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ABSTRACT: A review of all colonic biopsies received by the Department of Pathol-
ogy during a 8-year period revealed 41 cases of ulcerative colitis (UC). The diagnosis
was based on histological and clinical features. The age range of patients was be-
tween 14 - 76 years with a median age of 35.4 years. The disease was more prevalent
among Indians. The common presenting symptoms were diarrhoea (100%) and
haematochezia (83%). The extent of colonic involvement varied. Twelve patients (
29.2%) had pancolitis and 8 (19.5 %) had proctitis. Extraintestinal manifestations
were rare and only one patient had pyoderma gangrenosum. One patient developed
multifocal colorectal cancer 10 years after the inial diagnosis of UC and died 2 years
later due to metastases. Histology plays an important role in the diagnosis and man-
agement of patients with UC. We noted a good correlation between clinical and patho-
logical features. The most recent colonic biopsy showed features of chronic UC with
activity in 34 cases and features of remission in 4 cases. (JUMMEC 1996 1(2): 39-42)
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Introduction

Ulcerative colitis (UC) is an idiopathic chronic
inflammatory bowel disease which affects the mucosa
of the large bowel Although itis an uncommon disease
in Malaysia, it should be considered in the differential
diagnoses of colitis. Careful histological examination
of the colonic biopsy plays an important role in the
diagnosis and management of patients with UC. This is
a clinicopathological study of histologically proven cases
of UC in the University Hospital over a period of 8-
years.

Materials and Method

Histological sections of all colonic biopsies received
by the Department of Pathology, University Hospital,
Kuala Lumpur between January 1986 and December
1993 were reviewed. Special stains such as periodic
acid Schiff were done when necessary to rule out
parasitic infection. Clinical information was obtained
from the request forms accompanying the biopsies and
from the patient records.

The final diagnosis of UC was based on the clinical
features, colonoscopic findings, histology and stool
examination and culture, and in some cases barium
enema findings.

Multiple biopsies were done in patients when the clinical
diagnosis of relapse, dysplasia or infection was
considered.

Results

Colonic biopsies of 4| patients with UC were received
between 1986 and 1993, of which 14 cases had been
diagnosed to have UC earlier based on clinical and
histological findings. There were 24 males with a male
to female ratio of 1:0.7.The age range of patients at the
time of initial clinical presentation was between 14
to 76 years and the median age was 35.4 years.

The racial distribution of patients was as follows: 17
Chinese (41.5%), 8 Malay (19.5%) and 16 Indians
(39.0%). Indians formed 27.0 % of the Hospital
attendance of the University Hospital during the period
of study. Compared with these baselines (Table I),
there appears to be a higher prevalence of UC among
Indians (p <0.01).Table | shows the distribution of cases
with UC and the total number of patients seen in the
University Hospital during the study period with regard
to ethnic distribution.

Clinical features

All the patients presented with a history of diarrhoea.
The diarrhoea was bloody in 34 (83%) and mucoid in
I5 (36.5 %) patients respectively. Twelve patients
(29.3%) had total colitis and 8 (19.5%) had only proctitis.
The disease involved the recto - sigmoid region in 9
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patients (21.9% ) and extended up to the splenic flexure
in 12 patients (29.3 %). Only | patient had
extraintestinal manifestations such as pyoderma
gangrenosum. None of the patients had arthritis or
involvement of the hepatobiliary system. The duration
of the clinical symptoms was 2 weeks (3 cases), | to 2
months (28 cases), 3 months to | year (4 cases), and
| to 3 years (5 cases). One patient presented at the
age of 29 years with a |2-year history of bloody
diarrhoea.

Table |: Ethnic distribution of patients with
Ulcerative colitis (UC) and total Hospital admissions
between 1986-1993.

Chinese Malays Indian

No No No

(%) %) (%)

Patients with UC 17 8 16
(41.5) (19.5)  (39)

Hospital admissions 63,924 91,444 58,507
(29.5) (42.2) (27)

p < 0.0l

A female patient presented at the age of |5 years with
a one -year history of bloody diarrhoea. Biopsy showed
UC.She was on treatment and was on regular follow-up
for eight years .Three biopsies were done during this
period and showed active, chronic colitis. She did not
attend the clinic for 2 years subsequently and consulted
the physician again at the age of 25 years for bloody
diarrhoea. Colonoscopy at that time showed tumours
at the caecum, transverse and descending colon. At
surgery, moderately differentiated adenocarcinoma was
noted at the sites, invading up to the serosa with spread
to regional lymph nodes (Dukes C). Two years following
colectomy, she had bilateral Krukenberg tumours and
succumbed within a year.

Complications

Two patients were treated with colectomy, one of whom
had severe colitis resistant to treatment and the other
suffered accidental perforation during colonoscopy.

Pathology

There was a good correlation between clinical,
endoscopic and histological findings in all cases in this
study. Microscopic features in the most recent biopsy
in 38 cases showed chronic UC with activity in 34 cases
and chronic UC in remission in 4 cases. The common
findings in active disease were crypt abscess (Fig |),
cryptloss and crypt distortion (Fig 2). The histological
findings are summarised in Table 2.
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Table 2. Histological features observed in 38
cases of UlcerativeColitis

Chronic UC with activity (34 cases)

No %

Focal mucosal ulceration 30 882
Inflammation of crypts

cryptitis and abscess 31 91.1
Crypt distortion 31 91.1
Mucus depletion 28 82.3
Inflammatory infiltrate

in lamina propria 34 100

(polymorphs, lymphocytes

and plasma cells)
Villous metaplasia I 323
Inflammatory polyp 8 235
Severe dysplasia 0 0.0

Chronic UC in remission (4 cases)

Crypt distortion 4 100
Inflammation in crypts and
lamina propria 0 0.0
Metaplasia 0 0.0
Dysplasia 0 0.0
Discussion

Ulcerative colitis (UC) ,is still an uncommon disease in
Malaysia. Only a few reports from the local population
have been published (1,2)

In this study, we noted that Indians appear to be more
commonly affected when compared with the other
races. Similar observations were noted in a Malaysian
study done by Thien-Hut (2) and neighbouring Singapore
(3). An epidemiological study done by Probertet al (4)
showed that South Asians in Leicestershire in England
have twice the risk for UC compared with Europeans.
The risk was greatest in Hindus and Sikhs. In our study,
of the 16 cases of Indians, |5 were Hindus and | was
Sikh. The role of diet and genetic factors in the causation
of UC has to be investigated as a possible aetiological
factor for the higher incidence of UC among Indians.

The aetiology of UC remains unknown. There has
been no evidence of a causal relationship between any
microbial agent and UC. Research studies indicate that
UC is an autoimmune disease. Autoantibodies to
perinuclear cytoplasmic components of neutrophils
(PANCA) is found in 60-70% of patients with UC (5).
Yang et al (6) have noted an association between UC
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Figure 1. Acute ulcerative colitis , showing crypt abscess
and inflammation of lamina propria. Haematoxylin and eosin

X 200.
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intestinal inflammation (7).

The differentiation of UC from infective colitis
poses a problem to the clinician. Patients with
UC usually have an insidious onset and present
with diarrhoea. Infective colitis is generally
characterised by an acute onset of bloody
diarrhoea, high fever and abdominal cramps (8).
However, concurrent infection, traveling abroad
and treatment with antibiotics may alter the
initial symptom of UC to more acute infectious
colitis like features. This is due to alteration of
the intestinal flora. Stool culture should be done
in all cases of diarrhoea. In published studies,
positive stool culture was found in 50 - 73% of
patients with acute, presumably infectious
diarrhoeal disease (9,10). Sigmoidoscopy may
not differentiate UC from infective colitis with
any degree of certainty. Thus histopathology is
a reliable diagnostic tool for the differentiation
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and HLA-DR2 antigen. Patients suffering from UC
who are HLA-DR 2 positive are likely to have
pANCA antibodies. Thus it appears that pANCA
autoantibodies identify a group of UC patients
with a genetic predisposition. An increased level
of immune stimulation in patients with
inflammatory bowel disease (IBD) has been
documented.  Patients with IBD have a high
number of activated T lymphocytes in the lamina
propria of the intestine. T cells have the capacity
to perform a variety of activities upon contact with
pathogens and in healthy people, resulting in
clearance of the pathogen. Probably,T lymphocytes
in patients with BD have qualitative and/or
quantitative disturbance in antigen specificity and
reactivity to microbial antigen. As a result, exposure
to bacterial antigens in the gut lumen causes

of UC from infective colitis (I 1). The features
of UC can be found as early as one week in a
first attack of UC and these include plasma
cell infiltration in the lamina propria extending
up to the mucosal base and crypt changes such
as crypt distortion and crypt atrophy (12). The
differentiation of UC from Crohn's disease

should be based on all evidence including clinical,
radiological, endoscopic findings and histology
(13). In our study, none of the patients with
UC had epitheloid cell granuloma and all biopsies
showed diffuse inflammation. The final diagnosis
was a correlative clinico-pathological one.

It is well known that there is an increased risk
of colorectal carcinoma in patients with UC.
The risk is greatest among patients with
pancolitis. The cumulative possibility of
developing carcinoma is about 3% at |5 years
and 5% at 20 years (14) . Colonoscopy with
biopsies is advisable at regular intervals after
the duration of disease reaches |0 years. Dysplasia
is a marker of malignant potential. However, it is a
descriptive finding and subject to intra and inter
observer variation (15). Dysplasia is patchy and
small biopsy specimens may not show it.The most
reliable clinical marker of dysplasia is a proliferative
lesion such as a villous or polypoid area on
endoscopy (16). A single report of low grade
dysplasia (mild ) is an indication for increased
vigilance. Patients with high grade dysplasia in a
proliferative lesion should be advised surgery (14).
In our study, none of the cases showed high grade
dysplasia. Nine patients in our study, with UC of
more than 10 years duration are on regular follow-
up and a recent biopsy in all these cases showed
no severe dysplasia.

41




JUMMEC 1996: 1(2)

References

o

42

TiTK. Inflammatory diseases of the bowel: A Malaysian
experience. Aust N Z | Surg 1979; 4:428-431.
Thien-Htut, Kudva MV. Ulcerative colitis in Malaysians: A
review of 23 patients. Sing Med | 1989; 30: 385 -387.
Ng HS. Chronic inflammatory bowel diseases in Singa-
pore. Sing Med | 1989; 30: 32-33.

Probert CS), JayanthiV, Pinder D, Wicks AC and Mayberry
JF. Epidemiological study of ulcerative proctocolotis in
Indian Migrants and the indigenous population of Leices-
tershire. Gut 1992; 33: 687-693.

Shanahan F Pathogenesis of ulcerative colitis. The Lan-
cet 1993; 342: 407-411.

. Yang H, Rotter |I. Genetics of inflammatory bowel disease.

In:Targan S.Shanahan F. Eds, Inflammatory bowel disease
from bench to bedside. Baltimore:Williams & Wilkins,
1994; 32-64.

Matsuura T, West GA, Youngman K, Klein J, Fiocchi. Im-
mune activation genes in inflammatory bowel diseases.
Gastroenterology. 1993; 104: 448-458.

Farthing MJG. Gut infections. In: (Danson AM, Besser
GM, editors). Recent advances in Medicine 20. London:
Churchill Livingstone, 1987; 127-41,

Jewkes |, Larson HE, Price AB, Sanderson PJ, Daview HA.

Aetiology of acute diarrhoea in adults. Gut 1981:22:388-
392,

Schumacher G. First attack of inflammatory bowel dis-
ease and infectious colitis. A clinical, histological and
microbiological study with special reference to early di-
agnosis. Scand | Gastroenterol 1993;28, Suppl 108; 1-24.

. Nostrant TT, Kumar NB,Appleman HD. Histopathology

differentiates acute self-limited colitis from ulcerative
colitis. Gastroenterology 1987;92: 318-328,

Schumacher G, Kollberg B, Sandstedt B.A prospective
study of first attacks of inflammatory bowel disease and
infectious colitis. Histologic course during the first year
after presentation. Scand | Gastroenterol 1994;29:318-
332.

Theodossi A, Spigelhalterer DJ, Jass | et al. Observer
variation and discriminatory value of biopsy features in
inflammatory bowel disease. Gut 1994; 35:961-968.

Lennard-Jones |E, Melville DM, Morson BC, Ritchie JK
and Williams CB. Precancer and cancer in extensive ul-
cerative colitis:findings among 401 patients over 22 years.
Gut 1990, 31: 800-806.

Melville DM, Jass JR, Morson BC et al. Observer study on
the grading of dysplasia in ulcerative colitis: comparison
with clinical outcome. Human Pathol 1989; 20: 1008-
1014,

Blackstone MO, Riddell RH, Rogers BHG, Levin B. Dys-
plasia associated lesion or mass (DALM) detected by
colonoscopy in long-standing ulcerative colitis : an indi-
cation for colectomy. Gastroenterol 1981;80: 366-374.




