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Abstract
Noise can enhance perception of tactile and proprioceptive stimuli by stochastic resonance

processes. However, the mechanisms underlying this general phenomenon remain to be

characterized. Here we studied how externally applied noise influences action potential fir-

ing in mouse primary sensory neurons of dorsal root ganglia, modelling a basic process in

sensory perception. Since noisy mechanical stimuli may cause stochastic fluctuations in

receptor potential, we examined the effects of sub-threshold depolarizing current steps with

superimposed random fluctuations. We performed whole cell patch clamp recordings in cul-

tured neurons of mouse dorsal root ganglia. Noise was added either before and during the

step, or during the depolarizing step only, to focus onto the specific effects of external noise

on action potential generation. In both cases, step + noise stimuli triggered significantly

more action potentials than steps alone. The normalized power norm had a clear peak at

intermediate noise levels, demonstrating that the phenomenon is driven by stochastic reso-

nance. Spikes evoked in step + noise trials occur earlier and show faster rise time as com-

pared to the occasional ones elicited by steps alone. These data suggest that external

noise enhances, via stochastic resonance, the recruitment of transient voltage-gated Na

channels, responsible for action potential firing in response to rapid step-wise depolarizing

currents.

Introduction
In everyday life, sensory stimuli are intrinsically embedded in a noisy environment, as back-
ground random signals overlap with the relevant stimulus. To extract information from such a
complex input, the nervous system has basically two choices: devise methods to filter noise
away or exploit noise to enhance perception.
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While neural circuits devoted to sensory filtering have evolved and play crucial roles, at least
in mammals (for review, see [1]), the use of noise itself to enhance detection of weak stimuli
occurs across the animal realm, from invertebrates [2, 3] to humans [4, 5]. Theoretical and
experimental studies on perception of tactile and proprioceptive stimuli show that this phe-
nomenon represents a form of stochastic resonance, as reviewed in [6].

Stochastic resonance is a process whereby superposition of white noise, which contains a
wide spectrum of frequencies, onto a periodic signal, in itself too weak to be detected by a sen-
sor, can make it detectable [7]. Such theoretical frame was developed to explain how minimal
changes of the eccentricity of the earth's orbit around the sun have driven glaciations cycles in
the past million years [8, 9]. Since then, it has found extensive application in neurophysiology
[6]. The principal signature of stochastic resonance is that system output shows the frequency
of the forcing signal (hence the concept of resonance), provided that noise intensity lies in the
range delimited by a bell-shaped curve with a clear maximum. Too small or too large noise
amplitudes abolish coupling between stimulus and system response [10]. Also non-periodic sti-
muli can induce a form of aperiodic stochastic resonance, in which coherence between noisy
stimulus and system response can be demonstrated, theoretically and experimentally [11, 12].

Many studies on the importance of stochastic resonance in sensory perception in humans
have been carried out applying a noisy stimulus and recording subjects' awareness of the stimu-
lus. In animal studies and in some human studies, including the first on human muscle spin-
dles [4], action potentials evoked by noisy mechanical stimuli in afferent nerves were recorded.
However, even in this relatively simplified setting, mechanical noise can exert its effects at mul-
tiple levels. For instance noise can alter the mechanical properties of skin or spindle fibres, and
thereby the recruitment of sensory nerve endings. Noise could also enhance the function of
channels involved in mechano-electric transduction, causing a larger receptor potential, or it
could affect action potential initiation at a given receptor potential or a combination of all
these factors. Therefore, it remains unclear how each step in the long chain of events that con-
nect mechanical stimulation to perception is affected by stochastic resonance.

Enhanced perception of mechanical stimuli has been obtained in humans also adding elec-
trical noise, either to the same site of mechanical stimulation [13] or more proximally, along
the nerve course [14]. This piece of evidence suggests that noise does play a role at the level of
action potential generation and conduction, but no experimental proof is available.

Detailed understanding of noise role in tactile and proprioceptive sensitivity is gaining
interest as therapeutic interventions based on stochastic resonance are being proposed to treat
sensory deficits in a variety of human pathologies (for review, see [15]). Thus, in the present
work, we isolated a basic process in the sensory pathway, that is, action potential firing in pri-
mary sensory neurons, and explored how it is influenced by external noise under standardized
experimental conditions. To obtain stimulation protocols that mimic stochastic fluctuations in
receptor potential, likely to be induced by noisy mechanical stimuli, we superimposed electrical
noise onto step depolarizing currents.

We performed the experiments in mouse sensory neurons of dorsal root ganglia (DRG) for
several reasons. First, the well-established influence of stochastic resonance on tactile and pro-
prioceptive sensitivity (see above) clearly indicates that function of DRG neurons is affected by
this phenomenon. Second, these neurons are large, so that intrinsic variability in ion channel
function can be neglected [16]. Last but not least, in vitro and in vivo these neurons do not
receive synaptic inputs [17], a feature that contributes to limiting random stimuli to those
experimentally applied.

Our data provide proof of principle that external noise increases the excitability of primary
sensory neurons by stochastic resonance processes.
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Materials and Methods

Neuronal Culture Preparation
Procedures using laboratory animals were in accordance with the Italian and European guide-
lines and were approved by the Italian Ministry of Health in accordance with the guidelines on
the ethical use of animals from the European Community Council Directive of 22 September
2010 (2010/63/EU). All efforts were made to minimize the number of animals used and their
suffering. Neurons were derived from four months old FVB and C57J mice of both sexes. After
deep anaesthesia with halothane, mice were sacrificed by cervical dislocation. The spine was
removed and cleaned up from muscle and connective tissue. Twenty to thirty DRGs were iso-
lated from the full length of the spine.

In order to degrade the connective capsule that envelops ganglia they were incubated in
papain (20 units/ml) for 20 minutes at 37°C and then in collagenase (5 mg/ml) for 20 minutes
at 37°C. Ganglia were then mechanically dissociated, using a glass pipette, and the resultant
cells suspension was centrifuged at 300 rpm for 5 minutes. DRG neurons were re-suspended in
culture medium consisting of Dulbecco Modified Eagle’s Medium (DMEM) supplemented
with 10% Fetal Bovine Serum, 1% antibiotics (penicillin/streptomycin) and Nerve Growth Fac-
tor (NGF, 200 ng/ml). The cells were plated in a single drop in the middle of 35 mm Petri
dishes coated with laminin (30μg/ml). After 40 minutes, when neurons had adhered to the sub-
strate, 1.5 ml of medium was added to each dish.

Electrophysiology
Patch-clamp whole-cell recordings were performed 18 to 48 hrs after cell plating using current-
clampmode. Recordings were carried out at room temperature (31-27°C) using an Axopatch
200B amplifier (Molecular Devices, Union City, CA, USA), driven by pCLAMP9.2 (Molecular
Devices). Neurons were bathed in standard external solution containing (mM): 140 NaCl, 2.8
KCl, 2 CaCl2, 2 MgCl2, 10 HEPES/NaOH, 10 glucose, pH 7.3. Patch pipettes made of borosilicate
glass (4–7 MO tip resistance) contained (mM): 135 Kgluconate, 5 BAPTA, 10 HEPES-KOH, 2
Mg-ATP, 2 MgCl2, 5 NaCl, 0.3 Na-GTP pH 7.3. With these solutions, junction potential was +16
mV and was subtracted from all recordings. In all experiments, neurons were continuously
superfused using a gravity-driven fast exchanger perfusion system (RSC-200, Bio-Logic, France).
Current clamp recordings were routinely performed using the I-clamp NORMAL setting, as indi-
cated by Axopatch 200B manufacturer when the resistance of patch pipettes is less than 10MO.
Indeed, direct comparison of recordings obtained using both I-clamp NORMAL and FAST set-
tings in the same neuron shows that spike timing is not affected by the recording modality.

Action potentials were evoked by stimuli lasting 30 or 40 ms, delivered at 1 Hz. To assess
the role of noise, groups of 5 current steps or steps plus white noise were applied in alternation.
White noise was obtained generating different sequences of pseudo-random numbers with uni-
form distribution between -1 and 1 (mean = 0, variance = 0.33) using a Mersenne Twister
pseudo-random number generator [18]. Noise variance was varied multiplying random num-
bers by values ranging from 0.125 to 8. Random number sequences were added to steps from 0
to 1 and delivered via a digital-analogue converter (Digidata 1322A, Axon Instruments) to the
neurons, with a sampling interval of 0.02 ms, using the "stimulus file" option of pClamp. Stimu-
lus amplitude was adjusted in each cell using the "scale factor" option, taking care that step
amplitude remained just below threshold in repeated tests. Step amplitude ranged from 0.5 nA
to 3.5 nA. Noise variance was scaled together with step, so that the ratio between step ampli-
tude and variance remained constant across cells. More than one sequence, each at several vari-
ance amplitude, was applied to most cells.

Noise Facilitates Spikes in Sensory Neurons
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Data Analysis
A typical measure of coherence between stimulus and response used for aperiodic stochastic res-
onance is the normalized power norm C1 [11, 12], which represents the maximum value of the
normalized cross-correlation function and is defined as (overbar indicates average over time):

C1 ¼
SðtÞRðtÞffiffiffiffiffiffiffiffiffiffi

S2ðtÞ
q

�
ffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffiffi
½RðtÞ � RðtÞ�2

q

where S(t) is the stimulus waveform, built as described above, minus its mean value, as it is
assumed to have 0 mean. R(t) is the response of the neurons. Since the biologically relevant signal
is action potential firing, we transformed the recorded membrane potential into a binary
response function, setting R(t) = 1 when membrane potential exceeded half the peak value of the
spike and R(t) = 0 elsewhere (Fig 1).

Action potentials were analysed using Clampfit and NeuroMatic (http://www.neuromatic.
thinkrandom.com/) run in Igor Pro (WaveMetrics). Phase plots, representing the first derivative
of membrane potential (dVm/dt) versus the value of membrane potential at the corresponding
time, were built for each action potential [19]. Spike threshold was estimated as the membrane
potential value at which dVm/dt increased suddenly and developed with a monotonic rise.

Statistical analysis was performed using Fisher's exact test or Student's t test.

Results

Stochastic Resonance in Single Neurons
DRGs contain the soma of receptors for all types of somatosensory stimuli, including thermal
and painful ones. The effects of stochastic resonance have been established for the perception
of tactile and proprioceptive stimuli, which activate receptors with large, myelinated axons of

Fig 1. Examples of the functions S(t) and R(t) used to calculate normalized power norm. (A) The stimulus function S(t) consists of
sequences of numbers with 0 mean yielding either 5 depolarizing steps (amplitude, 2.6 nA in this case), or steps plus white noise scaled to
different variance (var). (B) Stimuli evoke passive changes in membrane potential onto which action potentials can be superimposed (grey
traces). Subtraction of the passive component yields the net responses (black traces). (C) A binary response function R(t) is calculated form
the net response, setting R(t) = 1 when membrane potential exceeds half the peak value of the spike (dashed lines) and R(t) = 0 elsewhere.

doi:10.1371/journal.pone.0160950.g001
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Aα/β group and large cell body [20]. For DRG neurons in culture, the soma diameter of mouse
Aα/β-fibre neurons is greater than 30 μm [21].

We therefore studied cells of large diameter and membrane potential negative to -40 mV,
which responded to depolarizing currents with overshooting action potentials. Spikes were
invariably evoked by stimulations at 1 Hz, whereas some failures occurred when stimulation
frequency was increased to 2 Hz (data not shown). Therefore, experiments were performed at
1 Hz. In virtually all neurons tested, only single spikes were evoked when depolarizing steps
lasting 20 to 80 ms were applied, both in the presence and in the absence of noise, in line with
previous findings in both cultured and acutely isolated DRG neurons [22, 23] Spontaneous fir-
ing was detected in only one out of over 100 neurons patched.

To investigate the effects of noise, in each neuron we determined the maximal amplitude of
depolarising stimuli, which failed to evoke action potentials, so that blocks of 5 depolarizing sti-
muli consisting of steps only occasionally triggered action potentials (step trials; Fig 2A). In the
6 neurons tested, this "subcritical" step amplitude ranged between 0.5 and 3 nA, depending on
cell membrane capacitance. Noise alone also failed to evoke spikes in all cells (Fig 2A). Con-
versely, steps plus noise usually triggered spikes (variance: 0.33 x step amplitude2; step + noise
trials; Fig 2A). In each of the 6 neurons tested, the number of spikes increased significantly in
the presence of noise, as determined by Fisher's exact test (Table 1). Overall, spikes were evoked
in 27 out of 200 step trials, in 147 of 185 step + noise trials.

To test whether the effect of noise is due to stochastic resonance, we measured responses at dif-
ferent values of noise variance. With small noise variance, steps + noise evoked spikes only in
some trials per group, whilst at larger values spikes were invariably observed (Fig 2B). Thus, the
neuronal response consists of 0 to 5 spikes per trial. We quantified the coherence between stimuli
and responses by means of the normalized power norm C1 introduced for aperiodic stochastic
resonance [11]. When noise variance was large enough to trigger spikes in each trial, block–to–
block variability for C1 within each neuron was less than 20% (Fig 2C and 2D). In good agree-
ment with stochastic resonance hypothesis, in the 6 neurons tested the normalized power norm
C1 showed a relatively sharp peak (range: 3×10

−2 to 11×10−2) at small noise variances (range: 0.19
to 0.51 nA2) then decreased (Fig 2C). Of note, the range of "resonant" noise variance is narrower
than the range of subcritical step amplitude, reinforcing the notion that stochastic resonance
occurs. From these experiments, we can conclude that noise promotes action potential firing in
response to depolarizing steps in large DRG neurons in culture, through stochastic resonance.

The decay phase of action potentials was fast and monotonic in some neurons (see inset in
Fig 2C), whilst it showed a clear hump in others (Fig 2D), which have been proposed to be
nociceptors [22]. The hump in the decay correlates with the presence of TTX-insensitive cur-
rents [24]. However, plots of C1 vs. noise variance were quite similar in all neurons tested what-
ever the shape of the action potential decay (Fig 2D), suggesting that stochastic resonance is a
very generalized phenomenon.

Effect of Noise on Spikes
To focus on the possible influence of noise specifically on action potential triggering, we per-
formed another set of experiments, in which noise was superimposed only on the depolarizing
stimulus. This configuration is not strictly conforming to classical stochastic resonance condi-
tions, but eliminates noise-induced effects on neuronal state during inter-stimulus intervals.

Significantly more spikes were evoked by steps + noise (variance: 0.33 x step amplitude2)
than by steps alone (Fig 3A) in 33 out of 38 neurons tested, as determined by Fisher's exact test.
Overall, in the 38 tested neurons, action potentials were observed in 447 out of 1748 steps trials,
in 1003 out of 1670 steps + noise trials, including all noise realizations applied to each neuron.

Noise Facilitates Spikes in Sensory Neurons
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Fig 2. Noise enhances action potential firing in a DRG neuron. (A) Step stimuli (left) or noise alone (middle) fail to elicit action
potentials (superimposed responses, top traces), while the step + noise (right) consistently elicits spikes in all 5 trials in a block. Step
duration, 30 ms. (B) In the same neuron, the number of spikes changes if noise amplitude is reduced (left) or increased (right). (C) The
normalized power norm C1 in the same neuron; each square represents the value obtained in a single block. The clear maximum at
intermediate noise variance demonstrates the occurrence of stochastic resonance. Inset: The decay phase of action potentials is
monotonic in this neuron. (D) In a neuron showing a clear hump in the decay phase of the spike (inset), the plot of C1 vs. noise variance
is similar to that presented for the fast neuron in (C)

doi:10.1371/journal.pone.0160950.g002

Noise Facilitates Spikes in Sensory Neurons

PLOS ONE | DOI:10.1371/journal.pone.0160950 August 15, 2016 6 / 12



The normalized power norm showed a distinct maximum (Fig 3B) in the 16 cells tested varying
noise variance over a wide range, again indicating that processes attributable to stochastic reso-
nance take place in DRG neurons. C1 values had limited block–to–block variability around the
peak (Fig 3B). Of note, whilst the presence of noise enhanced spiking, the process appeared to
be non-deterministic, as a given noise realization (i.e. sequences of random numbers) might
fail to be spike-promoting in few neurons. However, changing the noise realization, the neuron
responded to steps + noise stimuli (Fig 3C). As above, there was no difference between results
obtained in neurons showing "fast" decay or a hump in the decay phase (data not shown).

Comparing the occasional responses to depolarizing steps in control conditions to those
evoked by step + noise stimuli at equal step amplitude, we can gain insight into which aspects
of action potential firing are affected by stochastic resonance. The most evident phenomenon
observed in the presence of noise was the shortening of spike latency (Fig 4A); this was detected
in all neurons examined (n = 23), independent of the shape of their decay. On average, the
spike with the shortest latency was recorded 10.0 ± 0.3 ms after the beginning of the step stimuli
but already after 9.1 ± 0.3 ms from start of step + noise stimuli (P< 0.00002 by paired Student's
t test). In line with this, the action potential threshold was also reached sooner in the presence
of noise, on average by 0.8 ± 0.1 ms (n = 23, P< 0.00002 by paired Student's t test). No differ-
ence was found in threshold voltage (−27 ± 2 mV for both conditions, P = 0.509), estimated
from phase plots (Fig 4B). Conceivably, the observed shortening of the spike latency should
depend on the acceleration of the depolarising kinetics. To address this, we measured (by linear
fit) the fast, supra-threshold depolarization leading to the peak of the spike (slope of the 20%-
80% rise-time) and the slow component of the sub-threshold membrane depolarization in
response to injected current (the spike ‘foot’, leading to the threshold). As predicted, both these
phases were accelerated in the presence of noise: the supra-threshold rate of rise increased by
6% (step: 247 ± 15 mV/ms, step + noise: 262 ± 15 mV/ms; n = 23, P< 0.0003 by paired Stu-
dent's t test); the sub-threshold component increased by 17% (step: 80 ± 4 mV/ms, step + noise:
93 ± 5 mV/ms; n = 23, P = 0.00001 by paired Student's t test. Fig 4C). These kinetic effects were
independent of the shape of action potential decay (that is, fast or with hump; unpaired Stu-
dent's t test). The decay phase of fast-falling spikes was only modestly accelerated, by 2 mV/ms
(n = 17, P = 0.047 by paired Student's t test).

Discussion
The role of stochastic resonance in enhancing sensitivity to mechanical stimuli is well docu-
mented, but the mechanistic aspects of this phenomenon remain poorly defined. We focused
our attention onto a model of a single step of sensory perception: action potential firing in

Table 1. Responses to depolarizing stimuli in 6 different neurons.

cell Step Step + noise P

Spikes Failures Spikes Failures

N1 20 50 37 18 1.3x10-5

N2 5 30 40 0 4.0x10-16

N3 1 19 20 0 8.0x10-12

N4 1 34 20 10 1.7x10-8

N5 0 20 8 7 2.7x10-4

N6 0 20 17 3 1.3x10-8

Number of spikes and failures elicited by step or step + noise stimuli (noise variance = 0.33 x step amplitude2). P value was computed for each neuron using

Fisher's exact test.

doi:10.1371/journal.pone.0160950.t001
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Fig 3. Stochastic resonance occurs when noise is limited to the depolarising phase of the stimulus. (A) Superimposed
responses to blocks of 5 stimuli consisting of only step, yielding no action potential, or steps + noise, yielding 5 spikes. (B) Typical
example of normalized power norm C1 showing a clear maximum at intermediate noise variance. Squares represent C1 values of
individual blocks; black dots indicate average values. This curve was obtained from one of the few experiments performed using I-clamp
FAST setting. (C) Responses to two sets of random numbers in different neurons, indicating that the effect of noise is not a mere
summation onto the step, but rather a real resonance.

doi:10.1371/journal.pone.0160950.g003
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primary sensory neurons. Reasoning that noisy mechanical stimuli may cause stochastic fluctu-
ations in receptor potential, we examined the effects of sub-threshold depolarizing current
steps with superimposed electrical white noise. We show that these step + noise stimuli trigger
action potentials in primary sensory neurons when steps alone fail, and that the phenomenon
is driven by stochastic resonance, as demonstrated by the dependence on noise variance. By
superimposing noise only on the depolarizing current, we could focus onto the specific effects
of external noise on action potential generation. Significantly more action potentials are trig-
gered by step + noise stimuli than by steps alone. Concomitantly, spikes evoked in step + noise
trials occur earlier and show a slightly faster rise time as compared to the occasional ones elic-
ited by steps alone. These data suggest that external noise enhances, via stochastic resonance,
the recruitment of transient voltage-gated Na channels, responsible for action potential firing
in response to rapid step-wise depolarizing currents [25]. The small acceleration of the decay
phase could reflect a corresponding anticipation of Na channels inactivation. A contribution to
the accelerated onset of spikes could derive from a reduction of K+ conductance [25]. Such a
process however would lead to a slowed repolarisation, at odds with our data.

The results provide proof-of-principle that fluctuations in receptor generator potential, pos-
sibly induced by noise in mechanical stimulation, can facilitate spike generation in primary
sensory neurons. Such an event would be prerequisite for the enhanced detection of mechani-
cal stimuli in the presence of noise, observed in animals and humans.

An apparent drawback of this work is that we studied–in vitro–somatic action potentials,
whilst sensory transduction takes place in nerve endings and action potentials are generated in
the axon, at the first node of Ranvier, and propagated towards the soma and the spinal cord
(see for instance [26]). We can imagine only three possible a priori arguments against the
hypothesis that our results extend to the physiological case: that different channels sustain
action potentials in the soma and in the node of Ranvier; that similar channels are present in
extremely different amounts; that noise amplitude is too large to be realistic. Several isoforms
of Na channels have been identified in DRG neurons, yielding currents with different

Fig 4. Noise induces acceleration of action potential kinetics in DRG neurons. (A) Superimposed action potentials from a DRG
neuron with monotonic decay in response to step (grey) and step + noise (black) stimuli. Threshold for spike and peak are reached
earlier in the presence of noise. (B) Phase plots of the same spikes showing that inflection point (threshold for spike) is almost
superimposed in the two curves. (C) With noise, depolarisation to threshold is faster in all neurons tested. Bar graph represents average
slope of membrane potential (measured by linear fit) in the region indicated by the arrows in A, with and without noise. Lines represent
values in individual neurons (n = 23, P < 0.00005 by paired Student's t test).

doi:10.1371/journal.pone.0160950.g004
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functional properties, including sensitivity to tetrodotoxin. Tetorodotoxin-insensitive currents
appear to be more represented in nociceptive neurons and correlate with the presence of a
hump in the spike repolarizing phase [24]. Since we found no difference in the effects of noise
in neurons with different action potential shapes (and presumably, different function), we can
assume that the molecular identity of Na channels is irrelevant to stochastic resonance pro-
cesses. In other words, noise effect on the function of sensory neurons is a very general phe-
nomenon. Coming to the second point, theoretical calculations indicate that groups of less
than about 3000 channels are dominated by intrinsic noise and relatively insensitive to external
noise, so that stochastic resonance phenomena are restricted to large channel assemblies [16].
Voltage-gated Na channels are extremely numerous at nodes of Ranvier of mammalian nerves,
with estimates as high as 700000 per node [27]. In the soma of cultured DRG neurons, total
number of channels arguably is in the same order of magnitude. Our cursory analysis of voltage
gated Na+ currents in few neurons revealed that current amplitude was too large for adequate
voltage clamp, consistently being larger than 50 nA at—20 mV. Considering that unitary con-
ductance of voltage-gated Na channels has been reported to range between 10 and 15 pS in cul-
tured DRG cells [28], more than 50000 non-inactivated channels must be present to yield the
recorded currents. As for the amplitude of noise, it must be noted that in the experiments here
reported, noise amplitude was relative to that of the step. In other words, when small stimuli
were sufficient to elicit spikes, noise amplitude was correspondingly small. Thus, there is no
reason to believe that the described effect cannot occur under physiological conditions. This
extrapolation is further supported by the widespread influence of stochastic resonance pro-
cesses in sensory transduction, occurring, for different sensory modalities, from invertebrates
to humans, as outlined in the Introduction.

To our knowledge, this is the first experimental demonstration that external white noise can
boost, through stochastic resonance, the recruitment of ion channels directly responsible for
action potential generation in neurons. To date, stochastic resonance with externally applied
white noise has been demonstrated to favour the opening of channels formed by the antibiotic
alamethicin in a lipid bilayer [29]. In biological systems, evidence for stochastic resonance has
been provided for membrane excitability as a whole (see for instance [30, 31]) or through
action on constitutively active currents. For instance, external white noise has been shown to
enhance sub-threshold spontaneous membrane potential oscillations in injured DRG neurons
[32], which depend on the persistent Na+ current, spontaneously active in a subset of injured
DRG neurons [33]. It has also been demonstrated that the inherently stochastic nature of the
persistent Na+ current (termed "internal noise") strongly influences the activity of stellate neu-
rons of the entorhinal cortex via stochastic resonance [34, 35]. However, spontaneous firing is
very rare in DRG neurons [36], so we show that external noise influences activation of channels
by external stimuli.

In summary, we provide evidence that external noise boosts action potential firing in pri-
mary sensory neurons, therefore establishing at least one mechanism whereby noise can
enhance detection of weak mechanical stimuli.

Acknowledgments
Authors thank dr. V. Vellani (University of Modena and Reggio Emilia, Italy) for critical read-
ing of the manuscript.

Author Contributions

Conceptualization: FG ACMS GD AM CL.

Noise Facilitates Spikes in Sensory Neurons

PLOS ONE | DOI:10.1371/journal.pone.0160950 August 15, 2016 10 / 12



Formal analysis: FG AC IO MR.

Funding acquisition: AM CL FG.

Investigation: IO GDAMADCMR FG.

Methodology: FG AC.

Project administration: FG.

Resources: GD AM CL FG.

Software: AC.

Supervision: FG.

Visualization: FG IOMR.

Writing - original draft: FG AC IO.

Writing - review & editing: FG AC.

References
1. Faisal AA, Selen NPJ, Wolpert DM. Noise in the nervous system. Nat Rev Neurosci. 2008; 9: 292–303.

doi: 10.1038/nrn2258 PMID: 18319728

2. Douglass JK, Wilkens L, Pantazelou E, Moss F. Noise enhancement of information transfer in crayfish
mechanoreceptors by stochastic resonance. Nature. 1993; 365:337–40 PMID: 8377824

3. Levine JE, Miller JP. Broadband neural encoding in the cricket cercal sensory system enhanced by sto-
chastic resonance. Nature. 1996; 380:165–8 PMID: 8600392

4. Cordo P, Inglis JT Verschueren S, Collins JJ, Merfeld DM, Rosenblum S, et al. Noise in human muscle
spindles. Nature. 1996; 383: 769–770. PMID: 8892999

5. Collins JJ, Imhoff TT, Grigg P. Noise-enhanced tactile sensation Nature. 1996; 383: 770 PMID:
8893000

6. McDonnell MD, Ward LM. The benefits of noise in neural systems: bridging theory and experiment. Nat
Rev Neurosci. 2011; 12:415–426. doi: 10.1038/nrn3061 PMID: 21685932

7. Benzi R, Sutera A, Vulpiani A. The mechanism of stochastic resonance. J Phys A: Math Gen. 1981;
14: L453–L457.

8. Nicolis C, Nicolis G. Stochastic aspects of climatic transitions–additive fluctuations. Tellus. 1981;
33:225–34.

9. Benzi R, Parisi G, Sutera A, Vulpiani A. Stochastic resonance in climatic change. Tellus 1982; 34:10–
16

10. McDonnell MD, Abbott D. What is stochastic resonance? Definitions, misconceptions, debates, and its
relevance to biology. PLoS Comput Biol. 2009; 5:e1000348. doi: 10.1371/journal.pcbi.1000348 PMID:
19562010

11. Collins JJ, Chow CC, Imhoff TT. Aperiodic stochastic resonance in excitable systems. Phys Rev E.
1995; 52:R3321–R3324

12. Collins JJ, Imhoff TT, Grigg P. Noise-enhanced information transmission in rat SA1 cutaneous mecha-
noreceptors via aperiodic stochastic resonance. J Neurophysiol. 1996; 76:642–645 PMID: 8836253

13. Richardson KA, Imhoff TT, Grigg P, Collins JJ. Using electrical noise to enhance the ability of humans
to detect subthreshold mechanical cutaneous stimuli. Chaos. 1998; 8: 599–603. PMID: 12779763

14. Breen PP, ÓLaighin G, McIntosh C, Dinneen SF, Quinlan LR, Serrador JM. A new paradigm of electri-
cal stimulation to enhance sensory neural function. Med Eng Phys. 2014; 36: 1088–1091 doi: 10.1016/
j.medengphy.2014.04.010 PMID: 24894033

15. Sejdić E, Lipsitz LA. Necessity of noise in physiology and medicine. Comput Methods Programs
Biomed. 2013; 111:459–70. doi: 10.1016/j.cmpb.2013.03.014 PMID: 23639753

16. Schmid G, Goychuk I, Hänggi P. Stochastic resonance as a collective property of ion channel assem-
blies. Europhysics Lett. 2001; 56: 22–28.

17. Amir R, Devor M. Electrical excitability of the soma of sensory neurons is required for spike invasion of
the soma, but not for through-conduction. Biophys J. 2003; 84: 2181–2191. PMID: 12668427

Noise Facilitates Spikes in Sensory Neurons

PLOS ONE | DOI:10.1371/journal.pone.0160950 August 15, 2016 11 / 12

http://dx.doi.org/10.1038/nrn2258
http://www.ncbi.nlm.nih.gov/pubmed/18319728
http://www.ncbi.nlm.nih.gov/pubmed/8377824
http://www.ncbi.nlm.nih.gov/pubmed/8600392
http://www.ncbi.nlm.nih.gov/pubmed/8892999
http://www.ncbi.nlm.nih.gov/pubmed/8893000
http://dx.doi.org/10.1038/nrn3061
http://www.ncbi.nlm.nih.gov/pubmed/21685932
http://dx.doi.org/10.1371/journal.pcbi.1000348
http://www.ncbi.nlm.nih.gov/pubmed/19562010
http://www.ncbi.nlm.nih.gov/pubmed/8836253
http://www.ncbi.nlm.nih.gov/pubmed/12779763
http://dx.doi.org/10.1016/j.medengphy.2014.04.010
http://dx.doi.org/10.1016/j.medengphy.2014.04.010
http://www.ncbi.nlm.nih.gov/pubmed/24894033
http://dx.doi.org/10.1016/j.cmpb.2013.03.014
http://www.ncbi.nlm.nih.gov/pubmed/23639753
http://www.ncbi.nlm.nih.gov/pubmed/12668427


18. Matsumoto M, Nishimura T. Mersenne twister: a 623-dimensionally equidistributed uniform pseudo-
random number generator. ACM Trans Modeling Comput Simulation. 1998; 8: 3–30. doi: 10.1145/
272991.272995

19. Bean BP. The action potential in mammalian central neurons. Nat Rev Neurosci. 2007; 8: 451–465
PMID: 17514198

20. Harper AA, Lawson SN. Conduction velocity is related to morphological cell type in rat dorsal root gan-
glion neurone. J Physiol. 1985; 359: 31–46 PMID: 3999040

21. Momin A, Cadiou H, Mason A, McNaughton PA. Role of the hyperpolarization‐activated current Ih in
somatosensory neurons. J Physiol. 2008; 586:5911–29 doi: 10.1113/jphysiol.2008.163154 PMID:
18936078

22. Waddell PJ, Lawson SN. Electrophysiological properties of subpopulations of rat dorsal root ganglion
neurons in vitro. Neuroscience. 1990; 36:811–822 PMID: 2234413

23. England S, Bevan S, Docherty RJ. PGE2modulates the tetrodotoxin-resistant sodium current in neona-
tal rat dorsal root ganglion neurones via the cyclic AMP-protein kinase A cascade. J Physiol. 1996;
495: 429–440 PMID: 8887754

24. Hu J, Lewin GR. Mechanosensitive currents in the neurites of cultured mouse sensory neurones. J Phy-
siol. 2006; 577: 815–828. PMID: 17038434

25. Dong H, Fan YH, Wang YY, WangWT, Hu SJ. Lidocaine suppresses subthreshold oscillations by
inhibiting persistent Na(+) current in injured dorsal root ganglion neurons. Physiol Res. 2008; 57: 639–
45 PMID: 17705679

26. Djouhri L, Bleazard L, Lawson SN. Association of somatic action potential shape with sensory receptive
properties in guinea-pig dorsal root ganglion neurones. J Physiol. 1998; 513:857–72 PMID: 9824723

27. Ritchie JM, Rogart RB. Density of sodium channels in mammalian myelinated nerve fibers and nature
of the axonal membrane under the myelin sheath. Proc Natl Acad Sci U S A. 1977; 74: 211–255.
PMID: 299947

28. Motomura H, Fujikawa S, Tashiro N, Ito Y, Ogata N. Single-channel analysis of two types of Na+ cur-
rents in rat dorsal root ganglia. Pflugers Arch. 1995; 431:221–9 PMID: 9026782

29. Bezrukov SM, Vodyanoy I. Noise-induced enhancement of signal transduction across voltage-depen-
dent ion channels. Nature. 1995; 378: 362–364. PMID: 7477370

30. StaceyWC, Durand DM. Synaptic noise improves detection of subthreshold signals in hippocampal
CA1 neurons. J Neurophysiol. 2001; 86:1104–1112. PMID: 11535661

31. Reinker S, Puil E, Miura RM. Membrane resonance and stochastic resonance modulate firing patterns
of thalamocortical neurons. J Comput Neurosci. 2004; 16:15–31. PMID: 14707541

32. Wang YY, Wen ZH, Duan JH, Zhu JL, WangWT, Dong H, et al. Noise enhances subthreshold oscilla-
tions in injured primary sensory neurons. Neurosignals. 2011; 19:54–62 doi: 10.1159/000324519
PMID: 21422753

33. Xing J-L, Hu S-J, Long K-P. Subthreshold membrane potential oscillations of type A neurons in injured
DRG. Brain Res. 2001; 901: 128–136 PMID: 11368959

34. White JA, Klink R, Alonso A, Kay AR. Noise from voltage-gated ion channels may influence neuronal
dynamics in the entorhinal cortex. J Neurophysiol. 1998; 80: 262–269 PMID: 9658048

35. Dorval AD, White JA. Channel noise is essential for perithreshold oscillations in entorhinal stellate neu-
rons. J Neurosci. 2005; 31: 10025–10028

36. Wall PD, Devor M. Sensory afferent impulses originate from dorsal root ganglia as well as from the
periphery in normal and nerve injured rats. Pain. 1983; 17: 321–339. PMID: 6664680

Noise Facilitates Spikes in Sensory Neurons

PLOS ONE | DOI:10.1371/journal.pone.0160950 August 15, 2016 12 / 12

http://dx.doi.org/10.1145/272991.272995
http://dx.doi.org/10.1145/272991.272995
http://www.ncbi.nlm.nih.gov/pubmed/17514198
http://www.ncbi.nlm.nih.gov/pubmed/3999040
http://dx.doi.org/10.1113/jphysiol.2008.163154
http://www.ncbi.nlm.nih.gov/pubmed/18936078
http://www.ncbi.nlm.nih.gov/pubmed/2234413
http://www.ncbi.nlm.nih.gov/pubmed/8887754
http://www.ncbi.nlm.nih.gov/pubmed/17038434
http://www.ncbi.nlm.nih.gov/pubmed/17705679
http://www.ncbi.nlm.nih.gov/pubmed/9824723
http://www.ncbi.nlm.nih.gov/pubmed/299947
http://www.ncbi.nlm.nih.gov/pubmed/9026782
http://www.ncbi.nlm.nih.gov/pubmed/7477370
http://www.ncbi.nlm.nih.gov/pubmed/11535661
http://www.ncbi.nlm.nih.gov/pubmed/14707541
http://dx.doi.org/10.1159/000324519
http://www.ncbi.nlm.nih.gov/pubmed/21422753
http://www.ncbi.nlm.nih.gov/pubmed/11368959
http://www.ncbi.nlm.nih.gov/pubmed/9658048
http://www.ncbi.nlm.nih.gov/pubmed/6664680

