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SYMPTOMS AND SIGNS
Pain
The pain is generally described using
neuropathic descriptors such as
burning, shooting or lancinating. It can
be severely debilitating with the
individual hesitant to move the affected
limb or reluctant to be examined for fear
of exacerbating discomfort. 

Vasomotor
It was formerly suspected that patients
underwent a transformation following
injury with an acute ‘warm’ CRPS
characterised by hyperaemia and
swelling which would then be followed
by a ‘cold’ CRPS phase comprising
pallor, cyanosis and ischaemia.5 It is now
recognised that these changes in colour
and temperature of the affected limb in
relation to altered vasomotor tone can
occur at any stage of the illness.

Sudomotor
In severe cases, there may be quite
obvious swelling and distortion of the
affected limb to the extent that
alternative diagnoses such as venous
thrombosis are considered before CRPS
is ultimately diagnosed. Sweating can be
either decreased or increased.

Motor and trophic changes
Immobility, dystonia and a fine tremor
have all been observed in patients with
CRPS.8 Alterations in hair and nail
growth (increased or decreased) and a
waxy atrophic appearance to the skin
are also seen.6,11

INVESTIGATIONS
In the domain of research the use of
radiographs, triple-phase bone scans,
sweat testing, diagnostic sympathetic
blocks and quantitative sensory testing
have all been described.6 Radiographs
may show osteopaenia or patchy
osteoporosis in the early stages.
Vasomotor asymmetry and abnormal
blood flow patterns may be seen in
radiolabelled bone scans. 

None of these changes are specific

symptom in more than 90% of cases.8
In adults, the upper limb is more
commonly affected, whereas in children
and adolescents the lower limb is the
most common site of presentation.9 

Unfortunately, the differential
diagnosis is wide (see table 1, above)
and there is no single test or
investigation that can conclusively
confirm what is essentially a clinical
diagnosis. Instead, over time various
diagnostic criteria have been created
and subsequently revised as our
understanding of the condition has
improved. 

The original International Association
for the Study of Pain diagnostic criteria
created in 1994 were deemed to lack
specificity and so were replaced with
the current Budapest criteria in 2004.

There are two types of diagnostic
criteria within the Budapest criteria;
clinical criteria,1 which are most
commonly used in everyday practice
(see box 1, p17) and research criteria,
with improved specificity at the expense
of reduced sensitivity, for use in the field
of research. 

The criteria are split into four domains.
•First, there must be continuing pain
which is disproportionate to the inciting
event 
•Second, the patient must report
symptoms in three out of four
categories 
•On examination, there must be
evidence of signs in two of the same 
four categories 
•Finally, there must be no other
diagnosis that could account for the
presentation.

and the role of investigations in CRPS is
principally to exclude other diagnoses.

PATHOPHYSIOLOGY
Despite a number of proposed theories,
there is still considerable controversy
about the mechanisms of CRPS. It may
be that, as in neuropathic pain
syndromes, there is involvement of both
peripheral and central mechanisms.12

Chronic inflammation, neurogenic
inflammation and autoimmune
mechanisms have been suggested.
These are supported by findings of
elevated pro-inflammatory cytokines in
the serum, plasma and cerebrospinal
fluid of patients with CRPS.13-15

Microvascular ischaemia-reperfusion
injury, genetic factors and cortical
reorganisation (akin to phantom limb
pain) have all received attention in the
published literature.16,17,18 This has led
some authors to propose that
treatment is aimed at whichever
underlying mechanism is thought to be
most prominent, i.e. anti-inflammatories
for inflammation, muscle relaxants for
motor disorder, anti-neuropathics for
neuropathic pain and so on.19

In reality, it can be difficult to
distinguish between these sub-types
and a rational approach to management
and treatment is offered below.

MANAGEMENT
The approach to managing patients
with CRPS is multifaceted and a
multidisciplinary approach is required.
The overall goal is to reduce painful
symptoms and improve function.
Prompt and aggressive treatment is
advocated to prevent a deteriorating
spiral of disuse, loss of function and the
psychological distress associated with
persistent pain.20

The key criteria for referral to specialist
services are: 21

•To confirm the diagnosis or exclude
alternatives (pain clinic, neurology,
rheumatology)
•To exclude ongoing pathology
warranting intervention (e.g. orthopaedics

Table 1 

Differential diagnosis of complex regional pain syndrome10

Neuropathic pain
•Peripheral neuropathy
•Nerve entrapment
•Radiculopathy
•Post-herpetic neuralgia
•Post-stroke pain
•Plexopathy
•Motor neurone disease

‘Severe pain in a
glove or stocking
distribution is the
predominant
symptom in more
than 90% of cases’

Vascular disease
•Thrombosis
•Acrocyanosis
•Atherosclerosis
•Raynaud’s disease
•Erythromelalgia

Inflammation
•Bursitis
•Seronegative arthritis
•Rheumatological diseases
•Erysipelas

Myofascial pain
•Repetitive strain injury
•Overuse/disuse syndromes
•Fibromyalgia


