








Isaacson, Jones, Swornt, Wright

a

Fig. 6 Case 1: E rosette preparation stainedfor acid
phosphatase. The positively staining tumour cell does not
rosette in contrast to the negatively staining
yvmphocyte. Acidphosphatase x 1000

Fig. 5 Case 3: cytocentrifuge preparation stained for
non-specific esterase (a) without and (b) with NaF
inhibition. There is diffuse staining of a large tumour cell
which is inhibited by NaF. Esterase x 1000

frozen sections.2 These studies, which showed NSE
and acid phosphatase in tumour cells of three cases
did not entirely exclude the possibility of a T cell
origin of these malignancies since T cells can show
cytochemical reactions similar to histiocytes.16
T cells may also show Fcy surface receptors'6 and a
recent report of two cases of Ty cell lymphoma
mimicking malignant histiocytosis morphologicallyI7
further emphasises the pitfalls in the diagnosis of
histiocytic malignancies. The malignant cells in these
two cases, however, formed E rosettes and showed
T cell cytochemical reactions. There can be little

Fig. 7 Case 2: section of intestinal tumour stained
for alpha-l-antitrypsin. There is granular staining of
tumour cells often concentrated in a focus close to the
nlcleus. Ihmunoperoxidase x 1000
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doubt of the histiocytic origin of the malignant cells
in the three cases we describe in this paper since they
failed to form E rosettes, showed Fcy surface
receptors and stained diffusely for NSE and acid
phosphatase with inhibition of NSE staining by
NaF in two of the cases. The identity of the cells in
case 1 is further confirmed by their failure to react
with two monoclonal antibodies to T cells and their
positive reaction with monoclonal anti Ia-like anti-
body (DA 2) in the absence of surface immuno-
globulin. The demonstration of phagocytosis both
in tissue sections3 and cell suspensions'9 has been
stressed as a property of malignant histiocytes. While
we have frequently observed phagocytosis in sections
of MHI2 this has by no means been an invariable
finding in our cases. Phagocytosis tends to be ob-
served in better differentiated cells, and its presence
is quite inconstant. In case 2 for example, there was
no hint of phagocytosis in any of the surgically
removed tumour tissue but it was floridly present in
necropsy sections. While we do not specifically test
for phagocytosis in cell suspensions we might have
expected to observe it in rosetted preparations,
particularly those utilising IgG-coated ox RBC.
Just as the demonstration of phagocytosis is not
incontrovertible evidence for the histiocytic nature
of malignant cells,'7 neither, in our view, does the
failure to demonstrate it exclude a histiocytic
malignancy.
The considerable clinical and pathological differ-

ences between the three cases reported here empha-
sise the wide clinical spectrum of this disease and the
great variation in both its macroscopic and micro-
scopic appearances.19 Identification of the histio-
cytic nature of the malignant cells is, thus, central to
the concept that MHI is a specific entity associated
with coeliac disease. While this is best achieved
using fresh material, difficulty in obtaining fresh
specimens has led us to search for reliable immuno-
histochemical markers of macrophages that could be
applied to formalin-fixed paraffin-embedded tissues
from these cases. We have found that positive
staining for axl-AT, as demonstrated in these three
cases, is a highly reliable and specific marker of
benign and malignant histiocytes.8 This material
which has been shown to be synthesised by mono-
cyte/macrophage cells8 20 is found consistently in the
tumour cells of MHI.
As well as providing confirmatory evidence of

their histiocytic derivation these cases strongly
support the suggestion that the villous atrophy in
MHI is indicative of true coeliac disease, rather than
a secondary response to the malignant neoplasm.
There was objective evidence of gluten sensitivity
in case 1 and the long history of recurrent iron
deficiency anaemia in case 2 is characteristic of
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coeliac disease. We would stress the importance of
obtaining fresh tissue from more of these cases, not
only to verify the above findings but also to permit
cytogenetic studies and to search for possible
associated viruses.

We are grateful to Dr John Howell of Poole General
Hospital for help in obtaining tissue from case 1,
and to Dr W Hindle for permission to publish this
case. We are also grateful to Mr R Lane of the Royal
Hampshire County Hospital, Winchester, for help
in obtaining fresh tissue from case 2 and his per-
mission to publish the case.
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