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THE ATYPICAL COLITIDES
Two atypical colitides—collagenous colitis and lymphocytic colitis—
have completely normal endoscopic appearances. Collagenous colitis
has two main histologic components: increased subepithelial collagen
deposition and colitis with increased intraepithelial lymphocytes. The
female to male ratio is 9:1, and most patients present in the sixth or
seventh decades of life. The main symptom is chronic watery diarrhea.
Treatments range from sulfasalazine or mesalamine and diphenoxylate/atropine (Lomotil) to bismuth to budesonide to prednisone or
azathioprine/6-mercaptopurine for refractory disease. Risk factors
include smoking; use of NSAIDs, proton pump inhibitors, or beta
blockers; and a history of autoimmune disease.
Lymphocytic colitis has features similar to collagenous colitis,
including age at onset and clinical presentation, but it has almost equal
incidence in men and women and no subepithelial collagen deposition on pathologic section. However, intraepithelial lymphocytes are
increased. Use of sertraline (but not beta blockers) is an additional
risk factor. The frequency of celiac disease is increased in lymphocytic
colitis and ranges from 9 to 27%. Celiac disease should be excluded in
all patients with lymphocytic colitis, particularly if diarrhea does not
respond to conventional therapy. Treatment is similar to that of collagenous colitis with the exception of a gluten-free diet for those who
have celiac disease.
Diversion colitis is an inflammatory process that arises in segments
of the large intestine that are excluded from the fecal stream. It usually
occurs in patients with ileostomy or colostomy when a mucus fistula
or a Hartmann’s pouch has been created. Clinically, patients have
mucus or bloody discharge from the rectum. Erythema, granularity,
friability, and, in more severe cases, ulceration can be seen on endoscopy. Histopathology shows areas of active inflammation with foci of
cryptitis and crypt abscesses. Crypt architecture is normal, which differentiates it from UC. It may be impossible to distinguish from CD.
Short-chain fatty acid enemas may help in diversion colitis, but the
definitive therapy is surgical reanastomosis.
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NONINFECTIOUS DISEASES
Diverticulitis can be confused with CD clinically and radiographically.
Both diseases cause fever, abdominal pain, tender abdominal mass,
leukocytosis, elevated ESR, partial obstruction, and fistulas. Perianal
disease or ileitis on small-bowel series favors the diagnosis of CD.
Significant endoscopic mucosal abnormalities are more likely in CD
than in diverticulitis. Endoscopic or clinical recurrence following
segmental resection favors CD. Diverticular-associated colitis is similar to CD, but mucosal abnormalities are limited to the sigmoid and
descending colon.
Ischemic colitis is commonly confused with IBD. The ischemic
process can be chronic and diffuse, as in UC, or segmental, as in CD.
Colonic inflammation due to ischemia may resolve quickly or may
persist and result in transmural scarring and stricture formation.
Ischemic bowel disease should be considered in the elderly following
abdominal aortic aneurysm repair or when a patient has a hypercoagulable state or a severe cardiac or peripheral vascular disorder.
Patients usually present with sudden onset of left lower quadrant pain,
urgency to defecate, and the passage of bright red blood per rectum.
Endoscopic examination often demonstrates a normal-appearing rectum and a sharp transition to an area of inflammation in the descending colon and splenic flexure.
The effects of radiotherapy on the GI tract can be difficult to distinguish from IBD. Acute symptoms can occur within 1–2 weeks of
starting radiotherapy. When the rectum and sigmoid are irradiated,
patients develop bloody, mucoid diarrhea and tenesmus, as in distal
UC. With small-bowel involvement, diarrhea is common. Late symptoms include malabsorption and weight loss. Stricturing with obstruction and bacterial overgrowth may occur. Fistulas can penetrate the
bladder, vagina, or abdominal wall. Flexible sigmoidoscopy reveals
mucosal granularity, friability, numerous telangiectasias, and occasionally discrete ulcerations. Biopsy can be diagnostic.
Solitary rectal ulcer syndrome is uncommon and can be confused with IBD. It occurs in persons of all ages and may be caused
by impaired evacuation and failure of relaxation of the puborectalis
muscle. Single or multiple ulcerations may arise from anal sphincter
overactivity, higher intrarectal pressures during defecation, and digital
removal of stool. Patients complain of constipation with straining
and pass blood and mucus per rectum. Other symptoms include
abdominal pain, diarrhea, tenesmus, and perineal pain. Ulceration
as large as 5 cm in diameter is usually seen anteriorly or anteriorlaterally 3–15 cm from the anal verge. Biopsies can be diagnostic.
Several types of colitis are associated with nonsteroidal antiinflammatory drugs (NSAIDs), including de novo colitis, reactivation
of IBD, and proctitis caused by use of suppositories. Most patients with
NSAID-related colitis present with diarrhea and abdominal pain, and
complications include stricture, bleeding, obstruction, perforation,
and fistulization. Withdrawal of these agents is crucial, and in cases of
reactivated IBD, standard therapies are indicated.
There are complications of two drugs used in a hospital setting
that mimic IBD. The first is ipilimumab, a drug that targets cytotoxic
T lymphocyte antigen 4 (CTLA-4) and reverses T cell inhibition and
is used to treat metastatic melanoma; ipilimumab has an incidence
of IBD in 0.0017 cases per 100 person-years. Ipilimumab-induced

colitis is typically treated with glucocorticoids or infliximab. The 1957
second is mycophenolate mofetil (MMF), an immunosuppressive
agent commonly used to prevent posttransplant rejection. The colitis
associated with MMF is common and can occur in more than onethird of patients taking the drug. Treatment is dose reduction or
cessation of the drug.
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Protozoan parasites include Isospora belli, which can cause a selflimited infection in healthy hosts but causes a chronic profuse, watery
diarrhea, and weight loss in AIDS patients. Entamoeba histolytica or
related species infect about 10% of the world’s population; symptoms
include abdominal pain, tenesmus, frequent loose stools containing
blood and mucus, and abdominal tenderness. Colonoscopy reveals
focal punctate ulcers with normal intervening mucosa; diagnosis is
made by biopsy or serum amebic antibodies. Fulminant amebic colitis
is rare but has a mortality rate of >50%.
Other parasitic infections that may mimic IBD include hookworm
(Necator americanus), whipworm (Trichuris trichiura), and Strongyloides
stercoralis. In severely immunocompromised patients, Candida or
Aspergillus can be identified in the submucosa. Disseminated histoplasmosis can involve the ileocecal area.

EXTRAINTESTINAL MANIFESTATIONS
Up to one-third of IBD patients have at least one extraintestinal disease
manifestation.
DERMATOLOGIC
Erythema nodosum (EN) occurs in up to 15% of CD patients and
10% of UC patients. Attacks usually correlate with bowel activity;
skin lesions develop after the onset of bowel symptoms, and patients
frequently have concomitant active peripheral arthritis. The lesions of
EN are hot, red, tender nodules measuring 1–5 cm in diameter and are
found on the anterior surface of the lower legs, ankles, calves, thighs,
and arms. Therapy is directed toward the underlying bowel disease.
Pyoderma gangrenosum (PG) is seen in 1–12% of UC patients and
less commonly in Crohn’s colitis. Although it usually presents after
the diagnosis of IBD, PG may occur years before the onset of bowel
symptoms, run a course independent of the bowel disease, respond
poorly to colectomy, and even develop years after proctocolectomy. It
is usually associated with severe disease. Lesions are commonly found
on the dorsal surface of the feet and legs but may occur on the arms,
chest, stoma, and even the face. PG usually begins as a pustule and
then spreads concentrically to rapidly undermine healthy skin. Lesions
then ulcerate, with violaceous edges surrounded by a margin of erythema. Centrally, they contain necrotic tissue with blood and exudates.
Lesions may be single or multiple and grow as large as 30 cm. They are
sometimes very difficult to treat and often require IV antibiotics, IV
glucocorticoids, dapsone, azathioprine, thalidomide, IV cyclosporine,
or infliximab.
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