frontiers in
PHYSIOLOGY

HYPOTHESIS AND THEORY ARTICLE
published: 16 May 2013
doi: 10.3389/fphys.2013.00115

=

Neuromuscular strain as a contributor to cognitive and
other symptoms in chronic fatigue syndrome: hypothesis
and conceptual model

Peter C. Rowe'*, Kevin R. Fontaine? and Richard L. Violand?

! Division of General Pediatrics and Adolescent Medicine, Department of Pediatrics, Johns Hopkins University School of Medicine, Baltimore, MD, USA
2 Department of Health Behavior, University of Alabama School of Public Health, Birmingham, AL, USA
3 Violand and McNerney, PA, Ellicott City, MD, USA

Edited by:
Julian M. Stewart, New York
Medical College, USA

Reviewed by:

Deborah A. Scheuer, University
of Florida, USA

Dragomir N. Serban, "Gr. T. Popa"
University of Medicine and
Pharmacy, Romania

*Correspondence:
Peter C. Rowe, Division of General

Pedlatrics and Adolescent Medicine,

Department of Pediatrics, Johns
Hopkins University School of
Medicine, 200 N. Wolfe St, Room
2077, Baltimore, MID 21287 USA.
e-mail: prowe@jhmi.edu

INTRODUCTION

Individuals with chronic fatigue syndrome (CFS) have heightened sensitivity and increased
symptoms following various physiologic challenges, such as orthostatic stress, physical
exercise, and cognitive challenges. Similar heightened sensitivity to the same stressors
in fiboromyalgia (FM) has led investigators to propose that these findings reflect a state of
central sensitivity. A large body of evidence supports the concept of central sensitivity in
FM. A more modest literature provides partial support for this model in CFS, particularly
with regard to pain. Nonetheless, fatigue and cognitive dysfunction have not been
explained by the central sensitivity data thus far. Peripheral factors have attracted attention
recently as contributors to central sensitivity. Work by Brieg, Sunderland, and others has
emphasized the ability of the nervous system to undergo accommodative changes in
length in response to the range of limb and trunk movements carried out during daily
activity. If that ability to elongate is impaired—due to movement restrictions in tissues
adjacent to nerves, or due to swelling or adhesions within the nerve itself—the result
is an increase in mechanical tension within the nerve. This adverse neural tension,
also termed neurodynamic dysfunction, is thought to contribute to pain and other
symptoms through a variety of mechanisms. These include mechanical sensitization
and altered nociceptive signaling, altered proprioception, adverse patterns of muscle
recruitment and force of muscle contraction, reduced intra-neural blood flow, and release
of inflammatory neuropeptides. Because it is not possible to differentiate completely
between adverse neural tension and strain in muscles, fascia, and other soft tissues, we
use the more general term “neuromuscular strain.” In our clinical work, we have found
that neuromuscular restrictions are common in CFS, and that many symptoms of CFS can
be reproduced by selectively adding neuromuscular strain during the examination. In this
paper we submit that neuromuscular strain is a previously unappreciated peripheral source
of sensitizing input to the nervous system, and that it contributes to the pathogenesis of
CFS symptoms, including cognitive dysfunction.

Keywords: adverse neural tension, neurodynamics, chronic fatigue syndrome, manual therapy, central sensitivity,
orthostatic intolerance

(Jason et al., 2008), underscoring the need for better understand-

Chronic fatigue syndrome (CFS) affects an estimated 1 million
individuals in the United States. The quality of life in adults
with CFS can be comparable to that for individuals with conges-
tive heart failure or multiple sclerosis (Komaroff et al., 1996). In
adult studies, spontaneous recovery is uncommon if CFS has been
present for over 3 years (Jason et al., 1999; Cairns and Hotopf,
2005). Among adolescents, CFS is it is one of the most common
causes of prolonged school absence (Smith et al., 2003; Crawley
et al., 2011). Cognitive-behavioral therapy and graded exercise
are the treatments best supported by the evidence, but treatment
effect sizes are modest and these treatments offer suboptimal
relief for those with more profound illness (Price et al., 2008).
Thus, CFS has substantial personal, medical, and societal costs

ing of pathophysiology and more effective treatments.

CENTRAL SENSITIVITY AS A CONCEPTUAL MODEL FOR CFS

Individuals with CFS have heightened sensitivity and increased
symptoms following various physiologic challenges, such as
orthostatic stress, physical exercise, and cognitive challenges.
Similar heightened sensitivity to the same stressors in FM has led
investigators to propose that these findings reflect a state of central
sensitivity. As defined by Yunus, central sensitivity is “clinically
and physiologically characterized by hyperalgesia (excessive sen-
sitivity to a normally painful stimulus, e.g., pressure), allodynia
(painful sensation to a normally non-painful stimulus, e.g., touch
and massage), expansion of the receptive field (pain beyond the
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area of peripheral nerve supply), prolonged electrophysiological
discharge, and an after-stimulus unpleasant quality of pain (e.g.,
burning, throbbing, numbness)” (Yunus, 2008). This has obvious
relevance for the pain symptoms in CFS and for FM. Other related
models propose that CFS represents a state of altered homeosta-
sis characterized by sustained arousal akin to a permanent stress
response (Wyller et al., 2009).

GAPS IN THE CENTRAL SENSITIVITY MODEL FOR CFS

AND FM

A large body of evidence supports the concept of central sensitiv-
ity in FM (Yunus, 2005; Jason et al., 2008; Albin and Clauw, 2009)
and despite the estimated 35-70% clinical overlap between the
disorders in adults (White et al., 2000; Brown and Jason, 2007), a
more modest literature provides partial support for this model
in CFS, particularly with regard to pain (Vecchiet et al., 1996;
Whiteside et al., 2004; Meeus et al., 2009). However, the fatigue
and cognitive dysfunction found in CFS and FM “cannot be sat-
isfactorily explained” (Yunus, 2008) by the central sensitivity data
thus far (Geisser et al., 2007). These symptoms might be medi-
ated by amplified central sensitivity, but peripheral factors, which
have been described in FM and irritable bowel syndrome (IBS),
may also play a role (e.g., Price et al., 2009; Staud et al., 2009).
Staud has shown that local anesthetic injection into trapezius
muscle tender points results in lower levels of thermal hyperalge-
sia in the forearm, consistent with peripheral nociceptive input as
a contributor to central sensitization (Staud et al., 2009). Others
have confirmed and extended these findings in subjects with FM
(Affaitati et al., 2011; Alonso-Blanco et al., 2011), but these studies
have focused on pain. No data have addressed whether non-
pain symptoms such as fatigue or cognitive dysfunction also have
peripheral contributors.

HOW MIGHT NEUROMUSCULAR STRAIN BE A PERIPHERAL
INFLUENCE ON CENTRAL SENSITIVITY?

A series of observations over the last several decades—by Brieg,
Sunderland, and others (Lindquist et al., 1973; Brieg, 1978;
Sunderland, 1978; Butler, 1991, 2000; Kornberg and McCarthy,
1992; Shacklock, 1995; Slater and Wright, 1995; Elvey, 1997;
Rempel et al., 1999; Orlin et al., 2005; Topp and Boyd, 2006)—
has focused attention on the ability of the nervous system to
undergo accommodative changes in length in response to the
range of limb and trunk movements carried out during daily
activity. The interaction of nerve mechanics and function has
been termed neurodynamics. As an example of the principles
of neurodynamics, the median nerve elongates approximately
20% as the upper extremity moves from a position of full wrist
and elbow flexion to one of full wrist and elbow extension
(Butler, 1991). If that ability to elongate is impaired—due to
movement restrictions in tissues adjacent to the median nerve
and its branches, or due to swelling or adhesions within the
median nerve itself—the result is an increase in mechanical ten-
sion within the nerve. This adverse neural tension, also termed
neurodynamic dysfunction, is thought to contribute to pain and
other symptoms through mechanical sensitization and altered
nociceptive signaling, altered proprioception, adverse patterns of
muscle recruitment and force of muscle contraction, reduced

intra-neural blood flow, and release of inflammatory neuropep-
tides (Lindquist et al., 1973; Kornberg and McCarthy, 1992;
Shacklock, 1995; Slater and Wright, 1995; Balster and Jull, 1997;
Van der Heide et al., 2001; Kobayashi et al., 2003; Orlin et al,,
2005). It is now well-established that manual stretch of nerves is
capable of evoking increased sweating and alterations of blood
flow in peripheral tissues, providing evidence of electrophysio-
logic activity in sympathetic nerve fibers (Lindquist et al., 1973;
Kornberg and McCarthy, 1992; Slater and Wright, 1995; Orlin
et al,, 2005). Conversely, treatment of areas of adverse neural ten-
sion (for example in carpal tunnel syndrome, cervico-brachial
pain, and osteoarthritis) leads to improved functional outcomes
(Rozmaryn et al., 1998; Deyle et al., 2000; Tal-Akabi and Rushton,
2000; Akalin et al., 2002; Allison et al., 2002).

Certain “neural provocation” maneuvers can assess for adverse
tension and other dysfunctions within the neuromuscular sys-
tem, including altered range of motion, altered resting mus-
cle tone, and hyperalgesia along the course of the involved
nerve tissue (Elvey, 1997; Butler, 1991, 2000). The most notable
examples of these provocation maneuvers are ankle dorsiflex-
ion, the passive straight leg raise test, the upper limb tension
(or neurodynamic) tests, and the seated slump test (Butler,
1991, 2000). Test-retest reliability is good for straight leg raise,
slump testing, and upper limb neurodynamic testing. (Coppieters
et al., 2001; Herrington et al.,, 2008) Because it is not pos-
sible to differentiate completely between adverse neural ten-
sion and strain in muscles, fascia, and other soft tissues, we
will use the more general term “neuromuscular strain” in this
paper. The concepts and clinical maneuvers described above,
while somewhat foreign to physicians and usually not part
of current medical school training, are nonetheless widely
accepted in the physical therapy literature. (Topp and Boyd,
2006).

CONCEPTUAL MODEL: NEUROMUSCULAR STRAIN AS A
PERIPHERAL PROPAGATOR OF CENTRAL SENSITIZATION
(FIGURE 1)

We propose that peripheral neuromuscular factors contribute
to the heightened perception of physiologic signals in CFS. As
shown on the left in Figure 1, neuromuscular strains and move-
ment restrictions can develop as a result injuries and activities of
daily life (for example, due to soft tissue and peri-neural adhe-
sions around scars, contusions and fractures that reduce range
of motion, anatomic abnormalities like scoliosis and kyphosis,
overuse injuries, and others). Their prevalence and severity is
likely modulated by the individual’s connective tissue phenotype
or general flexibility, the level of habitual exercise or the atten-
tion to proper rehabilitation of injuries, and whether maladaptive
activities such as overuse are corrected. A number of genetic
factors predispose individuals to symptoms of CFS, including
(though not limited to) polymorphisms in the genes controlling
catechol-O-methyltransferase activity [as shown recently in CFS
by Sommerfeldt and colleagues (2011)], and connective tissue
laxity (Rowe et al., 1999; Barron et al., 2002). Gender is an impor-
tant predisposing factor, given that many more women than men
develop CFS, although the mechanism for the increased risk is not
known.
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Risk Factors for Neuromuscular Strain

Antecedent peripheral nerve, soft tissue,
and muscular restrictions from injuries
and activities of daily life

Risk Factors for CFS

Gender, connective tissue laxity, other
genes (e.g., COMT polymorphisms),
other medical conditions

\

Trauma, infection, inflammation,
dehydration, other acute stressors

—

Y

Progression of old or development of new restrictions in neural or soft tissue
mobility, increased mechanical tension within a less that fully compliant
neuromuscular system, and increased afferent noxious input

Y

Central sensitivity and CFS

v

Clinical consequences:
e.g., autonomic dysfunction, increased nervous system sensitivity, increased CFS symptom burden

Maladaptive

Reduced activity

v

Nerve, muscle, and soft tissue
restrictions worsen

y

CFS symptoms and manifestations
of central sensitivity worsen

FIGURE 1 | Conceptual model linking peripheral, afferent input to central sensitivity and symptom expression in chronic fatigue syndrome.

Adaptive

Movement therapies
(e.g., Manual physical therapy, Tai,
Chi, yoga, graded exercise)

v

Nerve, muscle, and soft tissue
restrictions improve

v

CFS symptoms and manifestations
of central sensitivity improve

In response to a new stressor—examples of which include
trauma, surgery, infection, dehydration, and others—a variety
of physiologic changes occur, prominent among them cytokine
alterations in response to infection and inflammation. While
these stressors could be sufficient to trigger CFS symptoms and
central sensitivity, other biomechanical and behavioral factors—
such as whether the individual rests or remains relatively active—
modulate the response to a new stressor. For example, as has
been demonstrated in experiments involving prolonged inactiv-
ity, reductions in plasma volume associated with long periods
of bed rest (Fortney et al., 1996) would be expected to affect
orthostatic tolerance (Bou-Holaigah et al., 1995; Rowe et al,
1995, 2001; Cordero et al., 1996; Freeman and Komaroff, 1997;
Stewart et al., 1998; Schondorf et al., 1999; Stewart, 2000; Streeten
et al., 2000; Newton et al., 2007; Wyller et al., 2007a,b; Jones
et al., 2011). In those at risk for central sensitivity syndromes,
these changes in response to a new stressor could give rise
to progression of old (or the development of new) muscular,

neural, and other soft tissue restrictions. These added move-
ment restrictions would place further mechanical tension on
an already less than fully compliant neuromuscular system. We
hypothesize that this would result in increased noxious affer-
ent input from the irritable peripheral tissues, thereby con-
tributing to further central sensitization. Central sensitization,
in turn, could aggravate peripheral factors including resting
muscle tone, vascular and autonomic tone, and neural irritabil-
ity. The peripheral factors, central sensitization, and orthostatic
intolerance would then contribute to further expression of CFS
symptoms. If the neuromuscular strains were not treated, and
if the individual adapted to the increased symptom burden
with decreased activity, then neural, soft tissue and muscular
restrictions would be expected to worsen, leading to greater
impairment and greater central sensitization. Conversely, this
dynamic interplay between symptoms and further peripheral
and central sensitization lends itself to potential interventions
directed at (a) improving peripheral movement restrictions, via
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interventions such as manual physical therapy, exercise-based
approaches, or therapies such as yoga or Tai Chi (Wang et al,,
2010). Although not included in the proposed model, other
ways of addressing central sensitivity are not excluded from this
interplay. For example, improving central sensitivity—through
addressing autonomic symptoms with treatment of orthostatic
intolerance, or through improving central responses to stimuli
via cognitive behavioral therapy, SSRI/SNRI medications, and
anti-convulsant medications such as pregabalin—might allow
improved exercise and might improve the response to movement
therapies.

PRELIMINARY STUDIES

In our clinical work, we have found that neuromuscular restric-
tions are common in CFS. A 2 year cohort study of 55 adolescent
and young adult subjects with CFS is underway to more formally
document the prevalence and impact of these restrictions com-
pared to healthy controls, and to ascertain whether improvement
in overall CFS symptoms is accompanied by improvement in the
neuromuscular restrictions.

We have also noted that many symptoms of CFS can be
reproduced by selectively adding neuromuscular strain during
the examination (Rowe et al., 2013a,b). As an illustration of
the latter, two young adult males with CFS were placed supine
and a sustained passive straight leg raise (SLR) was performed.
A therapist held one leg elevated in SLR at 10° of hip flexion
for 2min, then raised it to 20° for 2min, adding 10° incre-
mental increases in SLR every 2min until the 12min point,
at which time the leg was returned to the horizontal resting
position. The responses to SLR were similar for both individ-
uals, and so in Figure2 we illustrate the symptom responses
to progressive SLR in one subject. During the period of study,
blood pressure, heart rate, skin temperature, and pulse oximetry

remained stable, but both young men became progressively more
symptomatic. After 12 min, they had difficulty answering basic
questions. Symptoms were scored on a 0—10 scale; cognitive fog-
giness increased from 4/10 at baseline to 9/10 at the completion
of the test. Despite the elevation of the leg, which might have
been expected to improve venous return to the heart and thereby
improve blood flow to the brain, lightheadedness increased, as did
visual blurring. Both individuals remained more fatigued than
usual for 12-24 h. Thus, supine neuromuscular strain provoked
increased fatigue and cognitive disturbance, the two symptoms
not adequately explained by the central sensitivity hypothesis
thus far.

Such a dramatic change is not always present, and some
subjects with CFS have no neuromuscular strains on exami-
nation. Nonetheless, the example above illustrates the ability
of neuromuscular strain to provoke symptoms, and warrants
further exploration to determine the prevalence of the prob-
lem, its overall contribution to symptoms, and the mechanisms
by which neuromuscular strains increase symptoms. We have
observed that open treatment of these movement restrictions
using manual therapy is associated with clinical improvement
(Rowe et al., 2013a,b).

The hypothesis can be tested by evaluating the whether the
response to a given neuromuscular strain differs between CFS
subjects and controls with regard to immediate and delayed
(24-h) symptoms, and with regard to measures of central sen-
sitivity, such as changes in heart rate variability, or changes in
pain sensitivity as measured by pressure-pain thresholds. Further
work will be needed to determine which neuromuscular strains
are most prevalent, and whether specific areas of neurodynamic
dysfunction are more associated with one group of symptoms
or another. Moreover, it will be important to learn which neu-
romuscular strain paradigms are most likely to elicit symptoms

—a—Lightheadedness

——Cognitive Fog

—<—Fatigue - Blurriness

-
o
J

Symptom Score

© = N @ & N 0 ©
I

FIGURE 2 | Effect of 12min of progressive passive straight leg raise
(SLR) on symptom severity in a 19 year old man with chronic
fatigue syndrome. The leg was passively raised by 10 degree every

SLR angle.in degrees

2min. At the end of each 2min period, the subject was asked to rate
his symptoms on a 0-10 scale. After 12min, the leg was returned to the
horizontal plane.
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in those with CFS, or whether individual variation in range of
motion will require individualized strain maneuvers. A potential
scientific challenge concerns the inability to determine whether
any changes in symptoms are due to neural strain or to muscle
stretch, but establishing whether and how often peripheral neu-
romuscular strain in general is capable of increasing symptoms
will be required first before attempting to isolate whether neural

or muscular factors predominate.
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