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All of these treatments require careful monitoring. Immuno
suppressive therapy may be used cautiously in HIV-associated PsA
if the HIV infection is well controlled.

UNDIFFERENTIATED AND JUVENILE-ONSET SPONDYLOARTHRITIS
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Many patients, usually young adults, present with some features
of one or more of the spondyloarthritides discussed above. Until
recently, these patients were said to have undifferentiated spondyloarthritis, or simply spondyloarthritis, as defined by the 1991 European
Spondyloarthropathy Study Group criteria. For example, a patient may
present with inflammatory synovitis of one knee, Achilles tendinitis,
and dactylitis of one digit. Some of these patients may have ReA in
which the triggering infection remains clinically silent. In some other
cases, the patient subsequently develops IBD or psoriasis, or the process eventually meets criteria for AS. This diagnosis of undifferentiated SpA was also commonly applied to patients with inflammatory
back pain, who did meet modified New York criteria for AS. Most
of these would now be classified under the new category of axial SpA
(Table 384-1).
Comparable to the classification criteria for axial symptoms, the
ASAS has recently formulated criteria for peripheral SpA. This is
intended to exclude patients with axial symptoms and thus to divide
the universe of patients with SpA into axial and exclusively peripheral
subsets. These criteria are shown in Table 384-3.
Approximately one-half of the patients with undifferentiated SpA
are HLA-B27-positive, and thus the absence of B27 is not useful in
establishing or excluding the diagnosis. In familial cases, which are
much more frequently B27-positive, there is often eventual progression to classical AS.
In juvenile-onset SpA, which begins between ages 7 and 16, most
commonly in boys (60–80%), an asymmetric, predominantly lowerextremity oligoarthritis and enthesitis without extraarticular features
is the typical mode of presentation. The prevalence of B27 in this
condition, which has been termed the seronegative enthesopathy and
arthropathy (SEA) syndrome, is approximately 80%. Many, but not all,
of these patients go on to develop AS in late adolescence or adulthood.
Management of undifferentiated SpA is similar to that of the other
spondyloarthritides. Response to anti-TNF-α therapy has been documented, and this therapy is indicated in severe, persistent cases not
responsive to other treatment.
Current pediatric textbooks and journals should be consulted for
information on management of juvenile-onset SpA.

ENTEROPATHIC ARTHRITIS
HISTORIC BACKGROUND
A relationship between arthritis and IBD was observed in the 1930s.
The relationship was further defined by the epidemiologic studies
Table 384-3 ASAS Criteria for Peripheral Spondyloarthritisa
Arthritisb

or
plus
One or more of the following:
• Uveitis
• Psoriasis
• Crohn’s disease or ulcerative colitis
OR two or more of the following:
• Arthritis
• Enthesitis
• Dactylitis
• Inflammatory back pain ever
• Family history for SpA

Enthesitis

Sensitivity 79.5%, specificity 83.3% bPeripheral arthritis, usually predominantly lower limb
and/or asymmetric.

a

Source: M Rudawaleit et al: Ann Rheum Dis 70:25, 2011.
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in the 1950s and 1960s and included in the concept of the spondyloarthritides in the 1970s.
EPIDEMIOLOGY
Both of the common forms of IBD, ulcerative colitis (UC) and Crohn’s
disease (CD) (Chap. 351), are associated with SpA. UC and CD both
have an estimated prevalence of 0.05–0.1%, and the incidence of each
is thought to have increased in recent decades. AS and peripheral
arthritis are both associated with UC and CD. Wide variations have
been reported in the estimated frequencies of these associations. In
recent series, AS was diagnosed in 1–10%, and peripheral arthritis
in 10–50% of patients with IBD. Inflammatory back pain and enthesopathy are common, and many patients have sacroiliitis on imaging
studies.
The prevalence of UC or CD in patients with AS is thought to be
5–10%. However, investigation of unselected SpA patients by ileocolonoscopy has revealed that from one-third to two-thirds of patients
with AS have subclinical intestinal inflammation that is evident either
macroscopically or histologically. These lesions have also been found
in patients with undifferentiated SpA or ReA (both enterically and
urogenitally acquired).
Both UC and CD have a tendency to familial aggregation, more so
for CD. HLA associations have been weak and inconsistent. HLA-B27
is found in up to 70% of patients with IBD and AS, but in ≤15% of
patients with IBD and peripheral arthritis or IBD alone. Three alleles
of the NOD2/CARD15 gene on chromosome 16 have been found in
approximately one-half of patients with CD. These alleles are not associated with the spondyloarthritides per se. However, they are found
significantly more often in (1) CD patients with sacroiliitis than in
those without sacroiliitis, and (2) SpA patients with chronic inflammatory gut lesions than in those with normal gut histology. These
associations are independent of HLA-B27. In addition to NOD2, over
100 other genes have been found to be associated with CD, UC, or
both. Around 20 of these are also associated with AS.
PATHOLOGY
Available data for IBD-associated peripheral arthritis suggest a synovial histology similar to other spondyloarthritides. Association with
arthropathy does not affect the gut histology of UC or CD (Chap. 351).
The subclinical inflammatory lesions in the colon and distal ileum
associated with SpA have been classified as either acute or chronic.
The former resemble acute bacterial enteritis, with largely intact architecture and neutrophilic infiltration in the lamina propria. The latter
resemble the lesions of CD, with distortion of villi and crypts, aphthoid
ulceration, and mononuclear cell infiltration in the lamina propria.
PATHOGENESIS
Both IBD and SpA are immune-mediated, but the specific pathogenic
mechanisms are poorly understood, and the connection between the
two is obscure. The shared genetics evidently reflects shared pathogenic mechanisms. A number of rodent models showing various
immune perturbations manifest both IBD and arthritis. Several lines
of evidence indicate trafficking of leukocytes between the gut and the
joint. Mucosal leukocytes from IBD patients have been shown to bind
avidly to synovial vasculature through several different adhesion molecules. Macrophages expressing CD163 are prominent in the inflammatory lesions of both gut and synovium in the spondyloarthritides.
CLINICAL FEATURES
AS associated with IBD is clinically indistinguishable from idiopathic
AS. It runs a course independent of the bowel disease, and in some
patients, it precedes the onset of IBD, sometimes by many years.
Peripheral arthritis may also begin before onset of overt bowel disease.
The spectrum of peripheral arthritis includes acute self-limited attacks
of oligoarthritis that often coincide with relapses of IBD, and more
chronic and symmetric polyarticular arthritis that runs a course independent of IBD activity. The patterns of joint involvement are similar
in UC and CD. In general, erosions and deformities are infrequent in
IBD-associated peripheral arthritis, and joint surgery is infrequently
required. Isolated destructive hip arthritis is a rare complication of CD,
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