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Case Report

Sarcoidosis-Lymphoma Syndrome
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Sarcoidosis may occur in association with lymphoma (sarcoidosis-lymphoma syndrome), it is an uncommon
but well-known association. Some clinical features can be similar and clinicians have the challenge to
differentiate between these 2 diseases or prove their co-existence. Clinical and laboratory data are not
characteristic in any of them, and an anatomopathological study of lymphadenopathy is necessary to
establish the diagnosis. The sarcoidosis-lymphoma syndrome could occur as a result of a disturbance in the
host immune system in sarcoidosis and in some patients with solid tumors or hematologic malignancies
who have received chemotherapy. We present a case report of a patient with sarcoidosis-lymphoma
syndrome.

© 2007 Elsevier Espafia, S.L. All rights reserved.

Sindrome sarcoidosis-linfoma

RESUMEN
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La combinacién de sarcoidosis y linfoma (sindrome sarcoidosis-linfoma) es poco frecuente pero bien
conocida. Algunas manifestaciones pueden ser comunes y es un reto para el clinico establecer el diagndstico
diferencial entre ambas entidades o de su verdadera coexistencia. En estos casos ni la presentacién clinica
ni los parametros de laboratorio son especificos, por lo que es esencial el estudio anatomopatolégico de
una adenopatia para llegar al diagnéstico definitivo. El sindrome sarcoidosis-linfoma podria aparecer como
consecuencia de algunas alteraciones inmunitarias que acontecen en la sarcoidosis y en algunos pacientes
con una neoplasia sdlida o hematica que reciben quimioterapia. Se presenta un caso de sindrome
sarcoidosis-linfoma y se analizan los aspectos clave en el diagnéstico de esta forma clinica.

© 2007 Elsevier Espafia, S.L. Todos los derechos reservados.

Introduction

Clinical Observation

Granulomas can appear in different types of diseases: infections,
sarcoidosis, strange-body reactions, Crohn’s disease, lymphoma,
metastasis, or drug reactions, among others. Sarcoidosis is a systemic
granulomatous disease of unknown etiology and constitutes an
exclusion diagnosis. This entity occasionally accompanies a
lymphoma, an association known as a sarcoidosis-lymphoma
syndrome. Cases have been published in which sarcoidosis precedes
lymphoma and vice-versa, albeit they can infrequently appear
simultaneously.

* Corresponding author.
E-mail address: 37710egc@comb.es (E. Garcia Casares).

We present the case of a 68-year-old woman who had a history of
hypertension and chronic atrial fibrillation, heart failure, simple chronic
bronchitis, and ferropenic anemia. At 58 she was diagnosed with a
ductal carcinoma of the right breast and underwent surgery,
chemotherapy, radiotherapy, and hormone therapy. After that the
patient has been cancer-free. In June 2006, a control computerized
tomography (CT) detected multiple axillary, pelvic, retroperitoneal,
precarinal, pretracheal, and hyliar adenopathies (Figure 1A). Two
pulmonary nodules of less than 1 cm in diameter were detected in the
right middle lobe. A bronchoscopy with transbronchial aspiration of
one of the paratracheal lymph nodes was performed, and the
anatomopathological study was compatible with reactive lymphadenitis
with numerous granulomas. The analysis of the bronchoalveolar lavage
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Figure 1. A, computerized lung tomography. Multiple peritracheal adenopathies. B, computerized high-resolution thoracic tomography. Interstitial lung affection and bilateral

pleural effusion.

did not detect malignant cells and cultures for bacteria and mycobacteria
were negative. In December 2006 the patient came to the rheumatology
consult due to generalized joint pain, toxic syndrome, pruriginous skin
lesions on the extremities, and bilateral laterocervical and inguinal
adenopathies. A cervical CT once again detected multiple cervical,
intraparotid, and mediastinal adenopathies of a non-specific aspect. To
the physical examination, the patient had no fever, presented bilateral
palpable, painful, and fixed laterocervical adenopathiesas well as
axillary and inguinal adenopathies, and the left groin area presented a
large adenopathy of tumoral aspect. On the dorsal side of the hands
and the feet the patient had erythematous-purple infiltrated lesions
(Figure 2), and on both thighs there were evident purple and hard
lesions compatible with panniculitis. Lung rales were heard upon chest
examination, with no other signs of heart failure. No enlarged organs
were found. She had left knee pain and diffuse inflammation of both
hand without arthritis. A skin biopsy of the feet lesions was compatible
with a reaction to an insect bite.

Laboratory testing showed: ESR, 12 mm/h; CRP, 5.23 mg/L (<3);
leukocytes, 4300 (normal); Hb, 10.3 g/dL; platelets, renal, and liver
function tests, as well as proteins and tumor markers were normal;
calcium, 8.6 mg/dL; lactatedehydrogenase, 558 U/L (240-480);
creatinkinase, 28 U/L (30-220); angiotensin-converting enzyme, 67
U/L (8-55); microglobulin B,, 3.6 mg/L (0.7-3.4); ANA, 1/160
speckled; the rest of autoimmunity tests were normal; thyroid and
parathyroid hormones were normal; hepatitis, HIV, syphilis, and
brucella serology was negative. A tuberculin test was negative. A
chest x-ray showed a bilateral pleural effusion and after studying it,
an hematic exudate was documented, with the presence of reactive
mesothelial cells, with predominance of CD4 T lymphocytes and a
negative culture. A gamma scan with ’Ga detected pathological
laterocervical, paratracheal, axillary, inguinal, and crural deposits.
Based on the presence of adenopathies, joint pain, panniculitis, non-
caseating granulomas, elevated angiotensin-converting enzyme, and
compatible gallium gammagram, the diagnosis of probable
sarcoidosis was established, initiating treatment with prednisone at
a dose of 1 mg/kg/day. A high resolution CT scan after 1 week with
steroid-based treatment showed interstitial lung disease and
bilateral pleural effusion, with disappearance of the lung nodules
and a reduction in the size of the adenopathies (Figure 1B). Finally, a
fine needle aspiration was performed on the left inguinal
adenopathic conglomerate, leading to the diagnosis of non-Hodgkin
lymphoma. The node was excised. The anatomopathological study,
as well as the positive immunohistochemistry techniques (CD23,
CD20, bcl2, bcl6, MUM1, and Ki67), was compatible with diffuse
lymphoma of large type B cells.

Discussion

The sarcoidosis-lymphoma syndrome was described for the first
time in 1986 by Brincker, in a group of 46 cases in which a
relationship was seen between sarcoidosis and the development of
a lymphoproliferative disease.! A lymphoma can develop years after
the diagnosis of sarcoidosis, but can also precede it or can be
exacerbated by the immunosuppresive effect of chemotherapy.>* On
the other hand, cases have been described in which sarcoidosis
coexists with lymphoma and are present as a paraneoplastic
syndrome. It is also possible to detect non-caseating granulomas in
oncological patients who do not fill the criteria of systemic
sarcoidosis (sarcoid-like reaction). Sarcoid-like granulomas can
appear in association with Hodgkin’s (96.4%) or non-Hodgkin’s
lymphoma (3.6%),° and can be so extensive as to mask the diagnosis
of a malignant process. These non-caseating granulomas can be
detected in a concomitant manner to malignant lymphoproliferative
disease, even when the clinical manifestations do not appear until
months after. It is estimated that the mean interval of appearance
between sarcoidosis and lymphoma is 24 months,® although some
cases have been known to appear after decades have passed. Middle
aged persons who have chronic active sarcoidosis have an incidence
which is 5 times that of lymphoproliferative diseases,® and in half of
the cases they are low-grade lymphomas localized to the lungs. The
frequency of solid tumors is also elevated, especially on the cervix,
liver, lung, skin, testicles, and uterus.

In sarcoidosis, an alteration of the immune system in the form of
a cell reaction versus tumor antigens’ leads to an increase in T-helper
cells in the granulomatous tissues and a secondary reduction of
these circulating cells; this determines a reduction in the reaction
versus tumoral antigens and in the resistance to oncogenic viruses.®
In addition there is hyperactivity of B cells which leads to an increase
in the mitotic activity of lymphocytes, increasing the risk of
mutation and malignant transformation.®'° Both in sarcoidosis and
lymphoma, the role of the Epstein-Barr virus is controversial as a
cause of the genetic transformation and induction of the disease."

Hypercalcemia and the increase in angiotensin converting
enzyme are also associated to sarcoidosis, but cases have been
described of patients with isolated lymphoma.”

Sarcoidosis is diagnosed based on clinical and histological
criteria, after ruling out the existence of lymphoproliferative disease
through the anatomopathological study of the adenopathy,” defining
the morphologic characteristics with the use of immunophenotyping
techniques with immunoperoxidase such as CD20, CD3, bcl2, CD5,
among others.®
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Figure 2. Skin lesions compatible with insect bites on the extremities.

The skin reaction, which is similar to that of an insect bite or
eosynophillic dermatosis, is an entity described in association to
myeloproliferative syndromes and consists in the appearance or
erythematous-purple lesions in exposed areas, characterized by an
inflammatory infiltrate of the dermis with abundant eosynophils.
They are characteristically associated to chronic lymphocytic
leukemia and other hematologic neoplasias, once other causes have
been excluded.”

Conclusions

Sarcoidosis and some lymphomas share not only clinical
manifestations, but also laboratory and even histological findings.
Faced with multiple adenopathies, we must rule out a subclinical
lymphoproliferative process through the anatomopathological study
and immunohistochemistry techniques, including the presence of
an evidence-based diagnosis of sarcoidosis.
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