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Sarcoidosis and lymphoma in the same patient
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Summary

A case of lymphocytic lymphoma in a patient with
coincidental sarcoidosis is described, and the possible
relationship of the two conditions is discussed. A
revised set of diagnostic criteria is proposed to
overcome previous difficulties encountered in validat-
ing such dual pathology.

KEY WORDS: sarcoidosis, lymphoma, hypogammaglobulinaemia.

Introduction

The coincidental occurrence of Hodgkin’s disease
and sarcoidosis is very uncommon. Rarer still are
descriptions of non-Hodgkin’s lymphoma and sarcoi-
dosis in' the same patient. We report a case of
systemic sarcoidosis, confirmed histologically, where
a well-differentiated lymphocytic lymphoma subse-
quently developed. We review the difficulties in
validating such dual pathology and propose revised
criteria for the acceptance of such cases. Further-
more, we discuss recent controversies concerning the
nature of the relationship, if any, between sarcoidosis
and lymphomatous disorders.

Case report

A 52-year-old nurse presented in August 1978 with
dyspnoea and chest pain. Physical examination
revealed splenomegaly and inguinal lymphadenopa-
thy. Chest X-ray showed bilateral hilar adenopathy
with diffuse pulmonary infiltrates. Investigations
revealed the following abnormalities: forced vital
capacity (FCV) 2-8 litres (90% predicted); forced
expiratory volume in 1 min (FEV)) 1-95 litres (71%
predicted); single breath diffusing capacity (transfer
factor) 65% predicted: urinary calcium excretion 559
mg/24 hr; serum immunoglobulins IgG 520 mg/dl,
IgA 80 mg/dl, IgM 67 mg/dl. The erythrocyte

sedimentation rate was 9 mm/hr; other biochemical
and haematological investigations proved normal.
Histological examination of tissue obtained at medi-
astinoscopy revealed fragments of lymph-node which
were extensively replaced by well-demarcated epithe-
lioid cell and giant cell granulomata, without casea-
tion, which were confluent in a few areas (Fig. 1). No
micro-organisms were demonstrated and the appear-
ances were regarded as highly consistent with sarcoi-
dosis. On the basis of typical clinical, radiological,
physiological, biochemical and histological features,
the diagnosis of sarcoidosis was made. Treatment
with 40 mg of prednisone on alternate days was
instituted with a prompt and complete resolution of
all clinical and radiological abnormalities.

The patient went to the United States where the
prednisone was slowly reduced to zero without
recurrence of lymphadenopathy or pulmonary infil-
trates. In February 1980, 20 months after the
diagnosis of sarcoidosis, she was found on routine
review to have marked splenomegaly and inguinal
lymphadenopathy. Her chest X-ray remained nor-
mal. An inguinal lymph node biopsy and bone
marrow biopsy was carried out. These have been
reviewed by us and revealed obliteration of the
normal architecture of the lymph-node with replace-
ment by a uniform sheet of round cells with small
nuclei and rather indistinct cell boundaries, the
appearances being those of a diffuse malignant
lymphoma of well-differentiated type (Fig. 2). The
bone-marrow showed somewhat hypercellular hae-
mopoietic marrow with extensive replacement by
diffuse malignant lymphoma similar to that in the
node. No granulomata were seen on any of the
sections of lymphoma tissue.

She was treated with prednisone, 30 mg daily, with
partial reduction in the size of her spleen and lymph
nodes. Subsequent relapse required treatment with
combination chemotherapy but a further lymph node
and liver biopsy in December 1980 both confirmed
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FIG. 2. High-power view of lymph-node showing well-differentiated lymphocytic lymphoma. H.E., X 240.

the presence of lymphoma. No stigmata of sarcoido-
sis could be detected in any of these additional
biopsies. In view of the persistent disease, she
received 2,500 rads to the paraortic and inguinal
areas with a good response. The patient is living in
the United States at the time of writing.

Discussion

This case of sarcoidosis with a coincidental lym-
phoma prompts discussion under 3 headings: firstly,

a review of the difficulties in confirming both
diagnoses in the same patient; secondly, suggested
stricter criteria for the validation of such dual
diagnoses; thirdly, a review of the nature of the
relationship, if any, between the 2 disorders.
Diagnosis of sarcoidosis and lymphoma in the
same patient may prove difficult to establish because
the granulomatous lesion of sarcoid lacks specificity.
Sarcoid-like granulomas have been reported in infec-
tious diseases, following exposure to chemical agents,
in a variety of chronic inflammatory conditions and
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in lymph nodes draining an area containing a
carcinoma (Anderson, 1943; Freiman, 1948; Grego-
rie, Otherson and Moore, 1962; Cohen et al., 1977). It
is accepted that such changes do not represent true
sarcoidosis. A further confounding factor is that
scattered sarcoid-like granulomas are sometimes
admixed with typical histological features of lympho-
reticular neoplasms, particularly Hodgkin’s disease,
where they are found in 12-29% of cases (Kadin,
Donaldson and Dorfman, 1970; Neiman, 1977, Whit-
taker et al., 1978; Pick et al., 1978).

A diagnostic problem is clearly seen on reviewing
previous case reports which purport to show co-
incidental sarcoidosis and lymphoma. In a recent
review of the literature, Ponticelli, Arganini and
Cionini (1981) accept 14 such cases although previ-
ous authors (Atwood, Miller and Nelson, 1966) had
seriously questioned the acceptability of 2 of his cited
cases (Rottino and Hoffman, 1950; Lamache et al.,
1954). Indeed, we would question the criteria on
which 3 further published cases (Foon, Filderman
and Gale, 1981; Razis, Diamond and Craver, 1969)
are based. These difficulties in diagnosis result from
confusion between isolated granulomatous tissue
reactions and true multisystem sarcoidosis, as defined
by the 7th International Conference on Sarcoidosis
(1976).

We therefore suggest the following strict criteria
for the acceptability of such cases of dual pathology.
Firstly, each diagnosis should be separately and
independently confirmed by biopsies from unrelated
anatomical sites. Secondly, appropriate clinical, radi-
ographic and biochemical features of each disease
should be present; in particular, sarcoidosis should
demonstrate multi-system involvement. Obviously,
the longer the time interval between making the 2
diagnoses, the greater the probability that 2 separate
disease processes are present. Finally, a previous
additional stipulation (Silver, Nachnani and Breslow,
1967) that the sarcoidosis should remit or remain
stable while the neoplastic lesion progresses seems an
unrealistic criterion, since the natural history of
sarcoidosis may be progressive in many cases.

Applying these criteria to previously published
cases, we found 11 acceptable descriptions of coinci-
dental sarcoidosis and lymphoma (Table 1). The
chief points of interest are the predominance of
Hodgkin’s disease in the lymphoma group, the fact
that sarcoidosis antedated lymphoma in the majority
of cases, and the relatively late age of onset of
sarcoidosis.

To date, the nature of the relationship between
sarcoidosis and lymphoma remains unclear. Epide-
miological studies have been carried out in an
attempt to define whether there was an increased risk
of malignant disease in patients with sarcoidosis
(Brincker, 1972; Brincker and Wilbeck, 1974). They

found that malignant lymphoma and lung cancer
occurred respectively 11 and 3 times more frequently
than expected. However, these data have recently
been critically re-examined by Rgmer (1980) and
revised results failed to show any excess of tumour
occurrence over that expected in the general popula-
tion. On-going studies by Rgmer have so far failed to
reveal any evidence of an increased risk of malig-
nancy (Rgmer, 1982). Obviously, further indepen-
dent epidemiological studies in other populations are
needed.

Pathogenetically, shared features of sarcoidosis
and lymphoma include the occurrence of granulo-
mata on histology, and the occurrence of cellular and
humoral immunological dysfunction in both dis-
orders. In sarcoidosis, abnormal T cell function
(James, Neville and Walker, 1975; Goodwin et al.,
1979; Daniele, Dauber and Rossman, 1980) and the
resultant impairment in delayed hypersensitivity
(Israel and Sones, 1965; Sharma and Beresford, 1971)
might predispose to malignancy (Brincker and Wil-
beck, 1974). The role of humoral mechanisms is
raised in our case by the finding of low serum
immunoglobulins. Lymphoma risk is known to be
increased in patients with congenital immuno-defici-
ency (Kersey, Spector and Good, 1973), auto-im-
mune disease (Tabal, Sokoloff and Barth, 1967,
Lewis et al., 1975; Louie and Schwartz, 1979) and in
those receiving immunosuppressant therapy (Hoover
and Fraumeni, 1973). The observation that lym-
phoma occasionally precedes sarcoidosis (Brincker,
1972) and recent descriptions of sarcoidosis following
immunosuppressive therapy of a variety of tumours
(Sybert and Butler, 1978; Trump et al., 1981) have
prompted the suggestion that sarcoidosis may repre-
sent a form of opportunistic infection (Israel, 1978). It
remains possible that an, as yet, unidentified com-
mon immune abnormality or extrinsic factor, such as
a virus, may predispose to both conditions.

Clearly, prospective epidemiological studies in a
variety of populations are needed to ascertain
whether or not sarcoidosis is associated with lympho-
reticular and/or other malignancies. Careful docu-
mentation of clinical cases using strict diagnostic
criteria will complement such epidemiological stud-
ies and may provide a clue to the nature of the
relationship.
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