The informed patient

Microscopic colitis
Collagenous and
lymphocytic colitis

A. Tromm,
Evangelisches Krankenhaus Hattingen (Germany)

This publication is sponsored by the Falk Foundation e.V.
The information herein represents the independent opinion of
the author and does not necessarily reflect the opinion and
recommendations of the Falk Foundation e.V.
Not all products discussed may have a licence or indication in
your country. Please consult your doctor regarding your country’s
specific prescribing information.

englisch

Provided as a Service to Patients by Dr. Falk UK

Publisher

d: 7/2013)

L

(allg.)www.falkfoundation.org
www.falkfoundation.org

© 2010 Falk Foundation e.V.

UK
All rights reserved.

Spanien

FALK FOUNDATION e.V.
DR FALK
UK 5LTD
DR.
FALK PHARMA
PHARMA
Leinenweberstr.

DR. FALK PHARM

For further information please contact

79108 End
Freiburg
Bourne
EndBusiness
Business
Park
Bourne
Park
Germany
Cores
End Road
Bourne End
www.falkfoundation.org
5AS, UK
Bucks SL8 5AS
United Kingdom

www.drfalk.co.uk

Edificio A
C/Proción
La Florid
España

www.drfalkpha

2013
© 2015 Falk Foundation e.V.
All rights reserved.

2nd edition 2015 (UK)
(Bu82e 2-11/2010)

The informed patient

Microscopic colitis
Collagenous and
lymphocytic colitis

A. Tromm,
Evangelisches Krankenhaus Hattingen (Germany)

Author:
Prof. Dr. A. Tromm
Klinik für Innere Medizin
Evangelisches Krankenhaus Hattingen gGmbH
Akademisches Lehrkrankenhaus
der Universität Duisburg-Essen
Bredenscheider Str. 54
45525 Hattingen
Germany

The informed patient

Contents
Page
Introduction

5

Clinical picture

7

Causes and pathogenesis of
microscopic colitis

10

Diagnosis

12

Therapy

15

Frequently asked questions
about microscopic colitis

18

3

The informed patient

Introduction
The term microscopic colitis encompasses two
different disorders of the colon known as collagenous and lymphocytic colitis. Both conditions
are characterized by watery diarrhoea, and therefore also known as “watery diarrhoea syndrome”
(Fig. 1).
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Fig. 1:
Definition of microscopic colitis
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Microscopic colitis is the term used to describe
an inflammatory bowel disorder (“colitis”) which
the physician cannot see with the naked eye at
colonoscopy since the bowel mucosa is unremarkable. Small biopsies (tissue samples) are
taken and examined under the microscope. This
microscopic analysis is essential for diagnosing
microscopic colitis.
In collagenous colitis, a thickened collagen band
is visualized by means of special tissue-staining
methods. Lymphocytic colitis is characterized by
an increased number of specialized white blood
cells, the lymphocytes.
Since microscopic colitis was first described in
the 1980s, a great deal has been learned about
this disorder. Today it can be assumed that the
incidence of microscopic colitis is similar to that
of the inflammatory bowel diseases Crohn’s disease and ulcerative colitis.
Studies have meanwhile examined various therapeutic options. So far, the only drug which has received official approval for the treatment of collagenous colitis at a worldwide level is budesonide
(oral administration in the form of capsules). The
first publications on drug therapy of lymphocytic
colitis using budesonide were made in 2008.
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Clinical picture
The primary symptom of microscopic colitis is
watery diarrhoea. It can occur suddenly and mimic
an infection. A major trial in Sweden also reported the following symptoms:
•
•
•
•
•

In almost 30% of cases: diarrhoea at night
In over 40% of cases: weight loss
In over 40% of cases: abdominal pain
In over 20% of cases: nausea
In over 10% of cases: flatulence

The causes of the weight loss have not yet been
fully explained, but it seems likely that in a wellmeaning attempt to restrict their diet, patients
eat less food and therefore lose weight.
In spite of the frequent diarrhoea, problems with
dehydration are very rare.
Fecal incontinence and fatigue are further symptoms which can accompany microscopic colitis
and considerably impair quality of life.
In the case of collagenous colitis, symptoms or
disorders can also occur in other organs outside
of the bowel, such as rheumatic pains in the
joints, psoriasis of the skin or thyroid dysfunction
(Fig. 2). These disorders also need to be treated.
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Fig. 2:
Conditions which can occur concomitantly with collagenous colitis
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The course of collagenous and lymphocytic colitis
can generally be described as benign, although
approx. 40% of patients complain of chronic, i.e.
persistent or intermittent, watery diarrhoea. There
is no increased risk of bowel cancer.
In order to make a diagnosis it is necessary to
consider and eliminate other disorders which
have similar symptoms:
Typical bowel ailments with diarrhoea but without
weight loss are irritable bowel syndrome (of the
diarrhoea type) and intolerance of various types
of foodstuff, such as the widespread lactose intolerance (intolerance of milk sugar).
Differentiation from inflammatory bowel diseases
(Crohn’s disease and ulcerative colitis) is usually
very clear, since colonoscopy demonstrates typical changes to the bowel mucosa with presence
of ulcers in these diseases. If the colon is (also)
involved, which is frequently the case, there is
usually blood mixed with the diarrhoea.
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Causes and pathogenesis of
microscopic colitis
The exact causes of the two disorders are not yet
known, but various theories are under discussion.
Some researchers see the cause of collagenous
colitis in the increased use of certain drugs used
mainly for the relief of joint pain – so-called “nonsteroidal antirheumatics”. Other suspected causes
are preparations used for treating high cholesterol
levels and anticoagulants.
It is also conceivable that in the case of increased
permeability of the bowel mucosa (the cause of
which also remains unknown) ingredients of the
food mass (chyme) possibly enter the bowel wall,
where they trigger bowel function disturbances.
In about half of patients with lymphocytic colitis,
there is evidence of antibodies directed against
the patient’s own body – in this case against the
bowel – which is why this disorder may possibly
be classed as one of the so-called “autoimmune
diseases”.
In collagenous colitis, antibodies against certain
bacteria are often found, but not the bacteria
themselves. This points to a previous bacterial
bowel infection which may, in turn, also have triggered the collagenous colitis via increased permeability of the bowel mucosa.
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It is not yet clear how these phenomena result in
the thickening of the collagen band in collagenous colitis or the accumulation of immune cells
(lymphocytes) in the bowel mucosa in lymphocytic colitis.
It is known, however, that collagen deposition in
collagenous colitis is not due to overproduction of
collagen, but to reduced collagen metabolism.
It is of note that ostomy surgery results in complete normalization of the collagen layer in the
sections of the bowel below the ostomy and,
with this, disappearance of the illness. Thanks to
good drug therapy options, however, it is seldom
necessary to resort to such an intervention.

11

Diagnosis
The following steps have proved reliable for establishing the diagnosis of microscopic colitis:
Patients with watery diarrhoea which has lasted
longer than 4 weeks undergo colonoscopy. Especially where colonoscopic findings are normal –
i.e. the physician can see no mucosal changes
with the naked eye – tissue samples are taken
from unremarkable areas of the bowel mucosa.
These biopsies are then inspected under the microscope. This analysis leads to the diagnosis.
Microscopic colitis is diagnosed in about 10% of
patients with watery diarrhoea of over 4 weeks
duration and normal colonoscopic findings. It is
always important to take samples from the entire
colon, since in about a quarter of cases collagenous colitis is found only in the ascending part of
the colon.
Microscopic examination of tissue samples from
the bowel produces quite characteristic results
for both conditions:
Specific staining methods allow visualization of a
thickened band of collagen in the bowel mucosa
of patients with collagenous colitis (Fig. 3).
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Fig. 3:
Sketch (left) and microscopic picture (right) of the bowel mucosa
in collagenous colitis. The pink-stained thickened collagen band is
easily recognizable.

Collagen fibers are a specific protein structure in
the body which have a supporting function. While
this collagen band is less than 5 micrometers
(millionth meters) in healthy persons, it is at least
10 micrometers thick in patients with collagenous
colitis and is very easily recognizable after staining.

13

In patients with lymphocytic colitis, an increased
accumulation of cells of the immune system
(lymphocytes, a subgroup of the white blood
cells) is found in the biopsies. The lymphocyte
count is about 4–5 times higher than in healthy
persons (Fig. 4).

Fig. 4:
Microscopic picture of the bowel mucosa in lymphocytic colitis with
increased lymphocytes

It is as yet unclear, however, what influence the
thickened collagen band or the increased occurrence of inflammatory cells has on the pathogenesis and the course of the disorder.
There is currently no possibility of using a blood
test to diagnose the disorders.
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Therapy
So far, the best-documented investigations have
been into drug therapy of collagenous colitis. Bismuth subsalicylate, budesonide, prednisolone
and incense extract (Boswellia serrata) were employed in treatment trials. The first publication on
drug therapy in acute cases of lymphocytic colitis
appeared in 2008.
At present, the only drug officially approved
worldwide for the treatment of microscopic colitis is budesonide, for use in collagenous colitis.
Budesonide
Budesonide is a modern cortisone preparation
which has a very good topical anti-inflammatory
effect on the bowel mucosa. The substance was
first used as a spray in asthma treatment. It was
subsequently employed in inflammatory bowel
diseases in the 1990s. Thanks to a special manufacturing process, budesonide – administered as
granules in a capsule – is not released until the
transition from the small intestine to the ascending colon. Here, the substance has a strong antiinflammatory effect on the mucosa – more intense than classic cortisone preparations. The
particular advantage of budesonide is that after
developing its effect in the bowel, it is directly
metabolized to over 90% in the liver. This means
that only a small portion of the active agent reaches the body’s circulation. Consequently, the undesired cortisone effects are considerably weaker
than with classic cortisone preparations. Budeso-
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nide is thus optimally suited to achieving a very
good topical effect on the bowel mucosa while
producing only a low rate of undesired cortisone
effects.
Three studies are meanwhile available on budesonide for the treatment of collagenous colitis.
Each study compared the efficacy of budesonide
with a placebo. The daily dose of budesonide was
9 mg and the treatment duration was 6–8 weeks.
Clinical improvement, with disappearance of diarrhoea, could be seen in over 80% of patients
compared to only 17% of patients receiving placebo. Microscopic analysis of biopsies from the
bowel also showed a considerably weaker effect
with placebo (evidenced by the reduced thickness of the collagen band).
Recommendations for further therapeutic procedure where there is recurrence of diarrhoea after
initial improvement with budesonide treatment
are not yet clear. Another treatment trial which
prolonged budesonide treatment (6 mg per day)
for 6 months produced a clearly better result in
the budesonide group compared with placebo.
However, the disorder often recurs only 2 months
after cessation of therapy. Budesonide has so far
only been approved for treatment of the acute illness.
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Prednisolone
In the past, the classic cortisone preparation
prednisolone was often used to treat patients
with microscopic colitis. In contrast to budesonide, prednisolone is absorbed into the blood after ingestion, which means that in addition to producing the desired therapeutic effect, it usually
also produces the typical, pronounced cortisone
side effects such as moon face, buffalo hump,
hypertonia, psychological disturbances or weakening of the immune system.
Bismuth subsalicylate
The first substance used to treat collagenous colitis under controlled conditions – albeit not very
successfully – was bismuth subsalicylate. Studies
of this preparation, which exhibits antibiotic and
anti-inflammatory features, were discontinued
due to insufficient efficacy. A further problem is
that bismuth preparations should not be used for
longer than 8 weeks, due to possible accumulation in the body.
Incense extract (Boswellia serrata)
Incense extract also has an anti-inflammatory effect in the bowel. Initial studies indicate that it
can also produce clinical improvement in collagenous colitis.
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Frequently asked questions about
microscopic colitis
1. How common is microscopic colitis?
There has been a general increase in diagnosing
microscopic colitis according to the latest figures
(e.g. from the USA) (Fig. 5). This increase cannot
simply be explained by improved diagnostics, but
is also due to a real increase in the rate of new
cases. Statistics show that the annual incidence
of new cases is approx. 10 patients per 100,000
inhabitants.

Incidence per 100,000 inhabitants
20
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1985 – 89

1990 – 93
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■ Microscopic colitis ■ Lymphocytic colitis ■ Collagenous colitis

Fig. 5:
Overview of the incidence of lymphocytic and collagenous colitis
(survey from USA)
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The annual incidence rate of new cases of collagenous colitis varies greatly from country to
country. Spain reports 1–2 new cases per
100,000 inhabitants, for example, while 5 new
cases per 100,000 inhabitants are reported in
Sweden.
Few data are available for lymphocytic colitis. The
annual incidence of new cases in Scandinavia is
estimated to be 4 per 100,000 inhabitants.
2. Are there factors which promote the
occurrence of microscopic colitis?
All studies conducted so far confirm that approx.
5 times more women than men suffer from microscopic colitis. Women over 65, in particular,
have a clearly increased risk. This applies to both
collagenous and lymphocytic colitis. The reasons
for this are not known.
It would also appear that patients already suffering from certain disorders of the immune system
(so-called autoimmune diseases) additionally contract microscopic colitis more often than patients
with no previous autoimmune disorder. Particularly affected by this are patients with hypothyroidism or coeliac sprue (coeliac disease). Altogether, up to 40% of patients with microscopic
colitis have a concomitant autoimmune disease.
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In addition to this, about 10% of patients with microscopic colitis report cancer in their early case
history. In most cases this is cancer of the colon,
breast, prostate or lung. When the cancer rates in
these patients are compared with those in the
normal population, it is seen that women over the
age of 65 have a particularly high risk of additionally contracting microscopic colitis.
There may be an increased risk with diabetes
mellitus. Older men seem to be more affected by
this.
There is a general need for further research into
the possible connection and the etiology of microscopic colitis and the conditions mentioned
here.
3. What is known about the causes of
microscopic colitis?
The causes of microscopic colitis are ultimately
unknown.
It is noticeable that an increased use of painkillers
(e.g. ibuprofen and acetylsalicylic acid), as a possible triggering factor, is found in a relevant
number of patients. These medications may increase the permeability of the bowel mucosa and
thereby possibly promote the uptake of other
pathogenic substances which are as yet un-
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known. Other drugs such as simvastatin (cholesterol-lowering drug), ticlopidine (anticoagulant) or
acarbose (for the treatment of diabetes mellitus)
have also been described as possible triggers for
microscopic colitis.
Various studies found Yersinia antibodies in approx. 80% of patients. Yersiniae are bacteria which
can cause infection of the bowel mucosa. On the
other hand, numerous stool tests of stools of patients with microscopic colitis failed to produce
any evidence of Yersiniae.
There are also indications of frequent familial incidence of microscopic colitis. The extent to which
this may be attributable to hereditary factors,
however, remains unclear.
4. How can the thickening of the collagen
band be explained?
The thickening of the collagen band in collagenous colitis is not due to increased collagen formation but to reduced collagen metabolism. The exact mechanisms leading to reduced collagen
metabolism in the bowel mucosa have not yet
been fully explored, however. Nor is it known
whether and how the thickening of the collagen
band can cause the typical symptoms of collagenous colitis.

21

5. Are there any manifestations outside the
bowel in microscopic colitis?
Microscopic colitis can be accompanied by a
number of different conditions which point to a
reaction of the immune system to the body’s
own tissue. These include rheumatic joint pain,
psoriasis, coeliac sprue (coeliac disease), thyroid
dysfunction, circulatory disturbances and dry mucous membranes (see also Fig. 2).
6. Is rectoscopy adequate for making a
diagnosis?
Since microscopic colitis often occurs in the ascending right side of the colon, rectoscopy is not
an adequate method for making a diagnosis. It is
always necessary to view the entire colon and at
the same time take tissue samples from the various segments of the colon. If these procedures
are neglected, microscopic colitis can be missed
in up to 40% of patients.
7. Does microscopic colitis promote
occurrence of bowel cancer?
No. There are no indications of increased formation of polyps or development of bowel cancer
with collagenous or lymphocytic colitis.
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8. Are there any risks concerning pregnancy?
No. As far as the disorder itself is concerned,
there is no need to avoid pregnancy. When taking
medication, however, it is important to make sure
that no restrictions apply with regard to pregnancy and lactation. Microscopic colitis tends to
occur in older, post-menopausal patients in any
case.
9. Are there any dietary factors which have a
favorable impact on the course of microscopic
colitis?
There are no substantiated findings on a possible
influence of dietary factors in triggering the disorders. Nor is it known whether adding or omitting
certain foodstuffs has a positive or negative effect on the course.
Due to the primary symptom of watery diarrhoea,
however, preliminary diagnostics should exclude
lactose intolerance and the clinical picture of coeliac sprue (coeliac disease). A lactose-free or gluten-free diet is clearly recommended in these
cases.
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Studies have shown that fasting can produce a
marked improvement in the diarrhoea of collagenous colitis. However, continued fasting does not
constitute a long-term therapy for microscopic colitis.
10. Does surgery help in microscopic colitis?
Up till now, surgery has only been performed in
rare cases of very severe courses of microscopic
colitis. Experience gathered from these cases,
however, shows the following effect: Diverting
the bowel contents to the exterior via an artificial
outlet in the abdominal wall (anus praeter) results
in the disappearance of both the inflammation
and the thickened collagen band in the remaining
bowel through which the stool no longer passes.
This fact further confirms the significance of factors in the bowel contents as a possible trigger
for microscopic colitis.
11. Is there spontaneous improvement or
healing of the disorders?
Two studies of the long-term course of collagenous colitis show that following successful initial
treatment, some patients remain free of symptoms for a long period of time, even without further medication. In one of the two studies, 23%
of patients still had no watery diarrhoea 10 years
later. On the other hand, up to two thirds of pa-
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tients experience recurrence of complaints within
2 months of therapy ending. A new treatment cycle is recommended in these cases.
12. Is it possible to positively influence
diarrhoea using bulking agents?
In the case of mild diarrhoea, it is often sufficient
to use constipating agents or bile acid binders to
thicken stool consistency, thereby reducing stool
frequency. In a small-scale study, diarrhoea disappeared in over 20% of patients taking a bulking
preparation.
13. How long should budesonide be taken in
the acute phase of the illness?
In the three treatment trials conducted with
budesonide so far, budesonide was given at a
daily dose of 9 mg over a period of 6 or 8 weeks.
This therapeutic approach led to the majority of
patients being almost free of complaints within
14 days. Budesonide can be given either in divided doses over the day (morning, midday, evening)
or the whole amount can be given in a single
dose in the mornings.
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14. Is there a maintenance therapy for
collagenous colitis?
After cessation of budesonide treatment, diarrhoea
often recurs within the first 2 months. This means
that further therapy is required. The efficacy of
budesonide in this case is as good as with the
first intake. Up until now, however, budesonide
has not been approved for long-term administration lasting longer than 2 months.
15. Is there a substantiated drug therapy for
lymphocytic colitis?
This question is currently being investigated in trials. Initial study findings indicate that budesonide
is also effective in lymphocytic colitis. These findings need to be substantiated by further studies,
however. Budesonide is not currently approved
for the treatment of lymphocytic colitis.
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Further information for patients
with inflammatory bowel diseases:
– Ulcerative colitis and
Crohn’s disease
An overview of the diseases and their
treatment
68 pages (S80UK)
– Diet and Nutrition in Crohn’s Disease
and Ulcerative Colitis
Important Questions – Real Answers
62 pages (S84UK)
– Crohn’s Disease, Ulcerative Colitis
and Pregnancy
57 pages (S82UK)
– Corticosteroid therapy in inflammatory
bowel diseases
32 pages (Bu80UK)
Crohn’s disease and its associated
disorders
40 pages (S85UK)
These brochures can be ordered free of charge
from Dr Falk Pharma UK or the
Falk Foundation e.V.
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