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Other dermatologic manifestations include pyoderma vegetans,
which occurs in intertriginous areas; pyostomatitis vegetans, which
involves the mucous membranes; Sweet syndrome, a neutrophilic
dermatosis; and metastatic CD, a rare disorder defined by cutaneous
granuloma formation. Psoriasis affects 5–10% of patients with IBD
and is unrelated to bowel activity consistent with the potential shared
immunogenetic basis of these diseases. Perianal skin tags are found in
75–80% of patients with CD, especially those with colon involvement.
Oral mucosal lesions, seen often in CD and rarely in UC, include
aphthous stomatitis and “cobblestone” lesions of the buccal mucosa.
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RHEUMATOLOGIC
Peripheral arthritis develops in 15–20% of IBD patients, is more
common in CD, and worsens with exacerbations of bowel activity.
It is asymmetric, polyarticular, and migratory and most often affects
large joints of the upper and lower extremities. Treatment is directed
at reducing bowel inflammation. In severe UC, colectomy frequently
cures the arthritis.
Ankylosing spondylitis (AS) occurs in about 10% of IBD patients
and is more common in CD than UC. About two-thirds of IBD
patients with AS express the HLA-B27 antigen. The AS activity is not
related to bowel activity and does not remit with glucocorticoids or
colectomy. It most often affects the spine and pelvis, producing symptoms of diffuse low-back pain, buttock pain, and morning stiffness.
The course is continuous and progressive, leading to permanent skeletal damage and deformity. Anti-TNF therapy reduces spinal inflammation and improves functional status and quality of life.
Sacroiliitis is symmetric, occurs equally in UC and CD, is often
asymptomatic, does not correlate with bowel activity, and does not
always progress to AS. Other rheumatic manifestations include hypertrophic osteoarthropathy, pelvic/femoral osteomyelitis, and relapsing
polychondritis.
OCULAR
The incidence of ocular complications in IBD patients is 1–10%. The
most common are conjunctivitis, anterior uveitis/iritis, and episcleritis.
Uveitis is associated with both UC and Crohn’s colitis, may be found
during periods of remission, and may develop in patients following
bowel resection. Symptoms include ocular pain, photophobia, blurred
vision, and headache. Prompt intervention, sometimes with systemic
glucocorticoids, is required to prevent scarring and visual impairment.
Episcleritis is a benign disorder that presents with symptoms of mild
ocular burning. It occurs in 3–4% of IBD patients, more commonly in
Crohn’s colitis, and is treated with topical glucocorticoids.
HEPATOBILIARY
Hepatic steatosis is detectable in about one-half of the abnormal liver
biopsies from patients with CD and UC; patients usually present
with hepatomegaly. Fatty liver usually results from a combination of
chronic debilitating illness, malnutrition, and glucocorticoid therapy.
Cholelithiasis occurs in 10–35% of CD patients with ileitis or ileal
resection. Gallstone formation is caused by malabsorption of bile
acids, resulting in depletion of the bile salt pool and the secretion of
lithogenic bile.
Primary sclerosing cholangitis (PSC) is a disorder characterized by
both intrahepatic and extrahepatic bile duct inflammation and fibrosis,
frequently leading to biliary cirrhosis and hepatic failure; approximately 5% of patients with UC have PSC, but 50–75% of patients with
PSC have IBD. PSC occurs less often in patients with CD. Although
it can be recognized after the diagnosis of IBD, PSC can be detected
earlier or even years after proctocolectomy. Consistent with this, the
immunogenetic basis for PSC appears to be overlapping but distinct
from UC based on GWAS, although both IBD and PSC are commonly
pANCA positive. Most patients have no symptoms at the time of diagnosis; when symptoms are present, they consist of fatigue, jaundice,
abdominal pain, fever, anorexia, and malaise. The traditional gold
standard diagnostic test is endoscopic retrograde cholangiopancreatography (ERCP), but magnetic resonance cholangiopancreatography
(MRCP) is also sensitive and specific. MRCP is reasonable as an initial
diagnostic test in children and can visualize irregularities, multifocal
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strictures, and dilatations of all levels of the biliary tree. In patients
with PSC, both ERCP and MRCP demonstrate multiple bile duct strictures alternating with relatively normal segments.
The bile acid ursodeoxycholic acid (ursodiol) may reduce alkaline phosphatase and serum aminotransferase levels, but histologic
improvement has been marginal. High doses (25–30 mg/kg per day)
may decrease the risk of colorectal dysplasia and cancer in patients
with UC and PSC. Endoscopic stenting may be palliative for cholestasis secondary to bile duct obstruction. Patients with symptomatic disease develop cirrhosis and liver failure over 5–10 years and eventually
require liver transplantation. PSC patients have a 10–15% lifetime risk
of developing cholangiocarcinoma and then cannot be transplanted.
Patients with IBD and PSC are at increased risk of colon cancer and
should be surveyed yearly by colonoscopy and biopsy.
In addition, cholangiography is normal in a small percentage of
patients who have a variant of PSC known as small duct primary
sclerosing cholangitis. This variant (sometimes referred to as “pericholangitis”) is probably a form of PSC involving small-caliber bile
ducts. It has similar biochemical and histologic features to classic
PSC. It appears to have a significantly better prognosis than classic PSC, although it may evolve into classic PSC. Granulomatous
hepatitis and hepatic amyloidosis are much rarer extraintestinal
manifestations of IBD.
UROLOGIC
The most frequent genitourinary complications are calculi, ureteral
obstruction, and ileal bladder fistulas. The highest frequency of nephrolithiasis (10–20%) occurs in patients with CD following small bowel
resection. Calcium oxalate stones develop secondary to hyperoxaluria,
which results from increased absorption of dietary oxalate. Normally,
dietary calcium combines with luminal oxalate to form insoluble calcium oxalate, which is eliminated in the stool. In patients with ileal
dysfunction, however, nonabsorbed fatty acids bind calcium and leave
oxalate unbound. The unbound oxalate is then delivered to the colon,
where it is readily absorbed, especially in the presence of inflammation.
METABOLIC BONE DISORDERS
Low bone mass occurs in 3–30% of IBD patients. The risk is increased
by glucocorticoids, cyclosporine, methotrexate, and total parenteral
nutrition (TPN). Malabsorption and inflammation mediated by IL-1,
IL-6, TNF, and other inflammatory mediators also contribute to low
bone density. An increased incidence of hip, spine, wrist, and rib fractures has been noted: 36% in CD and 45% in UC. The absolute risk
of an osteoporotic fracture is about 1% per person per year. Fracture
rates, particularly in the spine and hip, are highest among the elderly
(age >60). One study noted an OR of 1.72 for vertebral fracture and an
OR of 1.59 for hip fracture. The disease severity predicted the risk of
a fracture. Only 13% of IBD patients who had a fracture were on any
kind of antifracture treatment. Up to 20% of bone mass can be lost per
year with chronic glucocorticoid use. The effect is dosage-dependent.
Budesonide may also suppress the pituitary-adrenal axis and thus carries a risk of causing osteoporosis.
Osteonecrosis is characterized by death of osteocytes and adipocytes
and eventual bone collapse. The pain is aggravated by motion and
swelling of the joints. It affects the hips more often than knees and
shoulders, and in one series, 4.3% of patients developed osteonecrosis
within 6 months of starting glucocorticoids. Diagnosis is made by bone
scan or MRI, and treatment consists of pain control, cord decompression, osteotomy, and joint replacement.
THROMBOEMBOLIC DISORDERS
Patients with IBD have an increased risk of both venous and arterial
thrombosis even if the disease is not active. Factors responsible for
the hypercoagulable state have included abnormalities of the plateletendothelial interaction, hyperhomocysteinemia, alterations in the
coagulation cascade, impaired fibrinolysis, involvement of tissue
factor-bearing microvesicles, disruption of the normal coagulation
system by autoantibodies, and a genetic predisposition. A spectrum of
vasculitides involving small, medium, and large vessels has also been
observed.
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