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INTRODUCTION

A major advance in our understanding of pain mechanisms emerged from the finding that
transmission at spinal synapses in the nociceptive pathway is not fixed but rather exhibits activity-
dependence. The first example of this was Windup, initially described in the mid-1960s, showing
that successive volleys in peripheral C-fibers evoked bursts of increasing length in spinal neurons.
About 15 years later it was found that spinal neurons themselves become sensitized after painful
stimuli. These findings prompted many advances in our understanding of how the input from
nociceptors is processed and how it might be manipulated to reduce clinical pain. Despite their
differences, these two processes share mechanisms, particularly the afferent fibers responsible
for activating them and the neurotransmitter/receptor systems involved. The purpose of this
brief review is to examine the path leading to their discovery and later to elucidation of the
responsible mechanisms.

EARLY EXPERIMENTS LEADING TO WINDUP

The discovery of Windup emerged from earlier work on the afferent fibers whose stimulation
evoked pain. Observations in the early 1900s by Erlanger and Gasser (1) documented the variation
in fiber diameter in sensory nerves (1) and it was subsequently shown by Bishop and Heinbecker
(2) that electrical threshold and conduction velocity of axons is correlated with axon diameter (2).
Because intense electrical stimulation of peripheral nerves activating the smallest peripheral axons,
especially the unmyelinated C-fibers, was required to elicit pain (3), it was expected that individual
C-fibers would be activated exclusively by potentially nociceptive stimuli. This was not strongly
supported in early electrophysiological studies which challenged the idea that pain was the result
of activity in a labeled line activated exclusively by intense stimuli (4). This prompted efforts to
see whether the central actions of C-fibers might better explain their relationship to pain. It should
be noted, however, that later experiments by Burgess and Perl in animals (5) and by LaMotte and
colleagues in humans (6) and others provided clear evidence for afferent fibers activated specifically
by intense, potentially damaging stimuli.

The initial approach to determine possible unique central effects of C-fibers was to compare
the presynaptic effects produced in neighboring sensory fibers by volleys in large myelinated A-
fibers and small unmyelinated C-fibers (7). Volleys in large fibers evoked presynaptic inhibition of
synaptic input from neighboring afferent fibers whereas volleys in small fibers caused presynaptic
facilitation. This originated the concept of a balance between small and large fiber inputs on the
level of transmission into the spinal cord which was elaborated by Melzack and Wall (8) into the
Gate Theory of Pain [see also (9)].
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Mendell and Wall (10) and Mendell (11) extended these
results by comparing the postsynaptic effects elicited by volleys
in peripheral A- and C- fibers. As shown by Wall in previous
work (12), stimulating large diameter afferents led to a brief,
high frequency repetitive discharge in spinal neurons with a short
latency appropriate for the afferent fiber conduction velocity.
When the intensity of the electrical stimulus to the peripheral
nerve was increased to activate slower conducting C- fibers, a
second burst discharge was observed at the expected long latency
for the arrival of the C-fiber volley. Unexpectedly, in contrast to
the strong inhibition of the activity observed after the A-fiber
evoked discharge, the neuron not only exhibited an extended
discharge, but this discharge, lengthened with each presentation
of the electrical stimulus. Figure 1 demonstrates a spinal neuron
discharging at short latency to A-fiber input and at long latency
to C-fiber input. The A-fiber response does not change with
successive stimuli whereas the C-fiber response increases in
duration. This lengthening discharge was called Windup because
successive C- fiber volleys were said to be “winding up” the
spinal neuron’s activity. Neurons often continued to discharge
for several seconds after cessation of the stimulation [(10); see

FIGURE 1 | Dot raster display of response of an axon in the dorsolateral

lumbar spinal cord in a spinal cat to repetitive stimulation of the ipsilateral sural

nerve at a strength to activate A- and C- fibers (left) and A-fibers (right). Each

response is shown as a vertical line of dots with each dot representing a single

action potential. The stimuli were delivered every 1.3 s. Vertical markers denote

100ms intervals. The response to the 20 A-fiber stimuli (right) consists of a

high frequency burst lasting about 25ms followed by a silent period and then

resumption of spontaneous activity. When C- fibers were also stimulated (left),

later activity was also observed. Notably, the late discharge increased in length

with repetition of the stimulation (18 delivered in total) (From Figure 2 of

Mendell and Wall, Nature, April 3, 1965, with permission).

also (13) and (14)]. Notably, the minimum stimulation rate to
elicit windup in these experiments was about 0.33Hz implying
that each stimulus evoked facilitation lasting about 3 s. This
facilitation was synaptic and not hormonal or due to generalized
changes (e.g., blood pressure increase) in the CNS since it
was unilateral.

The contribution of the C-fiber input to pain was confirmed in
spinal neurons by finding that those with C-fiber input exhibiting
windup responded to gentle, non-nociceptive brushing of
the receptive field (mediated by the peripheral A-fibers) and
increased their firing substantially when the skin was pinched
to deliver a nociceptive stimulus (mediated by peripheral C-
fiber nociceptors). They were called wide dynamic range (WDR)
neurons (11) because they responded differentially over a
range of stimulus intensities. Neurons without C-fiber input
also responded vigorously to brushing of the receptive field
but did not respond at a higher level when the skin was
pinched. Subsequent studies demonstrated other neurons in
the superficial dorsal horn that discharge only in response to
high intensity stimuli. Nociceptive specific and WDR neurons
became identified as the major classes of neurons responding to
nociceptive stimuli (15).

Windup was considered to be intimately associated with
pain initially because it was generated by volleys in C-fibers.
Importantly, these observations were in accord with clinical
studies of Collins and Nulsen (16) that patients report more
intense pain in response to repetitive stimulation of C-fibers at
frequencies similar to those producing windup of neurons in
the spinal dorsal horn, even when volleys in large peripheral
A-fibers were prevented from reaching the spinal cord by
application of cold block to the peripheral nerve central to the
stimulating electrodes.

MECHANISMS OF WINDUP

The mechanism of windup was not apparent at the time of
its discovery. Coming soon after the discovery of the opposite
presynaptic effects of A- and C- fibers (7), Mendell and Wall
(10) suggested that the inhibition and facilitation of burst
activity might be a consequence of A-fiber input inhibiting
all input to postsynaptic neurons immediately after the burst
that they evoked, whereas C-fiber input enhanced subsequent
inputs, but this received no experimental support (9). At the
time reverberating circuits involving dorsal horn neurons were
suggested as a possible mechanism; evidence for this has recently
been proposed (17). Temporal summation of synaptic potentials
was not considered as a likely mechanism because those that had
been recorded lasted of the order of 10 s of milliseconds, not
seconds. However, several years later the response of neurons in
the ventral horn to C-fiber stimulation was shown to undergo
windup and intracellular recordings from these neurons revealed
synaptic potentials lasting seconds, long enough for the temporal
summation required to obtain windup (18). Since the small
afferent fibers responsible for these long lasting synaptic effects
do not project directly to motor neurons but rather to neurons in
the superficial dorsal horn (19), it was assumed that these very
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slow synaptic effects would be initiated there and transmitted
ventrally. Slow excitatory postsynaptic potentials (EPSPs) in
lamina II neurons were demonstrated in subsequent studies (20).

The discovery of the transmitters and receptors mediating
these long lasting EPSPs was important in understanding
the mechanisms of windup. The identification of a well-
defined population of small diameter afferent fibers innervating
the skin that responded selectively to high intensity stimuli,
either mechanical, thermal or both (5) was a crucial link
in the elucidating the process. The somata of these sensory
neurons, called nociceptors, were found to express peptides
such as substance P and CGRP (21) whose release activated
neurokinin receptors on spinal dorsal horn neurons and evoked
depolarization lasting of the order of seconds (22). Blockade of
the neurokinin receptors reduced windup confirming a role for
these peptides in its generation (23). An additional crucial finding
was the discovery of a second excitatory glutamate receptor, the
NMDA receptor (24), which contributed to slow depolarization.
This receptor, prominent in the superficial dorsal horn where
C-fibers terminate, was shown to be subject to Mg2+ block at
normal resting potentials. The temporal summation of the long
lasting synaptic depolarization was suggested to relieve the Mg2+

block of the NMDA receptors in a cumulative manner with
successive stimuli thus increasing postsynaptic depolarization
and spike number required for windup. The role of NMDA
receptors in windup was confirmed by the ability of NMDA
antagonists to block windup without interfering significantly
with the initial response to C-fiber volleys (25). Thus, today
the unique peptide transmitter content of nociceptors and the
NMDA component of their glutamate receptors in the dorsal
horn are believed to be major contributors to the synaptic effects
of C-fibers in the dorsal horn and thus to windup (26).

CENTRAL SENSITIZATION

The discovery of windup was significant in demonstrating
plasticity of the response of dorsal horn neurons to nociceptive
stimuli. But interpretation of its role in the pain phenotype was
limited because it was produced unphysiologically by electrically
initiated nerve volleys in C-fibers. The possibility that pain
following injury is secondary to a tissue injury was explored
by Woolf (27) who examined changes in the flexor reflex after
thermal injury to the skin. Motor neurons were used as a proxy
for neurons in the superficial dorsal horn because their position
in the final common path receiving inputs from a population
of interneurons made their responses more stable and reliable.
He reported a gradual increase lasting an hour or more in
spike discharge of the motor neurons from stimulating the
injured region and even to stimulation of the paw outside the
injured area, a change known as secondary hyperalgesia. This
expansion of input to flexor motor neurons extended even to skin
contralateral to the injured paw. These findings were suggestive
of changes in excitability beyond the injured afferent fibers.

The injury also gradually enhanced the windup of flexor
motor neurons to sural nerve stimulation, particularly from C-
fibers and A-delta fibers. Remarkably, completely anesthetizing

the injured foot locally did not prevent or abolish this added
response from sural C and A-delta fibers suggesting that the
sensitization had a central origin, i.e., central sensitization.
Woolf ’s conclusion that “pain hypersensitivity following injury
may be due to changes within the central nervous system as well
as at the site of the injury” continues as a dominant theme in the
study of pain mechanisms (28). Significantly, Lamotte et al. and
Raja et al. have demonstrated a comparable central sensitization
in humans (29, 30).

An important advance came from the finding that the late,
long lasting component of the response of dorsal horn neurons
induced by pain- producing formalin injected into the paw could
be blocked by NMDA receptor antagonists with no effect on
the initial, brief response (31). This led to the conclusion that
central sensitization, like windup, requires activity in NMDA
receptors (32). It is also facilitated by activation of neurokinin
receptors causing slow depolarization which relieves the Mg2+

block of NMDA receptors in the dorsal horn interneurons.
Unlike windup, central sensitization can also be caused by agents
such as BDNF and NO released into the dorsal horn from
nociceptors as a result of peripheral inflammation or nerve
injury [reviewed in (33)]. The common element in these dorsal
horn mechanisms reflects the entry of Ca2+ into the dorsal
horn neurons that activates multiple second messengers such as
CaMKII and PKC leading to increased excitability. This underlies
recruitment of the subliminal fringe of second order neurons
to increase receptive field size, etc. These central changes also
allow previously ineffective inputs such as large diameter A-fibers
to activate these neurons in the nociceptive pathway leading to
painful sequelae such as allodynia.

COMPARING WINDUP AND CENTRAL
SENSITIZATION

Although windup and central sensitization bear certain
similarities, notably their activation by C-fibers and their
dependence on activity in NMDA and neurokinin receptors, they
are not equivalent [see extensive discussion in (34)]. Windup
is homosynaptic and requires synchronous volleys in small
diameter afferents that produce long lasting synaptic potentials.
These summate to more and more depolarized levels with
increasing numbers of stimuli until a maximum response is
reached, usually in less than a minute. Activation of NMDA
and neurokinin receptors in dorsal horn neurons by these
C-fiber volleys enhances the effects of the central summation,
particularly the length of the impulse discharge (25). Central
sensitization also features activation of neurokinin and NMDA
receptors increasing the excitability of the postsynaptic neuron.
However, volleys in C-fibers and temporal summation of their
synaptic responses are not required, only a diffuse barrage
in nociceptors leading to a gradual activation of NMDA and
neurokinin receptors and increased responsiveness of central
neurons, even to unstimulated afferents, i.e., heterosynaptic
facilitation. This builds over many minutes, perhaps hours and
decays much more slowly than after windup.
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Windup does result in the discharge of spinal neurons whose
activity persists after cessation of the stimulation (10), but the
duration of this activity is briefer than after central sensitization.
The original windup papers did not use the term sensitization.
However, like central sensitization, windup triggers expansion
of the receptive field of activated wide dynamic range spinal
neurons (35), but it is not required for central sensitization to
occur (36).

DISCUSSION

Both windup and central sensitization gradually enhance output
from spinal neurons in the nociceptive pathway as input persists
until a maximum discharge is reached. This elevated discharge
can cause painful conditions. For example the increasing levels
of spinal neuron discharge with repeated nerve volleys in C-
fibers (i.e., the windup) correlates with increased levels of pain
in human subjects during such stimulation (16). Similarly,
increased levels of pain from skin outside a region of skin
sensitized by capsaicin has been reported in human subjects

after localized capsaicin application. This secondary hyperalgesia
results from central sensitization because there is no change
in nociceptor discharge from the sensitized skin outside the
capsaicin treated region (29). Thus both windup and central
sensitization are models for pain in humans. The basic work on
windup and central sensitization has revealed clear differences in
the protocols for evoking them but important similarities in the
afferent fibers and neurotransmitters responsible for them. Since
both mechanisms occur in humans, they remain significant areas
for future investigation.

AUTHOR CONTRIBUTIONS

The author confirms being the sole contributor of this work and
has approved it for publication.

ACKNOWLEDGMENTS

I thank Drs. Rick Koerber (Pittsburgh) and Michelino Puopolo
(Stony Brook) for comments on an early draft of the manuscript.

REFERENCES

1. Erlanger J, Gasser HS. Electrical Signs of Nervous Activity. University of

Pennsylvania Press, Philadelphia (1937). doi: 10.9783/9781512815757

2. Bishop GH, Heinbecker P. Correlation between threshold and

conduction rate in myelinated nerves. Exp Biol Med. (1928)

26:241–3. doi: 10.3181/00379727-26-4238

3. Collins WF Jr, Nulsen FE, Randt, CT. Relation of peripheral

nerve fiber size and sensation in man. Arch Neurol. (1960)

3:381–5. doi: 10.1001/archneur.1960.00450040031003

4. Melzack R, Wall PD. On the nature of cutaneous sensory mechanisms. Brain.

(1962) 85:331–56. doi: 10.1093/brain/85.2.331

5. Burgess PR, Perl ER. Myelinated afferent fibres responding

specifically to noxious stimulation of the skin. J Physiol. (1967)

190:541–62. doi: 10.1113/jphysiol.1967.sp008227

6. LaMotte RH, Torebjörk HE, Robinson CJ, Thalhammer JG. Time-intensity

profiles of cutaneous pain in normal and hyperalgesic skin: a comparison with

C-fiber nociceptor activities in monkey and human. J Neurophysiol. (1984)

51:1434–50. doi: 10.1152/jn.1984.51.6.1434

7. Mendell LM. Wall PD presynaptic facilitation: a role for fine afferent fibers. J

Physiol. (1964) 174:274–94. doi: 10.1113/jphysiol.1964.sp007417

8. Melzack R,Wall PD. Painmechanisms: a new theory. Science. (1965) 150:971–

9. doi: 10.1126/science.150.3699.971

9. Mendell LM. Constructing and deconstructing the gate theory of pain. Pain.

(2014) 155:210–6. doi: 10.1016/j.pain.2013.12.010

10. Mendell LM, Wall PD. Response of single dorsal cord cells

to peripheral cutaneous unmyelinated fibers. Nature. (1965)

206:97–9. doi: 10.1038/206097a0

11. Mendell LM. Physiological properties of unmyelinated projection to the spinal

cord. Exp Neurol. (1966) 16:316–24. doi: 10.1016/0014-4886(66)90068-9

12. Wall, PD. Repetitive discharge of neurons. J Neurophysiol. (1959) 22:305–

20. doi: 10.1152/jn.1959.22.3.305

13. Wagman IH, Price DD. Responses of dorsal horn cells of M. mulatta to

cutaneous and sural nerve A and C fiber stimuli. J Neurophysiol. (1969)

32:803–17. doi: 10.1152/jn.1969.32.6.803

14. Herrero JF, Laird JM, López-García JA. Wind-up of spinal cord neurones

and pain sensation: much ado about something? Prog Neurobiol. (2000)

61:169–203. doi: 10.1016/S0301-0082(99)00051-9

15. Willis WD, Coggeshall RE. Sensory Mechanisms of the Spinal Cord. New York:

Kluwer Academic/Plenum Publishers (2004). doi: 10.1007/978-1-4615-0037-7

16. Collins WF Jr, Nulsen FE. Studies on sensation interpreted as

pain: center nervous system pathways. Clin Neurosurg. (1962)

8:271–81. doi: 10.1093/neurosurgery/8.CN_suppl_1.271

17. Hachisuka J, Omori Y, Chiang MC, Gold MS, Koerber HR, Ross SE. Wind-up

in lamina I spinoparabrachial neurons: a role for reverberatory circuits. Pain.

(2018) 159:1484–93. doi: 10.1097/j.pain.0000000000001229

18. Sivilotti LG, Thompson SW, Woolf CJ. Rate of rise of the cumulative

depolarization evoked by repetitive stimulation of small-caliber afferents is

a predictor of action potential windup in rat spinal neurons in vitro. J

Neurophysiol. (1993) 69:1621–31. doi: 10.1152/jn.1993.69.5.1621

19. Todd AJ. Neuronal circuitry for pain processing in the dorsal horn. Nat Rev

Neurosci. (2010) 11:823–36. doi: 10.1038/nrn2947

20. Yoshimura M, Jessell TM. Primary afferent-evoked synaptic responses and

slow potential generation in rat substantia gelatinosa neurons in vitro. J

Neurophysiol. (1989) 62:96–108. doi: 10.1152/jn.1989.62.1.96

21. Hunt SP, Rossi J. Peptide- and non-peptide-containing unmyelinated

primary afferents: the parallel processing of nociceptive information.

Philos Trans R Soc Lond B Biol Sci. (1985) 308:283–9. doi: 10.1098/rstb.

1985.0028

22. De Koninck Y, Henry JL. Substance P-mediated slow excitatory postsynaptic

potential elicited in dorsal horn neurons in vivo by noxious stimulation. Proc

Natl Acad Sci U S A. (1991) 88:11344–8. doi: 10.1073/pnas.88.24.11344

23. Thompson SW, Dray A, Urban L. Injury-induced plasticity of spinal reflex

activity: NK1 neurokinin receptor activation and enhanced A- and C-fiber

mediated responses in the rat spinal cord in vitro. J Neurosci. (1994) 14:3672–

87. doi: 10.1523/JNEUROSCI.14-06-03672.1994

24. Watkins JC, Jane DE. The glutamate story. Br J Pharmacol. (2006) 147:S100–

8. doi: 10.1038/sj.bjp.0706444

25. Dickenson AH, Sullivan AF. Evidence for a role of the NMDA receptor in

the frequency dependent potentiation of deep rat dorsal horn nociceptive

neurones following C fibre stimulation. Neuropharmacology. (1987) 26:1235–

8. doi: 10.1016/0028-3908(87)90275-9

26. Nagy I, Maggi CA, Dray A, Woolf, CJ, Urban L. The role of neurokinin

and N-methyl-d-aspartate receptors in synaptic transmission from capsaicin-

sensitive primary afferents in the rat spinal cord in vitro. Neuroscience. (1993)

52:1029–37. doi: 10.1016/0306-4522(93)90549-U

27. Woolf CJ. Evidence for a central component of post-injury pain

hypersensitivity. Nature. (1983) 306:686–8. doi: 10.1038/306686a0

28. Woolf CJ. Central sensitization: implications for the diagnosis and treatment

of pain. Pain. (2011) 152:S2–S15. doi: 10.1016/j.pain.2010.09.030

Frontiers in Pain Research | www.frontiersin.org 4 February 2022 | Volume 3 | Article 833104

https://doi.org/10.9783/9781512815757
https://doi.org/10.3181/00379727-26-4238
https://doi.org/10.1001/archneur.1960.00450040031003
https://doi.org/10.1093/brain/85.2.331
https://doi.org/10.1113/jphysiol.1967.sp008227
https://doi.org/10.1152/jn.1984.51.6.1434
https://doi.org/10.1113/jphysiol.1964.sp007417
https://doi.org/10.1126/science.150.3699.971
https://doi.org/10.1016/j.pain.2013.12.010
https://doi.org/10.1038/206097a0
https://doi.org/10.1016/0014-4886(66)90068-9
https://doi.org/10.1152/jn.1959.22.3.305
https://doi.org/10.1152/jn.1969.32.6.803
https://doi.org/10.1016/S0301-0082(99)00051-9
https://doi.org/10.1007/978-1-4615-0037-7
https://doi.org/10.1093/neurosurgery/8.CN_suppl_1.271
https://doi.org/10.1097/j.pain.0000000000001229
https://doi.org/10.1152/jn.1993.69.5.1621
https://doi.org/10.1038/nrn2947
https://doi.org/10.1152/jn.1989.62.1.96
https://doi.org/10.1098/rstb.1985.0028
https://doi.org/10.1073/pnas.88.24.11344
https://doi.org/10.1523/JNEUROSCI.14-06-03672.1994
https://doi.org/10.1038/sj.bjp.0706444
https://doi.org/10.1016/0028-3908(87)90275-9
https://doi.org/10.1016/0306-4522(93)90549-U
https://doi.org/10.1038/306686a0
https://doi.org/10.1016/j.pain.2010.09.030
https://www.frontiersin.org/journals/pain-research
https://www.frontiersin.org
https://www.frontiersin.org/journals/pain-research#articles


Mendell Windup and Central Sensitization

29. LaMotte RH, Lundberg LE, Torebjörk HE. Pain, hyperalgesia and activity

in nociceptive C units in humans after intradermal injection of capsaicin. J

Physiol. (1992) 448:749–64. doi: 10.1113/jphysiol.1992.sp019068

30. Raja SN, Campbell JN, Meyer RA. Evidence for different mechanisms of

primary and secondary hyperalgesia following heat injury to the glabrous skin.

Brain. (1984) 107:1179–88. doi: 10.1093/brain/107.4.1179

31. Haley JE, Sullivan AF, Dickenson AH. Evidence for spinal N-methyl-D-

aspartate receptor involvement in prolonged chemical nociception in the rat.

Brain Res. (1990) 518:218–26. doi: 10.1016/0006-8993(90)90975-H

32. Woolf CJ, Thompson SWN. The induction and maintenance of

central sensitization is dependent on N-methyl-D-aspartic acid

receptor activation; implications for the treatment of post-injury pain

hypersensitivity states. Pain. (1991) 44:293–9. doi: 10.1016/0304-3959(91)

90100-C

33. Latremoliere A, Woolf CJ. Central sensitization: a generator of pain

hypersensitivity by central neural plasticity. J Pain. (2009) 10:895–

926. doi: 10.1016/j.jpain.2009.06.012

34. Woolf CJ. Windup and central sensitization are not equivalent. Pain. (1996)

66:105–8. doi: 10.1097/00006396-199608000-00001

35. Li J, Simone DA, Larson AA. Windup leads to characteristics of

central sensitization. Pain. (1999) 79:75–82. doi: 10.1016/S0304-3959(98)

00154-7

36. Thompson SW, Woolf CJ, Sivilotti LG. Small-caliber afferent inputs produce

a heterosynaptic facilitation of the synaptic responses evoked by primary

afferent A-fibers in the neonatal rat spinal cord in vitro. J Neurophysiol. (1993)

69:2116–28. doi: 10.1152/jn.1993.69.6.2116

Conflict of Interest: The author declares that the research was conducted in the

absence of any commercial or financial relationships that could be construed as a

potential conflict of interest.

Publisher’s Note: All claims expressed in this article are solely those of the authors

and do not necessarily represent those of their affiliated organizations, or those of

the publisher, the editors and the reviewers. Any product that may be evaluated in

this article, or claim that may be made by its manufacturer, is not guaranteed or

endorsed by the publisher.

Copyright © 2022 Mendell. This is an open-access article distributed under the

terms of the Creative Commons Attribution License (CC BY). The use, distribution

or reproduction in other forums is permitted, provided the original author(s) and

the copyright owner(s) are credited and that the original publication in this journal

is cited, in accordance with accepted academic practice. No use, distribution or

reproduction is permitted which does not comply with these terms.

Frontiers in Pain Research | www.frontiersin.org 5 February 2022 | Volume 3 | Article 833104

https://doi.org/10.1113/jphysiol.1992.sp019068
https://doi.org/10.1093/brain/107.4.1179
https://doi.org/10.1016/0006-8993(90)90975-H
https://doi.org/10.1016/0304-3959(91)90100-C
https://doi.org/10.1016/j.jpain.2009.06.012
https://doi.org/10.1097/00006396-199608000-00001
https://doi.org/10.1016/S0304-3959(98)00154-7
https://doi.org/10.1152/jn.1993.69.6.2116
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/pain-research
https://www.frontiersin.org
https://www.frontiersin.org/journals/pain-research#articles

	The Path to Discovery of Windup and Central Sensitization
	Introduction
	Early Experiments Leading to Windup
	Mechanisms of Windup
	Central Sensitization
	Comparing Windup and Central Sensitization
	Discussion
	Author Contributions
	Acknowledgments
	References


