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Abstract. The term of ”complex regional pain syndromes” (CRPS) was introduced by IASP (International Association
for the Study of Pain) in 1994 and represents a group of algic disorders that may develop as a disproportional
consequence of a minor trauma (contusion, fracture, postsurgical), usually in one extremity. There have been described
2 types of CRPS I, previously known as sympathetic dystrophy, develops following trauma with minor lesions and
without obvious neurological impairment (with fractures, sprains, contusions or cutaneous lesions). CRPS Il or
causalgia has similar signs and symptoms and develops after trauma with important peripheral nerve injuries (10-12).
Neuropathic pain therapy is often inefficient regarding nociceptive pain. Knowledge of the patient's medical history
related to neuropathic pain and using validated assessment tools are essential for differentiating neuropathic pain from
nociceptive pain and to estimate the importance of the neuropathic component of pain from various pain syndromes.

In 2007, International Society for The Study of Pain (IASP) proposed the following definition for neuropathic pain as
“‘pain caused by a lesion or disease of the somatosensory system’’ (13). "Diseases” are pathological processes such as
inflammatory, autoimmune or dysfunction of ion channels. Lesions” are minor detectable lesions. Diseases and lesions
of nervous system elements others than somatosensory component determine nociceptive pain. Spasticity and muscle
pain related to motor system diseases and lesions are not being associated with neuropathic pain.

Keywords: nerve injuries, algic disorders, sympathetic dystrophy.

Neuropathic pain definition

Modern research on neuropathic pain showed that traumatic peripheral nerve injuries determine important
changes of the sensory component of the nervous system. Those changes differentiate neuropathic pain from
other chronic pain types, such as chronic nociceptive pain from osteoarthrosis, in which case the nociception
is not impaired (1).

Posttraumatic peripheral neuropathic pain results from mechanical trauma to the peripheral nerve most
frequently related to car accidents, work accidents or in domestic context (2, 3). According to WHO,
3.200.000 experience posttraumatic disabilities after car accidents (4).

Besides classical neuropathic syndromes such as phantom limb pain, there are posttraumatic algic states with
common clinical features. These syndromes previously known as reflex sympathetic dystrophy, Sudeck
dystrophy, causalgia, shoulder-hand syndrome or algodystrophy are in present grouped under the umbrella
term of “complex regional pain syndromes” (CRPS) (1). The term CRPS was introduced by IASP
(International Association for the Study of Pain) in 1994 and represents a group of algic disorders that may
develop as a disproportional consequence of a minor trauma (contusion, fracture, postsurgical), usually in
one extremity (5-9).

There have been described 2 types of CRPS I, previously known as sympathetic dystrophy, develops
following trauma with minor lesions and without obvious neurological impairment (with fractures, sprains,
contusions or cutaneous lesions). CRPS Il or causalgia has similar signs and symptoms and develops after
trauma with important peripheral nerve injuries (10-12).

Neuropathic pain therapy is often inefficient regarding nociceptive pain. Knowledge of the patient’s medical
history related to neuropathic pain and using validated assessment tools are essential for differentiating
neuropathic pain from nociceptive pain and to estimate the importance of the neuropathic component of pain
from various pain syndromes (1).
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In 2007, International Society for The Study of Pain (IASP) proposed the following definition of neuropathic
pain as ‘‘pain caused by a lesion or disease of the somatosensory system’’ (13). ”Diseases” are pathological
processes such as inflammatory, autoimmune or dysfunction of ion channels. ”Lesions” are minor detectable
lesions.

Diseases and lesions of nervous system elements others than somatic-sensory component determine
nociceptive pain. Spasticity and muscle pain related to motor system diseases and lesions are not being
associated with neuropathic pain.

Also, is important to establish the peripheral or central origin of pain, taking into account the topography,
clinical signs and pathophysiological mechanisms being different.

Classification

In clinical practice, neuropathic pain is classified according to the etiology and anatomical topography of the
injury (12). There are 4 major types of nervous system impairment: peripheral painful neuropathies (for
example, traumatic, ischemic, inflammatory, toxic, metabolic or hereditary), central type pain syndromes
(for example, in stroke, multiple sclerosis, spinal injury), neuropathic complex pain disorders (CRPS) and
mixed pain syndromes (nociceptive and neuropathic pain). In many chronic pain syndromes there are
involved both nociceptive and neuropathic processes. Those mechanisms can explain the various
symptomatology (mixed pain syndromes) (1). The outcome can vary from relatively mild to chronic
pathology, with a major impact on daily functioning and quality of life.

Clinical signs in complex regional pain syndromes

CRPS develops usually in the extremities, following fractures, surgery, prolonged immobilization, peripheral
nerve injury, etc. It usually manifest in the distal part of the extremity, but pain may radiate proximally or to
other body parts. Upper extremities are most frequently impaired. Pain is continuous, spontaneous, regional,
like burning, and does not respect the anatomical distribution of a peripheral nerve (11). Symptoms can
install gradually after the trauma (14-17). Immediately after the trauma, CRPS is difficult to detect because
of the similar posttraumatic symptoms (18).

There was estimated that 50% of the patients with CRPS develop a chronic pain syndrome and disability
(12). Pain is disproportional to the trauma severity and associates signs of neurogenic inflammation,
osteoporosis and other signs such as (19-22): sensory disorders/dysfunction (burning pain, mechanical
hyperalgesia, hyperesthesia, allodynia, sudomotor disorders (oedema and excessive perspiration) and
vasomotor disorders (skin temperature and color changes); trophic changes of skin, hair and nails; motor
function impairment: voluntary movement impairment, reduced range of motion, hypotonia, tremor, joint
stiffness, coordination disorders, dystonia and muscle spasms.

Pain related to peripheral nerve injury has specific clinical features (23). If the injured nerve is a mixed
peripheral nerve with a cutaneous branch there is an area of abnormal sensation. The maximum pain
experienced by the patient corresponds to an area of sensory deficit, specific for neuropathic pain. Sensory
deficit is usually related to nociceptive or thermal stimuli (1).

Paresthesia determine discomfort, but are not painful. Positive signs are sensations of permanent and
intermittent spontaneous pain (are not induced by stimuli). Many patients with neuropathic pain reported also
stimuli induced pain and hypersensitivity. Patients report frequently mechanical hypersensitivity and
consequently, hypersensibility (1). There are two types of hypersensibility: allodynia - pain as a response to
non-nociceptive stimuli, and hyperalgesia - painful hypersensitivity to nociceptive stimuli.

A small number of patients with peripheral nerve injury have a hypersensitive syndrome, without evident
signs of sensory deficit. Usually, neuropathic pain is intermittent, like burning, with unusual paresthesia.
Although these characteristics are not universally present in all neuropathic pain states, when they are, the
diagnosis of neuropathic pain is probable (1).

Peripheral sensitization of primary afferents

Peripheral sensitization of primary afferent neurons has been described in patients with painful peripheral
nerve injury. An example is decreased thermal algic perception. Cutaneous cold hypersensibility
(hyperalgesia) is frequently in patients with posttraumatic neuralgia and in chronic complex regional pain
syndromes (1).

Neuropathic pain persists more than nociceptive pain, is provoked by stimuli that are normally not painful
and is influenced only by specific medication (14).
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Neuropathic pain is severe, impairing patient’s life quality, being associated with anxiety and depression,
sleep disorders and disability (24, 14). It may develop after trauma with peripheral nerve injuries or after
surgery (25, 3, 14). Even in patients with minor changes in neurologic tests, in peripheral nerve injuries
neuropathic pain is spontaneous and determine areas of hypoaesthesia and/or hyperaesthesia (14).
Ciaramitaro et al. have published in 2010 an epidemiological study regarding traumatic peripheral nerve
lesions and neuropathic pain. In the first year they analyzed 211 cases, most of them young males, the lesions
being predominantly in the upper limb. 50% of them presented neuropathic pain, mild to severe in 79% of
the patients. Most frequently pain was located in radial and ulnar nerve areas. The presence of neuropathic
pain has been correlated with decreased quality of life in patients with posttraumatic neuropathies (3, 14).
Taylor et al. (2010) compared two groups of patients with postsurgical peripheral nerve lesions (median and
cubital). Patients with neuropathic pain had severe sensory-motor deficit and impaired nerve recovery (26,
14).

Incidence and etiology of CRPS

The incidence of CRPS was analyzed in retrospective and prospective studies. They have been reported most
frequently after distal radius fractures (27-29, 21, 19). Sandroni et al. reported an incidence rate of CRPS of
5.46/100.000 person years in the general population (Olmsted County, USA) (30, 8).

CRPS impairs 3 times more women than men and may develop in any age, with a higher incidence between
ages of 50 and 70 years. Over 50% are posttraumatic. In 44% of cases, the trigger was a fracture (8). Most of
the studies were prospective. The incidence was 1-2% in retrospective studies regarding distal radius
fractures and up to 38% in prospective studies (31), probably due to a lack of uniform and specific diagnostic
criteria (11). Other reported causes are sprains (18%) and surgery (12%) (8). Also, prolonged
immobilization, peripheral nerve injury and compressive syndromes may determine CRPS (28).

Clinical signs, especially those of autonomic dysfunction and Leriche findings on pain relief through
sympathyectomy sustain the role of the nervous sympathetic system in CRPS etiology (32, 9).

Pain from complex regional pain syndromes has a component of neuropathic pain (33, 9), being generated
and maintained by peripheral nerve sensory fibers and also is inflammatory, nociceptive and functional (9).
Quantitative sensory testing suggests the role of inflammation in acute CRPS. Nociceptive pain may be
caused by tissue lesions, as a result of the initial trauma or by secondary tissue lesions determined by edema
and trophic changes, hypoxia and acidosis (34-35, 9).

CRPS pathophysiology

It has been suggested that trauma and rare diseases may determine disorders of the central nervous system.
CRPS may be a disorder of sensory, autonomic and motor functions (11). Besides peripheral factors, CRPS
may be also determined by neurogenic inflammation, immune factors and genetic predisposition (36-39, 11).
Spatial distribution of pain, allodynia to mechanical and thermal stimuli and hyperalgesia suggests the role of
both peripheral nervous system and central nervous system in the pathophysiology of complex regional pain
syndromes (40, 41, 20, 9).

Some symptoms suggests that neurological dysfunction is not limited to the peripheral and autonomic
nervous system, but there is also a distortion of body image and cortical function reorganization (42, 22), at
the cortical level.

In the study of Pleger et al., cortical representation of painful hand was significantly reduced compared to
contralateral normal hand (43, 11). Maihofner et al. reported that cortical representation of the normal
contralateral hand was significantly more reduced than in the CRPS impaired hand, considering that is due to
the reorganization of the primary somatosensory cortex (44, 11). It has been found that cortical
reorganization is CRPS nonspecific, being reported also in other algic states (11) and it becomes normal
along with the recovery (45, 11).

Therapeutical management of CRPS

The mainly therapeutic goals in CRPS are pain control and functional restoration. Findings of different
studies showed that early diagnosis of CRPS and prompt initiation of individualized therapy are essential to
improve patient outcomes. Because of the complex symptomatology, in the therapeutically management of
CRPS there may be involved different specialists - in anesthesiology, surgery, neurology, rheumatology,
physical medicine and rehabilitation (8).
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Besides analgesic and antiinflammatory pharmacological therapy there may also be useful physical therapy,
occupational therapy and psychotherapy (11). Active physiotherapy is essential for functional restoration
(46, 11). Immobilization and splinting are the first physical modalities recommended. Also elevation of the
distal part of the extremity, therapeutic massage and isometric exercises are gradually introduced into the
therapeutic programme considering therapy must not exacerbate the pain (47). Hydrotherapy (alternating
heat and cold baths), transcutaneous electrical nerve stimulation (TENS), and a stress loading program of
traction and compression exercises have also been shown to be effective in CRPS (48, 47).

Functional neuroimaging studies reported the increase of motor cortical representation of the affected
extremity (43) and reduced cortical representation of primary sensory cortex (44). It has been considered that
the reorganization is reversible and that it is correlated with pain. Also, pain relief was correlated with a
normalization of primary cortical sensory area (45).

Two interventions were developed based on the concept of sensory-motor information manipulation in the
impaired extremity: mirror therapy (first introduced for phantom limb pain therapy) and prism adaptation
(49- 53, 11, 22). Mirror therapy may help for magnifying range of motion and pain relief in patients with
CRPS (50). Patients execute synchronal bimanual movements while they are looking the reflection of
nonimpaired extremity in a mirror placed in the sagittal midline, having the illusion of a normal functional
hand (50, 22).

It has been observed that pain is triggered by seeing an object approaching the impaired extremity (54, 22,
41) and may be increased when the patient looks at the object through magnifying lenses. Also it decrease
when watching through lenses that reduce the images (55, 22). These findings suggested the pathological
cortical reorganization and the existence of an extension of neural representation of peripersonal space (22).

Acknowledgements. This publication benefited from the financial support of the project Programme of
Excellency in the Multidisciplinary Doctoral and Postdoctoral Research of Chronic Diseases, contract no.
POSDRU/159/1.5/S/ 133377, beneficiary Gr. T. Popa University of Medicine and Pharmacy, Romania,
lasi, co-financed from the European Social Fund through the Sectoral Operational Programme Human
Resources Development (SOP HRD) 2007-2013”.

References

1. Baron R, Neuropathic Pain (2009). A Clinical Perspective. Handb Exp Pharmacol; (194): 3-30. doi:
10.1007/978-3-540-79090-7_1.

2. Kouyoumdjian JA (2006). Peripheral nerve injuries: a retrospective survey of 456 cases. Muscle and Nerve;
34: 785-787.

3. Ciaramitaro P, Mondelli M, Logullo F, et al (2010). Traumatic peripheral nerve injuries: epidemiological
findings, neuropathic pain and quality of life in 158 patients. J Periph Nerv Sys;15: 120-127.

4. Gin-Shaw SL, Jorden RC (2002). Multiple trauma. In: Rosen’s EmergencyMedicine: Concepts and Clinical
Practice. Marx R (Ed). New York, Mosby, pp 242-254.

5. Janig W, Baron R (2006). Is CRPS | a neuropathic pain syndrome? Pain; 120(3): 227-229.

6. Baron R, Janig W (2004). Complex regional pain syndromes — how do we escape the diagnostic trap? Lancet;
364: 1739-1741.

7. Merritt WH (2005). The challenge to manage reflex sympathetic dystrophy/complex regional pain syndrome.
Clin Plast Surg; 32: 575-604.

8. de Mos M, De Bruijn AG, Huygen FJ, Dieleman JP, Stricker BHCh, Sturkenboom MCJM (2007). The
incidence of complex regional pain syndrome: a population-based study. Pain; 129: 12-20.

9. Groeneweg G, Huygen FJPM, Coderre TJ, Zijlstra F (2009). Regulation of peripheral blood flow in Complex
Regional Pain Syndrome: clinical implication for symptomatic relief and pain management. BMC
Musculoskeletal Disorders; 10:116 doi:10.1186/1471-2474-10-116.

10. Stanton-Hicks M, Janig W, Hassenbusch S, Haddox JD, Boas RA, Wilson PR (1995). Reflex sympathetic
dystrophy: changing concepts and taxonomy. Pain; 1995;63:127-133.

11. Pelto-Vasenius Kia (2009). Posttraumatic Complex Regional Pain Syndrome (CRPS). Suomen Ortopedia ja
Traumatologia; 32 (2):118-123.

12. Jensen TS, Baron R (2003). Translation of symptoms and signs into mechanisms in neuropathic pain. Pain;
102:1-8.

13. Treede R, Jensen T, Campbell JN, et al (2008). Neuropathic pain. Redefinition and a grading system for
clinical and research purposes. Neurology; 70: 1630-1635.

14. Treede R, Jensen T, Campbell JN, et al (2008). Neuropathic pain. Redefinition and a grading system for
clinical and research purposes. Neurology; 70: 1630-1635.

Medicina Sportiva



	Untitled
	Blank Page



