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Chronic Diarrhea:
Microscopic Colitis and Other Causes

Chronic diarrhea, defined as loose stools with
or without increased frequency for over four
weeks, is a common complaint in primary
care. It affects about 5% of the population and
can have a significant impact on quality of
life.1 Although the differential diagnosis is
broad, a thorough history with targeted inves-
tigations can reveal the diagnosis in 90% of
patients.

Etiology

There are a number of different approaches to
chronic diarrhea, with watery (secretory or
osmotic), inflammatory, and fatty (malab-
dorption) reflecting the main pathophysiolog-
ic categories. 
Many etiologies are the result of a combi-

nation of mechanisms. The initial history
should be directed toward excluding systemic

disease, including weight loss, nighttime
stooling, fever and chills, and/or the presence
of blood. These may suggest inflammatory
bowel disease (IBD). A family history of IBD
or celiac disease is also relevant. Travel histo-
ry and immune status, as well as investiga-
tions (stool culture, ova and parasite, and
Clostridium difficile toxin assay) are impor-
tant to exclude infection; although, these tend
to present acutely. Irritable bowel syndrome
(IBS) is common, with long-standing altered
bowel habits, diarrhea and/or constipation,
and abdominal pain as key features. A previ-
ous history of gastroenteritis may also predis-
pose the patient to postinfectious diarrhea
predominant IBS.2 Malignancy presenting as
diarrhea alone is less common but should be
considered. Eosinophilic colitis can be pri-
mary or secondary, and it too is an uncommon 
etiology.  
Symptoms that suggest carbohydrate

maldigestion or malabsorption include
abdominal bloating, dyspepsia or abdominal
pain, increased flatulence, and weight loss.
Lactose intolerance is common. Risk factors
for small bowel bacterial overgrowth (SBBO)
include previous intestinal surgery, diabetes,
chronic pancreatitis, and intestinal motility
disorders, such as scleroderma. Typical fea-
tures of celiac disease include weight loss,
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Clinical Concerns

Mary’s Case
Mary is a healthy 63-year-old woman with a 
six-month history of worsening non-bloody
diarrhea, urgency, occasional incontinence, and
abdominal pain. She denies weight loss or systemic
symptoms. Her infectious investigations, complete
blood count, inflammatory markers, and abdominal
radiographs were also negative.
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diarrhea, and abdominal bloating with
extraintestinal features, including iron defi-
ciency anemia, osteoporosis, and dermatitis
herpetiformis.
Microscopic colitis, comprised of lympho-

cytic and collagenous colitis, is a common
cause of benign, nonbloody diarrhea. It pri-
marily affects middle aged or elderly women,
but may occur in men, and it can happen at
any age.3 It is secretory in nature, can be large
in volume, and is characterized by remission
and relapse. All laboratory, radiographic, and
endoscopic investigations are negative, and
the diagnosis is histologic. The outcome for
patients is generally good: most patients have
little long-term morbidity,4 with no signifi-
cant increase in colorectal or other malignan-
cies.5 Medications associated with the devel-
opment of microscopic colitis include
NSAIDs, some antiplatelet agents, selective
serotinin-reuptake inhibitors, and proton
pump inhibitors.6 There is a 50-fold increase
of microscopic colitis found in patients with
celiac disease.7 Microscopic colitis is also
associated with other autoimmune disorders,
such as diabetes and thyroid disease, raising
suspicion in patients with these entities.5,6

Investigations

Investigations, in addition to stool cultures,
should include a basic complete blood count,
electrolytes and creatinine (to ensure the
absence of dehydration), celiac screen (IgA
level and tissue transglutaminase), thyroid
stimulating hormone (TSH), albumin, and
inflammatory markers, including erythrocyte
sedimentation rate (ESR) and C-reactive pro-
tein (CRP). All of these should be normal in
microscopic colitis, and patients need to under-
go endoscopy (see Figure 1) with biopsies for

diagnosis. Abnormalities, such as anemia and
increased inflammatory markers, suggest a
more significant inflammatory process, such as
IBD. Low iron stores reflected by low serum
ferritin may be indicative of poor absorption
(celiac disease) or chronic blood loss (IBD).
Testing for lactose intolerance is possible but
often unnecessary, given the ease of an exclu-
sion trial. Small bowel bacterial overgrowth
can be investigated indirectly with vitamin B12

Figure 1:  Endoscopically normal transverse colon, lymphocytic colitis
diagnosed on pathology

Figure 2:  Normal colon. Hematoxylin and eosin stain; x10 
magnification
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levels (low) and folic acid (high) or with
hydrogen breath testing.
Microscopic colitis is a histologic diagnosis,

excluded by normal histology on biopsy (see
Figure 2). Increased intraepithelial lympho-
cytes (see Figure 3) are the single-most impor-
tant feature of microscopic colitis, seen in both
lymphocytic and collagenous colitis. In addi-
tion to relatively fewer lymphocytes compared
to lymphocytic colitis, a subepithelial collagen

band is present (see Figures 4 and 5) in col-
lagenous colitis, which may be patchy, and is
evident on mucosal biopsy.

Treatment

Treatment of chronic diarrhea depends on 
the underlying etiology. If symptoms are mild
and suggestive of malabsorption, simple elim-
ination trials can be undertaken, beginning
with lactose. If risk factors for SBBO are
present and hydrogen breath testing is con-
firmatory, metronidazole should be pre-
scribed b.i.d. for 14 days. Microsopic colitis is 
often adequately controlled with antidiarrheal
agents, with or without intermittent use of
immune suppressive agents, such as budes-
onide, with good effect but frequent relapse.8

Maintenance medications that have been tried
include azathioprine, mesalamine, cholestyra-
mine, bismuth, and anti-tumour necrosis 
factor-α monoclonal antibody therapy.3,9,10

Cessation of contributing medications, such
as NSAIDs is important if possible, as this
may result in symptom improvement.

Figure 5: Masson's trichrome stain illustrates the thickened 
subepithelial collagen band found in collagenous colitis; x10 
magnification

Figure 3: Lymphocytic colitis. Increased intraepithelial lymphocytes with
evidence of inflammatory cell infiltrate within the lamina propria.
Hematoxylin and eosin stain; x10 magnification

Figure 4: Collagenous colitis. Prominent collagen band beneath the
surface epithelial layer. There is less lymphocytic infiltrate compared to
lymphocytic colitis. Hematoxylin and eosin stain; x10 magnification
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Take-home Messages

• A careful history with directed testing can 
often direct management

• Consideration of systemic causes of chronic 
diarrhea, such as IBD, is essential, and 
investigations should include serologic 
markers of inflammation

• Microscopic colitis is common in middle age 
and a trial of antidiarrheals is often sufficient 
management, with the addition of immune 
suppressants if symptoms persist 


