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CASE REPORTS

Extraintestinal lymphoma in association with
Whipple's disease
C D Gillen, R Coddington, P G Monteith, R H Taylor
Abstract
A 45 year old man is described with Whipple's
disease who presented with weight loss,
lethargy, and ascites. He subsequently
developed fever and a mass in the neck,
but died despite antibiotic treatment and
nutritional support. Necropsy showed extraintestinal lymphoma.
(Gut 1993; 34: 1627-1629)

Whipple's disease, or intestinal lipodystrophy,'
is a rare chronic systemic illness. Less than 1000
cases have been reported in world publications.2
The cause is thought to be infective3 and while
'Whipple's bacillus' has never been cultured, it
has recently been identified by a molecular
genetic approach.4 Before antibiotic treatment
was used, the condition was universally fatal.5
Death due to treated Whipple's disease is now
rare.6 There is evidence of both an associated humoral and cellular immune defect in
Whipple's disease, but no uniform abnormality
has been shown.7 This is the first reported
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example of extraintestinal lymphoma in association with Whipple's disease.

Case report
A 45 year old white man presented in October
1991 with a one year history of weight loss,
lethargy, and fluid retention. He was educationally subnormal from birth with an IQ of 60. He
had previously had a cholecystectomy and
appendicectomy. He had a nine year history of a
seronegative arthritis affecting his hands, knees,
and feet.
On examination he was hyperpigmented and
malnourished, with wasting of the face and trunk
(Fig 1). There was gross ascites. The liver and
spleen were not ballottable. He had non-pitting
oedema of both legs with mild bilateral inguinal
lymphadenopathy (Fig 2).
INVESTIGATIONS

There was severe hypoalbuminaemia (serum
albumin 14 g/l) and iron deficiency anaemia

~~~ ~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~.

Figure 1: Hyperpigementation andfacial muscle wasting.

Figure 2: Non-pitting oedema of both legs.
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Figure 4: Polymorphic plasmacytoid lymphoma in parapharyngeal mass.

Figure 5: Enlarged lymph nodes in small bowel mesentery.

(total iron 1-4 umol/l, Hb 69 g/l). Jejunal biopsy
showed the typical features ofWhipple's disease,
with PAS positive macrophages (Fig 3).
The patient responded well to nutritional
support and treatment with benzyl penicillin and
cotrimoxazole for more than a year. He made
good progress until February 1992 when he was
readmitted with a febrile illness and a tender
mass in the right side of his neck, which was
thought to be infective, but had not resolved
despite treatment with flucloxacillin. His general
condition deteriorated steadily, despite additional broad spectrum drugs and intensive
nutritional support. Aspiration cytology of the
neck mass showed only amorphous, necrotic
material. Excision biopsy was carried out and
before the result was available the patient
deteriorated rapidly and died.
Postmortem examination showed a right sided
parapharyngeal tumour, with the lower border
just above the carotid bifurcation and had
ulcerated into the pharynx. It had ensheathed,
but not invaded the carotid artery. The cut
surface was firm and pale, but with no areas of
necrosis. Histological examination showed polymorphic lymphoplasmacytoid lymphoma (Fig
4). The oesophagus, stomach, small and large
intestines were macroscopically normal. The
small bowel mesentery was thickened and contained multiple enlarged lymph nodes (Fig 5).
The liver was large and congested, but the spleen
seemed normal. There was a terminal bronchopneumonia.
Discussion
The nature of the infecting organism in the
aetiopathogenesis of Whipple's disease has
recently been clarified, with the identification by
Relman and his co-workers of the uncultured
'Whipple's bacillus' as a gram positive actinomycete, Tropheryma whippelii.4 It is widely
accepted that infection is the primary cause of
Whipple's disease, but the importance of an
associated immune deficiency in starting or
promoting persistence of the infection is less
clear. Several abnormalities of humoral and cell
mediated immunity have been reported, but no
consistent defect has emerged. The.re is no real
evidence to support autoantibody production.7
Early reports showed reduced concentrations of
IgM,8 9 but later studies showed normal or even
raised immunoglobulin concentrations.'0'
Reduced numbers of intestinal mucosal plasma
cells have been reported, with a return to normal
values after antibiotic treatment.'2 Evidence to
support a defect in cell mediated immunity is
more compelling. Reduced peripheral blood T
lymphocyte counts, impaired macrophage function, and diminished cutaneous responses to a
variety of antigenic stimuli have been reported,
all of which have tended to return to normal after
antibiotic treatment." 'I" HLA B27 positivity in
some patients and a gramulomatous infiltration
on histological examination in others would also
support impaired cell mediated immunity.'4' 7'8
It has been suggested by Dobbins that the
defective T cell responses may be a secondary
phenomenon, resulting perhaps from the
combination of anergy triggered by infection,
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Figure 3:3rejunal biopsy specimen showing PAS positive macrophages.
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incomplete intestinal lymphatic obstruction, and
severe malnutrition. Before the introduction of
antibiotic treatment Whipple's disease was
universally fatal.5 The gravity of central nervous
system recurrence and hence the importance of
appropriate antibiotic treatment in preventing
relapse has been emphasised.6 The outcome in
this patient suggests that the delay in diagnosis
and hence starting effective antibiotic treatment
may have given rise to the abnormality in both
the humoral response and T cell function, which
on this occasion may have contributed to the
development of an associated extraintestinal
lymphoma.
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