Gut, 1991, 32, 447-449

Departments of Medicine
and Pathology, Johns
Hopkins University
School of Medicine and
Johns Hopkins Hospital,
Baltimore, Maryland

F M Giardiello

F W Jackson

A J Lazenby

Correspondence to:

Dr Francis M Giardiello,
Blalock 935, The Johns
Hopkins Hospital, 600 N
Wolfe Street, Baltimore,
Maryland 21205.

Accepted for publication
29 May 1990

447

Metachronous occurrence of collagenous colitis and

ulcerative colitis
F M Giardiello, F W Jackson, A J Lazenby

Abstract

Collagenous colitis and ulcerative colitis are
distinct disorders. A 67 year old woman with
clinical and histological evidence of col-
lagenous colitis had an abrupt symptomatic
exacerbation while taking anti-inflammatory
treatment with sulphasalazine and prednisone.
Repeat colorectal endoscopy showed active
mucosal inflammation and colonic biopsy
specimens were consistent with active ulcera-
tive colitis. After bowel rest, total parenteral
nutrition, intensification of the anti-inflam-
matory regimen, and withdrawal of non-
steroidal anti-inflammatory drugs (which she
had taken continuously for osteoarthritis) diar-
rhoea abated. Colorectal biopsy specimens
obtained when the patient’s symptoms had
improved showed inactive ulcerative colitis
with no evidence of collagenous colitis. This
may be the first case to be reported of the
metachronous association of collagenous and
ulcerative colitis.

We report on a patient with typical clinical and
histopathological features of collagenous colitis
whose disease abruptly evolved into active
ulcerative colitis. After medical treatment
colorectal biopsy specimens showed inactive
ulcerative colitis. This is the first case, to our
knowledge, of the metachronous association of
collagenous and ulcerative colitis.

Case report
A 67 year old woman was admitted to
hospital in July 1989 because she was passing 10—
12 watery, non-bloody stools a day. Her past
medical history included degenerative joint
disease of the knees, treated with naproxen 250
mg orally twice daily, and hypothyroidism
treated with thyroglobulin 1 grain orally daily.
She also took Premarin therapy 21 days a month.

The patient reported a 20 year history of three
to five watery stools a day which had been
evaluated by several physicians. Previous inves-
tigations included multiple stool specimens
negative for ova and parasites and bacterial
pathogens, normal upper gastrointestinal and
small bowel series, and normal barium enema.
She had been treated unsuccessfully with
Lomotil, Librax, loperamide, and methylcel-
lulose. In April 1989 colonoscopy showed
grossly normal mucosa, but colorectal biopsy
specimens  showed  collagenous  colitis
(Figure (A)).

She was initially treated with sulphasalazine 1
g orally three times a day with no improvement
of symptoms, and then prednisone 20 mg orally
twice a day was added. But she developed

worsening non-bloody diarrhoea with 15 to 20
stools a day and crampy diffuse abdominal pain
necessitating hospital admission. Colonoscopy
done shortly after admission to hospital showed
macroscopic mucosal erythema, granularity,
friability, and exudate increasing in severity
from rectum to transverse colon. A second set of
mucosal biopsy specimens taken throughout the
colon showed severe active chronic inflammation
with severe crypt distortion, cryptitis, crypt
abscesses, and ulceration consistent with ulcera-
tive colitis (Figure (B)). She was treated with
bowel rest, total parenteral hyperalimentation,
prednisone 20 mg orally three times a day,
azathioprine 75 mg orally four times a day, and
sulphasalazine 1 g orally twice a day and
naproxen was discontinued. On this regimen the
diarrhoea slowly resolved over four weeks.
Repeat flexible sigmoidoscopy in August 1989
showed mucosal granularity with loss of vascular
pattern. Biopsy specimens from this procedure
showed inactive ulcerative colitis with crypt
distortion but no active inflammation or
evidence of collagenous colitis (Figure (C)).
Azathioprine was stopped and steroid tapered to
20 mg per day. Presently the patient is passing
three formed stools a day.

Discussion

Collagenous colitis is a newly recognised clinico-
pathological syndrome of unknown aetiology
first reported by Lindstrom in 1976.! Most
patients are middle aged women who present
with chronic watery diarrhoea.?®* The colonic
histopathology of this disorder is characterised by
aband of collagen beneath the surface epithelium,
increased plasma cells in the lamina propria, and
in most cases increased intraepithelial
lymphocytes.*

Discussion in published reports has focused
on measuring the thickness of the subepithelial
collagen band in diagnosing collagenous
colitis.>* The thick collagen band is one facet of
the histopathology, but other criteria are equally
important in establishing this diagnosis.*®’” As
implied by the name, collagenous colitis is a
mucosal inflammatory process. The inflam-
matory changes include expanded numbers of
plasma cells in the lamina propria and, in most
cases, damaged surface epithelium and increased
intraepithelial lymphocytes. Moreover, sub-
epithelial collagen can be recognised by qualita-
tive as well as quantitative changes. Thus any
increase in subepithelial collagenisation, in the
proper inflammatory context, establishes the
diagnosis of collagenous colitis.*

Recognising mucosal inflammation is essen-
tial, not only to correct interpretation of biopsy
material but the inflammatory cells may also be
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(A) The earliest set of biopsy specimens on this patient showed features typical of collagenous
colitis. On this specimen and throughout the entire colorectum there was a mucosal inflammatory
process characterised by increased plasma cells in the lamina propria, prominent intraepithelial
lymphocytes, and a 20 micron thick subepithelial collagen band (arrow). (B) One month later
biopsy specimens showed a very different histology with pronounced crypt distortion, a further
increase in plasma cells, and neutrophilic infiltration of surface and crypt epithelium (arrows).
This specimen was typical of the mucosa throughout the colorectum, and is consistent with
ulcerative colitis. (C) One month later a subsequent specimen showed crypt distortion and
fibrosis, but no continuing active inflammation and diminished chronic inflammation, consistent
with inactive colitis. (All haematoxylin and eosin; original magnification X 240.)
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important in the pathogenesis of collagenisation.
Cytokines and other inflammatory mediators
produced by inflammatory cells may provoke
increased collagen synthesis from fibroblasts or
myofibroblasts.® As identified by immunohisto-
chemical and ultrastructural studies, myofibro-
blasts are trapped in the subepithelial collagen
layer in colorectal biopsy specimens from
patients with collagenous colitis.’

This patient’s initial clinical history and histo-
pathology are typical for collagenous colitis.
There was, however, an abrupt change in clinical
symptomatology and histopathology, culminat-
ing in an illness consistent with ulcerative colitis.
Though there has been one report of the simul-
taneous occurrence of Crohn’s disease with col-
lagenous colitis,' this is the first report to our
knowledge of the metachronous occurrence of
ulcerative colitis in these patients.

Interestingly, this patient used a non-steroidal
anti-inflammatory drug. In patients later diag-
nosed with collagenous colitis we have seen the
exacerbation of diarrhoea with the use of these
agents.' In addition, an appreciable proportion
of patients with collagenous colitis take non-
steroidal anti-inflammatory drugs. Whether this
represents use of an anti-inflammatory agent by a
patient with secondary arthritis from collagenous
colitis or a precipitating or exacerbating agent in
thisdiseaseis unclear. Asin this patient, however,
withdrawing these drugs coincided with abate-
ment of diarrhoea in other cases.'' Non-steroidal
anti-inflammatory agents have been implicated
in the exacerbation of ulcerative colitis. '

Collagenous colitis is essentially a newly recog-
nised form of chronic colorectal mucosal inflam-
matory disease.* As Lazenby et al have shown,
the histopathological findings in collagenous
colitis are distinct from other forms of inflam-
matory bowel diseases such as ulcerative colitis,
Crohn’s disease, acute ‘self-limited’ colitis, and
lymphocytic colitis.” Though the cause of both
ulcerative and collagenous colitis is unknown,
different clinical and histological features favour
a different cause of chronic mucosal inflamma-
tion. Moreover, we are unaware of the occur-
rence of both of these disorders in one patient in
either the large cohort of inflammatory bowel
disease patients followed up at our institution or
in the 70 collagenous colitis patients followed up
in our registry.

In this patient it is not known whether col-
lagenous colitis represents an inflammatory
insult which predisposes or initiates the develop-
ment of ulcerative colitis or whether our patient
exemplifies the chance occurrence of two dif-
ferent illnesses.
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