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ised and karyorrhectic nuclei, differences in the
appearance of individual nuclei within the
same erythroblast, and focal loss of nuclear
membrane material. Mitochondrial abnor-
malities, autophagic vacuoles, extensive my-
elinisation of the nuclear membrane, and the
presence of intracytoplasmic myelin figures
have also been reported.

CDA type III has been described in only a
few families and individuals.'?*®7° Sand-
strom et al’ in 1994 in an extensive investiga-
tion in a known family with CDA type II’
observed a high prevalence of monoclonal
gammopathy of undetermined significance and
multiple myeloma. The authors speculated
that genes for the development of monoclonal
gammopathy/myeloma and CDA type III may
be linked. Prior to this, Byrnes et al* in 1980
described an individual who had been treated
by radiotherapy for Hodgkin’s disease and was
found to have abnormalities of erythroblasts on
a bone marrow aspirate. The abnormalities
were initially interpreted as being radiotherapy
induced but review of a bone marrow aspirate
taken 18 years earlier revealed identical
changes in the red cell series and a diagnosis of
CDA type III was established.

In conclusion, we present bone marrow
aspirate findings and ultrastructural features of
erythroblasts in a case of CDA type III. The
patient developed a malignant T cell
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lymphoma with cutaneous and widespread
nodal involvement. This case, in conjunction
with previous studies,’ * suggests that there
may be an increased risk of development of
lymphoproliferative disease in CDA type III.
The mechanism of this association is not clear
but it may be that genes for the development of
CDA type III are linked to those which control
lymphoid proliferation or development.
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Duodeno—jejunal adenocarcinoma as a first
presentation of coeliac disease

D J L MacGowan, D O’B Hourihane, W A Tanner, C O’Morain

Abstract

Long standing coeliac disease is associated
with an increased risk of malignancy, not
only of intestinal lymphoma but also small
intestinal adenocarcinoma. Two patients
whose initial presentation was adenocarci-
noma of the small bowel, but who were sub-
sequently found to have coeliac disease after
Whipple’s resection, are described. The
diagnosis was made early in the postopera-
tive period in the first patient after close
histological examination of the tumour-free
mucosal margins. This patient was placed
on a gluten-free diet and had an uncompli-
cated postoperative recovery with rapid
weight gain. Diagnosis and dietary inter-
vention in the second patient was very
delayed and resulted in the development of
severe malabsorption and weight loss. This
illustrates the importance of ruling out coe-
liac disease prior to surgery in patients with
small intestinal malignancies.

(¥ Clin Pathol 1996;49:602-604)
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Small intestinal adenocarcinoma is 82 times
more common in patients with coeliac disease
than in the normal population, making it as com-
mon a tumour as colon cancer in these patients.'
This relation has been reported in a total of 40
patients."® In the 19 patients for whom adequate
information is available,” > >® the presentation of
malignancy was preceded by symptoms of
malabsorption and usually a longstanding history
of coeliac disease. This is therefore the first report
describing two patients in whom the diagnosis of
small bowel adenocarcinoma was not preceded
by a history of malabsorption. Both patients
developed symptoms of malabsorption after sur-
gery, raising a possible mechanism of latent coe-
liac disease being unmasked by surgery. Latent
coeliac disease (high intraepithelial lymphocyte
count with positive o-gliadin antibodies) is an
increasingly recognised entity,’ but a second fac-
tor seems to drive this minimal enteropathy from
latent to clinically overt disease. Following
gastrectomy or upper gastrointestinal surgery, the
bowel may be transiently hyperpermeable on
reintroduction of oral intake and the intraluminal
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digestion of gluten may be impaired. Conse-
quently, there may be an acute surge in gluten
challenge resulting in overt disease.’

Case reports

PATIENT 1

A 59 year old woman presented with a six
month history of projectile vomiting, postpran-
dial fullness and 20 kg weight loss. Barium
meal and follow through revealed retained gas-
tric fluid and dilated loops of small bowel in the
upper abdomen, suggestive of a partially
obstructive lesion. She proceeded to lap-
arotomy, where a 5 X 3 cm jejunal tumour was
seen close to the duodeno-jejunal flexure with
enlarged mesenteric nodes. A Whipple’s resec-
tion was performed. Histopathology confirmed
a stricturing adenocarcinoma with clear resec-
tion margins, but a small focus of metastatic
deposit in one of three regional lymph nodes.
The mucosa not involved by tumour demon-
strated severe villous blunting with a promi-
nent mononuclear infiltrate in the lamina pro-
pria (fig 1A). Alpha-gliadin antibodies were
also elevated at 2.6 IU/l (normal = 1.27-1.43
IU/) and folate levels reduced to 0.5 ng/l.

Figure 1 Mucosa from the distal surgical specimen in (A) shows increased intraepithelial
lymphocytes with inflammatory cells in the lamina propria and short, blunted villi. (B) The
Jejunal mucosa reverses to a normal pattern after the introduction of a strict gluten-free diet.
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Postoperatively, the patient was commenced
on a gluten-free diet and recovered rapidly. Her
weight increased steadily by over 20 kg. Repeat
endoscopic small bowel biopsy two months
later showed reversal of the duodenal mucosa
to a normal pattern (fig 1B). A gluten challenge
resulted in abdominal pain and diarrhoea
within 10 days and repeat duodenal biopsy
confirmed coeliac disease. She remained well
for five years until local and distal recurrence
developed and she died from intestinal ob-
struction and perforation.

PATIENT 2

A 51 year old woman presented with a four
month history of epigastric pain and 6 kg
weight loss. Her bowel habit was normal and
she was not anaemic. A polyp of 7 cm was seen
in the second part of the duodenum at endos-
copy. Biopsy revealed an invasive adenocarci-
noma. A computed tomography (CT) scan of
the abdomen showed no evidence of metas-
tases. An uncomplicated Whipple’s procedure
followed and histopathology showed that all of
the operative margins and accompanying local
lymph nodes were free of tumour. Postopera-
tively, the patient initially did well until she
recommenced oral intake when she developed
abdominal cramps and loose, watery diar-
rhoea. This pattern persisted over the next
three months and her weight fell by 25 kg, with
profound resulting cachexia despite docu-
mented daily caloric intakes of over 2000 kcal.
Repeated CT scans of the abdomen showed no
abnormalities apart from notable fatty infiltra-
tion of the liver. Jejunal biopsy was then
performed endoscopically and this showed
total villous atrophy with marked plasma cell
infiltration. The tumour-free mucosal margins
of the original were then re-inspected for
evidence of coeliac disease. There was subtotal
villous atrophy along with an intense mononu-
clear inflammatory infiltrate in the lamina pro-
pria. The original diagnosis of coeliac disease
was also supported by elevated measurements
of both the serum o-gliadin and ant-
endomysial antibodies. On introduction of a
gluten-free diet, her bowel habit returned to
normal within one month and her weight had
increased by 10 kg. Although she remains well,
she has not been strictly adhering to her diet.
This is reflected in her most current jejunal
biopsy which is improved but not completely
returned to normal and her persistently
elevated anti-endomysial antibodies.

Discussion

Small intestinal adenocarcinomas are rare
tumours. The largest series is of 209 cases over
30 years in Saskatchewan, giving an annual
incidence rate of 0.7 and 0.6 per 100 000 for
men and women, respectively. Swinson et al'
documented an 82-fold increase in incidence
in the coeliac population when they found 19
invasive small intestinal adenocarcinomas out
of 259 histologically confirmed malignancies in
235 patients with histologically confirmed coe-
liac disease. Lymphoma was a much more fre-
quently complicating neoplasm and it has been
shown that over the age of 50 years, thereis a 1
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in 10 risk of intestinal lymphoma in a newly
diagnosed patient with coeliac disease.'® Ex-
actly how and why coeliac disease is associated
with an increased risk of lymphomatous and
carcinomatous change remains unknown. Sev-
eral explanations have been put forward. The
mucosal damage in coeliac disease may make
the small intestine more permeable to environ-
mental carcinogens which, with associated
malabsorptive vitamin A deficiency and in-
creased vulnerability to oxidative injury, would
enhance carcinogenic change. Known predis-
posing factors for the development of small
intestinal adenocarcinoma include Crohn’s
disease, adenomatous polyps and Peutz-
Jeugher’s syndrome.* Perzin et al'' reported
that 23 of 51 cases of small intestinal adeno-
carcinoma had evidence of adenoma and carci-
noma in the same lesion. Survival is dependent
on the presence or absence of nodal involve-
ment at presentation. Five year survival with
node negative disease is 68%, while the overall
figure varies from 15 to 20%." Thus, as the
prognosis is not uniformly poor and some
patients are potentially curable by total resec-
tion (as in patient 2 in the present paper), lim-
iting postoperative morbidity and recognising
potential complications becomes very impor-
tant. Clinically unmasked coeliac disease com-
plicating Whipple’s resection has not been
described before and these two cases illustrate
the importance of early diagnosis and dietary
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intervention prior to surgery. Previous cases of
failure to thrive and weight loss following
Whipple’s resection may be simply put down to
the effects of small bowel resection, pancreatic
insufficiency, tumour progression, or early
recurrence. Underlying coeliac disease should
also be considered and the tumour-free mu-
cosal margins carefully inspected.
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Mixed low grade and high grade endometrial
stromal sarcoma of uterus: differences on
immunohistochemistry and chromosome in situ

hybridisation

A N-Y Cheung, W-F Ng, L-P Chung, U-S Khoo

Abstract

A case of a 64 year old woman with a
tumour of the uterus is reported. The
patient presented with postmenopausal
bleeding and subsequently underwent
total hysterectomy and bilateral salpingo-
oophorectomy. Sections of the tumour
showed a low grade endometrial stromal
sarcoma coexisting with areas consistent
with high grade sarcoma. The sarcoma
cells, in both the low and high grade areas,
were positive for vimentin and negative
for desmin and cytokeratin on immuno-
histochemistry. While the sarcoma cells in
the low grade region showed immunore-
activity for oestrogen and progestogen
receptors, those in the high grade region

did not. Using chromosome in situ hy-
bridisation, the low grade portion of the
sarcoma was diploid for chromosomes X,
11, 12, and 17, whereas the more anaplas-
tic areas were aneuploid for these chro-
mosomes. This case may represent an
example of high grade endometrial stro-
mal sarcoma arising by dedifferentiation
from a low grade stromal sarcoma. Ad-
equate sampling is important in identify-
ing such anaplastic changes as the origin
of the tumour will affect patient manage-
ment.

(¥ Clin Pathol 1996;49:604-607)
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