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An unusual inflammatory lesion of the jejunum
in a patient with late onset immunoglobulin deficiency
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Summary
A 40-year-old male patient is reported in whom a
grossly inflamed thickened 70-cm segment of jejunum
complicated a 'late onset' inmunoglobulin deficiency
state. The pathogenesis is unknown, but extensive
occlusion of the vascular supply to the lesion may
have contributed to its development.

Introduction
Late onset immunoglobulin deficiency states are

associated with a variety of gastrointestinal mani-
festations including steatorrhoea, bacterial over-
growth in the small bowel, giardiasis and nodular
lymphoid hyperplasia. Although inflammatory dis-
ease of the intestine in this condition has been re-
corded, associated thromboses of mesenteric arteries
and veins has not. Such a patient is reported below.

Case history
In 1967 a Caucasian male accountant, aged 40

years, developed watery diarrhoea, fever, malaise
and painful mouth ulcers. After extensive investiga-
tion the only abnormality found was the presence of
Giardia lamblia in the stools, and the patient improved
dramatically on treatment with metronidazole. In
1968 he had an uncomplicated cholecystectomy for
gall stones. From 1968 to 1972 he had further
episodes of giardiasis, some associated with severe
mouth ulceration, diarrhoea, weight loss, night
sweats and latterly episodes of colicky left hypo-
chondrial pain. These attacks were treated moderately
successfully with courses ofmepacrin orprednisolone.
A further attack in 1975 was accompanied by

severe left hypochondrial pain and a thickened loop
of jejunum became palpable for the first time. A
laparotomy revealed a 70-cm segment of thickened,
oedematous and congested jejunum with thickened
mesentery and many soft enlarged lymph nodes,
but no resection was performed. Subsequently he
remained reasonably well until February 1977
when he was admitted to Hope Hospital, Salford,
with recurrent symptoms of subacute intestinal

obstruction. He was underweight with mouth ulcera-
tion and a tender loop of jejunum was still palpable
in the left hypochondrium.

Investigations
Most of the investigations carried out since 1971

had been normal, but the ESR remained persistently
elevated between 30 and 50 mm in one hr. A barium
meal in 1972 showed a constant narrowing in the
second part of the duodenum with thickened mucosal
folds and small nodular filling defects in many areas
of the small intestine (Fig. 1). Duodenoscopy at that
time revealed a pale, coarsely granular duodenal

FIG. 1. Barium meal showing numerous small nodular
filling defects in many areas of the small intestine,
characteristic of nodular lymphoid hyperplasia.
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mucosa. Jejunal biopsy showed stunted villi, and in
view of this he was given a gluten-free diet but failed
to improve. He was found to have marked deficiency
of all serum immunoglobulins in 1972 and the
concentrations of these have remained consistently
low with values ranging between zero and 0-56 g/l
for IgA (normal range 09-4'5 g/l), 0 1 and 0 5 g/l
for IgM (normal range 0-6-2-8 g/l), and 3-8 and
8-0 g/l for IgG (normal range 8-18 g/l). In addition,
salivary and jejunal aspirate immunoglobulin
concentrations were also extremely low (IgA
0-044 g/l). In 1976 a repeat jejunal biopsy revealed
the features of nodular lymphoid hyperplasia with
large lymphoid follicles within the lamina propria
(Fig. 2).

Progress and recent treatment
Following admission to Hope Hospital, he was

treated with an elemental diet to 'rest' the bowel
and a further course of metronidazole therapy.
Despite this and 12 u. of fresh frozen plasma given
over a 2-month period, there was no clinical improve-
ment and only transient changes in his serum
immunoglobulin concentrations. During this time
he developed an acute seronegative arthritis affecting
both knees and the left ankle which settled on
indomethacin therapy. He had developed a similar
transient arthropathy in 1973.

Because of continuing subacute obstruction a
laparotomy was performed in May 1977. Marked
adhesions were found with thickened jejunum
extending from 20 cm beyond the duodeno-jejunal
flexure to mid-jejunum. There were also numerous
enlarged mesenteric lymph nodes. The remaining
bowel appeared normal and the diseased jejunum
was resected.

Macroscopically the lesion resembled Crohn's
disease (Fig. 3) with thickened mucosal folds,
nodular areas and fissuring. Histologically the bowel
wall was considerably thickened owing to trans-
mural chronic inflammation, oedema and fibrosis,
but no tuberculoid granulomata were identified in
the wall or mesenteric nodes. There were extensive
undermined flat ulcers lined with granulation tissue.
Surprisingly the mesenteric arteries and veins were
both extensively occluded by old organized thrombus
(Figs 4, 5). There was no evidence of arteritis, the
appearances being those of diffuse chronic ischaemia
due to mesenteric occlusion without obvious
cause.

Following the resection he improved dramatically,
gaining weight and losing all his symptoms. His
ESR fell to normal and he has remained well since
operation without further treatment, although his
immunoglobulin levels have not significantly in-
creased.
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FIG. 2. Jejunal biopsy. A large lymphoid follicle is shown within the lamina propria with normal
overlying epithelium. This is characteristic of nodular lymphoid hyperplasia.
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FIG. 3. Macroscopic appearance of resected jejunum. The mucosa is thickened and there are
nodular areas with fissuring present.

FIG. 4. Partially occluded mesenteric vein, Elastin Van Gieson x 120.
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FIG. 5. Longitudinal section of mesenteric artery showin- occlusion, Elastin Van Gieson x 120.

Discussion
The main features of interest in this case are,

firstly, the way this patient illustrates many of the well
documented features of acquired immunodeficiency;
secondly, the nature of the jejunal lesion; and, finally,
the unique finding of widespread vascular occlusion
in the resected intestine.

Late onset or acquired immunodeficiency, first
described by Sanford, Favour and Tribeman (1954),
Prasad and Koza (1954), Grant and Wallace (1954)
and Zinneman, Hall and Heller (1954), is a condition
characterized by abnormally low immunoglobulin
levels and recurrent infections in patients who are
not especially prone to infection for several years
after birth. The presentation in the present patient
at the age of 40 is typical, as is the long delay in
reaching a final diagnosis.

This case showed the characteristic pattern of
reduction in all 3 classes of immunoglobulin. All
these patients have reduced serum IgG concentra-
tions, although Hermans, Diaz-Buxo and Stabo
(1976) have pointed out that unusual susceptibility
to infection usually occurs only with levels below
3 75 g/l.

This patient initially presented with diarrhoea, a
gastrointestinal complication which occurs in more
than 50% of these patients, many of whom also
have associated giardiasis. Several causes for this
diarrhoea have been suggested, including over-
growth of the normal enteric flora (Ament and

Rubin, 1972), salmonellosis and shigellosis (Wald-
man and Laster, 1964), and giardiasis (Ament
and Rubin, 1972; Waldmann and Laster, 1964;
Hermans, Huizenga and Hoffman, 1966; Hughes
et al., 1971; Ament, Ochs and Davis, 1973), but
clearly do not account for all instances. In the
patient described it is possible that the mechanical
obstruction caused by the inflamed thickened bowel
contributed to his giardiasis.
The multiple small filling defects throughout the

small intestine in the present patient are typical of
those seen in nodular lymphoid hyperplasia, being
smooth, uniform in size and a few millimetres in
diameter. The histological appearance of large
lymphoid follicles within the lamina propria with
normal overlying mucosa is characteristic. Germinal
centres are seen within these follicles, and plasma
cells are absent or markedly reduced in number.
Different degrees of lymphoid hyperplasia are seen
in immunodeficiency (Pelkonen, Siurala and Vuopio,
1963; Collins and Ellis, 1965) with the most pro-
liferative form-nodular lymphoid hyperplasia-
occurring in more than 25 % of those patients with
associated diarrhoea. It is possible that the lymphoid
hyperplasia is due to 'piling up' of B lymphocytes
whose further differentiation into mature plasma
cells is blocked (Michaels et al., 1971).
The jejunal lesion in the present patient consisted

of transmural, chronic inflammation and fissures
with associated mesenteric lymphadenitis. Crohn's
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disease is a possible diagnosis, although there are
several points against this. Whilst there was a diffuse
transmural chronic inflammatory reaction, no
granulomata were seen histologically. There were
no skip lesions and, furthermore, vascular occlusions
in both arteries and veins were very prominent in
this lesion and such a finding is not a recognized
feature of Crohn's disease. The cause of the wide-
spread vascular occlusion is not known. The throm-
boses of mesenteric arteries and veins could of course
be secondary to the underlying inflammatory disease,
and not in fact a primary abnormality. However,
it is also possible that the vascular occlusions were
responsible in part for the bowel lesion.

There are several reports on intestinal disorders
in association with immunodeficiency states. Crohn's
disease has been reported in association with gener-
alized hypogammaglobulinaemia by several authors
(Eggert, Wilson and Good, 1969; Fillit et al., 1977;
Soltoft, Peterson and Kruse, 1972). In addition,
selective IgA deficiency has been reported in associa-
tion with Crohn's disease (Hodgson and Jewell,
1977).
Non-granulomatous ulcerative jejuno-ileitis has

also been reported in association with immuno-
deficiency by Saxon et al. (1977). His 2 cases show
several similarities to the case here reported. Both
Saxon's cases presented with chronic diarrhoea,
weight loss and malaise, and were found to have
hypogammaglobulinaemia and small-bowel villous
atrophy which failed to respond to a gluten-free
diet. He showed that in his cases, the B cells were
responsible for the failure of Ig production.
With regard to the other features in this case the

cholelithiasis and transient arthritis are of interest
since it is well recognized that gall stones have a
higher prevalence, both in acquired immuno-
deficiency (Hermans et al., 1976) and in Crohn's
disease. Transient seronegative arthritis occurs in
inflammatory bowel disease, and can occur in
acquired immunodeficiency states, although this is
more common in the congenital form of the disease.
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