understanding
of how such human recordings represent fundamental homeo-
static neural adjustments.

Within these parameters, this review addresses the following
topics: 1) A brief historical perspective, 2) The anatomical
basis of postganglionic sympathetic axons, 3) The validity and
reliability of postganglionic SNA to reflect preganglionic ac-
tivity, 4) Sympathetic discharge patterns and recruitment in
muscle sympathetic nerve activity, 5) Microneurographic data
to interpret neurovascular coupling, 6) Clinical implications,
and 7) Neuromodulation of SNA.

A BRIEF HISTORICAL PERSPECTIVE

Borrowing from the Aristotelian philosophical idea of “sym-
pathy” (suffering together), Galen (130–216 AD) speculated
that the ganglionated nerves, which he was exposing in his
dissections, enabled “functional unity, or physiological sym-
pathy,” among the internal organs [as reviewed in Finger
(1994)]. Experiments performed by Claude Bernard (1813–
1878 AD) and Brown-Seguard (1817–1894 AD) on the impact
of severed nerves on blood flow provided the first evidence of
active neurogenic control over cardiovascular function [as
cited in Cooper (2008) and Bing et al. (1982)]. Early in the
20th century, Walter B. Cannon (1871–1945) stressed the
fundamental role of the autonomic nervous system in his
overarching hypothesis of “homeostasis” (Cannon 1932), ar-
guing that the ability to sustain physiological values within a
narrow range of life-supporting values required important con-
cepts such as variability, reactivity, and control. Such homeo-

static control requires a message, methods to receive and
respond to that message, as well as feedback regarding the
success of that response. Thus appropriate homeostatic control
incorporated principles of feedback control (Wiener 1948)
where physiological sensors produce information that enables
the efferent autonomic response to communicate and enact
homeostatic adjustments to the varied number and magnitudes
of stressors that are integrated on short- and long-term scales.
But what exactly is meant by “communication” or “message”
within the sympathetic nervous system? The sections below
attempt to address this question by highlighting the data made
available by microneurographic methods.

THE ANATOMICAL BASIS OF POSTGANGLIONIC
SYMPATHETIC AXONS

The fundamental sympathetic communication pathways, il-
lustrated in Fig. 1 (adapted from Jänig and Häbler 2003),
include the supramedullary neural structures that determine the
stress, the intermediary neural pathways and modulatory inter-
connecting pathways (e.g., Llewellyn-Smith 2009), the neural-
end organ interface, and the end organ response. Information
regarding the type and magnitude of stress is relayed to the
brainstem nuclei from peripheral sensors that provide informa-
tion regarding blood pressure (baroreceptors), central blood
volume (cardiopulmonary baroreceptors), blood gas levels
(chemoreceptors), lung stretch receptors, muscle metaborecep-
tors, other visceral sources, as well as supramedullary sites.
These reflex and higher cortical inputs are reviewed exten-
sively elsewhere (Beissner et al. 2013; Cechetto and Shoe-
maker 2009; Charkoudian and Wallin 2014; Critchley et al.
2000; Eckberg 2003; Fadel 2013, 2015; Fadel et al. 2001;
Gianaros and Sheu 2009; Halliwill et al. 2003; Thayer et al.
2012; Williamson et al. 2006).

The final neural segments involved in carrying the intended
central message to the effector organ are the postganglionic
neurons and these provide the site of access for microneuro-
graphic recordings in humans. Successful recordings of these
postganglionic APs can be difficult, in part due to anatomical
features. As illustrated in Fig. 2, immunohistochemical studies
in cadaveric peroneal/fibular nerves indicate that tyrosine hy-
droxylase-containing axons are organized as bundles of 1 to
~45 axons (median size of ~5 axons) within most (but not all)
fascicles (Tompkins et al. 2013). The terminology is notable

Encoding

SourceSource

Neural Signal

Microelectrode

Decoding

InterpretationSource

Fig. 1. Major anatomical segments contributing to discharge patterns in the
postganglionic sympathetic neural signal and their interpretation. Adapted by
permission from Jänig and Häbler (2003).
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here because the tyrosine-expressing fibers do not form their
own fascicle. Rather, the bundles coexist with other myelinated
axons. Morphologically, the sympathetic axons range from
0.05 to 0.2 �m. These measures concur with those observed in
the renal nerve (Sato et al. 2006) and cervical sympathetic
trunk (Aguayo et al. 1973) of mature rats. The variations in
axonal diameter suggest the possibility of variations in AP
conduction velocity, a feature that will be described in detail
below (SYMPAPTHETIC DISCHARGE PATTERNS AND RECRUITMENT IN

MUSCLE SYMPATHETIC NERVE ACTIVITY). Of potential interest, the
microelectrode shaft often is 200 �m in diameter, that has been
beveled to a 3- to 5-�m tip. Thus, positioning the relatively
large tip into a bundle of muscle SNA axons (i.e., of sufficient
number of axons to assess synchronized activity that forms a
“burst”) highlights the need for technical skill and patience in
the practice of microneurography.

THE VALIDITY AND RELIABILITY OF POSTGANGLIONIC
SNA TO REFLECT PREGANGLIONIC ACTIVITY

The reliability of the postganglionic MSNA signal in terms
of its faithful reproduction of the central message forms an
integral premise of microneurography. A key to the transfer of
information from the central nervous system to peripheral SNA
resides within the paravertebral ganglia. The ganglia are pro-
posed to exhibit the ability to amplify the preganglionic signal
by distributing axons that produce suprathreshold (i.e.,
“strong”) excitatory postsynaptic potentials from one pregan-
glionic to multiple (e.g., 2–15) postganglionic neurons (Bahr et
al. 1986; Jänig and Häbler 2000; McLachlan 2003; Purves et
al. 1986; Wang et al. 1995). Furthermore, computational and
advanced dynamic clamping methods (Horn and Kullmann
2007; Rimmer and Horn 2010; Springer et al. 2015) suggest
the ability to enhance the firing probabilities of any postgan-
glionic neuron through convergent synapses from multiple
preganglionic neurons that individually produce subthreshold
excitatory postsynaptic potentials but, depending on their tim-
ing, could summate to cause a postganglionic discharge. How
these concepts apply to different ganglia or postganglionic
axons of varying size and/or varying targets, or in human
ganglia, remain to be studied. These functional and anatomical

considerations raise the question about the faithfulness of
transmission from pre- to postganglionic axons from which
microneurographic recordings are made. However, several
lines of evidence support the concept that postganglionic nerve
activity represents preganglionic content.

First, despite the above limitations and options for complex
recruitment patterns, Birks and colleagues (Birks 1978; Birks
and Isacoff 1988; Birks et al. 1981) reported a predictable
change in amplitude of the postganglionic compound AP
following graded stimulation of the preganglionic neurons.
Furthermore, delicate studies by John Horn’s group in the
bullfrog provided evidence that the aorta vasoconstrictor re-
sponse scaled to the preganglionic sympathetic stimulation,
and this vasoconstriction was minimized by both inhibition of
postganglionic neurotransmitter release (guanethidine) and re-
duction in ganglionic transmission through postjunctional an-
tagonism with tubocurarine (Thorne and Horn 1997). There-
fore, postganglionic recordings of MSNA appear to reflect the
fundamental message emanating from the central nervous sys-
tem (i.e., the preganglionic signal) on a relative, but perhaps
not absolute, scale.

Second, strong correlations exist between graded stimuli that
evoke a systemic reflex sympathetic response, and the post-
ganglionic output. For example, the linear relationship between
baroreflex unloading and MSNA burst frequency (Burke et al.
1977; Kimmerly and Shoemaker 2002; Mano 1998; Ogoh et al.
2003) support the general idea that postganglionic recordings
do reflect patterns of change in central autonomic stimulation.

Additional evidence relating MSNA patterns to central
sources comes from studies of the mechanisms determining
cardiac-synchronous pulses of MSNA. Specifically, data from
cats and humans indicate that the cardiac-related rhythm in
SNA reflects baroreceptor-induced entrainment of a nonlinear
oscillator by pulse-synchronous baroreceptor nerve activity.
For example, after arterial baroreceptor denervation in anes-
thetized cats, oscillations in SNA persist with a frequency near
that of the heartbeat (Gebber 1980; Gebber and Barman 1980).
Likewise, in both cats and humans, power in the cardiac-
related band of SNA remained after partialization of the SNA
autospectrum with arterial pulse or heart rate (Barman et al.

50 μm

4 μm

A B

C D

Fig. 2. Cross section of right human common peroneal nerve. A: nerve section used as a negative control. B: positively stained nerve section. Sympathetic axons
are represented by brown regions within the nerve fascicles. Myelinated fibers are represented by the blue ovals in the fascicle. C and D: enlargements from B
of a positively stained nerve fascicles demonstrating the differences in arrangement between fascicles. Right: enlargement of segment from C with the tip of a
microelectrode overlaid identifying the small (calculated) region of action potential detection at the electrode’s tip. From Tompkins et al. (2013).
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2003). These findings support the concept that the cardiac-
related rhythm in MSNA is due to baroreceptor-induced forc-
ing of a central sympathetic oscillator whose frequency is close
to the heart rate. Likewise, Cogliati et al. (2000) demonstrated
similar low- and high-frequency rhythms in skin SNA and
MSNA, suggesting the presence of a common central mecha-
nism that regulated efferent SNA. As well, K-complexes mea-
sured in the electroencephalogram during sleep, reflecting
arousal states, associate with larger integrated bursts in the
absence of baroreflex stimuli (Hornyak et al. 1991; Tank et al.
2003). Finally, activation patterns of regions in the forebrain
and midbrain correlate with MSNA burst activity, measured
concurrently in real time (Henderson et al. 2012). Thus, post-
ganglionic SNA reflects patterns of neural activity in su-
pramedullary sites.

The above observations support the idea that preganglionic
mechanisms contribute directly to, and are faithfully transmit-
ted in the postganglionic efferent sympathetic signal. Thus,
microneurographic recordings of postganglionic SNA are in-
terpreted to reflect a direct representation of central sympa-
thetic information. However, the histochemical data provided
above (Fig. 2) illustrate an additional question regarding reli-
ability of the MSNA signal in reflecting a generalized sympa-
thetic response. Here, we see that the microneurography elec-
trode likely interrogates only one bundle of sympathetic axons
among many such bundles; therefore, it detects only a small
sample of the entire postganglionic sympathetic outflow. To
what extent does the activity in one bundle reflect the nature in
all bundles? This question can be addressed using concurrent
microneurographic recordings in bilateral limbs. Specifically,
bilateral microneurographic recordings illustrate the conserva-
tion of MSNA burst patterns in each leg (Diedrich et al. 2009),
even though the intrafascicular C-fiber bundles being interro-
gated are of unknown location or size when measured at
baseline (but they certainly are different bundles). These com-
bined observations provide confidence that postganglionic re-
cordings of MSNA reflect a consistent outflow regardless of
fascicular bundle, or limb.

Nonetheless, one must be careful with the interpretation of
microneurographic MSNA signals. For example, the selection
of sympathetic axonal bundles from which microneurographic
recordings are made are essentially “random” and different
bundles contain varying numbers of axons from which to
record. Therefore, absolute sizes of the integrated burst, vari-
ability in the number of detectable APs (see SYMPATHETIC

DISCHARGE PATTERNS AND RECRUITMENT IN MUSCLE SYMPATHETIC

NERVE ACTIVITY) within each burst, and concurrent interpreta-
tions of changes in these variables, must be constrained to
within-test patterns. Also, well-documented differences exist
between MSNA to skeletal muscle and SNA to the skin
(Vissing et al. 1994). Furthermore, different subtypes of SNA
reside in the rat renal nerve (DiBona et al. 1996) and rabbit ear
(Riedel and Peter 1977) and not all are directed toward, or
cause constriction of, vascular beds. Additionally, the MSNA
signal measured in peripheral nerves and directed to vascula-
ture of the muscle may not represent sympathetic drive to other
organs. In humans, regional variations in sympathetic nerve
activity exist, as measured by norepinephrine spillover in deep
target organs, unavailable for microneurographic interrogation
(Esler 2011). As well, direct nerve recordings (Anderson et al.
1987; Vallbo et al. 1979) and measurements of regional nor-

epinephrine spillover (Esler et al. 1984a, 1984b) suggest that
different sympathetic subdivisions may be activated to differ-
ent degrees and in different combinations depending on the
functional demand. This phenomenon appears to stretch to
upper vs. lower limb differences. For example, mental stress
induced increased MSNA in the leg but not in the arm (An-
derson et al. 1987). Also, evidence for lateralization of burst
size in the right and left legs, despite highly coupled burst
expression, also suggest some role of central processes in
mediating leg-to-leg variations (Diedrich et al. 2009). None-
theless, forearm venous plasma concentration and total body
spillover of norepinephrine correlate positively with the
strength of MSNA measured in the legs (Wallin et al. 1981) as
do interstitial and plasma norepinephrine concentrations during
graded lower body suction (Khan et al. 2002). Moreover,
concurrent studies with norepinephrine spillover and micro-
neurography (Esler et al. 1988) indicate strong correlations
between patterns of reflexive changes in sympathetic outflow
in the leg with the heart (Kingwell et al. 1994; Lambert et al.
2011; Thompson et al. 1998) and kidney (Wallin et al. 1996).
Therefore, regional variations exist in sympathetic patterns of
reactivity and efferent neural control although the distribution
to cardiovascular organs, and reflexive responses, appear to
exhibit similar underlying patterns. Overall, the faithful trans-
mission of sympathetic outflow through the ganglia, MSNA
levels that scale with reflex sensory inputs, and the relationship
between MSNA and norepinephrine spillover (at least in skel-
etal muscle and heart), suggest that microneurographic record-
ings of efferent sympathetic nerve activity provide a faithful
representation of central and peripheral components of the
sympathetic pathway that affects cardiovascular control.

SYMPATHETIC DISCHARGE PATTERNS AND RECRUITMENT
IN MUSCLE SYMPATHETIC NERVE ACTIVITY

While MSNA scales with reflex stimuli that are integrated in
the central nervous system, questions remain regarding the
manner through which the central nervous system adjusts and
communicates specific stress responses within the sympathetic
nervous system. As a neural system, MSNA may contain
structured patterns that link the type and magnitude of stress to
the desired response from the target organ. Certainly, sensory
neural systems (Arnal et al. 2015; Joos et al. 2014; Plack et al.
2014) and neuromuscular control (Henneman et al. 1965)
express coded information. The ability to record directly from
SNA represents a key impact of microneurographic techniques
as they have led to a growing understanding that complex
layers of efferent activity exist. The following list includes
information from various sources that points to the existence of
ordered recruitment strategies within SNA:

1) The specific and goal-oriented sympathetic responses to
stress that normally achieve their goal (Janig 2006) infers
an accurate and highly integrated communication strat-
egy.

2) Somata of sympathetic neurons projecting to cutaneous
vs. striated muscle vessels in the rabbit ear can be
distinguished by their location, size, and/or immunohis-
tochemical profile of neurotransmitter content (Morris et
al. 1999), suggesting that neurovascular regulation in-
volves coordination between neuronal pathways contain-
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ing neurochemically and morphologically distinct popu-
lations of sympathetic neurons.

3) The presence of varying sizes of postganglionic neurons
where larger neurons innervate greater target organ fields
(Gibbins et al. 1998).

4) The presence of varying burst size in postganglionic
compound actions potentials (rodent and human), reflect-
ing variations in the number of APs synchronized within
that cardiac cycle (Ninomiya et al. 1993).

5) Sympathetic cotransmitters at the neurovascular junction
(adenosine triphosphate, norepinephrine, and neuropep-
tide Y, for example) whose release patterns appear to be
dependent upon the frequency pattern of the discharging
axons (Burnstock 1985; Pernow et al. 1989; Wahlestedt
et al. 1990; Wier et al. 2009; Zukowska-Grojec et al.
1998b).

6) Observations that larger bursts exhibit shorter conduction
transit times to the recording electrode with the major
difference observed in the leading edge of the integrated
neurogram (Wallin et al. 1994). From this pattern, Wallin
and colleagues postulated the existence of two primary
recruitment strategies: 1) Variations in synaptic delays
that could lead to temporal coding of active neurons, and
2) Recruitment of a latent subpopulation of fast-conduct-
ing axons in some bursts, an example of population
coding. Additionally, a rate-coding mechanism may oc-
cur with greater firing probability of single neurons.
Differentiation between these potential mechanisms re-
quires an understanding of the patterns among all APs in
the multiunit recording, an emerging area of investiga-
tion.

7) The strong correlation between spontaneous variations in
SNA burst size and the vasoconstrictor response in hu-
mans (Fairfax et al. 2013b) (see MICRONEUROGRAPHIC DATA

TO INTERPRET NEUROVASCULAR COUPLING).
Exploring AP patterns in MSNA. Whether studying signal

“intensity” in time-domain analyses focusing on burst fre-
quency and size, or rhythmic oscillations under steady-state
conditions using spectral analysis models (see Montano et al.
2009), the fundamental aspect of the MSNA signal resides in
the underlying patterns of synchronized AP number and their
respective size. Therefore, a fundamental question for explo-
ration of SNA recruitment strategies becomes “what AP pat-
terns exist within the sympathetic neurogram”? Using micro-
neurographic data, the problem of AP behavior within the raw
MSNA signal has been addressed from two perspectives. The
first was introduced by Macefield and Wallin (Macefield et al.
1994), who studied single axons over time using a modification
of the microneurography technique: they used a higher imped-
ance active electrode (e.g., 10 vs. 3 M�). The electrode’s
impedance affects its “field” of AP detection and the signal-
to-noise character. Thus, a higher impedance electrode was
used to isolate one (or a few) dominant APs closest to the
exposed electrode tip. Since every axon produces a character-
istic AP morphology, template-based matching of the APs
supports the viewpoint that, if only one dominant AP is high-
lighted then its behavior can be studied over time, as confirmed
by its morphological similarity to other APs. This technique
has been reviewed recently (Macefield and Wallin 2018). The
possibility of multiple axons with the same proximity to the
electrode tip producing the same AP size remains untested, as

does the possibility of AP summation from two concurrently
firing but smaller APs, although these possibilities are expected
to express very small probability. This single unit technique
enabled the study of AP probabilities under many conditions
(Elam and Macefield 2001; Lambert et al. 2011, 2013; Mace-
field 2012; Macefield and Elam 2003; Schlaich et al. 2004).
Some uses of this approach have also studied the behavior of
two to three dominant axons simultaneously (Millar et al.
2013). For the purposes of this review, the main observation
was that, in healthy individuals, a single sympathetic axon has
a low firing probability (usually just once per burst) and
expresses varying within-burst latencies (Macefield and Elam
2003). Importantly, increased probability of a single unit firing
within a given burst could not account for the increase in
integrated burst size during an apnea. Therefore, this group
speculated that latent axons existed that become recruited at
times, contributing to the integration of a larger burst (Mace-
field and Wallin 1999).

Addressing the possibility of neuronal recruitment in SNA
required a new approach that could interrogate multiunit AP
patterns and detect recruited axons that are not firing under
baseline conditions (or fire with very low probability). Em-
ploying developments in signal processing, two fundamental
approaches are reported that address this problem. These ap-
proaches include wavelet denoising (Brychta et al. 2006;
Diedrich et al. 2003; Salmanpour et al. 2010; Steinback et al.
2010) and a mixed separation template matching model (Tan et
al. 2009). Arguably, the mixed-separation approach may pro-
duce greater reliability in discovering small APs within the
background noise. However, to date, the only data available
regarding MSNA coding strategies from multiunit recordings
have used the wavelet model, and these studies form the bulk
of our discussion on sympathetic AP recruitment. Figure 3
illustrates the analytical processes used to isolate integrated
bursts of MSNA (left series of data) as well as to extract
individual AP data from the raw MSNA neurogram using the
wavelet denoising approach (right series of data).

Using the “Symlet 7” wavelet provided by MATLAB,
Diedrich and colleagues (Diedrich et al. 2003) pioneered the
approach of multiunit AP detection. They reported the exis-
tence of four distinct AP shapes of varying peak-to-peak
amplitude in MSNA. However, Symlet 7 wavelet shares some
spectral characteristics that mimic the background noise in
MSNA recordings (Zhang et al. 2007). To overcome this
challenge, and reduce the problem of false positives, Salman-
pour et al. (2008a, 2008b, 2010) developed a new wavelet
modeled from human APs to increase detection resolution.
Using a modified continuous transform, the exact location of
each AP was identified and extracted. Additional modifications
included clustering of similarly shaped APs (based on a 32-
point K-means method) (Fig. 3, right), and quantifying the
timing of the AP within the burst relative to the R-wave
preceding the systolic pulse that terminated the burst through
the baroreflex mechanism. Thus, the occurrence, recruitment,
and timing of APs as a function of their shape could be
quantified. Of note, this method uses a lower impedance
electrode than those interested in recording single units, with a
larger recording field. Therefore, this AP detection is from a
multiunit recording and a cluster of APs of similar shape does
not infer that these are the same unit. However, assuming only
one or two occurrences of any AP in a burst (Macefield et al.
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1994) any additional occurrences of APs of similar shape and
size can be interpreted within the context of recruitment vs.
rate coding patterns. Also, as this approach does not depend
upon the proximity of the electrode position to a specific axon
(but just electrode stability), the arrival and/or disappearance of
any new AP clusters from burst to burst or over time can be
quantified and then interpreted within the context of recruit-
ment patterns. Stability of the electrode within its bundle of
axons represents the underlying assumption of this approach,
normally inferred subjectively based on the expertise of the
microneurographer, and on the stability of the neurogram’s
signal-to-noise aspect throughout a segment of data. Indeed, all
recordings should be monitored continuously during data ac-
quisition as well as scanned in their entirety afterward for
noticeable baseline shifts, subsequent changes in the height of
the MSNA bursts, and signal-to-noise variations of APs and
their surrounding noise. Notably, the technique requires train-
ing to gain the required knowledge on what constitutes an
acceptable MSNA signal. It is highly recommended that one
trains in a laboratory that is led by an experienced microneu-
rographer and performs the technique regularly. For continued
advancement of our understanding of sympathetic regulation in
humans, high-quality MSNA signals are obligatory and a
trained microneurographer recognizes that a quality signal
cannot be obtained in some individuals.

With the continuous wavelet transform approach, AP pat-
terns have been studied under many circumstances. Figure 4
provides an example of AP patterns observed under baseline
conditions followed by a prolonged apnea performed at total
lung capacity (Steinback et al. 2010). Similar patterns were

observed during sustained isometric handgrip to fatigue (Badrov
et al. 2016b) and severe lower body negative pressure (LBNP)
(Badrov et al. 2015; Salmanpour et al. 2011a). One consistent
pattern that emerged from these studies of MSNA was an array
of AP probabilities that varied with AP size. Specifically, even
under baseline conditions, small APs were expressed with high
within-burst probability, and larger APs expressed a lower
within-burst probability. However, during a reflex state, the
low probability APs observed at baseline increased their fre-
quency. Concurrently, new clusters of larger APs emerged,
representing a recruitment response. A second pattern observed
was that the recruitment of new large APs progressed with the
severity of the stress, be it apneas (Badrov et al. 2017),
isometric exercise (Badrov et al. 2016b), or baroreceptor un-
loading (Badrov et al. 2015; Salmanpour et al. 2011a). Impor-
tantly, the appearance of larger APs observed during fatiguing
handgrip persisted during a period of postexercise forearm
ischemia highlighting the important role of peripheral muscle
metaboreceptors in the recruitment of the latent AP pool. We
interpret the finding of recruitable larger APs during various
reflexes as evidence in support of Wallin’s (Wallin et al. 1994)
original conjecture of a latent population of larger, higher
threshold, and fast-conducting APs. The data also suggest that
a range of such subpopulations exist, with some reserved for
very high stress.

In contrast to the prolonged apnea and fatiguing handgrip
models, baroreflex-mediated recruitment appears to operate on
a scale of reduced sensitivity. During graded LBNP, the low-
threshold, high-probability APs present under baseline condi-
tions increase in probability. Recruitment of latent neuronal
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Fig. 3. Processing stages for common detection of sympathetic nerve activity to achieve the integrated neurogram (left) highlight bursts of neural activity, and
the process of locating, extracting, and binning postganglionic sympathetic action potentials (APs) (right). The primary processing of the integrated neurogram
involves band-pass filtering (~700–2,000 Hz), full-wave rectification, and integration with a 0.1-s time constant (some use root-mean square processing (Delius
et al. 1972a; Hagbarth and Vallbo 1968; Vallbo et al. 1979; Vallbo et al. 2004). This processing sequence exposes the variations in interburst period and burst
size (left). A modified continuous wavelet transform is an example of an approach to locate the exact position of each AP for extraction, clustering, and binning.
See Salmanpour et al. (2010) for details.
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subpopulations during LBNP appears to require severe levels
of suction between �60 to �80 mmHg, with some interindi-
vidual variation (Badrov et al. 2015; Salmanpour et al. 2011a).
Whether this recruitment level reflects an individual’s ortho-
static tolerance has not been studied. An additional unstudied
observation is the apparent reduction in probability of small
APs during LBNP. This observation may reflect the activity of
special subpopulations that exhibit paradoxical reductions in
firing probability under conditions of mild decreases in cardiac
filling pressure as well as increases in firing of some single
axons under conditions of both mild lower body negative and
positive pressure (Millar et al. 2013, 2015).

AP latency shifts. The mere emergence of larger APs during
reflexive states, outlined above, could simply reflect a shift in

electrode position relative to axons within interrogated bundle.
However, on the basis that larger axons should conduct the AP
at a faster rate, the latency of each AP from its corresponding
cardiac cycle may provide additional insight into the concept of
AP recruitment. Action potential latency reflects the time it
takes for the neural signal generated in the brain stem to arrive
at the postganglionic recording site, a period that includes
axonal conduction speeds and synaptic delays along the series
of segments outlined in Fig. 1. This delay typically is quanti-
fied by calculating the time between the R-wave of the elec-
trocardiogram associated with the burst and its detection at the
peripheral recording site. The same approach can be used for
each AP within any given burst. Therefore, displaying AP
latency as a function of AP cluster size indicates the shorter
latency of larger AP clusters (Steinback et al. 2010). Of note,
repeated observations that the larger APs also express faster
conduction velocity (Badrov et al. 2015, 2017; Steinback et al.
2010) discount the potential problem that they simply represent
axons that lie closer to the recording electrode.

The AP latency appears to be a modifiable feature of SNA
outflow. For example, average AP latency was increased both
at baseline and during an apnea following 60 days of head-
down bedrest (Klassen et al. 2017). Also, an unexpected
observation of the early studies on AP recruitment during acute
stressors was a shift in the latency of all APs when the task
involved volitional effort to sustain the reflex stimulus (Fig. 5)
(Badrov et al. 2015). It may be considered that the cause of the
AP shift in this case is chemoreflex stress. However, the
potential effect of perceptual stress associated with volitional
effort must also be considered, an option related to the concept
of central command (Williamson et al. 2006). For example, the
actual chemoreflex stress induced by a 20- to 30-s end-expi-
ratory apnea is not severe, but the perceptual effort involved in
sustaining the maneuver grows with time. Also, the same shift
toward reduced AP latencies can be observed during short
apneas where the chemoreflex stress is unremarkable (Badrov
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not necessarily during lower body negative pressure (LBNP) or a period of
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latency is determined as the time from the R-wave of the electrocardiogram for
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et al. 2017), a 15- to 20-s Valsalva maneuver (Salmanpour et
al. 2011b), and with sustained fatiguing isometric handgrip
(Badrov et al. 2016b) where there is no apnea. In contrast,
baroreflex unloading with LBNP in the absence of volitional
straining effort pressure caused either little change, or a length-
ening of the AP latency profile (in severe LBNP) (Badrov et al.
2015; Salmanpour et al. 2011a). Furthermore, reductions in
latency occur in Valsalva and apnea maneuvers despite diverg-
ing heart rate responses, and latency shifts occur in a Valsalva
maneuver but not during LBNP despite both eliciting a baro-
reflex-mediated response and change in heart rate. These data
suggest the hypothesis that perceptual effort affects synaptic
latencies associated with efferent MSNA.

The factors determining the timing of each AP cluster in our
studies, and even the timing of the AP from the same axon in
Macefield’s reports (Macefield et al. 1994), remain a puzzle.
On one hand, variations in neuronal conduction could simply
be noise (Stein et al. 2005) reflecting true variations in con-
duction velocity and/or interspike intervals. On the other, the
reproducible decline in conduction latency with some reflex-
specific patterns suggest that this feature also expresses a
reflection of central intentions, where variations in pregangli-
onic firing latencies are observed (McAllen and Trevaks 2003).
While measuring integrated burst latency changes as a function
of burst size, Wallin and colleagues (Wallin et al. 1994)
wondered about the possibility of modifiable synaptic latencies
but no mechanisms have been explored. One possible deter-
minant of these observations may include variations in the
number and impact of converging primary and secondary
synapses with postganglionic neurons (Bratton et al. 2010;
Horn and Kullmann 2007; Schobesberger et al. 2000) that
could affect the timing of postganglionic AP generation. Fi-
nally, the relevance of such latency changes remains unknown
either from their central generation or in terms of potential
variations in end organ control.

MICRONEUROGRAPHIC DATA TO INTERPRET
NEUROVASCULAR COUPLING

Quantifying AP patterns in MSNA suggests the presence of
a deterministic message from the central nervous system to the
muscle’s vasculature. However, the impact of MSNA dis-
charge patterns on burst-by-burst vascular control remains a
key question. On the basis of phase-shifted oscillations in
blood pressure, and vascular resistance, the MSNA neurogram
has been interpreted to be vasoconstrictor in nature (Delius et
al. 1972b). Thus, establishing the relationship between MSNA
and cardiovascular oscillations seems like a logical starting
point in decoding the MSNA message, providing deeper in-
sight into central messages. Transfer function approaches ap-
plied to steady-state conditions have outlined distinct associa-
tions between MSNA rhythms and corresponding blood pres-
sure oscillations that vary in an expected manner with different
populations (Briant et al. 2016; Montano et al. 2009). These
models provide information regarding the timing between
MSNA outflow and the integrated cardiovascular response
under steady-state conditions. However, the fundamental con-
cept of associating MSNA to blood pressure is debated (Taylor
et al. 1998). At issue is the problem that blood pressure
oscillations provide poor specificity when attempting to isolate
a role of MSNA patterns. For example, as illustrated within the

context of the sympathetic contributions to Mayer waves,
blood pressure is a complex signal and can be linked to
contributions from heart rate, cardiac output, myogenic vascu-
lar reactivity, and MSNA, each expressing a different time
course of action either directly on blood pressure and/or indi-
rectly through changes in vascular resistance (Zamir et al.
2011): these variables are difficult to dissociate in the intact
and conscious human. Furthermore, difficulties arise in deter-
mining whether oscillatory patterns in systolic, diastolic, or
mean arterial pressure (and their timing) provide the key
stimulus for changes in myogenic and neurogenic contribution
to blood pressure. Therefore, the details of sympathetic neuro-
vascular coupling remain difficult to conceptualize and to
quantify in the integrated system.

Nonetheless, specific features of the MSNA signal point to
its discharge properties as being fundamental to its role in
regulating vasomotor behavior. As noted above, the baroreflex
pathways entrain MSNA bursts to the cardiac cycle (Fagius et
al. 1985), resulting in the “bursty” pattern. Uniquely, this
burstiness appears to be a fundamental aspect of the relation-
ship between MSNA and neurovascular function. Specifically,
in a feline model, greater vasoconstriction was observed when
the cut end of postganglionic lumbar sympathetic nerves was
stimulated in bursts that mimic in vivo patterns rather than
continuous stimulation (Ninomiya et al. 1993). This study
exhibited the importance of noncontinuous efferent drive in
goal-directed messaging to the vascular end organ. Likewise,
the pattern of sympathetic impulses has a major impact on the
degree of vasoconstriction elicited. Indeed, random patterns of
sympathetic nerve stimulation elicit greater contractile re-
sponses in comparison to regularly delivered stimuli (Nilsson
et al. 1985). How these latter findings relate specifically to
spontaneous MSNA patterns is difficult to say because electri-
cal stimulation engages all axons in the sympathetic chain, an
unlikely scenario under normal intact conditions.

Recall, furthermore, that the MSNA pattern is one of cardiac-
gated bursts that vary in both frequency and size. One debate in
the use of microneurographic MSNA as an “input” signal for
vasoconstriction lies within the quantification of burst fre-
quency with, or without, concurrent regard for burst size. The
burst frequency aspect of the signal expresses strong within-
individual reproducibility (Fagius and Wallin 1993; Kimmerly
et al. 2004) and resistance to change despite small changes in
the electrode position. Also, burst frequency is a volatile aspect
of MSNA and, therefore, can represent the bulk of changes in
total MSNA. Therefore, the use of burst frequency as the
primary metric of total sympathetic outflow has been promoted
(Hart et al. 2017), acknowledging the practice that has per-
sisted since the inception of the technique for human studies.
On the other hand, as outlined above, the size of a burst
provides distinct information reflecting complex patterns of AP
recruitment. However, routine use of burst size as an quanti-
fiable and functionally relevant component of MSNA has been
discounted due to uncertainties regarding stability of electrode
position within the human sympathetic nerve bundles. Also,
the lack of correlation between blood pressure and burst size
indicates poor baroreflex control over this feature. Nonetheless,
the experienced investigator recognizes changes in electrode
position. Furthermore, normalizing the burst size in the inte-
grated neurogram overcomes this problem to some extent
(Sverrisdóttir et al. 1998) and when this is done, the distribu-
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tion of burst size exhibits strong within-individual reproduc-
ibility in studies separated by about 4 weeks (Kimmerly et al.
2004). As an aside, baroreflex mechanisms appear to apply to
the appearance of small APs only, but not the larger AP
clusters (Salmanpour and Shoemaker 2012), providing a mech-
anistic link between earlier conjecture that larger bursts are
regulated by different central features (Kienbaum et al. 2001;
Malpas and Ninomiya 1992).

Acknowledging these considerations, MSNA burst size pro-
vides important insight into sympathetic neurovascular cou-
pling in humans. Specifically, individual MSNA burst heights
were related to the magnitude of the vasoconstrictor responses
in the leg from which MSNA bursts were recorded (Fairfax et
al. 2013b) (Fig. 6). Furthermore, the total summed height of
MSNA bursts occurring consecutively in groups provide a
graded vasoconstriction and pressor response. Interestingly, the
graded effect of burst height on the degree of vasoconstriction
appears more prominent in the leg than in the forearm (Fairfax
et al. 2013a), perhaps due to greater alpha-adrenergic sensitiv-
ity in the leg compared with the arm (Pawelczyk and Levine
2002). While these data may be challenged because of their
reliance on a low sympathetic burst rate, and of the baseline
conditions of the recordings, they provide unique insight into
the burst-by-burst variations exerted by the sympathetic ner-
vous system in vasomotor control. These data also infer an
important role in vasoconstriction for low-probability, large
APs that occur in larger bursts. Relating recruitment and timing
of AP clusters to vasomotor control remains a key area for
future studies.

CLINICAL IMPLICATIONS

Microneurography has become a fundamental tool in under-
standing sympathetic aberrations in several pathologies includ-
ing congestive heart failure (Azevedo et al. 2000), ischemic
heart disease (Badrov et al. 2016a; Malliani and Montano
2004), hypertension (Grassi 1998), Tako Tsubo disorder (Vac-
caro et al. 2014), sleep apnea (Floras 2016), and chronic kidney
disease (Kaur et al. 2017), as well as in obesity (Esler et al.
2001; Lambert et al. 2014), metabolic syndrome (Grassi 2006),
and diabetes (Coats and Cruickshank 2014; Holwerda et al.
2016). Agreeing with measures of circulating catecholamines
and norepinephrine turnover (Esler 1995, 1997, 2001, 2003),
baseline MSNA burst frequency tends to increase with age
(Grassi et al. 1995; Hogikyan and Supiano 1994; Iwase et al.
1991) and particularly in heart failure with reduced ejection
fraction (Floras 2009; Zucker et al. 1995). The potentially
damaging effect to tissues by excessive and prolonged adren-
ergic (Izzo 1989; Zhang and Faber 2001a, 2001b) and neuro-
peptide Y (Zukowska-Grojec et al. 1998a) stimulation creates
considerable interest in understanding the mechanisms through
which aberrant neural traffic develops, as well as in the devel-
opment of effective treatments.

While mechanisms determining aberrant sympathetic out-
flow in many patient populations remain unclear, modifications
in sympathetic recruitment patterns may provide some insight.
Using the single-unit method, different groups demonstrate
heightened firing probability of axons at baseline in clinical
states such as obesity, heart failure, sleep apnea, and hyperten-
sion (Elam and Macefield 2001; Elam et al. 2003; Lambert et
al. 2013; Macefield and Wallin 1999; Schlaich et al. 2004,
2009). In the multiunit AP detection approach, patients with
chronic heart failure exhibited greater burst frequency as well
as APs/burst compared with similarly aged controls (Maslov et
al. 2012). Thus, both approaches converge on the conclusion
that low threshold axons observable under baseline conditions
are recruited more frequently in at least some disease states.
This pattern is different that than observed with ischemic heart
disease with clinically normal ejection fraction where increases
in baseline MSNA burst frequency occur but with little change
in the number of APs per burst (Badrov et al. 2016a). There-
fore, the modified recruitment threshold of axons available
under baseline conditions may be related to cardiac function
and, by inference, cardiac sensory input to central autonomic
control (Millar et al. 2015).

In addition to, or perhaps because of, changes in baseline
control outlined in the above paragraph, age and cardiovascular
disorders may affect reflexive AP recruitment. Specifically, in
contrast to similarly aged adults, patients with ischemic heart
disease (but normal ejection fraction) expressed a near-absent
ability to recruit larger APs during apneas of similar length
(Badrov et al. 2016a). Similarly, heart failure patients with
reduced ejection fraction expressed diminished ability to in-
crease the APs/burst despite the large stress imposed by a
preventricular contraction (Maslov et al. 2012), yet recruitment
of new APs was normal. Furthermore, using the single-axon
recording method, Elam and colleagues (Elam et al. 2003)
observed recruitment of new axons during PVCs in both
chronic heart failure and sleep apnea patient groups. Thus,
human heart failure appears to minimize, but not abolish, the
ability to recruit larger APs during the condition of a preven-
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tricular contraction. The available data are difficult to interpret
because, to date, no studies have reported MSNA and AP
recruitment patterns using direct comparisons of patients with
normal and abnormal ejection fraction, or the presence of
congestive conditions, under the same reflex conditions.

NEUROMODULATION OF SNA

In concert with its use in establishing sympathetic changes in
disease states, the microneurographic technique also has pro-
vided evidence regarding the ability of therapeutic strategies to
modulate sympathetic outflow. Whereas many pharmacologi-
cal approaches are used to manipulate the end organ’s response
in, for example, hypertension (Chobanian 2009), recent efforts
have focused on targeting the central origins of sympathetic
outflow through nonpharmacological means. In the context of
this review, neuromodulation refers to nonpharmacological
techniques or bioelectric devices that manipulate the activity of
discrete cortical or subcortical brain centers (Rossi et al. 2016)
governing sympathetic outflow to the heart and vasculature.

Behavioral modifications that regulate sympathetic outflow
have focused on physical activity and diet in populations where
sympathetic outflow is high due to metabolic and age-related
disorders. For example, microneurography methods detected
an ~30% reduction in sympathetic outflow (as assessed by
burst frequency) following diet-induced weight loss (10% loss)
in obese participants (Lambert et al. 2014). Although the
ability of exercise to modify baseline MSNA in young healthy
individuals is weak, recent collective evidence (Carter and Ray
2015) supports the role of the ability for endurance training to
reduce MSNA burst frequency in individuals with heightened
cardiovascular risk. New studies are needed to study whether
recruitment patterns are restored with exercise training in
patient populations (i.e., ischemic heart disease patients out-
lined above). Of note, physical deconditioning performed by
young healthy individuals in the head-down position has little
impact on baseline MSNA, although this intervention did
increase the magnitude of change in AP frequency and recruit-
ment during apneic stress (Klassen et al. 2017). Therefore,
behavioral modifications do affect MSNA but these effects
depend on the population, the specific metric of sympathetic
activity, and the state of the individual. The mechanisms
regulating these outcomes are not known. These findings also
highlight the utility of AP detection along with multiunit burst
frequency measures to better interrogate and understand sym-
pathetic control of the circulation in health and disease.

In addition to behavioral methods, bioelectric methods are
also being studied in the regulation of the sympathetic nervous
system. Electrical nerve stimulation represents an emerging
area of research involving surgical and noninvasive ap-
proaches. While direct manipulation of midbrain activity via
implantation of electrodes was traditionally employed to alle-
viate neurological pain or tremor, targeted deep brain stimula-
tion also demonstrates potential as a method for sympathetic
nervous system neuromodulation. For example, a case-series
study by Sverisdottir and colleagues (Sverrisdóttir et al. 2014)
illustrated the sympathoinhibitory effect of electrical stimula-
tion of the dorsal subthalamic nucleus and ventrolateral peri-
aqueductal gray regions in patients with Parkinson’s disease
and chronic neuropathic pain (Sverrisdóttir et al. 2014).
Whether this approach altered neuronal signals emerging from

these specific nuclei, or by modifying activity of fibers-of-
passage from higher cortical sites remains to be determined.
Additionally, chronic stimulation of carotid sinus barorecep-
tors (Heusser et al. 2010, 2016) evoked long-term reductions
(3� years) in MSNA burst frequency of heart failure patients
with impaired ejection fraction (Dell’Oro et al. 2017). There-
fore, electrical stimulation of central and baroreflex pathways
by embedded electrodes exert important effects in clinical
states.

Noninvasive methods of nerve stimulation provide addi-
tional evidence for sympathetic neuromodulation. For exam-
ple, transcutaneous electrical stimulation of the auricular
branch of the vagus nerve distributed to the skin of the ear (200
�s, 30 Hz) reduced MSNA burst frequency and incidence in
healthy volunteers (Clancy et al. 2014). Furthermore, submotor
electrical stimulation (100 Hz, 50 �s) of forearm muscle
somatosensory nerves (likely Type I and II proprioceptor
afferents) through anesthetized skin did not modulate sympa-
thetic outflow during supine rest or an end-inspiratory apnea
yet attenuated the rise in sympathetic burst frequency (8 vs. 12
bursts/min) during baroreflex unloading with �30 mmHg
lower body suction (Goswami et al. 2012). Moreover, in
patients with class III heart failure, Labrunée et al. (2013)
found electrical stimulation (80 Hz, 3 s on–3 s off pattern,
200-�s pulse width) of the quadriceps both above and below
the motor threshold reduced MSNA in supine participants
following the treatment. Confirmatory and mechanistic studies
are required to understand how transcutaneous stimulation of
sensory pathways affect MSNA. Nonetheless, the sensitivity of
MSNA to various methods of neuromodulation may present an
opportunity to study neurorecruitment strategies as well as
neurovascular transduction.

SUMMARY

Development of microneurographic methods to obtain direct
recordings of sympathetic nerve activity in humans has enabled
a new era of investigation into, and understanding of, the
mechanisms by which this nervous system communicates
among organs to facilitate homeostatic adjustments across a
wide range of physiological and psychological states and
disease. Considering MSNA, this technique has exposed the
primary findings of synchronized groups of APs entrained to
arterial blood pressure, with options to recruit latent subpopu-
lations of faster-conducting axons and/or modify synaptic la-
tency periods. New studies are needed to expose the mecha-
nistic basis of these recruitment strategies and their impact on
end-organ vascular control. More recent efforts using both
invasive and noninvasive sympathetic neuromodulation sug-
gest a more profound interplay between sensory inputs that
modify efferent sympathetic outflow, reaching sites of process-
ing within the higher cortical pathways. In these ways, micro-
neurography has become a fundamental tool in the study of the
sympathetic nervous system that communicates complex but
seemingly ordered instructions for homeostatic adjustments.

GRANTS

This work and the studies discussed from the author’s laboratories were
supported by the Natural Sciences and Engineering Research Council of
Canada (J. K. Shoemaker), the Canadian Institutes of Health Research (J. K.
Shoemaker), the National Institutes of Health (P. J. Fadel), and graduate

1740 SYMPATHETIC DISCHARGE PATTERNS

J Neurophysiol • doi:10.1152/jn.00841.2017 • www.jn.org

Downloaded from journals.physiology.org/journal/jn (149.167.150.177) on August 31, 2023.



scholarships from Canadian Institutes of Health Research (M. B. Badrov) and
the Natural Sciences and Engineering Research Council of Canada (S. A.
Klassen).

DISCLOSURES

No conflicts of interest, financial or otherwise, are declared by the authors.

AUTHOR CONTRIBUTIONS

J.K.S. conceived and designed research; J.K.S., M.B.B., and P.J.F. prepared
figures; J.K.S., S.A.K., and P.J.F. drafted manuscript; J.K.S., M.B.B., S.A.K.,
and P.J.F. edited and revised manuscript; J.K.S., M.B.B., S.A.K., and P.J.F.
approved final version of manuscript.

REFERENCES

Adrian ED, Bronk DW, Phillips G. Discharges in mammalian sympathetic
nerves. J Physiol 74: 115–133, 1932. doi:10.1113/jphysiol.1932.sp002832.

Aguayo AJ, Terry LC, Bray GM. Spontaneous loss of axons in sympathetic
unmyelinated nerve fibers of the rat during development. Brain Res 54:
360–364, 1973. doi:10.1016/0006-8993(73)90061-9.

Anderson EA, Wallin BG, Mark AL. Dissociation of sympathetic nerve
activity in arm and leg muscle during mental stress. Hypertension 9:
III114–III119, 1987.

Arnal LH, Poeppel D, Giraud AL. Temporal coding in the auditory cortex.
Handb Clin Neurol 129: 85–98, 2015. doi:10.1016/B978-0-444-62630-
1.00005-6.

Azevedo ER, Newton GE, Floras JS, Parker JD. Reducing cardiac filling
pressure lowers norepinephrine spillover in patients with chronic heart failure.
Circulation 101: 2053–2059, 2000. doi:10.1161/01.CIR.101.17.2053.

Badrov MB, Barak OF, Mijacika T, Shoemaker LN, Borrell LJ, Lojpur
M, Drvis I, Dujic Z, Shoemaker JK. Ventilation inhibits sympathetic
action potential recruitment even during severe chemoreflex stress. J Neu-
rophysiol 118: 2914–2924, 2017. doi:10.1152/jn.00381.02017.

Badrov MB, Lalande S, Olver TD, Suskin N, Shoemaker JK. Effects of
aging and coronary artery disease on sympathetic neural recruitment strat-
egies during end-inspiratory and end-expiratory apnea. Am J Physiol Heart
Circ Physiol 311: H1040–H1050, 2016a. doi:10.1152/ajpheart.00334.2016.

Badrov MB, Olver TD, Shoemaker JK. Central vs. peripheral determinants
of sympathetic neural recruitment: insights from static handgrip exercise and
postexercise circulatory occlusion. Am J Physiol Regul Integr Comp Physiol
311: R1013–R1021, 2016b. doi:10.1152/ajpregu.00360.2016.

Badrov MB, Usselman CW, Shoemaker JK. Sympathetic neural recruitment
strategies: responses to severe chemoreflex and baroreflex stress. Am J
Physiol Regul Integr Comp Physiol 309: R160–R168, 2015. doi:10.1152/
ajpregu.00077.2015.

Bahr R, Bartel B, Blumberg H, Jänig W. Functional characterization of
preganglionic neurons projecting in the lumbar splanchnic nerves: vasocon-
strictor neurons. J Auton Nerv Syst 15: 131–140, 1986. doi:10.1016/0165-
1838(86)90009-3.

Barman SM, Fadel PJ, Vongpatanasin W, Victor RG, Gebber GL. Basis
for the cardiac-related rhythm in muscle sympathetic nerve activity of
humans. Am J Physiol Heart Circ Physiol 284: H584–H597, 2003. doi:10.
1152/ajpheart.00602.2002.

Beissner F, Meissner K, Bär KJ, Napadow V. The autonomic brain: an
activation likelihood estimation meta-analysis for central processing of
autonomic function. J Neurosci 33: 10503–10511, 2013. doi:10.1523/
JNEUROSCI.1103-13.2013.

Bing RJ, Bradley SE, Cournand A, Dawes GS, Fishman AP, Folkow B,
Hamilton WF, Hellerstein HK, Heymans CJF, Katz LN, Kety SS,
Landis EM, Mommaerts WFHM, Pickering G, Richards DW, Smith
HW. Vasomotor control and the regulation of blood pressure. In: Circula-
tion of the Blood: Men and Ideas, edited by Fishman AP, Richards, DW.
Bethesda, MD: American Physiological Society, 1982, p. 407–486.

Birks RI. Regulation by patterned preganglionic neural activity of transmitter
stores in a sympathetic ganglion. J Physiol 280: 559–572, 1978. doi:10.
1113/jphysiol.1978.sp012401.

Birks RI, Isacoff EY. Burst-patterned stimulation promotes nicotinic trans-
mission in isolated perfused rat sympathetic ganglia. J Physiol 402: 515–
532, 1988. doi:10.1113/jphysiol.1988.sp017218.

Birks RI, Laskey W, Polosa C. The effect of burst patterning of preganglionic
input on the efficacy of transmission at the cat stellate ganglion. J Physiol
318: 531–539, 1981. doi:10.1113/jphysiol.1981.sp013882.

Bratton B, Davies P, Jänig W, McAllen R. Ganglionic transmission in a
vasomotor pathway studied in vivo. J Physiol 588: 1647–1659, 2010.
doi:10.1113/jphysiol.2009.185025.

Briant LJ, Burchell AE, Ratcliffe LE, Charkoudian N, Nightingale AK,
Paton JF, Joyner MJ, Hart EC. Quantifying sympathetic neuro-haemo-
dynamic transduction at rest in humans: insights into sex, ageing and blood
pressure control. J Physiol 594: 4753–4768, 2016. doi:10.1113/JP272167.

Bronk DW, Ferguson LK, Margaria R, Solandt DY. The activity of the
cardiac sympathetic centers. Am J Physiol 117: 237–249, 1936. doi:10.1152/
ajplegacy.1936.117.2.237.

Brychta RJ, Shiavi R, Robertson D, Diedrich A. Spike detection in human
muscle sympathetic nerve activity using the kurtosis of stationary wavelet
transform coefficients. J Neurosci Methods 160: 359–367, 2007. doi:10.
1016/j.jneumeth.2006.09.020.

Burke D, Sundlöf G, Wallin G. Postural effects on muscle nerve sympathetic
activity in man. J Physiol 272: 399–414, 1977. doi:10.1113/jphysiol.1977.
sp012051.

Burnstock G. Nervous control of smooth muscle by transmitters, cotran-
smitters and modulators. Experientia 41: 869–874, 1985. doi:10.1007/
BF01970003.

Cannon WB. The Wisdom of the Body. New York: Norton, 1932, p. 312.
Carter JR, Ray CA. Sympathetic neural adaptations to exercise training in

humans. Auton Neurosci 188: 36–43, 2015. doi:10.1016/j.autneu.2014.10.
020.

Cechetto DF, Shoemaker JK. Functional neuroanatomy of autonomic regu-
lation. Neuroimage 47: 795–803, 2009. doi:10.1016/j.neuroimage.2009.05.
024.

Charkoudian N, Wallin BG. Sympathetic neural activity to the cardiovascu-
lar system: integrator of systemic physiology and interindividual character-
istics. Compr Physiol 4: 825–850, 2014. doi:10.1002/cphy.c130038.

Chobanian AV. Impact of nonadherence to antihypertensive therapy. Cir-
culation 120: 1558 –1560, 2009. doi:10.1161/CIRCULATIONAHA.109.
906164.

Clancy JA, Mary DA, Witte KK, Greenwood JP, Deuchars SA, Deuchars
J. Non-invasive vagus nerve stimulation in healthy humans reduces sym-
pathetic nerve activity. Brain Stimulat 7: 871–877, 2014. doi:10.1016/j.brs.
2014.07.031.

Coats AJ, Cruickshank JM. Hypertensive subjects with type-2 diabetes, the
sympathetic nervous system, and treatment implications. Int J Cardiol 174:
702–709, 2014. doi:10.1016/j.ijcard.2014.04.204.

Cogliati C, Magatelli R, Montano N, Narkiewicz K, Somers VK. Detection
of low- and high-frequency rhythms in the variability of skin sympathetic
nerve activity. Am J Physiol Heart Circ Physiol 278: H1256–H1260, 2000.
doi:10.1152/ajpheart.2000.278.4.H1256.

Cooper SJ. From Claude Bernard to Walter Cannon. Emergence of the
concept of homeostasis. Appetite 51: 419–427, 2008. doi:10.1016/j.appet.
2008.06.005.

Critchley HD, Corfield DR, Chandler MP, Mathias CJ, Dolan RJ. Cerebral
correlates of autonomic cardiovascular arousal: a functional neuroimaging
investigation in humans. J Physiol 523: 259–270, 2000. doi:10.1111/j.1469-
7793.2000.t01-1-00259.x.

Delius W, Hagbarth KE, Hongell A, Wallin BG. General characteristics of
sympathetic activity in human muscle nerves. Acta Physiol Scand 84:
65–81, 1972a. doi:10.1111/j.1748-1716.1972.tb05157.x.

Delius W, Hagbarth KE, Hongell A, Wallin BG. Manoeuvres affecting
sympathetic outflow in human muscle nerves. Acta Physiol Scand 84:
82–94, 1972b. doi:10.1111/j.1748-1716.1972.tb05158.x.

Dell’Oro R, Gronda E, Seravalle G, Costantino G, Alberti L, Baronio B,
Staine T, Vanoli E, Mancia G, Grassi G. Restoration of normal sympa-
thetic neural function in heart failure following baroreflex activation ther-
apy: final 43-month study report. J Hypertens 35: 2532–2536, 2017. doi:
10.1097/HJH.0000000000001498.

DiBona GF, Sawin LL, Jones SY. Differentiated sympathetic neural control
of the kidney. Am J Physiol Regul Integr Comp Physiol 271: R84–R90,
1996. doi:10.1152/ajpregu.1996.271.1.R84.

Diedrich A, Charoensuk W, Brychta RJ, Ertl AC, Shiavi R. Analysis of
raw microneurographic recordings based on wavelet de-noising technique
and classification algorithm: wavelet analysis in microneurography. IEEE
Trans Biomed Eng 50: 41–50, 2003. doi:10.1109/TBME.2002.807323.

Diedrich A, Porta A, Barbic F, Brychta RJ, Bonizzi P, Diedrich L, Cerutti
S, Robertson D, Furlan R. Lateralization of expression of neural sympa-
thetic activity to the vessels and effects of carotid baroreceptor stimulation.
Am J Physiol Heart Circ Physiol 296: H1758–H1765, 2009. doi:10.1152/
ajpheart.01045.2008.

1741SYMPATHETIC DISCHARGE PATTERNS

J Neurophysiol • doi:10.1152/jn.00841.2017 • www.jn.org

Downloaded from journals.physiology.org/journal/jn (149.167.150.177) on August 31, 2023.

https://doi.org/10.1113/jphysiol.1932.sp002832
https://doi.org/10.1016/0006-8993(73)90061-9
https://doi.org/10.1016/B978-0-444-62630-1.00005-6
https://doi.org/10.1016/B978-0-444-62630-1.00005-6
https://doi.org/10.1161/01.CIR.101.17.2053
https://doi.org/10.1152/jn.00381.02017
https://doi.org/10.1152/ajpheart.00334.2016
https://doi.org/10.1152/ajpregu.00360.2016
https://doi.org/10.1152/ajpregu.00077.2015
https://doi.org/10.1152/ajpregu.00077.2015
https://doi.org/10.1016/0165-1838(86)90009-3
https://doi.org/10.1016/0165-1838(86)90009-3
https://doi.org/10.1152/ajpheart.00602.2002
https://doi.org/10.1152/ajpheart.00602.2002
https://doi.org/10.1523/JNEUROSCI.1103-13.2013
https://doi.org/10.1523/JNEUROSCI.1103-13.2013
https://doi.org/10.1113/jphysiol.1978.sp012401
https://doi.org/10.1113/jphysiol.1978.sp012401
https://doi.org/10.1113/jphysiol.1988.sp017218
https://doi.org/10.1113/jphysiol.1981.sp013882
https://doi.org/10.1113/jphysiol.2009.185025
https://doi.org/10.1113/JP272167
https://doi.org/10.1152/ajplegacy.1936.117.2.237
https://doi.org/10.1152/ajplegacy.1936.117.2.237
https://doi.org/10.1016/j.jneumeth.2006.09.020
https://doi.org/10.1016/j.jneumeth.2006.09.020
https://doi.org/10.1113/jphysiol.1977.sp012051
https://doi.org/10.1113/jphysiol.1977.sp012051
https://doi.org/10.1007/BF01970003
https://doi.org/10.1007/BF01970003
https://doi.org/10.1016/j.autneu.2014.10.020
https://doi.org/10.1016/j.autneu.2014.10.020
https://doi.org/10.1016/j.neuroimage.2009.05.024
https://doi.org/10.1016/j.neuroimage.2009.05.024
https://doi.org/10.1002/cphy.c130038
https://doi.org/10.1161/CIRCULATIONAHA.109.906164
https://doi.org/10.1161/CIRCULATIONAHA.109.906164
https://doi.org/10.1016/j.brs.2014.07.031
https://doi.org/10.1016/j.brs.2014.07.031
https://doi.org/10.1016/j.ijcard.2014.04.204
https://doi.org/10.1152/ajpheart.2000.278.4.H1256
https://doi.org/10.1016/j.appet.2008.06.005
https://doi.org/10.1016/j.appet.2008.06.005
https://doi.org/10.1111/j.1469-7793.2000.t01-1-00259.x
https://doi.org/10.1111/j.1469-7793.2000.t01-1-00259.x
https://doi.org/10.1111/j.1748-1716.1972.tb05157.x
https://doi.org/10.1111/j.1748-1716.1972.tb05158.x
https://doi.org/10.1097/HJH.0000000000001498
https://doi.org/10.1152/ajpregu.1996.271.1.R84
https://doi.org/10.1109/TBME.2002.807323
https://doi.org/10.1152/ajpheart.01045.2008
https://doi.org/10.1152/ajpheart.01045.2008


Eckberg DL. The human respiratory gate. J Physiol 548: 339–352, 2003.
doi:10.1113/jphysiol.2002.037192.

Elam M, Macefield V. Multiple firing of single muscle vasoconstrictor
neurons during cardiac dysrhythmias in human heart failure. J Appl Physiol
(1985) 91: 717–724, 2001. doi:10.1152/jappl.2001.91.2.717.

Elam M, Sverrisdottir YB, Rundqvist B, McKenzie D, Wallin BG, Mace-
field VG. Pathological sympathoexcitation: how is it achieved? Acta Physiol
Scand 177: 405–411, 2003. doi:10.1046/j.1365-201X.2003.01080.x.

Esler M. Sympathetic nervous system: contribution to human hypertension
and related cardiovascular diseases. J Cardiovasc Pharmacol 26, Suppl 2:
S24–S28, 1995. doi:10.1097/00005344-199512020-00004.

Esler M. The sympathetic nervous system through the ages: from Thomas
Willis to resistant hypertension. Exp Physiol 96: 611–622, 2011. doi:10.
1113/expphysiol.2011.052332.

Esler M, Jennings G, Korner P, Blombery P, Sacharias N, Leonard P.
Measurement of total and organ-specific norepinephrine kinetics in humans.
Am J Physiol Endocrinol Metab 247: E21–E28, 1984a. doi:10.1152/
ajpendo.1984.247.1.E21.

Esler M, Jennings G, Korner P, Willett I, Dudley F, Hasking G, Anderson
W, Lambert G. Assessment of human sympathetic nervous system activity
from measurements of norepinephrine turnover. Hypertension 11: 3–20,
1988. doi:10.1161/01.HYP.11.1.3.

Esler M, Jennings G, Leonard P, Sacharias N, Burke F, Johns J,
Blombery P. Contribution of individual organs to total noradrenaline
release in humans. Acta Physiol Scand Suppl 527: 11–16, 1984b.

Esler M, Kaye D, Lambert G, Esler D, Jennings G. Adrenergic nervous
system in heart failure. Am J Cardiol 80, 11A: 7L–14L, 1997. doi:10.1016/
S0002-9149(97)00844-8.

Esler M, Lambert G, Brunner-La Rocca HP, Vaddadi G, Kaye D.
Sympathetic nerve activity and neurotransmitter release in humans: trans-
lation from pathophysiology into clinical practice. Acta Physiol Scand 177:
275–284, 2003. doi:10.1046/j.1365-201X.2003.01089.x.

Esler M, Rumantir M, Wiesner G, Kaye D, Hastings J, Lambert G. Sympa-
thetic nervous system and insulin resistance: from obesity to diabetes. Am J
Hypertens 14: 304S–309S, 2001. doi:10.1016/S0895-7061(01)02236-1.

Fadel PJ. Neural control of the circulation during exercise in health and
disease. Front Physiol 4: 224, 2013. doi:10.3389/fphys.2013.00224.

Fadel PJ. Reflex control of the circulation during exercise. Scand J Med Sci
Sports 25, Suppl 4: 74–82, 2015. doi:10.1111/sms.12600.

Fadel PJ, Ogoh S, Watenpaugh DE, Wasmund W, Olivencia-Yurvati A,
Smith ML, Raven PB. Carotid baroreflex regulation of sympathetic nerve
activity during dynamic exercise in humans. Am J Physiol Heart Circ
Physiol 280: H1383–H1390, 2001. doi:10.1152/ajpheart.2001.280.3.H1383.

Fagius J, Wallin BG. Long-term variability and reproducibility of resting
human muscle nerve sympathetic activity at rest, as reassessed after a
decade. Clin Auton Res 3: 201–205, 1993. doi:10.1007/BF01826234.

Fagius J, Wallin BG, Sundlöf G, Nerhed C, Englesson S. Sympathetic
outflow in man after anaesthesia of the glossopharyngeal and vagus nerves.
Brain 108: 423–438, 1985. doi:10.1093/brain/108.2.423.

Fairfax ST, Holwerda SW, Credeur DP, Zuidema MY, Medley JH, Dyke
PC II, Wray DW, Davis MJ, Fadel PJ. The role of �-adrenergic receptors
in mediating beat-by-beat sympathetic vascular transduction in the forearm
of resting man. J Physiol 591: 3637–3649, 2013a. doi:10.1113/jphysiol.
2013.250894.

Fairfax ST, Padilla J, Vianna LC, Davis MJ, Fadel PJ. Spontaneous bursts
of muscle sympathetic nerve activity decrease leg vascular conductance in
resting humans. Am J Physiol Heart Circ Physiol 304: H759–H766, 2013b.
doi:10.1152/ajpheart.00842.2012.

Finger S. Defining and controlling the circuits of emotion. In: Origins of
Neuroscience: A History of Explorations into Brain Function. New York:
Oxford University Press, 1994, p. 280.

Floras JS. Sympathetic nervous system activation in human heart failure:
clinical implications of an updated model. J Am Coll Cardiol 54: 375–385,
2009. doi:10.1016/j.jacc.2009.03.061.

Floras JS. Sympathetic nervous system in patients with sleep related brea-
thing disorders. Curr Hypertens Rev 12: 18 –26, 2016. doi:10.2174/
1573402112666160114093359.

Gebber GL. Central oscillators responsible for sympathetic nerve discharge.
Am J Physiol Heart Circ Physiol 239: H143–H155, 1980. doi:10.1152/
ajpheart.1980.239.2.H143.

Gebber GL, Barman SM. Basis for 2-6 cycle/s rhythm in sympathetic nerve
discharge. Am J Physiol Regul Integr Physiol 239: R48–R56, 1980. doi:10.
1152/ajpregu.1980.239.1.R48.

Gianaros PJ, Sheu LK. A review of neuroimaging studies of stressor-evoked
blood pressure reactivity: emerging evidence for a brain-body pathway to
coronary heart disease risk. Neuroimage 47: 922–936, 2009. doi:10.1016/j.
neuroimage.2009.04.073.

Gibbins IL, Hoffmann B, Morris JL. Peripheral fields of sympathetic
vasoconstrictor neurons in guinea pigs. Neurosci Lett 248: 89–92, 1998.
doi:10.1016/S0304-3940(98)00314-0.

Goswami R, Frances MF, Steinback CD, Shoemaker JK. Forebrain orga-
nization representing baroreceptor gating of somatosensory afferents within
the cortical autonomic network. J Neurophysiol 108: 453–466, 2012. doi:
10.1152/jn.00764.2011.

Grassi G. Role of the sympathetic nervous system in human hypertension. J
Hypertens 16, Suppl: 1979–1987, 1998. doi:10.1097/00004872-199816121-
00019.

Grassi G. Sympathetic overdrive and cardiovascular risk in the metabolic
syndrome. Hypertens Res 29: 839–847, 2006. doi:10.1291/hypres.29.839.

Grassi G, Cattaneo BM, Bolla GB, Mancia G. Neural mechanisms in
hypertension and the elderly. Arch Gerontol Geriatr 20: 79–85, 1995.
doi:10.1016/0167-4943(94)00609-B.

Hagbarth KE, Vallbo AB. Pulse and respiratory grouping of sympathetic
impulses in human muscle nerves. Acta Physiol Scand 74: 96–108, 1968.
doi:10.1111/j.1365-201X.1968.tb10904.x.

Halliwill JR, Morgan BJ, Charkoudian N. Peripheral chemoreflex and
baroreflex interactions in cardiovascular regulation in humans. J Physiol
552: 295–302, 2003. doi:10.1113/jphysiol.2003.050708.

Hart EC, Head GA, Carter JR, Wallin G, May CN, Hamza SM, Hall JE,
Charkoudian N, Osborn JW. Recording sympathetic nerve activity in
conscious humans and other mammals: guidelines and the road to standard-
ization. Am J Physiol Heart Circ Physiol 312: H1031–H1051, 2017. doi:
10.1152/ajpheart.00703.02016.

Henderson LA, James C, Macefield VG. Identification of sites of sympa-
thetic outflow during concurrent recordings of sympathetic nerve activity
and fMRI. Anat Rec (Hoboken) 295: 1396–1403, 2012. doi:10.1002/ar.
22513.

Henneman E, Somjen G, Carpenter DO. Excitability and inhibitability of
motoneurons of different sizes. J Neurophysiol 28: 599–620, 1965. doi:10.
1152/jn.1965.28.3.599.

Heusser K, Tank J, Brinkmann J, Menne J, Kaufeld J, Linnenweber-Held
S, Beige J, Wilhelmi M, Diedrich A, Haller H, Jordan J. Acute response
to unilateral unipolar electrical carotid sinus stimulation in patients with
resistant arterial hypertension. Hypertension 67: 585–591, 2016. doi:10.
1161/HYPERTENSIONAHA.115.06486.

Heusser K, Tank J, Engeli S, Diedrich A, Menne J, Eckert S, Peters T,
Sweep FC, Haller H, Pichlmaier AM, Luft FC, Jordan J. Carotid
baroreceptor stimulation, sympathetic activity, baroreflex function, and
blood pressure in hypertensive patients. Hypertension 55: 619–626, 2010.
doi:10.1161/HYPERTENSIONAHA.109.140665.

Hogikyan RV, Supiano MA. Arterial �-adrenergic responsiveness is de-
creased and SNS activity is increased in older humans. Am J Physiol
Endocrinol Metab 266: E717–E724, 1994. doi:10.1152/ajpendo.1994.266.
5.E717.

Holwerda SW, Restaino RM, Manrique C, Lastra G, Fisher JP, Fadel PJ.
Augmented pressor and sympathetic responses to skeletal muscle metabore-
flex activation in type 2 diabetes patients. Am J Physiol Heart Circ Physiol
310: H300–H309, 2016. doi:10.1152/ajpheart.00636.2015.

Horn JP, Kullmann PHM. Dynamic clamp analysis of synaptic integration in
sympathetic ganglia. Neirofiziologiia 39: 423–429, 2007. doi:10.1007/
s11062-008-9002-y.

Hornyak M, Cejnar M, Elam M, Matousek M, Wallin BG. Sympathetic
muscle nerve activity during sleep in man. Brain 114: 1281–1295, 1991.
doi:10.1093/brain/114.3.1281.

Iwase S, Mano T, Watanabe T, Saito M, Kobayashi F. Age-related changes
of sympathetic outflow to muscles in humans. J Gerontol 46: M1–M5, 1991.
doi:10.1093/geronj/46.1.M1.

Izzo JL Jr. Sympathoadrenal activity, catecholamines, and the pathogenesis of
vasculopathic hypertensive target-organ damage. Am J Hypertens 2: 305S–
312S, 1989. doi:10.1093/ajh/2.12.305S.

Jänig W. The Integrative Action of the Autonomic Nervous System: Neurobi-
ology of Homeostasis. Cambridge, UK: Cambridge University Press, 2006,
p. 610. doi:10.1017/CBO9780511541667

Jänig W, Häbler HJ. Specificity in the organization of the autonomic nervous
system: a basis for precise neural regulation of homeostatic and protective
body functions. Prog Brain Res 122: 351–367, 2000. doi:10.1016/S0079-
6123(08)62150-0.

1742 SYMPATHETIC DISCHARGE PATTERNS

J Neurophysiol • doi:10.1152/jn.00841.2017 • www.jn.org

Downloaded from journals.physiology.org/journal/jn (149.167.150.177) on August 31, 2023.

https://doi.org/10.1113/jphysiol.2002.037192
https://doi.org/10.1152/jappl.2001.91.2.717
https://doi.org/10.1046/j.1365-201X.2003.01080.x
https://doi.org/10.1097/00005344-199512020-00004
https://doi.org/10.1113/expphysiol.2011.052332
https://doi.org/10.1113/expphysiol.2011.052332
https://doi.org/10.1152/ajpendo.1984.247.1.E21
https://doi.org/10.1152/ajpendo.1984.247.1.E21
https://doi.org/10.1161/01.HYP.11.1.3
https://doi.org/10.1016/S0002-9149(97)00844-8
https://doi.org/10.1016/S0002-9149(97)00844-8
https://doi.org/10.1046/j.1365-201X.2003.01089.x
https://doi.org/10.1016/S0895-7061(01)02236-1
https://doi.org/10.3389/fphys.2013.00224
https://doi.org/10.1111/sms.12600
https://doi.org/10.1152/ajpheart.2001.280.3.H1383
https://doi.org/10.1007/BF01826234
https://doi.org/10.1093/brain/108.2.423
https://doi.org/10.1113/jphysiol.2013.250894
https://doi.org/10.1113/jphysiol.2013.250894
https://doi.org/10.1152/ajpheart.00842.2012
https://doi.org/10.1016/j.jacc.2009.03.061
https://doi.org/10.2174/1573402112666160114093359
https://doi.org/10.2174/1573402112666160114093359
https://doi.org/10.1152/ajpheart.1980.239.2.H143
https://doi.org/10.1152/ajpheart.1980.239.2.H143
https://doi.org/10.1152/ajpregu.1980.239.1.R48
https://doi.org/10.1152/ajpregu.1980.239.1.R48
https://doi.org/10.1016/j.neuroimage.2009.04.073
https://doi.org/10.1016/j.neuroimage.2009.04.073
https://doi.org/10.1016/S0304-3940(98)00314-0
https://doi.org/10.1152/jn.00764.2011
https://doi.org/10.1097/00004872-199816121-00019
https://doi.org/10.1097/00004872-199816121-00019
https://doi.org/10.1291/hypres.29.839
https://doi.org/10.1016/0167-4943(94)00609-B
https://doi.org/10.1111/j.1365-201X.1968.tb10904.x
https://doi.org/10.1113/jphysiol.2003.050708
https://doi.org/10.1152/ajpheart.00703.02016
https://doi.org/10.1002/ar.22513
https://doi.org/10.1002/ar.22513
https://doi.org/10.1152/jn.1965.28.3.599
https://doi.org/10.1152/jn.1965.28.3.599
https://doi.org/10.1161/HYPERTENSIONAHA.115.06486
https://doi.org/10.1161/HYPERTENSIONAHA.115.06486
https://doi.org/10.1161/HYPERTENSIONAHA.109.140665
https://doi.org/10.1152/ajpendo.1994.266.5.E717
https://doi.org/10.1152/ajpendo.1994.266.5.E717
https://doi.org/10.1152/ajpheart.00636.2015
https://doi.org/10.1007/s11062-008-9002-y
https://doi.org/10.1007/s11062-008-9002-y
https://doi.org/10.1093/brain/114.3.1281
https://doi.org/10.1093/geronj/46.1.M1
https://doi.org/10.1093/ajh/2.12.305S
https://doi.org/10.1017/CBO9780511541667
https://doi.org/10.1016/S0079-6123(08)62150-0
https://doi.org/10.1016/S0079-6123(08)62150-0


Jänig W, Häbler HJ. Neurophysiological analysis of target-related sympa-
thetic pathways—from animal to human: similarities and differences. Acta
Physiol Scand 177: 255–274, 2003. doi:10.1046/j.1365-201X.2003.01088.x.

Joos K, Gilles A, Van de Heyning P, De Ridder D, Vanneste S. From
sensation to percept: the neural signature of auditory event-related poten-
tials. Neurosci Biobehav Rev 42: 148–156, 2014. doi:10.1016/j.neubiorev.
2014.02.009.

Kaur J, Young BE, Fadel PJ. Sympathetic overactivity in chronic kidney
disease: consequences and mechanisms. Int J Mol Sci 18: E1682, 2017.
10.3390/ijms18081682.

Khan MH, Sinoway LI, MacLean DA. Effects of graded LBNP on MSNA
and interstitial norepinephrine. Am J Physiol Heart Circ Physiol 283:
H2038–H2044, 2002. doi:10.1152/ajpheart.00412.2001.

Kienbaum P, Karlsson T, Sverrisdóttir YB, Elam M, Wallin BG. Two sites
for modulation of human sympathetic activity by arterial baroreceptors? J
Physiol 531: 861–869, 2001. doi:10.1111/j.1469-7793.2001.0861h.x.

Kimmerly DS, O’Leary DD, Shoemaker JK. Test-retest repeatability of
muscle sympathetic nerve activity: influence of data analysis and head-up
tilt. Auton Neurosci 114: 61–71, 2004. doi:10.1016/j.autneu.2004.06.005.

Kimmerly DS, Shoemaker JK. Hypovolemia and neurovascular control
during orthostatic stress. Am J Physiol Heart Circ Physiol 282: H645–H655,
2002. doi:10.1152/ajpheart.00535.2001.

Kingwell BA, Thompson JM, Kaye DM, McPherson GA, Jennings GL,
Esler MD. Heart rate spectral analysis, cardiac norepinephrine spillover,
and muscle sympathetic nerve activity during human sympathetic nervous
activation and failure. Circulation 90: 234–240, 1994. doi:10.1161/01.CIR.
90.1.234.

Klassen SA, De Abreu S, Greaves DK, Kimmerly DS, Arbeille P, Denise
P, Hughson RL, Normand H, Shoemaker JK. Long-duration bed rest
modifies sympathetic neural recruitment strategies in males and females. J
Appl Physiol 24: 769–779, 2017. doi:10.1152/jap.00640.02017.

Labrunée M, Despas F, Marque P, Guiraud T, Galinier M, Senard JM,
Pathak A. Acute electromyostimulation decreases muscle sympathetic
nerve activity in patients with advanced chronic heart failure (EMSICA
Study). PLoS One 8: e79438, 2013. doi:10.1371/journal.pone.0079438.

Lambert EA, Rice T, Eikelis N, Straznicky NE, Lambert GW, Head GA,
Hensman C, Schlaich MP, Dixon JB. Sympathetic activity and markers of
cardiovascular risk in nondiabetic severely obese patients: the effect of the
initial 10% weight loss. Am J Hypertens 27: 1308–1315, 2014. doi:10.1093/
ajh/hpu050.

Lambert EA, Schlaich MP, Dawood T, Sari C, Chopra R, Barton DA,
Kaye DM, Elam M, Esler MD, Lambert GW. Single-unit muscle sym-
pathetic nervous activity and its relation to cardiac noradrenaline spillover.
J Physiol 589: 2597–2605, 2011. doi:10.1113/jphysiol.2011.205351.

Lambert EA, Straznicky NE, Lambert GW. A sympathetic view of human
obesity. Clin Auton Res 23: 9–14, 2013. doi:10.1007/s10286-012-0169-3.

Llewellyn-Smith IJ. Anatomy of synaptic circuits controlling the activity of
sympathetic preganglionic neurons. J Chem Neuroanat 38: 231–239, 2009.
doi:10.1016/j.jchemneu.2009.06.001.

Macefield VG. Firing patterns of muscle vasoconstrictor neurons in respira-
tory disease. Front Physiol 3: 153, 2012. doi:10.3389/fphys.2012.00153.

Macefield VG, Elam M. Why do human postganglionic neurones primarily
only fire once during a sympathetic burst? Acta Physiol Scand 177: 247–
253, 2003. doi:10.1046/j.1365-201X.2003.01078.x.

Macefield VG, Wallin BG. Firing properties of single vasoconstrictor neu-
rones in human subjects with high levels of muscle sympathetic activity. J
Physiol 516: 293–301, 1999. doi:10.1111/j.1469-7793.1999.293aa.x.

Macefield VG, Wallin BG. Physiological and pathophysiological firing prop-
erties of single postganglionic sympathetic neurons in humans. J Neuro-
physiol 119: 944–956, 2018. doi:10.1152.jn.00004.02017.

Macefield VG, Wallin BG, Vallbo AB. The discharge behaviour of single
vasoconstrictor motoneurones in human muscle nerves. J Physiol 481:
799–809, 1994. doi:10.1113/jphysiol.1994.sp020482.

Malliani A, Montano N. Sympathetic overactivity in ischaemic heart disease.
Clin Sci (Lond) 106: 567–568, 2004. doi:10.1042/CS20040068.

Malpas SC, Ninomiya I. The amplitude and periodicity of synchronized renal
sympathetic nerve discharges in anesthetized cats: differential effect of
baroreceptor activity. J Auton Nerv Syst 40: 189–198, 1992. doi:10.1016/
0165-1838(92)90200-Z.

Mano T. Microneurography as a tool to investigate sympathetic nerve re-
sponses to environmental stress. Aviakosm Ekolog Med 31: 8–14, 1997.

Mano T. Microneurographic research on sympathetic nerve responses to
environmental stimuli in humans. Jpn J Physiol 48: 99–114, 1998. doi:10.
2170/jjphysiol.48.99.

Mano T, Iwase S, Toma S. Microneurography as a tool in clinical neuro-
physiology to investigate peripheral neural traffic in humans. Clin Neuro-
physiol 117: 2357–2384, 2006. doi:10.1016/j.clinph.2006.06.002.

Maslov PZ, Breskovic T, Brewer DN, Shoemaker JK, Dujic Z. Recruitment
pattern of sympathetic muscle neurons during premature ventricular con-
tractions in heart failure patients and controls. Am J Physiol Regul Integr
Comp Physiol 303: R1157–R1164, 2012. doi:10.1152/ajpregu.00323.2012.

McAllen RM, Malpas SC. Sympathetic burst activity: characteristics and
significance. Clin Exp Pharmacol Physiol 24: 791–799, 1997. doi:10.1111/
j.1440-1681.1997.tb02693.x.

McAllen RM, Trevaks D. Are pre-ganglionic neurones recruited in a set
order? Acta Physiol Scand 177: 219–225, 2003. doi:10.1046/j.1365-
201X.2003.01072.x.

McLachlan EM. Transmission of signals through sympathetic ganglia–modu-
lation, integration or simply distribution? Acta Physiol Scand 177: 227–235,
2003. doi:10.1046/j.1365-201X.2003.01075.x.

Millar PJ, Murai H, Floras JS. Paradoxical muscle sympathetic reflex
activation in human heart failure. Circulation 131: 459–468, 2015. doi:10.
1161/CIRCULATIONAHA.114.010765.

Millar PJ, Murai H, Morris BL, Floras JS. Microneurographic evidence in
healthy middle-aged humans for a sympathoexcitatory reflex activated by
atrial pressure. Am J Physiol Heart Circ Physiol 305: H931–H938, 2013.
doi:10.1152/ajpheart.00375.2013.

Mitchell JH. J.B. Wolffe memorial lecture. Neural control of the circulation
during exercise. Med Sci Sports Exerc 22: 141–154, 1990.

Montano N, Furlan R, Guzzetti S, McAllen RM, Julien C. Analysis of
sympathetic neural discharge in rats and humans. Philos Trans A Math Phys
Eng Sci 367: 1265–1282, 2009. doi:10.1098/rsta.2008.0285.

Morris JL, Zhu BS, Gibbins IL, Blessing WW. Subpopulations of sympa-
thetic neurons project to specific vascular targets in the pinna of the rabbit
ear. J Comp Neurol 412: 147–160, 1999. doi:10.1002/(SICI)1096-9861
(19990913)412:1�147::AID-CNE11�3.0.CO;2-0.

Nilsson H, Ljung B, Sjöblom N, Wallin BG. The influence of the sympa-
thetic impulse pattern on contractile responses of rat mesenteric arteries and
veins. Acta Physiol Scand 123: 303–309, 1985. doi:10.1111/j.1748-
1716.1985.tb07592.x.

Ninomiya I, Malpas SC, Matsukawa K, Shindo T, Akiyama T. The
amplitude of synchronized cardiac sympathetic nerve activity reflects the
number of activated pre- and postganglionic fibers in anesthetized cats. J
Auton Nerv Syst 45: 139–147, 1993. doi:10.1016/0165-1838(93)90125-E.

Ogoh S, Fadel PJ, Nissen P, Jans Ø, Selmer C, Secher NH, Raven PB.
Baroreflex-mediated changes in cardiac output and vascular conductance in
response to alterations in carotid sinus pressure during exercise in humans.
J Physiol 550: 317–324, 2003. doi:10.1113/jphysiol.2003.041517.

Pawelczyk JA, Levine BD. Heterogeneous responses of human limbs to
infused adrenergic agonists: a gravitational effect? J Appl Physiol (1985) 92:
2105–2113, 2002. doi:10.1152/japplphysiol.00979.2001.

Pernow J, Schwieler J, Kahan T, Hjemdahl P, Oberle J, Wallin BG,
Lundberg JM. Influence of sympathetic discharge pattern on norepineph-
rine and neuropeptide Y release. Am J Physiol 257: H866–H872, 1989.
doi:10.1152/ajpheart.1989.257.3.H866.

Plack CJ, Barker D, Hall DA. Pitch coding and pitch processing in the human
brain. Hear Res 307: 53–64, 2014. doi:10.1016/j.heares.2013.07.020.

Purves D, Rubin E, Snider WD, Lichtman J. Relation of animal size to
convergence, divergence, and neuronal number in peripheral sympathetic
pathways. J Neurosci 6: 158–163, 1986.

Riedel W, Peter W. Non-uniformity of regional vasomotor activity indicating
the existence of 2 different systems in the sympathetic cardiovascular
outflow. Experientia 33: 337–338, 1977. doi:10.1007/BF02002814.

Rimmer K, Horn JP. Weak and straddling secondary nicotinic synapses can
drive firing in rat sympathetic neurons and thereby contribute to ganglionic
amplification. Front Neurol 1: 130, 2010. doi:10.3389/fneur.2010.00130.

Rossi S, Santarnecchi E, Valenza G, Ulivelli M. The heart side of brain
neuromodulation. Philos Trans A Math Phys Eng Sci 374: 20150187, 2016.
doi:10.1098/rsta.2015.0187.

Salmanpour A, Brown LJ, Shoemaker JK. Detection and classification of
raw action potential patterns in human muscle sympathetic nerve activity.
Conf Proc IEEE Eng Med Biol Soc 2008: 2928–2931, 2008a. doi:10.1109/
IEMBS.2008.4649816.

Salmanpour A, Brown LJ, Shoemaker JK. Performance analysis of station-
ary and discrete wavelet transform for action potential detection from
sympathetic nerve recordings in humans. Conf Proc IEEE Eng Med Biol Soc
2008: 2932–2935, 2008b. doi:10.1109/IEMBS.2008.4649817.

1743SYMPATHETIC DISCHARGE PATTERNS

J Neurophysiol • doi:10.1152/jn.00841.2017 • www.jn.org

Downloaded from journals.physiology.org/journal/jn (149.167.150.177) on August 31, 2023.

https://doi.org/10.1046/j.1365-201X.2003.01088.x
https://doi.org/10.1016/j.neubiorev.2014.02.009
https://doi.org/10.1016/j.neubiorev.2014.02.009
https://doi.org/10.3390/ijms18081682
https://doi.org/10.1152/ajpheart.00412.2001
https://doi.org/10.1111/j.1469-7793.2001.0861h.x
https://doi.org/10.1016/j.autneu.2004.06.005
https://doi.org/10.1152/ajpheart.00535.2001
https://doi.org/10.1161/01.CIR.90.1.234
https://doi.org/10.1161/01.CIR.90.1.234
https://doi.org/10.1152/jap.00640.02017
https://doi.org/10.1371/journal.pone.0079438
https://doi.org/10.1093/ajh/hpu050
https://doi.org/10.1093/ajh/hpu050
https://doi.org/10.1113/jphysiol.2011.205351
https://doi.org/10.1007/s10286-012-0169-3
https://doi.org/10.1016/j.jchemneu.2009.06.001
https://doi.org/10.3389/fphys.2012.00153
https://doi.org/10.1046/j.1365-201X.2003.01078.x
https://doi.org/10.1111/j.1469-7793.1999.293aa.x
https://doi.org/10.1152.jn.00004.02017
https://doi.org/10.1113/jphysiol.1994.sp020482
https://doi.org/10.1042/CS20040068
https://doi.org/10.1016/0165-1838(92)90200-Z
https://doi.org/10.1016/0165-1838(92)90200-Z
https://doi.org/10.2170/jjphysiol.48.99
https://doi.org/10.2170/jjphysiol.48.99
https://doi.org/10.1016/j.clinph.2006.06.002
https://doi.org/10.1152/ajpregu.00323.2012
https://doi.org/10.1111/j.1440-1681.1997.tb02693.x
https://doi.org/10.1111/j.1440-1681.1997.tb02693.x
https://doi.org/10.1046/j.1365-201X.2003.01072.x
https://doi.org/10.1046/j.1365-201X.2003.01072.x
https://doi.org/10.1046/j.1365-201X.2003.01075.x
https://doi.org/10.1161/CIRCULATIONAHA.114.010765
https://doi.org/10.1161/CIRCULATIONAHA.114.010765
https://doi.org/10.1152/ajpheart.00375.2013
https://doi.org/10.1098/rsta.2008.0285
https://doi.org/10.1002/(SICI)1096-9861(19990913)412:1%3C147::AID-CNE11%3E3.0.CO;2-0
https://doi.org/10.1002/(SICI)1096-9861(19990913)412:1%3C147::AID-CNE11%3E3.0.CO;2-0
https://doi.org/10.1111/j.1748-1716.1985.tb07592.x
https://doi.org/10.1111/j.1748-1716.1985.tb07592.x
https://doi.org/10.1016/0165-1838(93)90125-E
https://doi.org/10.1113/jphysiol.2003.041517
https://doi.org/10.1152/japplphysiol.00979.2001
https://doi.org/10.1152/ajpheart.1989.257.3.H866
https://doi.org/10.1016/j.heares.2013.07.020
https://doi.org/10.1007/BF02002814
https://doi.org/10.3389/fneur.2010.00130
https://doi.org/10.1098/rsta.2015.0187
https://doi.org/10.1109/IEMBS.2008.4649816
https://doi.org/10.1109/IEMBS.2008.4649816
https://doi.org/10.1109/IEMBS.2008.4649817


Salmanpour A, Brown LJ, Shoemaker JK. Spike detection in human muscle
sympathetic nerve activity using a matched wavelet approach. J Neurosci
Methods 193: 343–355, 2010. doi:10.1016/j.jneumeth.2010.08.035.

Salmanpour A, Brown LJ, Steinback CD, Usselman CW, Goswami R,
Shoemaker JK. Relationship between size and latency of action potentials
in human muscle sympathetic nerve activity. J Neurophysiol 105: 2830–
2842, 2011a. doi:10.1152/jn.00814.2010.

Salmanpour A, Frances MF, Goswami R, Shoemaker JK. Sympathetic
neural recruitment patterns during the Valsalva maneuver. Conf Proc IEEE
Eng Med Biol Soc 2011: 6951–6954, 2011b. doi:10.1109/IEMBS.2011.
6091757.

Salmanpour A, Shoemaker JK. Baroreflex mechanisms regulating the oc-
currence of neural spikes in human muscle sympathetic nerve activity. J
Neurophysiol 107: 3409–3416, 2012. doi:10.1152/jn.00925.2011.

Sato KL, do Carmo JM, Fazan VP. Ultrastructural anatomy of the renal
nerves in rats. Brain Res 1119: 94–100, 2006. doi:10.1016/j.brainres.2006.
08.044.

Schlaich MP, Lambert E, Kaye DM, Krozowski Z, Campbell DJ, Lambert
G, Hastings J, Aggarwal A, Esler MD. Sympathetic augmentation in
hypertension: role of nerve firing, norepinephrine reuptake, and angiotensin
neuromodulation. Hypertension 43: 169–175, 2004. doi:10.1161/01.HYP.
0000103160.35395.9E.

Schlaich MP, Socratous F, Hennebry S, Eikelis N, Lambert EA,
Straznicky N, Esler MD, Lambert GW. Sympathetic activation in chronic
renal failure. J Am Soc Nephrol 20: 933–939, 2009. doi:10.1681/ASN.
2008040402.

Schobesberger H, Wheeler DW, Horn JP. A model for pleiotropic musca-
rinic potentiation of fast synaptic transmission. J Neurophysiol 83: 1912–
1923, 2000. doi:10.1152/jn.2000.83.4.1912.

Springer MG, Kullmann PHM, Horn JP. Virtual leak channels modulate
firing dynamics and synaptic integration in rat sympathetic neurons: impli-
cations for ganglionic transmission in vivo. J Physiol 593: 803–823, 2015.
doi:10.1113/jphysiol.2014.284125.

Stein RB, Gossen ER, Jones KE. Neuronal variability: noise or part of the
signal? Nat Rev Neurosci 6: 389–397, 2005. doi:10.1038/nrn1668.

Steinback CD, Salmanpour A, Breskovic T, Dujic Z, Shoemaker JK.
Sympathetic neural activation: an ordered affair. J Physiol 588: 4825–4836,
2010. doi:10.1113/jphysiol.2010.195941.

Sverrisdóttir YB, Green AL, Aziz TZ, Bahuri NF, Hyam J, Basnayake SD,
Paterson DJ. Differentiated baroreflex modulation of sympathetic nerve
activity during deep brain stimulation in humans. Hypertension 63: 1000–
1010, 2014. doi:10.1161/HYPERTENSIONAHA.113.02970.

Sverrisdóttir YB, Rundqvist B, Elam M. Relative burst amplitude in human
muscle sympathetic nerve activity: a sensitive indicator of altered sympa-
thetic traffic. Clin Auton Res 8: 95–100, 1998. doi:10.1007/BF02267819.

Tan CO, Taylor JA, Ler AS, Cohen MA. Detection of multifiber neuronal
firings: a mixture separation model applied to sympathetic recordings. IEEE
Trans Biomed Eng 56: 147–158, 2009. doi:10.1109/TBME.2008.2002138.

Tank J, Diedrich A, Hale N, Niaz FE, Furlan R, Robertson RM,
Mosqueda-Garcia R. Relationship between blood pressure, sleep K-com-
plexes, and muscle sympathetic nerve activity in humans. Am J Physiol
Regul Integr Comp Physiol 285: R208–R214, 2003. doi:10.1152/ajpregu.
00013.2003.

Taylor JA, Williams TD, Seals DR, Davy KP. Low-frequency arterial
pressure fluctuations do not reflect sympathetic outflow: gender and age
differences. Am J Physiol Heart Circ Physiol 274: H1194–H1201, 1998.
doi:10.1152/ajpheart.1998.274.4.H1194.

Thayer JF, Ahs F, Fredrikson M, Sollers JJ III, Wager TD. A meta-
analysis of heart rate variability and neuroimaging studies: implications for
heart rate variability as a marker of stress and health. Neurosci Biobehav Rev
36: 747–756, 2012. doi:10.1016/j.neubiorev.2011.11.009.

Thompson JM, Wallin BG, Lambert GW, Jennings GL, Esler MD. Human
muscle sympathetic activity and cardiac catecholamine spillover: no support
for augmented sympathetic noradrenaline release by adrenaline co-transmis-
sion. Clin Sci (Lond) 94: 383–393, 1998. doi:10.1042/cs0940383.

Thorne R, Horn JP. Role of ganglionic cotransmission in sympathetic control
of the isolated bullfrog aorta. J Physiol 498: 201–214, 1997. doi:10.1113/
jphysiol.1997.sp021851.

Tompkins RP, Melling CW, Wilson TD, Bates BD, Shoemaker JK.
Arrangement of sympathetic fibers within the human common peroneal
nerve: implications for microneurography. J Appl Physiol (1985) 115:
1553–1561, 2013. doi:10.1152/japplphysiol.00273.2013.

Vaccaro A, Despas F, Delmas C, Lairez O, Lambert E, Lambert G,
Labrunee M, Guiraud T, Esler M, Galinier M, Senard JM, Pathak A.

Direct evidences for sympathetic hyperactivity and baroreflex impairment in
Tako Tsubo cardiopathy. PLoS One 9: e93278, 2014. doi:10.1371/journal.
pone.0093278.

Vallbo AB, Hagbarth KE, Torebjörk HE, Wallin BG. Somatosensory,
proprioceptive, and sympathetic activity in human peripheral nerves.
Physiol Rev 59: 919–957, 1979. doi:10.1152/physrev.1979.59.4.919.

Vallbo AB, Hagbarth KE, Wallin BG. Microneurography: how the
technique developed and its role in the investigation of the sympathetic
nervous system. J Appl Physiol (1985) 96: 1262–1269, 2004. doi:10.
1152/japplphysiol.00470.2003.

Vissing SF, Scherrer U, Victor RG. Increase of sympathetic discharge to
skeletal muscle but not to skin during mild lower body negative pressure
in humans. J Physiol 481: 233–241, 1994. doi:10.1113/jphysiol.1994.
sp020434.

Wahlestedt C, Håkanson R, Vaz CA, Zukowska-Grojec Z. Norepinephrine
and neuropeptide Y: vasoconstrictor cooperation in vivo and in vitro. Am J
Physiol Regul Integr Physiol 258: R736–R742, 1990. doi:10.1152/ajpregu.
1990.258.3.R736.

Wallin BG. Microneurographic assessment of sympathetic nerve traffic. Suppl
Clin Neurophysiol 57: 345–351, 2004. doi:10.1016/S1567-424X(09)70370-8.

Wallin BG, Burke D, Gandevia S. Coupling between variations in strength
and baroreflex latency of sympathetic discharges in human muscle nerves. J
Physiol 474: 331–338, 1994. doi:10.1113/jphysiol.1994.sp020025.

Wallin BG, Sundlöf G, Eriksson BM, Dominiak P, Grobecker H, Lindblad
LE. Plasma noradrenaline correlates to sympathetic muscle nerve activity in
normotensive man. Acta Physiol Scand 111: 69–73, 1981. doi:10.1111/j.
1748-1716.1981.tb06706.x.

Wallin BG, Thompson JM, Jennings GL, Esler MD. Renal noradrenaline
spillover correlates with muscle sympathetic activity in humans. J Physiol
491: 881–887, 1996. doi:10.1113/jphysiol.1996.sp021265.

Wang FB, Holst MC, Powley TL. The ratio of pre- to postganglionic neurons
and related issues in the autonomic nervous system. Brain Res Brain Res
Rev 21: 93–115, 1995. doi:10.1016/0165-0173(95)00006-O.

White DW, Shoemaker JK, Raven PB. Methods and considerations for the
analysis and standardization of assessing muscle sympathetic nerve activity
in humans. Auton Neurosci 193: 12–21, 2015. doi:10.1016/j.autneu.2015.
08.004.

Wiener N. Cybernetics: Or Control and Communication in the Animal and the
Machine. Cambridge, MA: MIT Press, 1948.

Wier WG, Zang WJ, Lamont C, Raina H. Sympathetic neurogenic Ca2�

signalling in rat arteries: ATP, noradrenaline and neuropeptide Y. Exp
Physiol 94: 31–37, 2009. doi:10.1113/expphysiol.2008.043638.

Williamson JW, Fadel PJ, Mitchell JH. New insights into central cardio-
vascular control during exercise in humans: a central command update. Exp
Physiol 91: 51–58, 2006. doi:10.1113/expphysiol.2005.032037.

Zamir M, Goswami R, Liu L, Salmanpour A, Shoemaker JK. Myogenic
activity in autoregulation during low frequency oscillations. Auton Neurosci
159: 104–110, 2011. doi:10.1016/j.autneu.2010.07.029.

Zhang H, Faber JE. Norepinephrine stimulation of injured aorta ex vivo
increases growth of the intima-media via alpha 1A-and the adventitia via
alpha 1B-adrenoceptors. FASEB J 15: A248, 2001a.

Zhang H, Faber JE. Trophic effect of norepinephrine on arterial intima-media
and adventitia is augmented by injury and mediated by different alpha1-
adrenoceptor subtypes. Circ Res 89: 815–822, 2001b. doi:10.1161/hh2101.
098379.

Zhang Q, Liu Y, Brown L, Shoemaker JK. Challenges and opportunities in
processing muscle sympathetic nerve activity with wavelet denoising tech-
niques: detecting single action potentials in multiunit sympathetic nerve
recordings in humans. Auton Neurosci 134: 92–105, 2007. doi:10.1016/j.
autneu.2007.02.007.

Zucker IH, Wang W, Brändle M, Schultz HD, Patel KP. Neural regulation
of sympathetic nerve activity in heart failure. Prog Cardiovasc Dis 37:
397–414, 1995. doi:10.1016/S0033-0620(05)80020-9.

Zukowska-Grojec Z, Karwatowska-Prokopczuk E, Fisher TA, Ji H.
Mechanisms of vascular growth-promoting effects of neuropeptide Y: role
of its inducible receptors. Regul Pept 75-76: 231–238, 1998a. doi:10.1016/
S0167-0115(98)00073-1.

Zukowska-Grojec Z, Karwatowska-Prokopczuk E, Rose W, Rone J,
Movafagh S, Ji H, Yeh Y, Chen WT, Kleinman HK, Grouzmann E,
Grant DS. Neuropeptide Y: a novel angiogenic factor from the sympathetic
nerves and endothelium. Circ Res 83: 187–195, 1998b. doi:10.1161/01.RES.
83.2.187.

1744 SYMPATHETIC DISCHARGE PATTERNS

J Neurophysiol • doi:10.1152/jn.00841.2017 • www.jn.org

Downloaded from journals.physiology.org/journal/jn (149.167.150.177) on August 31, 2023.

https://doi.org/10.1016/j.jneumeth.2010.08.035
https://doi.org/10.1152/jn.00814.2010
https://doi.org/10.1109/IEMBS.2011.6091757
https://doi.org/10.1109/IEMBS.2011.6091757
https://doi.org/10.1152/jn.00925.2011
https://doi.org/10.1016/j.brainres.2006.08.044
https://doi.org/10.1016/j.brainres.2006.08.044
https://doi.org/10.1161/01.HYP.0000103160.35395.9E
https://doi.org/10.1161/01.HYP.0000103160.35395.9E
https://doi.org/10.1681/ASN.2008040402
https://doi.org/10.1681/ASN.2008040402
https://doi.org/10.1152/jn.2000.83.4.1912
https://doi.org/10.1113/jphysiol.2014.284125
https://doi.org/10.1038/nrn1668
https://doi.org/10.1113/jphysiol.2010.195941
https://doi.org/10.1161/HYPERTENSIONAHA.113.02970
https://doi.org/10.1007/BF02267819
https://doi.org/10.1109/TBME.2008.2002138
https://doi.org/10.1152/ajpregu.00013.2003
https://doi.org/10.1152/ajpregu.00013.2003
https://doi.org/10.1152/ajpheart.1998.274.4.H1194
https://doi.org/10.1016/j.neubiorev.2011.11.009
https://doi.org/10.1042/cs0940383
https://doi.org/10.1113/jphysiol.1997.sp021851
https://doi.org/10.1113/jphysiol.1997.sp021851
https://doi.org/10.1152/japplphysiol.00273.2013
https://doi.org/10.1371/journal.pone.0093278
https://doi.org/10.1371/journal.pone.0093278
https://doi.org/10.1152/physrev.1979.59.4.919
https://doi.org/10.1152/japplphysiol.00470.2003
https://doi.org/10.1152/japplphysiol.00470.2003
https://doi.org/10.1113/jphysiol.1994.sp020434
https://doi.org/10.1113/jphysiol.1994.sp020434
https://doi.org/10.1152/ajpregu.1990.258.3.R736
https://doi.org/10.1152/ajpregu.1990.258.3.R736
https://doi.org/10.1016/S1567-424X(09)70370-8
https://doi.org/10.1113/jphysiol.1994.sp020025
https://doi.org/10.1111/j.1748-1716.1981.tb06706.x
https://doi.org/10.1111/j.1748-1716.1981.tb06706.x
https://doi.org/10.1113/jphysiol.1996.sp021265
https://doi.org/10.1016/0165-0173(95)00006-O
https://doi.org/10.1016/j.autneu.2015.08.004
https://doi.org/10.1016/j.autneu.2015.08.004
https://doi.org/10.1113/expphysiol.2008.043638
https://doi.org/10.1113/expphysiol.2005.032037
https://doi.org/10.1016/j.autneu.2010.07.029
https://doi.org/10.1161/hh2101.098379
https://doi.org/10.1161/hh2101.098379
https://doi.org/10.1016/j.autneu.2007.02.007
https://doi.org/10.1016/j.autneu.2007.02.007
https://doi.org/10.1016/S0033-0620(05)80020-9
https://doi.org/10.1016/S0167-0115(98)00073-1
https://doi.org/10.1016/S0167-0115(98)00073-1
https://doi.org/10.1161/01.RES.83.2.187
https://doi.org/10.1161/01.RES.83.2.187

