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ABSTRACT
Exercise Associated Muscle Cramps (EAMC) is one of the
most common conditions that require medical attention
during or immediately after sports events. Despite the
high prevalence of this condition the aetiology of EAMC in
athletes is still not well understood. The purpose of this
review is to examine current scientific evidence in support
of (1) the ‘‘electrolyte depletion’’ and ‘‘dehydration’’
hypotheses and (2) the ‘‘altered neuromuscular control’’
hypothesis in the aetiology of EAMC. In this review,
scientific evidence will, as far as possible, be presented
using evidence-based medicine criteria. This is particularly
relevant in this field, as the quality of experimental
methodology varies considerably among studies that are
commonly cited in support of hypotheses to explain the
aetiology of EAMC. Scientific evidence in support of the
‘‘electrolyte depletion’’ and ‘‘dehydration’’ hypotheses for
the aetiology of EAMC comes mainly from anecdotal
clinical observations, case series totalling 18 cases, and
one small (n = 10) case–control study. Results from four
prospective cohort studies do not support these
hypotheses. In addition, the ‘‘electrolyte depletion’’ and
‘‘dehydration’’ hypotheses do not offer plausible patho-
physiological mechanisms with supporting scientific
evidence that could adequately explain the clinical
presentation and management of EAMC. Scientific
evidence for the ‘‘altered neuromuscular control’’
hypothesis is based on evidence from research studies in
human models of muscle cramping, epidemiological
studies in cramping athletes, and animal experimental
data. Whilst it is clear that further evidence to support the
‘‘altered neuromuscular control’’ hypothesis is also
required, research data are accumulating that support this
as the principal pathophysiological mechanism for the
aetiology of EAMC.

Exercise Associated Muscle Cramps (EAMC) is one
of the most common conditions that require
medical attention during or immediately after
sports events. EAMC is particularly common in
endurance events such as ultra-marathon running
and triathlon.1–4 Despite the high prevalence of this
condition the aetiology of EAMC in athletes is still
not well understood.

Muscle cramping in athletes may occur as a
result of many underlying medical conditions,5 and
therefore not all athletes with muscle cramping
suffer from EAMC. However, in the sports
medicine literature, cramping during or immedi-
ately after exercise is more commonly referred to as
Exercise Associated Muscle Cramping (EAMC),6–9

which has been defined as a ‘‘painful, spasmodic
and involuntary contraction of skeletal muscle that

occurs during or immediately after exercise’’.10 This
term will be used in this review.

The first reports of muscle cramping related to
physical activity were from labourers working on
steamships and in mines in hot, humid conditions
more than 100 years ago.11 12 In these early reports
it was noted not only that muscle cramping
occurred in the heat but also that cramps were
accompanied by profuse sweating.12 These early
anecdotal observations led to the development of
the traditional ‘‘electrolyte depletion’’ and ‘‘dehy-
dration’’ hypotheses for the aetiology of EAMC.
These case reports often related the development
of cramping to physical activity performed in hot
and humid environmental conditions, and this has
led to the terminology ‘‘heat cramps’’ or ‘‘exer-
tional heat cramps’’. This terminology is still used
today,5 6 13 14 often synonymously with EAMC.
This is despite the fact that EAMC is known to
occur in individuals exercising in moderate to cool
temperatures,6 15 and exposure to extreme cold has
also been associated with EAMC in swimmers.2 It
has also been reported that the development of
EAMC is not directly related to an increased core
temperature.16 Furthermore, passive heating alone
(at rest) does not result in EAMC and cooling does
not relieve muscle cramps.10 It would therefore
appear that heat alone is not a direct cause of
muscle cramping during exercise, and therefore the
term ‘‘heat cramps’’ is a misnomer, and its use
should be discouraged.

A novel hypothesis for the aetiology of EAMC
was first proposed about 10 years ago.10 This
hypothesis explored evidence that altered neuro-
muscular control as a result of the development of
muscle fatigue may be the primary factor that is
associated with the development of EAMC.10 This
‘‘altered neuromuscular control’’ hypothesis has
only recently gained some acceptance and ‘‘muscle
fatigue’’ has, in a recent review, been acknowl-
edged as a predisposing factor in the development
of EAMC.6

The purpose of this review is to examine current
scientific evidence in support of (1) the ‘‘electrolyte
depletion’’ and ‘‘dehydration’’ hypotheses’’ and
(2) the ‘‘altered neuromuscular control’’ hypo-
thesis in the aetiology of EAMC. In this review,
scientific evidence will, as far as possible, be
presented using evidence-based medicine (EBM)
criteria.17 This is particularly relevant in this field,
as the quality of experimental methodology varies
considerably among studies that are commonly
cited in support of hypotheses to explain the
aetiology of EAMC.
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SCIENTIFIC EVIDENCE SUPPORTING THE ‘‘ELECTROLYTE
DEPLETION’’ AND ‘‘DEHYDRATION’’ HYPOTHESES FOR THE
AETIOLOGY OF EAMC

Scientific evidence in support of the electrolyte depletion
hypothesis for the aetiology of EAMC
More than a century ago, it was first reported that individuals
who were exposed to physical exercise in hot and humid
environments could develop muscle cramps that were appar-
ently associated with disturbances in serum electrolyte con-
centrations, notably hypochloraemia.11 18 Following these early
reports, it has been suggested that other serum electrolyte
abnormalities, including hyperkalaemia, hypomagnesaemia and
hypocalcaemia, can also be associated with EAMC.12 19–21 The
scientific methodology in all these studies was in the form of
case reports or case series, with no control groups. There is not a
single published study that has shown that serum electrolyte
concentrations are abnormal in athletes at the time of acute
EAMC, when compared with non-cramping control athletes.

In contrast, there are now four prospective cohort studies,
from two laboratories, in two different endurance sports that
have shown no relationship between serum electrolyte abnorm-
alities and EAMC in marathon runners or triathletes8 9 16 (Drew
N, MPhil Sports Medicine dissertation, University of Cape
Town, 2006). In all these studies a cohort of endurance athletes
(runners or triathletes) with normal pre-exercise serum electro-
lyte concentrations was followed and those with EAMC that
occurred during the race (cramp group) were compared with a
control group of athletes who did not develop EAMC. In a very
consistent fashion, the results of these four prospective cohort
studies have shown that in the cramp group serum electrolyte
concentrations were not significantly different from those in
the control (non-cramping) group at the time of the acute
EAMC. Furthermore, as cramping subsided, and athletes
became asymptomatic, no changes were observed in serum
electrolyte concentrations (immediately post-race to recovery),
indicating that recovery from EAMC was not associated with
any normalisation of serum electrolyte concentration.
Therefore, there is a dissociation between EAMC and serum
electrolyte concentrations.8 9 Small decreases in pre–post serum
sodium concentrations in the cramp group reported in these
studies were within the normal range and were not of any
clinical significance.8 9 These reductions in serum sodium
concentrations in the cramp group were likely as a result of
increased fluid intake, because the pre–post percentage change
in body weight was consistently less in the cramp group.8 9 The
findings in these studies are consistent and do not support any
association between EAMC and abnormalities in serum
electrolyte concentrations.

This finding of a dissociation between EAMC and serum
electrolyte concentrations has more recently prompted the
proponents of the ‘‘electrolyte depletion’’ hypothesis to suggest
that, rather than changes in serum electrolyte concentrations,
the mechanism for EAMC is increased sweat sodium concen-
tration or ‘‘salty sweating’’, resulting in sodium depletion,
which then causes EAMC.22 23 However, the pathophysiological
basis for this hypothesis is not clear, and has never been
formally outlined. In this review, an attempt was made, using
the explanation offered by Bergeron,23 to formulate the possible
progression of physiological events that may take place and
how, through ‘‘salty sweating’’ as a result of exercise, this can
lead to the development of EAMC (fig 1).

In this hypothesis (fig 1) it has been suggested that excessive
sodium loss in sweat results in the development of EAMC22–25

without altering serum sodium or chloride concentrations.23

Because sweat sodium concentration is always hypotonic,26–29 a
significant loss of sodium through sweat can therefore only
occur if there is an accompanying large loss of fluid. This would
mean that dehydration would accompany any significant
sodium loss in athletes presenting with EAMC. The proponents
of this hypothesis cannot, however, offer a plausible pathophy-
siological mechanism by which ‘‘salty sweating’’ alone can
cause cramping,22 and therefore include dehydration and, more
recently, muscle fatigue as additional predisposing factors in the
development of EAMC6 — the so-called ‘‘triad’’.6 22 The only
pathophysiological mechanism that has been suggested is that
‘‘salty sweating’’ coupled with significant dehydration causes
contraction of the extracellular fluid compartment.23 It is then
suggested, with no evidence to support this, that the resultant
‘‘loss of interstitial volume causes a mechanical deformation of
nerve endings and increasing the surrounding ionic and
neurotransmitter concentrations’’, which then cause selected
motor nerve terminals to become hyperexcitable and sponta-
neously discharge.23

It is important to point out that scientific evidence for this
hypothesis is based on reports in which sweat sodium
concentrations were measured (1) during exercise in athletes
with a self-reported past history of EAMC, and (2) never at the
time of an acute EAMC, or during an exercise bout where
EAMC occurred.23–25 There are no published studies in which
increased sweat sodium concentrations above those of suitable
matched non-cramping controls were measured in athletes
presenting with an acute episode of EAMC. It is also important
to note that sweat sodium concentrations during exercise,
which were measured in athletes with a self-reported past
history of EAMC, are only available in 23 subjects from three
studies: (1) a single case of one tennis player with EAMC,24 (2) a
case series of 17 tennis players with a past history of cramping,23

and (3) a small observational study in 10 American football
players (five players with a past history of cramping, and five
players with no history of cramping).25 These 23 cases with a
past history of EAMC are the only cases where a reportedly
‘‘high’’ sweat sodium concentration is linked to EAMC.

Important methodological considerations in these three
studies23–25 are that (i) no suitable control groups were included
in the studies on tennis players,23 24 (ii) the sample sizes of cases
and control groups in the American football study were very
small,25 (iii) sweat sodium concentrations were not measured at
the time when athletes experienced EAMC, and (iv) other
factors that could determine sweat sodium concentrations, such
as dietary intake of sodium, state of acclimatisation, anatomical
variability in sweat collection site, variability of sweat electro-
lyte concentrations within an exercise bout, and seasonal
variation were either not documented or not taken into
account. Furthermore, in two of these studies, it was suggested
that sweat sodium losses could result in ‘‘deficits of total
exchangeable sodium’’, a claim that is not substantiated by any
direct measurement.

The definition of what constitutes a ‘‘salty sweater’’ also
requires some discussion. At present, there are no data available
to define an ‘‘abnormally high’’ sweat sodium concentration
during exercise. However, it is important to note that sweat
sodium concentrations have been measured during exercise in
normal (non-cramping) athletes) of varying ages,26 different
genders,27 in varying states of acclimatisation28 or fitness,26 in
different body regions,26 26 27 in different exercise durations,27 in
different environmental conditions27 and using different tech-
niques to collect sweat and then measure the sweat sodium
concentration.28 29 The findings of these studies show that the
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mean sweat sodium concentration of these normal athletes
(with no past history of cramping) is consistently higher than or
the same as those mean sweat sodium concentrations reported
in the ‘‘salty sweaters’’ listed in the three case series previously
mentioned. Therefore, in the 23 cases that form the basis of the
‘‘salty sweating’’ in the ‘‘electrolyte depletion’’ hypothesis,
sweat sodium concentrations during exercise were in fact
normal to low.

Experimentally induced hyponatraemia, if accompanied by
sodium loss, has been associated with generalised skeletal
muscle cramping at rest.30 31 In another clinical setting general-
ised muscle cramping has been reported in 5–20% of patients
undergoing haemodialysis.32 Although the mechanisms of
cramping during haemodialysis are also not well understood,
this form of cramping has been linked to changes in plasma
osmolality and altered serum sodium concentrations.33

Recently, it has been shown that this form of cramping can
be reduced if serum osmolality and serum sodium concentra-
tions are normalised using a technique known as ‘‘sodium
profiling’’.32 Altered serum electrolyte concentrations caused by
systemic abnormalities can therefore result in generalised
skeletal muscle cramping at rest.34 However, it is important to

note that, in the majority of athletes presenting with EAMC,
cramping occurs in the localised muscle groups that are involved
in the repetitive contractions associated with exercise,23 25 35 and
that these contractions occur in spasms lasting 1–3 minutes.6

This clinical presentation of localised EAMC has been well
described, even by proponents of the ‘‘electrolyte depletion’’
hypothesis.6 23 In the ‘‘electrolyte depletion’’ hypothesis there is
no suitable physiological explanation of how a systemic
abnormality such as electrolyte depletion could result in
localised symptoms that are episodic. Furthermore, the propo-
nents of the ‘‘electrolyte depletion’’ hypothesis indicated that
the immediate treatment of acute EAMC is rest, prolonged
passive stretching, and oral sodium chloride.6 The ‘‘electrolyte
depletion’’ hypothesis does not explain why interventions such
as rest and passive stretching are effective and why these are
supported.6

In summary, there is evidence that altered serum osmolality
and altered serum electrolyte concentrations (notably hypo-
chloraemia, hyponatraemia, and hypocalcaemia) can cause
generalised skeletal muscle cramping at rest in specific clinical
settings. However, data from well-conducted prospective cohort
studies show that athletes with acute EAMC are not

Figure 1 The ‘‘electrolyte depletion’’ hypothesis for the development of Exercise Associated Muscle Cramping (EAMC).
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hyponatraemic, hypochloraemic, or hypocalcaemic and do not
have an abnormal serum osmolality.8 Furthermore, there is no
evidence that athletes with a history of EAMC (23 reported
cases) have higher sweat sodium concentration than reported
sweat sodium concentrations from subjects in a number of
other studies. Finally, electrolyte depletion is a systemic
abnormality that will affect all the skeletal muscles in the
body. Yet, the clinical picture of EAMC in the majority of cases
is that of localised cramping in the exercising muscle groups.
This clinical observation, also reported by clinicians who are
proponents of the electrolyte depletion hypothesis, is not in
keeping with the systemic nature of electrolyte depletion.

Scientific evidence in support of the dehydration hypothesis for
the aetiology of EAMC
The dehydration hypothesis for the cause of EAMC also has its
roots more than 100 years ago, when case series reports linked
cramping in mine workers to excessive sweating and presumed
dehydration.12 These were anecdotal observations and no actual
measures of hydration status were reported in these cases.
Dehydration is still commonly cited as a cause for muscle
cramps in athletes6 36 and is linked to the ‘‘electrolyte depletion’’
hypothesis,6 22 23 and more recently as part of a ‘‘triad’’ of causes
of EAMC.6 22

A careful review of the literature did not identify a single
published scientific study showing that athletes with acute
EAMC are more dehydrated that control athletes (athletes of
the same gender, competing in the same race with similar race
finishing times). In contrast, there is evidence from four
prospective cohort studies showing that dehydration is not
associated with EAMC. In these studies, the relationship
between hydration status (indirectly measured as the difference
between pre and post-race body weight) and EAMC was
carefully documented in cramping athletes and
controls.8 9 16(Drew N, MPhil Sports Medicine dissertation,
University of Cape Town, 2006) The findings of these studies
consistently show that cramping athletes, at the time of acute
symptoms, were not more dehydrated than control (non-
cramping) athletes. If anything, athletes in the cramping groups
were consistently less dehydrated (not significantly so) than the
control subjects. The results of these studies do not, therefore,
support the hypothesis that there is a direct relationship
between dehydration and muscle cramping. The proposed
mechanism that ‘‘as progressive dehydration occurs, the
extracellular fluid compartment becomes increasingly con-
tracted’’ and that this results in EAMC22 23 is therefore not
supported by these findings. Both electrolyte depletion and
dehydration are systemic abnormalities, and therefore also do
not explain the localised nature of EAMC.

Summary: scientific evidence in support of the electrolyte
depletion and the dehydration hypothesis for the aetiology of
EAMC
In summary, dehydration and electrolyte depletion are often
considered together (and recently together with muscle fatigue)
as the ‘‘triad’’ causing EAMC. The key components of this
hypothesis (fig 1) are that electrolyte (mainly sodium) depletion
through excessive sweat sodium loss together with dehydration
causes EAMC. However, results from prospective cohort studies
consistently show that athletes suffering from acute EAMC are
not dehydrated, neither do they have disturbances in serum
osmolality or serum electrolyte (notably sodium) concentra-
tions. Furthermore, sweat sodium concentrations measured

during exercise in 23 reported cases with a past history of
EAMC are not higher than those reported in many other
studies. Both electrolyte depletion and dehydration are systemic
abnormalities, and therefore would result in systemic symp-
toms, as has been observed in other clinical conditions.
However, in EAMC, the symptoms classically are local and
are confined to the working muscle groups. Thus, the available
evidence to date does not support the hypotheses that
electrolyte depletion or dehydration cause EAMC — therefore
an alternate hypothesis for the aetiology of EAMC has to be
considered.

SCIENTIFIC EVIDENCE SUPPORTING THE ‘‘ALTERED
NEUROMUSCULAR CONTROL’’ HYPOTHESIS FOR THE
AETIOLOGY OF EAMC

Introduction and historical background
The development of muscle fatigue resulting in ‘‘altered
neuromuscular control’’ as a cause for EAMC was first proposed
in March 1996. This was at the time of an international
symposium on ‘‘Muscle fatigue’’ which was held in Cape Town,
South Africa. The main observation that led to the development
of the ‘‘altered neuromuscular hypothesis’’ for EAMC came
from results of a descriptive cross-sectional epidemiological
study that was conducted in our unit in the early 1990s.37 In this
study, 1383 marathon runners responded to a questionnaire on
EAMC. Of these runners, 536 (26%) reported a past history of
EAMC. The majority (60%) of this group of runners with a past
history of EAMC indicated that muscle fatigue was associated
with, and preceded, the onset of EAMC. This seemingly
incidental finding prompted an in-depth review of the possible
mechanism that may link the development of muscle fatigue to
EAMC. The results of this review were presented at the meeting
that was held in 1996, and the proceedings of the meeting were
published in the following year.10 In this review, the possible
pathophysiological mechanisms for muscle cramping were
explored from the fundamental physiological principle that
muscle cramping can be considered as an abnormality of skeletal
muscle relaxation.10 38 For the first time, the lack of scientific
evidence to support the ‘‘electrolyte’’ and dehydration’’
hypotheses was also highlighted in this review,10 and evidence
that a neurological mechanism resulting from altered reflex
control mechanism in response to muscle fatigue was proposed
as an alternate hypothesis for the aetiology of EAMC.10

At the same time, a second independent review on the
proposed mechanisms of EAMC was published a few months
after the 1996 ‘‘Muscle fatigue’’ conference.39 In this review it
was also concluded that ‘‘disturbances at various levels of the
central and peripheral nervous system and skeletal muscle are
likely to be involved in the mechanism of cramp.’’ However, in
this review evidence for ‘‘electrolyte depletion’’ or the ‘‘dehy-
dration’’ hypothesis for EAMC was not explored.39

Over the past 10 years, a number of research studies have
been conducted to explore possible mechanisms for the
development of muscle cramping in general, and EAMC
specifically. The findings of these studies form the basis for
the current understanding of the ‘‘altered neuromuscular
control’’ hypothesis for EAMC. The sequence of physiological
events that could explain the development of EAMC has
therefore now been refined. The current concepts that link
repetitive muscular exercise, the development of muscle fatigue
and the possible mechanisms by which muscle fatigue and
perhaps other triggers could result in EAMC by altering
neuromuscular control are summarised in fig 2. This scientific
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evidence, including the pathophysiological mechanisms at each
step, will now be reviewed.

Scientific evidence supporting an association between factors
causing premature muscle fatigue and EAMC
It is well established that, during muscular exercise, there are
many factors that can contribute to the development of muscle
fatigue. These factors include exercising in hot and humid
environmental conditions, increasing exercise intensity,
increased exercise duration, and depletion of muscle energy
stores. The evidence that some of these known factors are
associated with the development of EAMC will now be
reviewed.

The observation that EAMC is more common when physical
exercise is performed in hot and humid environmental condi-
tions has its roots in case reports dating to over 100 years

ago,11 12 and the term ‘‘heat cramps’’ was first used in the
medical literature in the 1930s12 and is still used today.6 In
considering the possibility that exercising in hot, humid
conditions causes cramps, there are two fundamental questions
that need to be answered. The first question is whether EAMC
is more common when athletes exercise in hot, humid
environmental conditions, and the second question relates to
the possible mechanism by which exercising in the heat can lead
to EAMC.

Historical reports (cases and case series) and clinical anecdotal
observations appear to indicate that EAMC does occur more
frequently when athletes exercise in hot, humid conditions.11 12

More substantive data to support this observation comes from
only one epidemiological study, in which the incidence of
EAMC in different environmental conditions has been reported
in American Football players.13 In this study it was reported that
‘‘heat cramps’’ were more common when the Heat Index was

Figure 2 The ‘‘altered neuromuscular control’’ hypothesis for the development of Exercise Associated Muscle Cramping (EAMC).
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‘‘high’’ or ‘‘extreme’’ compared with ‘‘low’’ or ‘‘moderate’’.13 It
must, however, be noted that these hot and humid conditions
also occurred during the first 2–3 weeks of training in a season,
when players were also likely to be less well conditioned, and
were likely not acclimatised to the environmental conditions. In
this study, however, acclimatisation and training status were
not documented. Therefore, although there is anecdotal
evidence that EAMC occurs more frequently when athletes
exercise in hot, humid environmental conditions, solid scientific
evidence to support this is still lacking.

As indicated, the mechanism by which exercise in hot humid
conditions may cause EAMC also requires discussion.
Historically, when EAMC occurred in athletes who exercised
in hot humid conditions, this has been attributed to dehydra-
tion and/or electrolyte disturbances, rather than the possible
effects of heat alone. The lack of scientific evidence relating
EAMC to dehydration or electrolyte depletion has already been
discussed. It appears, therefore, that if exercising in hot and
humid conditions does result in EAMC this may not be due to
electrolyte depletion or dehydration. Therefore, an alternate
mechanism may be responsible for this observation.

It is well documented that there are a number of mechanisms
by which exercise in the heat will result in the development of
muscle fatigue, independent of electrolyte depletion or dehy-
dration.40 Therefore, it is possible that the mechanism by which
exercise conducted in hot humid environmental conditions can
cause EAMC, not as a result of dehydration or electrolyte
depletion, but because of the development of muscle fatigue.
The possible mechanisms by which muscle fatigue could result
in EAMC will be reviewed in detail in a subsequent section.

Muscle fatigue during exercise can develop if athletes exercise
at a high intensity or if exercise is performed for a prolonged
time period. In observational studies it has been documented
that there is an association between EAMC in athletes and (1)
self-reported poor conditioning for an event 37 and (2) exercising
at a higher intensity such as during racing and not during
training,37 and that development of EAMC is more common in
the latter stages of a race (prolonged duration of exercise).16 37

However, stronger evidence linking increased exercise intensity
and EAMC comes from a recently completed prospective cohort
study in Ironman triathletes. In this study, 210 triathletes
competing in the 2006 South African Ironman triathlon acted as
subjects. All the subjects were assessed pre-race, and informa-
tion from a detailed questionnaire included training history,
personal best performances and a cramping history. During the
race, 44 triathletes developed EAMC (cramp group), while 166
served as a control (non-cramping) group. In a multivariate
analysis, the results of this study showed that EAMC was
related to a faster overall triathlon racing time and a faster
predicted triathlon racing time, despite similarly matched
preparation and performance histories to those in the control
group. The faster racing time (increased exercise intensity) in
the cramp group was an independent risk factor for the
development of EAMC in these triathletes (Drew N, MPhil
Sports Medicine dissertation, University of Cape Town, 2006).

There are no studies that have explored the relationship
between depletion of muscle energy stores (mainly muscle
glycogen) and the development of EAMC. However, in a
recently published study using a laboratory-based exercise
protocol that was specifically designed to cause fatigue of the
calf muscles, a high incidence of muscle cramping during
exercise was documented.7 In this study of 13 healthy men (91.8
(SD 15.1) kg) the administration of an oral solution containing
carbohydrate and electrolytes (given at a rate of 1.0 to 1.5 litres/

h), compared with no fluid administration, resulted in a delay in
the onset of EAMC (from a mean of 14.6 (SD 5.0) min to a
mean of 36.8 (SD 17.3) min). The main limitation in this study
was that the intervention consisted of administration of a drink
that contained fluid, electrolytes, and carbohydrate. It is
therefore not possible to determine whether the act of drinking,
the fluid, the electrolytes, the carbohydrate or a combination of
these interventions was responsible for the delay in the onset of
EAMC. However, as EAMC occurred after a mean of 15 min
into the exercise bout, and the mean sweat rate reported in this
group was 2.0 litres/h, the mean fluid loss after 15 min can be
estimated as 500 ml, which is not enough to result in significant
dehydration. Furthermore, if the sweat sodium concentrations
in the subjects were in the range reported as ‘‘salty sweaters’’
(mean of ,50 meq/litre) total sodium loss in the 15 min of
exercise would have been ,25 meq, again not enough to result
in significant sodium depletion. Therefore, it is unlikely that
either clinically significant dehydration or sodium depletion
could occur in this short time period. In contrast, it has been
documented that short-duration, intermittent, high-intensity
exercise can significantly reduce muscle glycogen stores.41

Although speculative, as measurements of muscle glycogen
were not done, the delay in EAMC following the combination
drink in the Jung et al study could have been due to the
carbohydrate supplementation in the drink, thereby delaying
the depletion of muscle energy stores (glycogen).7

In summary, there are some data to support the observations
that some factors responsible for the development of muscle
fatigue may also be associated with the development of EAMC.
There is some evidence that exercising in hot, humid environ-
mental conditions increases the risk of developing EAMC.13 The
possible mechanism for this increased risk is not as a result of
dehydration or electrolyte depletion, but could be related to the
development of muscle fatigue. There is only limited evidence
that other factors which can cause muscle fatigue, such as
increased exercise duration, poor conditioning and depletion of
muscle energy stores, are related to the development of EAMC,
and this requires further investigation. However, participating
at higher exercise intensity during racing (compared with
training) has recently been shown to be an independent risk
factor for the development of EAMC.

Scientific evidence that fatiguing muscular exercise can cause
muscle cramping
One of the first studies showing that fatiguing muscle
contraction can induce cramping in normal healthy subjects
was reported in 1957.42 In this study, among 115 college
students, sustained maximal muscle contraction, with the
muscle in a shortened position, resulted in muscle cramping in
18% of the subjects before an exercise bout, and in 26% after a
20–30 min exercise (swimming or callisthenics) bout. This was
also one of the first studies documenting that these episodes of
cramping were electrically active (using electromyography), and
that acute cramping could be treated by passive stretching.42

These authors concluded that it was probable that ‘‘the motor
activity in cramps was originating in the central nervous
system’’. This observation, that cramping can be induced by
voluntary sustained muscle contractions, has now been
confirmed by a number of investigators.43–45 Furthermore, there
is evidence that muscle cramping can be caused by repetitive
electrical stimulation of the nerves supplying the motor input to
muscle,45 46 and that this can be used as a reliable laboratory test
to induce cramping in humans.47
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In these laboratory studies investigating muscle cramping in
human subjects, factors that have been shown to increase the
likelihood of inducing cramping have also been explored. It has
been documented in the voluntary contraction model that
contraction of the muscle in a shortened position,42–45 and first
performing muscular exercise and then performing the volun-
tary contraction to induce cramping,42 increases the likelihood
of inducing muscle cramping. In the case of the electrical
stimulation model, stimulation of the nerve to reach a specific
‘‘threshold frequency’’ of stimulation reliably induces muscle
cramping.45 46

In summary, these laboratory-based studies show that, in
humans, voluntary muscle contraction and electrical stimula-
tion of the muscle reliably induce muscle cramping.
Furthermore, performing muscular exercise, as well as contract-
ing the muscle in a shortened position, increases the likelihood
of inducing muscle cramp. These data indicate that the
mechanism for muscle cramping is neuromuscular in nature.

Scientific evidence that the mechanism by which fatiguing
muscular exercise causes muscle cramping is muscle fatigue
resulting in altered neuromuscular control
There is a growing body of evidence to suggest that the
mechanism for muscle cramping has a neuromuscular basis.
Firstly, as has been discussed, voluntary muscle contraction or
stimulation of the motor nerve can reliably cause muscle
cramping. Secondly, there is evidence from experimental work
in human subjects that stimulation of the 1a afferents through
electrical stimulation48 or using the tendon tap (activating the
1a afferents)48 can induce cramping. Thirdly, it has repeatedly
been shown that the most effective treatment for cramping
induced in this manner is muscle stretching.42 45

An increase in tension in the Golgi tendon organ during
stretching, which will result in increased afferent reflex
inhibitory input to the a-motor neuron,44 is a plausible
mechanism to explain why stretching is an effective treatment
of cramping. This mechanism would also support the finding
that voluntary contraction of the muscle in a shortened position
increases the likelihood of cramping42–45 because the tension in
the tendon (and therefore the Golgi tendon organ) would be
less. Strong evidence, from a recently published study, support-
ing this inhibitory mechanism is that electrical stimulation of
the tendon afferents has been shown to successfully relieve
muscle cramping.44 Collectively, these data indicate that the
mechanism responsible for muscle cramping is a result of altered
neuromuscular control, whereby increased a-motor neuron
activity as well as reduced inhibitory feedback from the tendon
both have an important role in generating cramp.44

There is also evidence that the development of muscle fatigue
alters spinal neuromuscular control mechanisms that are
responsible for muscle activation and inhibition.49 50 In an
animal model, muscle fatigue has been shown to disrupt the
functioning of the peripheral muscle receptors by causing (1) an
increased firing rate of the muscle spindle’s type 1a and II
afferents, and (2) a decrease in the type Ib afferent activity from
the Golgi tendon organ.49 50 Therefore, as muscle fatigue
develops during prolonged intense exercise, it is possible that a
combination of the increased excitatory activity of the muscle
spindle and a reduced inhibitory effect of the Golgi tendon
organ with muscle fatigue would result in a sustained a-motor
neuron activity.10 Clinically, and when measuring electromyo-
graphic activity, this would initially present as muscle
fasciculation (muscle ‘‘twitches’’) and increased electromyo-
graphic (EMG) activity respectively. This has been termed the

‘‘cramp prone state’’.35 If fatiguing exercise continues, a full-
blown muscle cramp will develop.

There is some evidence from a field study in support of this
‘‘cramp prone state’’. It has been documented that there is
increased EMG activity at rest (baseline activity between bouts
of acute episodes of EAMC) in athletes who suffer from EAMC.9

In this study, baseline EMG activity in triathletes suffering from
EAMC was significantly higher in the cramping muscle than in
a non-cramping control muscle in the same athlete.9 This
finding indicates that cramping muscles, in between bouts of
acute EAMC, exhibit increased neuromuscular excitability —
notably in the exercising muscle groups only. In these subjects
EAMC was not associated with systemic abnormalities such as
electrolyte depletion or dehydration. Although these findings
have to be interpreted with caution because of a small sample
size,9 the observed heightened neuromuscular excitability
(‘‘cramp prone state’’) could be explained by the development
of muscle fatigue and the resultant changes in spinal neuro-
muscular control that have already been reviewed.

Finally, further evidence in support of the ‘‘abnormal
neuromuscular control’’ hypothesis for EAMC comes from an
analysis of the effective therapeutic approaches to EAMC. As
has already been discussed, passive stretching is the most
common and effective therapy to relieve acute muscle cramp-
ing.42 44 51–53 It is also regarded as effective treatment by those
who mainly support the electrolyte depletion and dehydration
hypotheses of EAMC.6 As previously discussed, passive stretch-
ing increases the tension in a muscle, thereby increasing the
Golgi tendon organ’s inhibitory activity,44 50 and this mechanism
offers further support for the hypothesis that abnormal
neuromuscular control is associated with EAMC.10

In summary, there is growing scientific evidence from studies
in human and animal models that muscle cramping occurs with
repetitive muscle contraction. As muscle fatigue develops there
is evidence that this is associated with increased excitatory and
decreased inhibitory signals to the a-motor neuron. If muscle
contraction (or electrical stimulation of the muscle) continues,
muscle cramping results. Effective immediate treatment of the
cramping is by increasing inhibitory input to the muscle, either
by stimulating the Golgi tendon organ afferents through
stretching or by electrical stimulation of the tendon. Finally,
there is some evidence that athletes with acute EAMC exhibit
this increased muscular hyperexcitability in between bouts of
acute EAMC (‘‘cramp prone state’’). These data suggest that
altered neuromuscular control during fatiguing muscular
exercise is the principal mechanism in the aetiology of acute
EAMC.

Other aetiological factors in EAMC that have to be considered in
future research
There are other factors that may have to be considered in the
aetiology of EAMC. These factors may well also alter
neuromuscular control during exercise, but need further
investigation. Recently, it has been shown in a prospective
cohort study that one of the two independent risk factors
associated with EAMC in triathletes (multivariate analysis) was
a previous history of EAMC (Drew N, MPhil Sports Medicine
dissertation, University of Cape Town, 2006). A positive family
history of cramping has also been reported as a risk factor for
EAMC in a cross-sectional study.37 Therefore, a genetic
predisposition to EAMC cannot be excluded, but the precise
mechanism for such a predisposition requires further investiga-
tion.
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There are other possible mechanisms that could alter
neuromuscular control at the spinal cord level, and therefore
may contribute to the development of EAMC. The first of these
is the possibility that muscle injury or muscle damage, resulting
from fatiguing exercise, could cause a reflex ‘‘spasm’’, and
thereby result in a sustained involuntary contraction. The
second possibility is that increased or decreased signals from
other peripheral receptors (such as chemically sensitive intra-
muscular afferents, pressure receptors or pain receptors) could
elicit a response from the central nervous system that can alter
neuromuscular control of the muscles.44 These other mechan-
isms have not been investigated in athletes with EAMC, but
would be important to explore in the future.

SUMMARY
In summary, scientific evidence in support of the ‘‘electrolyte
depletion’’ and ‘‘dehydration’’ hypotheses for the aetiology of
EAMC comes mainly from anecdotal clinical observations, case
series totalling 18 cases, and one small (n = 10) case–control
study. Results from four prospective cohort studies do not
support these hypotheses. In addition, the ‘‘electrolyte deple-
tion’’ and ‘‘dehydration’’ hypotheses do not offer plausible
pathophysiological mechanisms, with supporting scientific
evidence that could adequately explain the clinical presentation
and management of EAMC.

Scientific evidence for the ‘‘altered neuromuscular control’’
hypothesis is based on evidence from human laboratory models of
cramping, animal experimental data on spinal reflex activity
during fatigue, and field studies where EMG data were recorded
during bouts of acute cramping after fatiguing exercise.34 Whilst it
is clear that further evidence to support the ‘‘altered neuromus-
cular control’’ hypothesis is also required, research data are
accumulating that support this as the principal pathophysiologi-
cal mechanism for the aetiology of EAMC (fig 2).

Acknowledgements: Funding for the studies by the author who contributed to this
review came mainly from the University of Cape Town and the Medical Research
Council of South Africa. No funding was received from any company that may have
benefited from results of the scientific studies conducted by the author.

Competing interests: The author has been reimbursed by Gatorade, the
manufacturer of Gatorade sports drinks, for the costs to attend the ‘‘Sodium and
Exercise’’ conference in Vail, Colorado in July 2007 and to produce the original
manuscript for the proceedings of this conference.

REFERENCES
1. Hiller WD, O’Toole ML, Fortess EE, et al. Medical and physiological considerations in

triathlons. Am J Sports Med 1987;15:164–7.
2. Laird RH. Medical care at ultraendurance triathlons. Med Sci Sports Exerc

1989;21:S222–S225.
3. Robertson JW. Medical problems in mass participation runs: Recommendations.

Sports Med 1988;6:261–70.
4. Holmich P, Darre E, Jahnsen F, et al. The elite marathon runner: problems during and

after competition. Br J Sports Med 1988;22:19–21.
5. Parisi L, Pierelli F, Amabile G, et al. Muscular cramps: proposals for a new

classification. Acta Neurol Scand 2003;107:176–86.
6. Armstrong LE, Casa DJ, Millard-Stafford M, et al. Exertional Heat Illness during

Training and Competition. ACSM Position stand. Med Sci Sports Exerc 2007;39:556–
72.

7. Jung AP, Bishop PA, Al Nawwas A, et al. Influence of Hydration and Electrolyte
Supplementation on Incidence and Time to Onset of Exercise-Associated Muscle
Cramps. J Athl Train 2005;40:71–5.

8. Schwellnus MP, Nicol J, Laubscher R, et al. Serum electrolyte concentrations and
hydration status are not associated with exercise associated muscle cramping
(EAMC) in distance runners. Br J Sports Med 2004;38:488–92.

9. Sulzer NU, Schwellnus MP, Noakes TD. Serum electrolytes in Ironman triathletes
with exercise-associated muscle cramping. Med Sci Sports Exerc 2005;37:1081–5.

10. Schwellnus MP, Derman EW, Noakes TD. Aetiology of skeletal muscle ‘cramps’
during exercise: a novel hypothesis. J Sports Sci 1997;15:277–85.

11. Edsall DL. New disorder from heat: A disorder due to exposure to intense heat.
JAMA 1908;11:1969–71.

12. Talbot HT. Heat cramps. Medicine 1935;14:323–76.
13. Cooper ER, Ferrara MS, Broglio SP. Exertional heat illness and environmental conditions

during a single football season in the southeast. J Athl Train 2006;41:332–6.
14. Howe AS, Boden BP. Heat-related illness in athletes. Am J Sports Med

2007;35:1384–95.
15. Jones BH, Rock PB, Smith LS, et al. Medical complaints after a marathon run in cool

weather. Phys Sportsmed 1985;13:103–10.
16. Maughan RJ. Exercise-induced muscle cramp: a prospective biochemical study in

marathon runners. J Sports Sci 1986;4:31–4.
17. Obremskey WT, Pappas N, Attallah-Wasif E, et al. Level of evidence in orthopaedic

journals. J Bone Joint Surg Am 2005;87:2632–8.
18. Oswald RJW. Saline drink in industrial fatigue. Lancet 1925;16:1369–79.
19. Brockbank EM. Miner’s cramp. BMJ 1929;12:65–6.
20. Derrick EH. Heat cramps and uraemic cramps, with special reference to their

treatment with sodium chloride. Med J Aust 1934;10:612–16.
21. Talbott JH, Michelsen J. Heat cramps: A clinical and chemical study. J Clin Invest

1933;12:533–49.
22. Eichner ER. The role of sodium in heat cramping. Sports Med 2007;37:368–70.
23. Bergeron MF. Heat cramps: fluid and electrolyte challenges during tennis in the

heat. J Sci Med Sport 2003;6:19–27.
24. Bergeron MF. Heat cramps during tennis: a case report. Int J Sport Nutr 1996;6:

62–8.
25. Stofan JR, Zachwieja JJ, Horswill CA, et al. Sweat and sodium losses in NCAA

football players: a precursor to heat cramps? Int J Sport Nutr Exerc Metab
2005;15:641–52.

26. Inoue Y, Havenith G, Kenney WL, et al. Exercise- and methylcholine-induced
sweating responses in older and younger men: effect of heat acclimation and aerobic
fitness. Int J Biometeorol 1999;42:210–16.

27. Keatisuwan W, Ohnaka T, Tochihara Y. Physiological responses of men and women
during exercise in hot environments with equivalent WBGT. Appl Human Sci
1996;15:249–58.

28. Nielsen B, Strange S, Christensen NJ, et al. Acute and adaptive responses in
humans to exercise in a warm, humid environment. Pflugers Arch 1997;434:49–56.

29. Shirreffs SM, Maughan RJ. Volume repletion after exercise-induced volume
depletion in humans: replacement of water and sodium losses. Am J Physiol
1998;274:F868–F875.

30. McCance RA. Experimental sodium deficiency in man. Proc Royal Soc Lond Biol
1936;119:245–68.

31. McCance RA. Sodium deficiencies in clinical medicine. Lancet 1936;1:823–30.
32. Meira FS, Poli de Figueiredo CE, Figueiredo AE. Influence of sodium profile in preventing

complications during hemodialysis. Hemodial Int 2007;11(Suppl 3):S29–S32.
33. Stiller S, Bonnie-Schorn E, Grassmann A, et al. A critical review of sodium profiling

for hemodialysis. Semin Dial 2001;14:337–47.
34. Schwellnus MP. Skeletal Muscle Cramps During Exercise. Phys Sportsmed

1999;27:109–15.
35. Schwellnus MP, Drew N, Collins M. Muscle cramping in athletes--risk factors,

clinical assessment, and management. Clin Sports Med 2008;27:183–94, ix–x.
36. Eichner ER. Heat cramps: Salt is simplest, most effective antidote. Sports Med

Digest 1999;21:88.
37. Manjra SI, Schwellnus MP, Noakes TD. Risk factors for exercise associated muscle

cramping (EAMC) in marathon runners. Med Sci Sports Exerc 1996;28(5 suppl):S167.
38. Layzer RB, Rowland LP. Cramps. Physiol in Medicine 1971;285:31–40.
39. Bentley S. Exercise-induced muscle cramp. Proposed mechanisms and

management. Sports Med 1996;21:409–20.
40. Marino FE. Anticipatory regulation and avoidance of catastrophe during exercise-

induced hyperthermia. Comp Biochem Physiol B Biochem Mol Biol 2004;139:561–9.
41. Saltin B, Karlsson J. Muscle glycogen utilization during work of different intensities.

In: Pernow B, Saltin B, eds. Advances in Experimental Medicine and Biology. New
York: Plenum Press, 1971:289–99.

42. Norris FH, Gasteiger EL, Chatfield PO. An electromyographic study of induced and
spontaneous muscle cramps. EEG Clin Neurophysiol 1957;9:139–47.

43. Ross BH, Thomas CK. Human motor unit activity during induced muscle cramp. Brain
1995;118:983–93.

44. Khan SI, Burne JA. Reflex inhibition of normal cramp following electrical stimulation
of the muscle tendon. J Neurophysiol 2007;98:1102–7.

45. Bertolasi L, De Grandis D, Bongiovanni LG, et al. The influence of muscular
lengthening on cramps. Ann Neurol 1993;33:176–80.

46. Minetto MA, Botter A, Ravenni R, et al. Reliability of a novel neurostimulation
method to study involuntary muscle phenomena. Muscle Nerve 2008;37:90–100.

47. Stone MB, Edwards JE, Babington JP, et al. Reliability of an electrical method to
induce muscle cramp. Muscle Nerve 2003;27:122–3.

48. Baldissera F, Cavallari P, Dworzak F. Motor neuron ‘bistability’. A pathogenetic
mechanism for cramps and myokymia. Brain 1994;117(Pt 5):929–39.

49. Hutton RS, Nelson LD. Stretch sensitivity of Golgi tendon organs in fatigued
gastrocnemius muscle. Med Sci Sports Exerc 1986;18:69–74.

50. Nelson LD, Hutton RS. Dynamic and static stretch response in muscle spindle
receptors in fatigued muscle. Med Sci Sports Exerc 1985;17:445–50.

51. Eaton JM. Is this really a muscle cramp? Postgrad Med 1989;86:227–32.
52. Helin P. Physiotherapy and electromyography in muscle cramp. Br J Sports Med

1985;19:230–1.
53. Sontag SJ, Wanner JN. The cause of leg cramps and knee pains: an hypothesis and

effective treatment. Med Hypotheses 1988;25:35–41.

Review

408 Br J Sports Med 2009;43:401–408. doi:10.1136/bjsm.2008.050401



Copyright of British Journal of Sports Medicine is the property of BMJ Publishing Group and its content may

not be copied or emailed to multiple sites or posted to a listserv without the copyright holder's express written

permission. However, users may print, download, or email articles for individual use.


