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Abstract

Objective

Complex Regional Pain Syndrome (CRPS), a chronic pain condition, develops mainly after
limb trauma and severely inhibits function. While early diagnosis is essential, factors for
CRPS onset are elusive. Therefore, identifying those at risk is crucial. Sensory modulation
dysfunction (SMD), affects the capacity to regulate responses to sensory input in a graded
and adaptive manner and was found associated with hyperalgesia in otherwise healthy indi-
viduals, suggestive of altered pain processing.

Aim
To test SMD as a potential risk factor for CRPS.

Methods

In this cross-sectional study, forty-four individuals with CRPS (29.9+11 years, 27 men) and
204 healthy controls (27.4+3.7 years, 105 men) completed the Sensory Responsiveness
Questionnaire-Intensity Scale (SRQ-IS). A physician conducted the CRPS Severity Score
(CSS), testing individuals with CRPS.

Results

Thirty-four percent of the individuals with CRPS and twelve percent of the healthy individu-
als were identified to have SMD (32 (1) = 11.95; p<0.001). Logistic regression modeling
revealed that the risk of CRPS is 2.68 and 8.21 times higher in individuals with sensory
over- and sensory under-responsiveness, respectively, compared to non-SMD individuals
(p=0.03 and p=0.01, respectively).

Conclusions

SMD, particularly sensory under-responsiveness, might serve as a potential risk factor for
CRPS and therefore screening for SMD is recommended. This study provides the risk index
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probability clinical tool a simple evaluation to be applied by clinicians in order to identify
those at risk for CRPS immediately after injury. Further research is needed.

1. Introduction

Complex Regional Pain Syndrome (CRPS) develops in 4-7% of patients after limb fractures,
limb surgery or other injuries [1, 2] and is characterized by continuing (evoked and/or sponta-
neous) pain that is regional related, disproportionate in its time duration and/or pain intensity
after trauma or other lesions. Further, the pain typically has a distal predominance of abnormal
sensory, motor, sudomotor, vasomotor edema, and/or trophic characteristics [3, 4]. Though
the evolution of CRPS varies, it usually evolves into severe state of disablement in the affected
limb, which adversely impacts function and quality of life 3, 5, 6]. Consequently, the individ-
ual burden that CRPS enforces and the costs that society has to bear are vast; patients with
CRPS who have prolonged pain, typically reduce working hours or are unemployed, thus sal-
ary income is usually decreased [4, 7] while overall costs are elevated [7]. The incidence of
CRPS in Europe per year is estimated to be about 26.2 per 100,000 individuals [8, 9] and
approximately 200,000 Americans are diagnosed with CRPS every year [2]. Total annual
income loss in the US due to CRPS exceeds US$1 billion [10].

There are two types of CRPS; CRPS that involves distinct nerve injury (Type 2), and CRPS
where there is no identifiable nerve injury (Type 1; identified by a noxious event or a cause of
immobilization) [11]. The etiology of CRPS is still unclear and several underlying pathophysi-
ological mechanisms have been indicated. These consist of genetic and psychological factors;
somatosensory innervation alterations; peripheral and central sensitization; altered sympa-
thetic nervous system processing; augmented levels of local and systemic inflammatory cyto-
kines; lower systemic levels of anti-inflammatory cytokines; lower levels of circulating
catecholamines; and regulating neuroplasticity difficulties [12-14]. Early diagnosis of CRPS
and prompt rehabilitation is widely recommended as the best way to achieve optimum out-
comes [11, 15, 16]. However, failure to consider complicating factors delays the diagnosis, and
improper treatment can lead to CRPS with severe disability [8].

Different potential risk factors for the onset of CRPS have been suggested. Risk is higher in
females, mostly postmenopausal women; individuals who have suffered an ankle injury includ-
ing dislocation or an intraarticular fracture, and a wrist fracture; those who are immobilized;
and when the pain level is enhanced, higher than usual, in early stages of post trauma [11, 17].
Furthermore, a significant association between CRPS and a prior diagnosis of migraine or
osteoporosis has been reported [18] although these potential risk factors were not confirmed
across trials [11, 17]. Evidence for robust genetic associations has not been identified [11, 17],
and psychological factors such as depression, neuroticism, anxiety or anger have also not been
shown to be predictors for CRPS development [19]. Recently however, higher prevalence of
posttraumatic stress disorder (PTSD) in CRPS, compared to the general population and to
other limb pain disorders, was reported indicating that PTSD may serve as a risk factor for
developing CRPS [20]. Importantly, while factors for CRPS onset are still elusive [11], identify-
ing those at risk for CRPS prior to surgical interventions, immediate post-trauma [1], or very
early in the condition, is warranted [3, 6].

A distinguished body of literature about CRPS supports the involvement of the central ner-
vous system in terms of sensory as well as pain processing changes [8, 21, 22]. Specifically, not
only have impairments in endogenous pain inhibitory pathways evident, but these were
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associated with pain severity [23, 24], showing pain hyperalgesia [25]. Moreover, reported sen-
sory changes in the contralateral hand were found associated with the ones occurring in the
affected hand, [26], indicating central sensory processing alterations as well. To-date it is not
clear whether these changes are a consequence of or a predisposition for developing CRPS
[23].

Sensory modulation dysfunction (SMD)), is a type of sensory processing disorder, impacting
single or multiple sensory systems, affecting the capacity to regulate responses to sensory input
in a graded and adaptive manner [27]. SMD greatly limits and interferes with quality of life,
work performance and participation in everyday routines [28-31] and its prevalence is esti-
mated to be 5-16% of the population, otherwise healthy [28, 32, 33]. SMD is characterized by:
(i) sensory over-responsiveness in which non-painful stimuli are perceived as abnormally
unpleasant, aversive [27, 34-39], or painful [37, 40-43], and/or (ii) sensory under-responsive-
ness demonstrated by reduced responses to stimuli [27, 29, 32, 34-38, 42]. Sensory over-
responsiveness has been found to be associated with daily pain sensitivity [28]. Moreover, lab-
oratory quantitative sensory testing has revealed pain perception alterations in individuals
with sensory over-responsiveness; Children and adults with sensory over-responsiveness have
demonstrated pain hyper-sensitivity (hyperalgesia) and intense prolonged duration of pain
lingering sensations, compared to controls [40, 41], suggesting compromised endogenous
pain modulation in individuals with sensory over-responsiveness who are otherwise healthy
[43].

This study aims to explore the association between CRPS and SMD, specifically to examine
whether SMD could be considered as a risk factor for CRPS. Such a simple and efficient mea-
sure to identify a potential risk for CRPS may encourage an earlier diagnosis, improve the
prognosis, and dramatically reduce the societal load [8].

2. Materials and methods

This cross-sectional study included a two-group comparison between participants with and
without CRPS.

2.1 Participants

Participants with CRPS were recruited from the database of the Center for Rehabilitation of
Pain Syndromes, Reuth Rehabilitation Hospital. Inclusion criteria stipulated participants were
to be at least 18 years of age and experiencing pain for at least 3 months. CRPS diagnosis was
determined by a specialist physician in physical medicine and rehabilitation and an expert in
pain management, according to the Budapest Research Criteria [1]. These criteria include con-
tinuous pain that is disproportionate to any inciting event, and a report of at least one symp-
tom in the following categories (sensory, vasomotor, sudomotor, and motor/trophic).
Furthermore, at least one sign had to be present in 2 or more of the categories (sensory, vaso-
motor, sudomotor, and motor/trophic) at the time of examination, without having any other
condition that could account for the signs and symptoms encountered. The Budapest Research
Criteria have a sensitivity of .78 and a specificity of .79 for the diagnosis of CRPS [1].

The participants without CRPS were healthy adult volunteers, henceforth the control
group, who were recruited by convenience and snowball sampling. They were comprised of
48.5% university students while the rest were mainly employed individuals recruited off
campus.

Exclusion criteria for both groups included pregnancy; current or history of any neurologi-
cal disorder, including speech, vision, hearing or behavioral abnormalities; and the presence of
a cognitive impairment or any other factor resulting in the inability to understand and/or to
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complete self-report questionnaires. Exclusion criterion for the study group also included pain
disorder other than CRPS. Additional exclusion criteria for the control group included any
pain disorder, a family history of siblings, parents, and/or grandparents that included any
form of psychopathology.

The research was approved by the Reuth Rehabilitation Hospital review board, and the
study protocol conformed to the ethical guidelines of the 1975 Declaration of Helsinki. All par-
ticipants provided written consent before enrolling in the study.

2.2 Measures

2.2.1 The Sensory Responsiveness Questionnaire—Intensity Scale. [44] is a standardized
reliable and valid self-report questionnaire, assessing responses to daily sensations and is used
to clinically identify SMD in adults [44, 45]. The Sensory Responsiveness Questionnaire—
Intensity Scale is comprised of a set of 58 items representing typical scenarios occasionally
occuring throughout daily life. Each item consists of one sensory stimulus in one modality
including somatosensory, olfactory, gustatory, vestibular, auditory and visual stimuli (exclud-
ing pain). The items are worded in a manner attributing an aversive /hedonic valence to the
scenarios (e.g. I enjoy wearing woolen clothes on myself). Using a 5-point scale, participants rate
the intensity of the aversive /hedonic response to the scenarios, with the anchors ‘not at all’ (1)
to very much’ (5). The Sensory Responsiveness Questionnaire—Intensity Scale has been dem-
onstrated to have an internal consistency (Cronbach o = 0.90-0.93) and test-retest reliability
(r=0.71-0.84; p < 0.001-0.005) as well as content, construct and criterion validity [44].

In this study, sensory over-responsiveness SOR sub-type was determined by applying the
Sensory Responsiveness Questionnaire—Intensity Scale—Aversive sub-score (32 items), in
which scores were 2 standard deviations above the mean cut-off score (1.87 + 0.52) for normal
responsiveness. Sensory under-responsiveness sub-type was determined applying the Sensory
Responsiveness Questionnaire—Intensity Scale—Hedonic sub-score (26 items), for which
scores were above the mean cut-off score +2SD (2.10 + 0.66) for normal responsiveness. Par-
ticipants scoring higher than one or both cut-off scores comprised the SMD group. A mean+2
SD cut-off score was used to ensure cautious estimation of the SMD prevalence.

2.2.2 The CRPS Severity Score (CSS). [46], is a standard score which provides a continu-
ous type quantitative index of the CRPS signs and symptom severity as they are identified by
current diagnostic criteria. CRPS diagnosis based on the Budapest criteria is a dichotomous
(yes/no) diagnostic decision [1], and does not provide information of individual clinical pre-
sentation differences, severity, or liability of CRPS signs and symptoms. The CRPS Severity
Score comprises 17 items of the Budapest criteria (8 self-reported symptoms and 9 signs
observed on examination by a clinician). Each present sign/symptom is counted as one point
and added to a total score, ranging from 0 to 17, which constitutes the CRPS Severity Score
score [1]. Higher scores indicate greater CRPS severity. The CRPS Severity Score has been
shown to have high internal consistency, discriminate validity, and strong association with
both the current International Association for the Study of Pain diagnostic criteria and the
proposed Budapest criteria [46].

2.3 Procedure

Participants were contacted by phone, and the study’s purpose and other preliminary informa-
tion were provided by the researcher while exclusion criteria were verified. For participants in
the CRPS group, the physician conducted an on-site evaluation using the diagnostic signs and
symptoms of CRPS, permitting the calculation of the CSS [1]. After CRPS diagnosis was con-
firmed, subjects were asked to complete a medical and demographic questionnaire as well as
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Table 1. CRPS site and etiology (N = 44).

the Sensory Responsiveness Questionnaire—Intensity Scale [44]. This evaluation meeting
lasted for approximately one hour. As for the control group, participants met with the
researcher and completed a medical and demographic questionnaire followed by the Sensory
Responsiveness Questionnaire—Intensity Scale. This session lasted for approximately 30 min-
utes, while the researcher was present and available for participants’ queries.

2.4 Data analysis

Statistical analyses were performed with SAS V9.3 (SAS Institute, Cary NC, USA). Continuous
variables were summarized by the mean and standard deviation and compared with a t-test,
ANOVA or a non-parametric equivalent. Categorical variables were summarized by count
and percentage, and compared with Fisher’s exact test. All statistical tests were two-sided and
tested at a 5% level of significance. This is an exploratory study since previous data between
SMD and CRPS does not exist, thus nominal p-values were presented, without a correction for
multiple testing. Logistic regression modeling was performed to identify risk factors for CRPS
(age, gender, SRQ scores, CRPS signs and symptoms (CCS)). Variables found to be significant
(with p<0.05) were entered into a multivariate model. The variables designated to remain in
the model were those risk factors of CRPS which remained statistically significant when
entered together and that maximized the predictive power (area under the curve [AUC] of the
receiver operating characteristic [ROC] curve) of the model, such that the AUC of the resulting
ROC curve was at least 0.8. The risk score, which was calculated from a linear combination of
the logistic regression model coefficients, is presented in a figure, as an effect plot, portraying
the risk of having CRPS as a function of SMD sub-type and age.

3. Results

Two hundred and forty-eight subjects were recruited of whom 44 (17.7%) were CRPS patients
(27 men, 61.4%), 3 months to 12-years post diagnosis (mean+SD, 3.18+3.16 years; median,
2.01 years). Specifically, CRPS type-I was diagnosed in 35 (79.5%) patients while 9 (20.5%)
were diagnosed with CRPS type-II. Two hundred and four individuals (82.3%51.5%) served as
the healthy control group (105 men, 51.5%). Sex distribution differences between groups were
not found to be statistically significant (" (1) = 1.42; p =0.233). Mean age was also not found
to be statistically significant between groups t(45.162) = -1.54; p = 0.130; 29.9+11.0 vs. 27.4+3.7
years in the CRPS (range: 19-61 years) and control groups (range: 23-40 years), respectively.
Table 1 summarizes the site and etiology of the patients with CRPS.

Location Etiology Total

Body-side Fracture Surgery Crush Injury Contusion Tendon tear Unidentified n

RT LT
Hand (palm) 2 2 1 1 2 0 0 0 4
Wrist 1 3 2 1 0 0 1 0 4
Shoulder 3 0 0 2 0 1 0 0 3
Knee 3 1 1 2 1 0 0 0 4
Ankle 4 1 2 1 2 0 0 0 5
Foot 13 11 8 7 6 1 1 1 24
Total 26 18 14 14 11 2 2 1 44

https://doi.org/10.1371/journal.pone.0201354.t001
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Table 2. Distribution of SMD subtypes within and between groups (N = 248).

SMD Status Control Group (n = 204) CRPS Group (n =44) Total
N (%) N (%)

Non-SMD 178 (87.25) 29 (65.91) 207

Sensory over-responsiveness 23 (11.27) 11(25.00) 34

sensory under-responsiveness 3(1.47) 4(9.09) 7

Non-SMD, no sensory modulation dysfunction

https://doi.org/10.1371/journal.pone.0201354.1002

3.1 SMD distribution in CRPS and in healthy controls

Thirty-four percent (N = 15) of the individuals with CRPS and 12.8% (N = 26) of the healthy
controls were identified with SMD. This difference was found to be statistically significant

(x> (1) = 11.95; p<0.001). SMD sub-types distribution was also found statistically different
between groups: In the CRPS group 25% (N = 11) and 9.1% (N = 4) met the criteria for sensory
over-responsiveness and sensory under-responsiveness, respectively, versus the control group
in which 11.3% (N = 23) and 1.5% (N = 3) met the criteria for sensory over-responsiveness
and sensory under-responsiveness, respectively (x> (1) = 14.39, p<0.001; Table 2). Of note, no
differences were found in both sensory over-responsiveness and sensory under-responsiveness
scores within the CRPS group between patients with CRPS type 1 vs. patients with CRPS type
2 (for sensory over-responsiveness: 2.17+0.42 and 2.15+0.49; for sensory under-responsive-
ness: 1.98+0.47 and 1.96+0.16, respectively).

3.2 Distribution of SMD subtypes and their associations with CRPS
Severity Score parameters in the CRPS group

CRPS Severity Score parameters were compared between SMD subtypes (i.e. sensory over-
responsiveness; sensory under-responsiveness; and Non-SMD) within the CRPS group for
each of the CSS variables: (8 self-report symptoms and 9 signs observed on examination by a
clinician, a total of 17 items). No statistically significant differences were found between SMD
subtypes (Kruskal-Wallis test p>0.05) in each of the CRPS Severity Score parameters tested.
CRPS Severity Score parameters were also not found to be statistically significant different
between males and females p = 1.00 (Fisher’s exact test).

3.3 SMD subtypes as risk factors for CRPS

SMD subtypes (sensory over-responsiveness [Yes/No] vs. Non-SMD, and sensory under-
responsiveness [Yes/No] vs. Non-SMD] and age were found to be significantly related to
CRPS in both univariate and multivariate models. Table 3 shows the adjusted odds ratios, 95%
confidence intervals and level of significance when both variables were in the model. The odds
ratio for age is presented in 5-year increments for ease of interpretation. For a patient with

Table 3. Odds-ratios 95% Wald confidence limits and level of significance of risk factors for CRPS (N = 248).

Level/Variable OR 95% Confidence Limits p-value

sensory over-responsiveness vs Non-SMD 2.68 1.08 5.94 0.0261
sensory under-responsiveness vs Non-SMD 8.21 1.72 43.70 0.0079
Age (per 5 years) 1.34 1.04 1.74 0.0243

Non-SMD, no sensory modulation dysfunction

https://doi.org/10.1371/journal.pone.0201354.t1003
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Score

sensory over-responsiveness the risk of CRPS is 2.68 times higher than a subject without SMD,
and for a subject with sensory under-responsiveness the risk is 8.21 times higher than a subject
without SMD.

The regression model coefficients were then used to derive a risk score (or probability
index) as P = "/ (1+e"), where Y is a linear combination of the model coefficients. The risk
score is presented on a scale of 0 to 1, where the higher the score the more likely the person is
to have CRPS. From our model, we derived Y, the linear function of the regression coefficients
to be:

Y = —3.4545 + 0.9556 * (if sensory over-responsiveness) + 2.1051
# (if sensory under-responsiveness) + 0.0586 * Age.

This equation was depicted by an effect plot (Fig 1) to easily derive the score of an individ-
ual. Fig 1 demonstrates that while the risk score of a 30-year-old Non-SMD person to develop
CRPS is about 10%, the score for the same age person with sensory under-responsiveness is
nearly 60%. Moreover, a person who is 60 years old and Non-SMD has a score of 50%, while
for the same age person with sensory under-responsiveness has a score of 90%. Thus, a person

Probability Index for CRPS+

1.00

0.75

0.50

0.25

0.00

20 30 40 50 60
Age

|ASM Status ——— Non-ASM_——— SOR — - — SUR]|

Fig 1. The risk probability for CRPS by SRQ-IS score. Non-SMD—no sensory modulation dysfunction; SOR—sensory over-
responsiveness; SUR—sensory under-responsiveness. The risk index probability for CRPS takes into account the type of the sensory
responsiveness i.e. over- or under-responsiveness (assessed by the SRQ-IS) and the person’s age (age is a continuous variable, so the fitted
line can extend beyond the actual data).

https://doi.org/10.1371/journal.pone.0201354.g001
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with sensory under-responsiveness is more likely to develop CRPS compared to NON-SMD
person of the same age of 60.

4. Discussion

This study found that SMD together with age, contributed to explaining the presence of CRPS,
thus, SMD and age may be potential risk factors for CRPS. Interestingly, being sensory under-
responsive is associated with a higher likelihood of CRPS than being sensory over-responsive,
or older in age. However, CRPS severity was not significantly different between SMD sub-
types within patients with CRPS.

The leading sensory symptoms in CRPS are spontaneous and evoked pain, thus resulting in
pain hypersensitivity (allodynia or/and hyperalgesia), but at the same time non-noxious sen-
sory loss (hypoesthesia) also occurs [8, 47, 48]. In a study performed on 298 patients with less
than 6 months duration of CRPS, results demonstrated a combination of sensitivity to painful
stimuli and a moderate loss of sensitivity to non-painful stimuli. Importantly, the sensory loss
was higher than previously documented, pointing at either excessive central inhibition or min-
imal nerve injury [48]. Sensory detection reduction together with spontaneous pain and allo-
dynia or hyperalgesia can be either due to peripheral nerve lesion and successive spontaneous
rostral afferent pathways activity [49] or be secondary to nociceptive stimuli, that is, pain-
induced hypoesthesia [50, 51]. Further, a study performed on chronic CRPS patients also
found warm and cool hypoaesthesia as well as hot and cold hyperalgesia, and importantly
demonstrated a similar pattern of findings when the non-affected hand was tested. The authors
suggest pathophysiological changes occurring sub-clinically in the non-affected hand, indica-
tive of a central nervous system involvement [26]. Interestingly, a different perspective vali-
dates a predisposition of inter-individual differences serving as risk factors for developing
CRPS, namely pre-existing pain mechanism alterations [47].

Indeed, endogenous pain modulation was tested in 27 patients with CRPS compared with
age-matched healthy controls [47]. Findings revealed reduced adaptation to repetitive painful
stimuli in patients with CRPS, both on the affected and unaffected hands when compared to
healthy controls. Furthermore, patients with CRPS significantly demonstrated enhanced
hyperalgesic areas on the affected side. Both findings were not correlated to individual disease
symptoms. Therefore, the authors suggested that the changes could be a result of CRPS but
also may point to pre-existing individual differences serving as a risk factor for CRPS develop-
ment. Thus the presence of premorbid endogenous pain modulation alterations may also be
assumed [47, 52].

Sensory over- and under- responsiveness are both manifestations of SMD. Testing pain
perception in daily life contexts, outside the laboratory, indicated that SMD in otherwise
healthy individuals co-occurs with daily pain sensitivity [28]. Interestingly, individuals with
SMD have also demonstrated pain perception alterations in response to laboratory quantita-
tive sensory testing of pain stimuli [41, 45]. Such alterations include hyper-sensitivity (hyperal-
gesia) and/or pain lingering sensations (pain after-sensation) compared to healthy controls,
which are suggestive of compromised endogenous pain modulation [41]. Persistent activation
of facilitation enhances neuronal sensitization in the dorsal horn and contributes to a state of
chronic pain [53-55]. This co-occurrence of pain sensitivity (i.e. CRPS) and SMD could be
explained by Mouraux et al’s (2011) study exploring whether there are indeed specific brain
regions processing pain, referred to as the pain matrix [56]. The network of brain areas in the
pain matrix revealed a significant BOLD fMRI response to stimuli, whether it was nociceptive
or other. Specifically, nociceptive and non-nociceptive somatosensory stimuli evoked indiffer-
ent responses in S1 as well as in some portion of S2, indicating that part of the neural activities
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determining the BOLD response are evoked by non-nociceptive or nociceptive stimuli. These
fMRI findings therefore propose that the network of regions, (i.e. the pain matrix), is likewise
involved in nociceptive and non-nociceptive processing [56].

Though age was accounted as a risk factor in many studies [9, 17, 57, 58], it was not deter-
mined as a consistent potential risk factor for the onset of CRPS [11]. Females at any age pose
a higher risk for the onset of CRPS [11]. However, findings are controversial and while litera-
ture shows that the risk for developing CRPS increases in postmenopausal women [9, 59-61],
retrospective studies show a lower age onset, before the menopausal age [62, 63]. Importantly,
a study of males in the armed forces showed that young males are vulnerable as well [64]. The
present study adds to the evidence supporting age as a risk factor for CRPS. This finding is in
line with the endogenous pain modulation deficiency that characterizes advancing age, in
which the reduction in pain inhibition efficiency facilitates the effects of noxious stimuli on
wide dynamic range neurons and elicits an increase in the pain experience [65].

This study has some limitation; as a cross sectional study, which included participants with
and without CRPS we cannot verify development of CRPS in subjects with SMD. Moreover,
under this study design, we cannot rule out that SMD could also be a consequence of, rather
than a risk factor for CRPS. Thus, future studies should follow SMD and non-SMD subjects to
verify that SMD and age can predict CRPS development. Another limitation may be the differ-
ent size of the CRPS versus control groups, which lead to only 15 individuals (34.1%) versus 26
individuals (12.8%) with SMD, respectively. However, the small sample size in the CRPS
group was sufficient to attain statistical significance since SMD is such a strong predictor of
CRPS. Of note, that the estimated parameters (resulting in Fig 1) may be substantially altered
in a larger study. Further, the CRPS patients this study reports on may form an atypical epide-
miological group, as may be the case in a tertiary care hospital pain clinic, therefore our results
might not necessarily be generalized to all CRPS patients. In addition, it should be noted that
some of the patients received drugs for neuropathic pain or opioids, which might also have
influenced their sensory modulation patterns. Lastly, Since CRPS is not the only chronic pain
condition to manifest sensory abnormalities, further studies should verify whether the sensory
pattern of under-responsiveness, found as the main potential risk factor for CRPS, is unique or
may be generalized to other pain conditions. Of note, we recently found that migraineurs dur-
ing pain-free phase demonstrate mostly sensory over-responsiveness [66], which may suggest
that chronic pain conditions differ in their sensory abnormalities pattern.

Conclusions

SMD is significantly associated with CRPS. Since SMD is easy and quick to identify, findings
may add evidence supporting factors associated with CRPS, thus providing a new way for cli-
nicians to assess a potential risk that may contribute to the early diagnosis of CRPS [11, 17]. To
date no specific or sensitive clinical sign or symptom has been empirically found to be consid-
ered as a risk factor for the onset of CRPS [11]. However, evaluation by experienced clinicians
accelerates the diagnosis [11, 67], and referring to pain management specialists and a multidis-
ciplinary team (i.e. Occupational therapists; Physical therapists; psychologist) are related to
better outcomes [68, 69]. Moseley et al. (2014) suggested that a numerical pain score of > 5 in
the first week following a fracture, could be clinically reasoned as a “red flag” for CRPS [17].
While this suggested sign could easily be identified by using a numerical pain scale, the current
study provides a probability index for CRPS based on a self-report questionnaire, the Sensory
Responsiveness Questionnaire—Intensity Scale [44]. The Sensory Responsiveness Question-
naire—Intensity Scale assesses responses to daily sensory events administered independently
and does not require the presence of medical staff. Findings reveal that for a person with
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sensory under-responsiveness the risk of CRPS is 8.21 times higher than a person without
SMD, and for a person with sensory over-responsiveness the risk is 2.68 times higher. Thus,
including a CRPS risk factor into the clinical reasoning at the initial stage of intervention, or
even before, may allow an early diagnosis and therefore a significant prognostic improvement.
Future prospective studies would be beneficial to validate this cross-sectional study’s valuable
findings defining a measurable risk factor for the debilitating condition of CRPS.

Supporting information

S1 Table. Data required for the analyses presented in this paper in an xIsx format.
(XLSX)

Acknowledgments

We would like to thank Dr Ruth Moont for her assistance in editing this manuscript.

Author Contributions

Conceptualization: Tami Bar-Shalita.

Data curation: Anatoly Livshitz.

Formal analysis: Lisa Deutsch.

Investigation: Yulia Levin-Meltz.

Methodology: Lisa Deutsch.

Supervision: Tami Bar-Shalita, Jean-Jacques Vatine.

Writing - original draft: Tami Bar-Shalita, Jean-Jacques Vatine.

Writing - review & editing: Tami Bar-Shalita, Debbie Rand, Jean-Jacques Vatine.

References

1.

Harden RN, Bruehl S, Perez RS, Birklein F, Marinus J, Maihofner C, et al. Validation of proposed diag-
nostic criteria (the “Budapest Criteria”) for complex regional pain syndrome. Pain. 2010; 150(2):268-74.
PMID: 20493633

Bruehl S. Complex regional pain syndrome. BMJ. 2015; 351:h2730. https://doi.org/10.1136/bmj.h2730
PMID: 26224572

Lohnberg JA, Altmaier EM. A review of psychosocial factors in complex regional pain syndrome. Jour-
nal of clinical psychology in medical settings. 2013; 20(2):247-54. https://doi.org/10.1007/s10880-012-
9322-3 PMID: 22961122

de Mos M, Huygen FJ, van der Hoeven-Borgman M, Dieleman JP, Stricker BHC, Sturkenboom MC.
Outcome of the complex regional pain syndrome. The Clinical journal of pain. 2009; 25(7):590-7.
https://doi.org/10.1097/AJP.0b013e3181a11623 PMID: 19692800

van Velzen GA, Perez RS, van Gestel MA, Huygen FJ, van Kleef M, van Eijs F, et al. Health-related
quality of life in 975 patients with complex regional pain syndrome type 1. PAIN®. 2014; 155(3):629-34.

Bean D, Johnson M, Heiss-Dunlop W, Kydd R. Extent of recovery in the first 12 months of complex
regional pain syndrome type-1: A prospective study. European Journal of Pain. 2016; 20(6):884—94.
https://doi.org/10.1002/ejp.813 PMID: 26524108

Kemler MA, Furnée CA. The impact of chronic pain on life in the household. Journal of Pain and Symp-
tom Management. 2002; 23(5):433—41. PMID: 12007761

Birklein F, O’Neill D, Schlereth T. Complex regional pain syndrome An optimistic perspective. Neurol-
ogy. 2015; 84(1):89-96. https://doi.org/10.1212/WNL.0000000000001095 PMID: 25471395

de Mos M, De Bruijn A, Huygen F, Dieleman J, Stricker BC, Sturkenboom M. The incidence of complex
regional pain syndrome: a population-based study. Pain. 2007; 129(1):12-20.

PLOS ONE | https://doi.org/10.1371/journal.pone.0201354  August 9, 2018 10/13


http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0201354.s001
http://www.ncbi.nlm.nih.gov/pubmed/20493633
https://doi.org/10.1136/bmj.h2730
http://www.ncbi.nlm.nih.gov/pubmed/26224572
https://doi.org/10.1007/s10880-012-9322-3
https://doi.org/10.1007/s10880-012-9322-3
http://www.ncbi.nlm.nih.gov/pubmed/22961122
https://doi.org/10.1097/AJP.0b013e3181a11623
http://www.ncbi.nlm.nih.gov/pubmed/19692800
https://doi.org/10.1002/ejp.813
http://www.ncbi.nlm.nih.gov/pubmed/26524108
http://www.ncbi.nlm.nih.gov/pubmed/12007761
https://doi.org/10.1212/WNL.0000000000001095
http://www.ncbi.nlm.nih.gov/pubmed/25471395
https://doi.org/10.1371/journal.pone.0201354

@° PLOS | ONE

SMD is associated with CRPS

10.

11.

12

13.

14.

15.

16.

17.

18.

19.

20.

21.

22,

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

Kemler MA, Furnée CA. Economic evaluation of spinal cord stimulation for chronic reflex sympathetic
dystrophy. Neurology. 2002; 59(8):1203-9. PMID: 12391348

Pons T, Shipton EA, Williman J, Mulder RT. Potential risk factors for the onset of complex regional pain
syndrome type 1: a systematic literature review. Anesthesiology research and practice. 2015; 2015.

Bruehl S. An update on the pathophysiology of complex regional pain syndrome. The Journal of the
American Society of Anesthesiologists. 2010; 113(3):713-25.

De Mos M, Sturkenboom MC, Huygen FJ. Current understandings on complex regional pain syndrome.
Pain Practice. 2009; 9(2):86—99. https://doi.org/10.1111/j.1533-2500.2009.00262.x PMID: 19215592

Goebel A. Complex regional pain syndrome in adults. Rheumatology. 2011; 50(10):1739-50. https://
doi.org/10.1093/rheumatology/ker202 PMID: 21712368

Harden RN, Oaklander AL, Burton AW, Perez RS, Richardson K, Swan M, et al. Complex regional pain
syndrome: practical diagnostic and treatment guidelines. Pain Medicine. 2013; 14(2):180-229. https://
doi.org/10.1111/pme.12033 PMID: 23331950

Turner-Stokes L, Goebel A. Complex regional pain syndrome in adults: concise guidance. Clinical Medi-
cine. 2011; 11(6):596-600. PMID: 22268318

Moseley GL, Herbert RD, Parsons T, Lucas S, Van Hilten JJ, Marinus J. Intense pain soon after wrist
fracture strongly predicts who will develop complex regional pain syndrome: prospective cohort study.
The Journal of Pain. 2014; 15(1):16—23. https://doi.org/10.1016/}.jpain.2013.08.009 PMID: 24268113

de Mos M, Huygen F, Dieleman J, Koopman J, Stricker BC, Sturkenboom M. Medical history and the
onset of complex regional pain syndrome (CRPS). Pain. 2008; 139(2):458-66. PMID: 18760877

Beerthuizen A, van‘t Spijker A, Huygen FJ, Klein J, de Wit R. Is there an association between psycho-
logical factors and the Complex Regional Pain Syndrome type 1 (CRPS1) in adults? A systematic
review. PAIN®. 2009; 145(1):52-9.

Speck V, Schlereth T, Birklein F, Maihéfner C. Increased prevalence of posttraumatic stress disorder in
CRPS. European Journal of Pain. 2017; 21(3):466—73. https://doi.org/10.1002/ejp.940 PMID:
27650922

Azqueta-Gavaldon M, Schulte-Gécking H, Storz C, Azad S, Reiners A, Borsook D, et al. Basal ganglia
dysfunction in complex regional pain syndrome—A valid hypothesis? European Journal of Pain. 2016.

Kuttikat A, Noreika V, Shenker N, Chennu S, Bekinschtein T, Brown CA. Neurocognitive and Neuro-
plastic Mechanisms of Novel Clinical Signs in CRPS. Frontiers in human neuroscience. 2016; 10.

Freund W, Wunderlich AP, Stuber G, Mayer F, Steffen P, Mentzel M, et al. The role of periaqueductal
gray and cingulate cortex during suppression of pain in complex regional pain syndrome. The Clinical
journal of pain. 2011; 27(9):796-804. https://doi.org/10.1097/AJP.0b013e31821d9063 PMID:
21593662

Klega A, Eberle T, Buchholz H-G, Maus S, Maihéfner C, Schreckenberger M, et al. Central opioidergic
neurotransmission in complex regional pain syndrome. Neurology. 2010; 75(2):129-36. https://doi.org/
10.1212/WNL.0b013e3181e7ca2e PMID: 20625165

Maihéfner C, Handwerker HO, Neundbrfer B, Birklein F. Patterns of cortical reorganization in complex
regional pain syndrome. Neurology. 2003; 61(12):1707—15. PMID: 14694034

Huge V, Lauchart M, Magerl W, Beyer A, Moehnle P, Kaufhold W, et al. Complex interaction of sensory
and motor signs and symptoms in chronic CRPS. PLoS One. 2011; 6(4):e18775. https://doi.org/10.
1371/journal.pone.0018775 PMID: 21559525

Miller LJ, Anzalone ME, Lane SJ, Cermak SA, Osten ET. Concept evolution in sensory integration: a
proposed nosology for diagnosis. Am J Occup Ther. 2007; 61(2):135—40. Epub 2007/04/18. PMID:
17436834.

Bar-Shalita T, Deutsch L, Honigman L, Weissman-Fogel I. Ecological aspects of pain in sensory modu-
lation disorder. Research in Developmental Disabilities. 2015; 45:157—67. https://doi.org/10.1016/j.ridd.
2015.07.028 PMID: 26254166

Bar-Shalita T, Vatine JJ, Parush S. Sensory modulation disorder: a risk factor for participation in daily
life activities. Dev Med Child Neurol. 2008; 50(12):932—7. Epub 2008/12/03. https://doi.org/10.1111/j.
1469-8749.2008.03095.x PMID: 19046186.

Chien C-W, Rodger S, Copley J, Branjerdporn G, Taggart C. Sensory Processing and Its Relationship
with Children’s Daily Life Participation. Physical & occupational therapy in pediatrics. 2016; 36(1):73—
87.

Kinnealey M, Koenig KP, Smith S. Relationships between sensory modulation and social supports and
health-related quality of life. Am J Occup Ther. 2011; 65(3):320—7. Epub 2011/06/17. PMID: 21675338.

C P, aM RR. NEO professional manual. Odessa, FL: Psychological assessment resources; 1992.

PLOS ONE | https://doi.org/10.1371/journal.pone.0201354  August 9, 2018 11/13


http://www.ncbi.nlm.nih.gov/pubmed/12391348
https://doi.org/10.1111/j.1533-2500.2009.00262.x
http://www.ncbi.nlm.nih.gov/pubmed/19215592
https://doi.org/10.1093/rheumatology/ker202
https://doi.org/10.1093/rheumatology/ker202
http://www.ncbi.nlm.nih.gov/pubmed/21712368
https://doi.org/10.1111/pme.12033
https://doi.org/10.1111/pme.12033
http://www.ncbi.nlm.nih.gov/pubmed/23331950
http://www.ncbi.nlm.nih.gov/pubmed/22268318
https://doi.org/10.1016/j.jpain.2013.08.009
http://www.ncbi.nlm.nih.gov/pubmed/24268113
http://www.ncbi.nlm.nih.gov/pubmed/18760877
https://doi.org/10.1002/ejp.940
http://www.ncbi.nlm.nih.gov/pubmed/27650922
https://doi.org/10.1097/AJP.0b013e31821d9063
http://www.ncbi.nlm.nih.gov/pubmed/21593662
https://doi.org/10.1212/WNL.0b013e3181e7ca2e
https://doi.org/10.1212/WNL.0b013e3181e7ca2e
http://www.ncbi.nlm.nih.gov/pubmed/20625165
http://www.ncbi.nlm.nih.gov/pubmed/14694034
https://doi.org/10.1371/journal.pone.0018775
https://doi.org/10.1371/journal.pone.0018775
http://www.ncbi.nlm.nih.gov/pubmed/21559525
http://www.ncbi.nlm.nih.gov/pubmed/17436834
https://doi.org/10.1016/j.ridd.2015.07.028
https://doi.org/10.1016/j.ridd.2015.07.028
http://www.ncbi.nlm.nih.gov/pubmed/26254166
https://doi.org/10.1111/j.1469-8749.2008.03095.x
https://doi.org/10.1111/j.1469-8749.2008.03095.x
http://www.ncbi.nlm.nih.gov/pubmed/19046186
http://www.ncbi.nlm.nih.gov/pubmed/21675338
https://doi.org/10.1371/journal.pone.0201354

@° PLOS | ONE

SMD is associated with CRPS

33.

34.

35.

36.

37.

38.

39.

40.

41.

42,

43.

44.

45.

46.

47.

48.

49.

50.

51.

52,

53.

54.

55.

Ben-Sasson A, Carter AS, Briggs-Gowan MJ. Sensory over-responsivity in elementary school: preva-
lence and social-emotional correlates. J Abnorm Child Psychol. 2009; 37(5):705-16. Epub 2009/01/21.
https://doi.org/10.1007/s10802-008-9295-8 PMID: 19153827.

ICDL. Regulatory Sensory Processing Disorder Access 1. In: Diagnostic manual for infancy and early
childhood: Mental health, developmental, regulatory—sensory processing and language disorders and
learning challenges (ICDL-DMIC). Bethesda, MD 2005.

PDM. Psychodynamic diagnostic manual. Silver Spring, MD: Alliance of Psychoanalytic Organizations;
2006.

Zero. Diagnostic classification of mental health and developmental disorders of infancy and early child-
hood, revised (DC:0-3R). Arlington, VA: National Center for Clinical Infant Programs.; 2005.

Fisher AG, Dunn W. Tactile defensiveness: historical perspectives, new research—a theory grows. Sen-
sory Integration Special Interest Section Newsletter. 1983; 6:1-2.

Kinnealey M, Oliver B, Wilbarger P. A phenomenological study of sensory defensiveness in adults. Am
J Occup Ther. 1995; 49(5):444-51. Epub 1995/05/01. PMID: 7598160.

Reynolds S, Lane SJ. Diagnostic validity of sensory over-responsivity: a review of the literature and
case reports. J Autism Dev Disord. 2008; 38(3):516—29. Epub 2007/10/06. https://doi.org/10.1007/
s$10803-007-0418-9 PMID: 17917804.

Bar Shalita T, Vatine J-J, Seltzer Ze, Parush S. Psychophysical correlates in children with sensory mod-
ulation disorder (SMD). Physiology & behavior. 2009b; 98(5):631-9.

Bar-Shalita T, Vatine JJ, Yarnitsky D, Parush S, Weissman-Fogel |. Atypical central pain processing in
sensory modulation disorder: absence of temporal summation and higher after-sensation. Exp Brain
Res. 2014; 232(2):587-95. Epub 2013/11/20. https://doi.org/10.1007/s00221-013-3767-y PMID:
24247592.

Reeves GD. From neuron to behavior: regulation, arousal, and attention as important substrates for the
process of sensory integration. In: Roley SS, Blanche El, Schaaf RC, editors. Understanding the nature
of sensory integration with diverse populations. USA Therapy Skill Builders 2001. p. 89—108.

Weissman-Fogel |, Granovsky Y, Bar-Shalita T. Sensory over-responsiveness among healthy subjects
is associated with a pro-nociceptive state. Pain Practice. 2017.

Bar-Shalita T, Seltzer Z, Vatine JJ, Yochman A, Parush S. Development and psychometric properties
of the Sensory Responsiveness Questionnaire (SRQ). Disabil Rehabil. 2009a; 31(3):189-201. Epub
2008/07/09. https://doi.org/10.1080/09638280801903096 PMID: 18608365.

Bar-Shalita T, Vatine JJ, Seltzer Z, Parush S. Psychophysical correlates in adults with sensory modula-
tion disorder. Disabil Rehabil. 2011;accepted.

Harden RN, Bruehl S, Perez RS, Birklein F, Marinus J, Maihofner C, et al. Development of a severity
score for CRPS. PAIN®. 2010; 151(3):870-6.

Seifert F, Kiefer G, DeCol R, Schmelz M, Maihéfner C. Differential endogenous pain modulation in com-
plex-regional pain syndrome. Brain. 2009:awn346.

Gierthmuhlen J, Maier C, Baron R, Télle T, Treede R-D, Birbaumer N, et al. Sensory signs in complex
regional pain syndrome and peripheral nerve injury. PAIN®. 2012; 153(4):765-74.

Devor M, Wall PD, Catalan N. Systemic lidocaine silences ectopic neuroma and DRG discharge without
blocking nerve conduction. Pain. 1992; 48(2):261-8. PMID: 1589245

Geber C, Magerl W, Fondel R, Fechir M, Rolke R, Vogt T, et al. Numbness in clinical and experimental
pain—a cross-sectional study exploring the mechanisms of reduced tactile function. Pain. 2008;
139(1):73-81. PMID: 18423989

Leffler AS, Kosek E, Hansson P. The influence of pain intensity on somatosensory perception in
patients suffering from subacute/chronic lateral epicondylalgia. European Journal of Pain. 2000;
4(1):57-71. https://doi.org/10.1053/eujp.1999.0159 PMID: 10833556

Edwards RR. Individual differences in endogenous pain modulation as a risk factor for chronic pain.
Neurology. 2005; 65(3):437—43. https://doi.org/10.1212/01.wnl.0000171862.17301.84 PMID:
16087910

Urban M, Jiang M, Gebhart G. Participation of central descending nociceptive facilitatory systems in
secondary hyperalgesia produced by mustard oil. Brain research. 1996; 737(1):83-91.

Wiertelak E, Roemer B, Maier SF, Watkins LR. Comparison of the effects of nucleus tractus solitarius
and ventral medial medulla lesions on illness-induced and subcutaneous formalin-induced hyperalge-
sias. Brain research. 1997; 748(1):143-50.

Ossipov MH, Malan P, Lai J, Porreca F. Mediation of spinal nerve injury induced tactile allodynia by
descending facilitatory pathways in the dorsolateral funiculus in rats. Neuroscience letters. 2000;
290(2):129-32. PMID: 10936694

PLOS ONE | https://doi.org/10.1371/journal.pone.0201354  August 9, 2018 12/13


https://doi.org/10.1007/s10802-008-9295-8
http://www.ncbi.nlm.nih.gov/pubmed/19153827
http://www.ncbi.nlm.nih.gov/pubmed/7598160
https://doi.org/10.1007/s10803-007-0418-9
https://doi.org/10.1007/s10803-007-0418-9
http://www.ncbi.nlm.nih.gov/pubmed/17917804
https://doi.org/10.1007/s00221-013-3767-y
http://www.ncbi.nlm.nih.gov/pubmed/24247592
https://doi.org/10.1080/09638280801903096
http://www.ncbi.nlm.nih.gov/pubmed/18608365
http://www.ncbi.nlm.nih.gov/pubmed/1589245
http://www.ncbi.nlm.nih.gov/pubmed/18423989
https://doi.org/10.1053/eujp.1999.0159
http://www.ncbi.nlm.nih.gov/pubmed/10833556
https://doi.org/10.1212/01.wnl.0000171862.17301.84
http://www.ncbi.nlm.nih.gov/pubmed/16087910
http://www.ncbi.nlm.nih.gov/pubmed/10936694
https://doi.org/10.1371/journal.pone.0201354

@° PLOS | ONE

SMD is associated with CRPS

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

Mouraux A, Diukova A, Lee MC, Wise RG, lannetti GD. A multisensory investigation of the functional
significance of the “pain matrix”. Neuroimage. 2011; 54(3):2237—-49. https://doi.org/10.1016/].
neuroimage.2010.09.084 PMID: 20932917

Sandroni P, Benrud-Larson LM, McClelland RL, Low PA. Complex regional pain syndrome type I: inci-
dence and prevalence in Olmsted county, a population-based study. Pain. 2003; 103(1):199-207.

van Rijn MA, Marinus J, Putter H, van Hilten JJ. Onset and progression of dystonia in complex regional
pain syndrome. Pain. 2007; 130(3):287-93. https://doi.org/10.1016/.pain.2007.03.027 PMID:
17499924

Beerthuizen A, Stronks DL, van't Spijker A, Yaksh A, Hanraets BM, Klein J, et al. Demographic and
medical parameters in the development of complex regional pain syndrome type 1 (CRPS1): prospec-
tive study on 596 patients with a fracture. Pain. 2012; 153(6):1187-92. PMID: 22386473

Dilek B, Yemez B, Kizil R, Kartal E, Gulbahar S, Sari O, et al. Anxious personality is a risk factor for
developing complex regional pain syndrome type |. Rheumatology international. 2012; 32(4):915-20.
https://doi.org/10.1007/s00296-010-1714-9 PMID: 21240501

Jellad A, Salah S, Frih ZBS. Complex regional pain syndrome type I: incidence and risk factors in
patients with fracture of the distal radius. Archives of physical medicine and rehabilitation. 2014; 95
(3):487-92. https://doi.org/10.1016/j.apmr.2013.09.012 PMID: 24080349

Allen G, Galer BS, Schwartz L. Epidemiology of complex regional pain syndrome: a retrospective chart
review of 134 patients. Pain. 1999; 80(3):539—44. PMID: 10342415

Anderson DJ, Fallat LM. Complex regional pain syndrome of the lower extremity: a retrospective study
of 33 patients. The Journal of foot and ankle surgery. 1999; 38(6):381—-7. PMID: 10614608

Duman I, Dincer U, Taskaynatan MA, Cakar E, Tugcu |, Dincer K. Reflex sympathetic dystrophy: a ret-
rospective epidemiological study of 168 patients. Clinical rheumatology. 2007; 26(9):1433—7. https://
doi.org/10.1007/s10067-006-0515-8 PMID: 17221145

Edwards RR, Fillingim RB, Ness TJ. Age-related differences in endogenous pain modulation: a compar-
ison of diffuse noxious inhibitory controls in healthy older and younger adults. Pain. 2003; 101(1):155—
65.

Granovsky Y, Shor M, Shifrin A, Sprecher E, Yarnitsky D, Bar-Shalita T. Assessment of Responsive-
ness to Everyday Non-Noxious Stimuli in Pain-Free Migraineurs with vs Without Aura. The Journal of
Pain. 2018.

Perez R, Burm P, Zuurmond W, Giezeman M, Van Dasselaar N, Vranken J, et al. Interrater reliability
of diagnosing complex regional pain syndrome type |. Acta anaesthesiologica scandinavica. 2002;
46(4):447-50. PMID: 11952448

Li Z, Smith BP, Tuohy C, Smith TL, Koman LA. Complex regional pain syndrome after hand surgery.
Hand clinics. 2010; 26(2):281-9. https://doi.org/10.1016/j.hcl.2009.11.001 PMID: 20494753

Wertli M, Bachmann LM, Weiner SS, Brunner F. Prognostic factors in complex regional pain syndrome
1: a systematic review. Journal of rehabilitation medicine. 2013; 45(3):225-31. https://doi.org/10.2340/
16501977-1103 PMID: 23389624

PLOS ONE | https://doi.org/10.1371/journal.pone.0201354  August 9, 2018 13/13


https://doi.org/10.1016/j.neuroimage.2010.09.084
https://doi.org/10.1016/j.neuroimage.2010.09.084
http://www.ncbi.nlm.nih.gov/pubmed/20932917
https://doi.org/10.1016/j.pain.2007.03.027
http://www.ncbi.nlm.nih.gov/pubmed/17499924
http://www.ncbi.nlm.nih.gov/pubmed/22386473
https://doi.org/10.1007/s00296-010-1714-9
http://www.ncbi.nlm.nih.gov/pubmed/21240501
https://doi.org/10.1016/j.apmr.2013.09.012
http://www.ncbi.nlm.nih.gov/pubmed/24080349
http://www.ncbi.nlm.nih.gov/pubmed/10342415
http://www.ncbi.nlm.nih.gov/pubmed/10614608
https://doi.org/10.1007/s10067-006-0515-8
https://doi.org/10.1007/s10067-006-0515-8
http://www.ncbi.nlm.nih.gov/pubmed/17221145
http://www.ncbi.nlm.nih.gov/pubmed/11952448
https://doi.org/10.1016/j.hcl.2009.11.001
http://www.ncbi.nlm.nih.gov/pubmed/20494753
https://doi.org/10.2340/16501977-1103
https://doi.org/10.2340/16501977-1103
http://www.ncbi.nlm.nih.gov/pubmed/23389624
https://doi.org/10.1371/journal.pone.0201354

