apparently distinct from osteonecrosis and septic arthritis. Dactylitis
and enthesopathy are occasionally found. In addition to the ∼20% of
IBD patients with SpA, a comparable percentage have arthralgias or
fibromyalgia symptoms.
Other extraintestinal manifestations of IBD are seen in addition
to arthropathy, including uveitis, pyoderma gangrenosum, erythema
nodosum, and finger clubbing, all somewhat more commonly in CD
than UC. The uveitis shares the features described above for PsAassociated uveitis.

DIAGNOSIS
Diarrhea and arthritis are both common conditions that can coexist
for a variety of reasons. When etiopathogenically related, ReA and
IBD-associated arthritis are the most common causes. Rare causes
include celiac disease, blind loop syndromes, and Whipple’s disease.
In most cases, diagnosis depends on investigation of the bowel disease.
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DEFINITION
Vasculitis is a clinicopathologic process characterized by inflammation
of and damage to blood vessels. The vessel lumen is usually compromised, and this is associated with ischemia of the tissues supplied by
the involved vessel. A broad and heterogeneous group of syndromes
may result from this process, since any type, size, and location of
blood vessel may be involved. Vasculitis and its consequences may be
the primary or sole manifestation of a disease; alternatively, vasculitis
may be a secondary component of another disease. Vasculitis may be
confined to a single organ, such as the skin, or it may simultaneously
involve several organ systems.

CLASSIFICATION
A major feature of the vasculitic syndromes as a group is the fact
that there is a great deal of heterogeneity at the same time as there is
considerable overlap among them. This heterogeneity and overlap in
addition to a lack of understanding of the pathogenesis of these syndromes have been major impediments to the development of a coherent classification system for these diseases. Table 385-1 lists the major
vasculitis syndromes. The distinguishing and overlapping features of
these syndromes are discussed below.

PATHOPHYSIOLOGY AND PATHOGENESIS
TREATMENT	

Enteropathic Arthritis

Treatment of CD has been improved by therapy with anti-TNF
agents. Infliximab, adalimumab, and certolizumab pegol are effective for induction and maintenance of clinical remission in CD, and
infliximab has been shown to be effective in fistulizing CD. IBDassociated arthritis also responds to these agents. Other treatment
for IBD, including sulfasalazine and related drugs, systemic glucocorticoids, and immunosuppressive drugs, is also usually of benefit
for associated peripheral arthritis. NSAIDs are generally helpful and
well tolerated, but they can precipitate flares of IBD. As noted above
for psoriasis, rare cases of IBD, either CD or UC, have apparently been
precipitated by anti-TNF therapy, usually etanercept, given for any
of several rheumatic diseases.

SAPHO SYNDROME
The syndrome of synovitis, acne, pustulosis, hyperostosis, and osteitis (SAPHO) is characterized by a variety of skin and musculoskeletal manifestations. Dermatologic manifestations include palmoplantar pustulosis, acne conglobata, acne fulminans, and hidradenitis
suppurativa. The main musculoskeletal findings are sternoclavicular
and spinal hyperostosis, chronic recurrent foci of sterile osteomyelitis,
and axial or peripheral arthritis. Cases with one or a few manifestations are probably the rule. The ESR is usually elevated, sometimes
dramatically. In some cases, bacteria, most often Propionibacterium
acnes, have been cultured from bone biopsy specimens and occasionally other sites. IBD was coexistent in 8% of patients in one large series.
B27 is not associated. Either bone scan or computed tomography
scan is helpful diagnostically. An MRI report described characteristic
vertebral body corner cortical erosions in 12 of 12 patients. High-dose
NSAIDs may provide relief from bone pain. A number of uncontrolled
series and case reports describe successful therapy with pamidronate
or other bisphosphonates. Response to anti-TNF-α therapy has also
been observed, although in a few cases this has been associated with
a flare of skin manifestations. Successful prolonged antibiotic therapy
has also been reported. Recent reports suggest a possible autoinflammatory pathogenesis and successful treatment with the IL-1 receptor
antagonist anakinra.
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Generally, most of the vasculitic syndromes are assumed to be mediated at least in part by immunopathogenic mechanisms that occur in
response to certain antigenic stimuli. However, evidence supporting
this hypothesis is for the most part indirect and may reflect epiphenomena as opposed to true causality. Furthermore, it is unknown
why some individuals might develop vasculitis in response to certain
antigenic stimuli, whereas others do not. It is likely that a number of
factors are involved in the ultimate expression of a vasculitic syndrome.
These include the genetic predisposition, environmental exposures,
and the regulatory mechanisms associated with immune response to
certain antigens. Although immune complex formation, antineutrophil cytoplasmic antibodies (ANCA), and pathogenic T lymphocyte
responses (Table 385-2) have been among the prominent hypothesized
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LABORATORY AND RADIOGRAPHIC FINDINGS
Laboratory findings reflect the inflammatory and metabolic manifestations of IBD. Joint fluid is usually at least mildly inflammatory. Of
patients with AS and IBD, 30–70% carry the HLA-B27 gene, compared
with >85% of patients with AS alone and 50–70% of those with AS and
psoriasis. Hence, definite or probable AS in a B27-negative individual
in the absence of psoriasis should prompt a search for occult IBD.
Radiographic changes in the axial skeleton are the same as in uncomplicated AS. Erosions are uncommon in peripheral arthritis but may
occur, particularly in the metatarsophalangeal joints. Isolated destructive hip disease has been described.
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Table 385-1 Vasculitis Syndromes
Primary Vasculitis Syndromes
Granulomatosis with polyangiitis
(Wegener’s)
Microscopic polyangiitis
Eosinophilic granulomatosis with
polyangiitis (Churg-Strauss)
IgA vasculitis (Henoch-Schönlein)
Cryoglobulinemic vasculitis
Polyarteritis nodosa
Kawasaki disease
Giant cell arteritis
Takayasu arteritis
Behçet’s disease
Cogan’s syndrome
Single-organ vasculitis
Cutaneous leukocytoclastic angiitis
Cutaneous arteritis
 Primary central nervous system
vasculitis
Isolated aortitis

Secondary Vasculitis Syndromes
Vasculitis associated with probable
etiology
Drug-induced vasculitis
 Hepatitis C virus–associated
cryoglobulinemic vasculitis
 Hepatitis B virus–associated
vasculitis
Cancer-associated vasculitis
Vasculitis associated with systemic
disease
Lupus vasculitis
Rheumatoid vasculitis
Sarcoid vasculitis

Source: Adapted from JC Jennette et al: Arthritis Rheum 65:1, 2013.
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