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mico (LES). Apesar de frequentemente não repre-
sentar nenhum risco para o doente, foi constatado
que os doentes com LES e LAP têm níveis de activi-
dade da doença mais elevados. Para além da própria
doença, outras causas de LAP, como infecção, doen-
ças imunológicas ou malignas, têm que ser tidas em
consideração no diagnóstico diferencial. Gânglios
aumentados são típicos da doença de Kikuchi-Fuji-
moto que se caracteriza por febre, artralgias e leu-
copenia, achados também comuns no LES. Como o
prognóstico e o tratamento de ambas as doenças é
distinto, importa fazer um diagnóstico correcto des-
tas entidades. Por outro lado, um risco aumentado
de doenças linfoproliferativas nos doentes com LES
foi documentado em vários estudos. Como existe
uma grande sobreposição entre os sintomas do LES
e o linfoma, o diagnóstico desta condição pode es-
tar dificultado. Recomenda-se uma vigilância redo-
brada dos doentes com LES e LAP, sendo a avaliação
clínica, laboratorial e imagiológica cuidadas, impres-
cindíveis para estabelecer um diagnóstico preciso.

Palavras-chave: Lúpus Eritematoso Sistémico; Lin-
fadenopatia; Kikuchi-Fujimoto; Linfoma.

Systemic lupus erythematosus (SLE) is an immune
complex disease with several clinical manifesta-
tions. Lymphadenopathy (LAP) is generally consi-
dered as a frequent and a nonspecific feature in
SLE. This review is aimed to draw attention to the
clinical importance of LAP in patients with SLE.

LAP as a Manifestation of SLE

LAP has been reported in 23-34% of patients with
SLE and the cummulative incidence of LAP in most
series, ranges from one-third to one-half of the pa-
tients.1 Nodes are usually smaller and more genera-
lized in SLE than in rheumatoid arthritis.2 In general,
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Abstract

Lymphadenopathy (LAP) is a frequent and usually
nonspecific feature of Systemic Lupus Erythema-
tosus (SLE). In spite of the fact that LAP usually car-
ries no risk to the patient, SLE patients with LAP
were found to have higher disease activity levels.
Besides the disease itself, other causes of LAP such
as infections, immunological or malignant diseases
must be considered in the differential diagnosis.
LAP is a prominent clinical characteristic of Kiku-
chi-Fujimoto’s disease which is associated with fe-
ver, arthralgia, and leukopenia, features also found
in SLE. As the prognosis and treatment of KFD and
SLE are different, it is important to differentiate
these two entities. On the other hand, the increa-
sed risk of lymphoproliferative diseases in SLE was
reported in several studies. Since there is a consi-
derable overlap between the features of SLE and
lymphoma, there can be a difficulty in diagnosing
lymphoma in lupus patients. An increased aware-
ness is recommended in dealing with SLE patients
with LAP and careful clinical, laboratory and patho-
logical evaluation are often needed in order to es-
tablish an accurate diagnosis.

Keywords: Systemic Lupus Erythematosus; Lympha-
denopathy; Kikuchi-Fujimoto’s Disease; Lymphoma.

Resumo

A linfadenopatia (LAP) é um achado comum e ge-
ralmente inespecífico do Lúpus Eritematoso Sisté-
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the nodes are soft, nontender and vary in size. There
may be fluctuation of the LAP with SLE disease exa-
cerbations. In spite of the fact that LAP is a nonspe-
cific sign, usually not troublesome, and without risk
for the patient, the relation between disease activity
and LAP has been reported by some authors.3,4 SLE
patients with LAP show significantly more constitu-
tional symptoms such as fatigue, fever and weight
loss, more cutaneous and mucosal signs (malar rash,
vasculitis, skin ulcers, mouth ulcers, discoid lesions,
alopecia and subcutaneous lupus erythematosus),
higher rate of hepatomegaly and splenomegaly, in-
creased anti-dsDNA antibodies titers and decreased
complement levels.1 Also disease activity measured
using the British Isles Lupus Assessment Group 
(BILAG) index has been found to be higher among
patients with LAP, as well as the intake of steroids and
antimalarials.1 Some authors recommend that LAP
should be included among the clinical findings indi-
cating disease activity in SLE patients.1 Generalized
or peripheral LAP as the first clinical manifestation
of the disease has also been reported.5-8

The morphologic changes of lymph nodes have
been shown as extremely variable, reflecting the
variability of clinical manifestations and the dise-
ase course in individual patients with SLE. Except
for lymph node necrosis, the histological findings
are usually nonspecific and consist of moderate fol-
licular hyperplasia associated with increased vas-
cularity and scattered immunoblasts and plasma
cells.9 The most characteristic lymph node lesion in
SLE is characterized by several degrees of coagula-
tive necrosis with hematoxylin bodies or reactive
follicular hyperplasia. The former histology is uni-
que to SLE, but rarely seen in specimens.10 Lymph
node lesions of SLE patients may also be similar to
those of hyaline-vascular or intermediate types of
Castleman’s disease or T zone dysplasia with hyper-
plastic follicles.10,11 Lymphoplasmocytic infiltration
with immunoblasts, namely, atypical lymphoplas-
macytic and immunoblastic proliferation, has also
been reported in SLE.10 The nonspecifity and
morphological variability of lymph node histology
in SLE patients results in the need of increased at-
tention to the clinical and laboratory findings as
well as to the morphological features to avoid over-
diagnosis and overtreatment.

Differential Diagnosis

LAP may be a primary or secondary manifestation

of several diseases. In addition to the nonspecific
causes, infections, immunological or malignant di-
seases and infrequent causes must be considered
in the differential diagnosis of LAP. Viral infections
(such as infectious mononucleosis, hepatitis, her-
pes and varicella-zoster virus), bacterial infections
(such as streptococci, staphylococci, brucellosis,
primary or secondary syphilis, tuberculosis and
atypical mycobacterial infections), fungal infecti-
ons (such as histoplasmosis, coccidioidomycosis
and paracoccidioidomycosis), parasitic infecitons
(such as toxoplasmosis, leishmaniasis, trypanoso-
miasis) and rickettsial infections may account for
the observed LAP. The patient’s symptoms and the
clinical characteristics of LAP may be helpfull in
the differential diagnosis. 

Kikuchi-Fujimoto’s disease (KFD) may have an
important place in the differential diagnosis due to
the similarity between SLE and this condition. KFD
or histiocytic necrotizing lymphadenitis which is
often associated with fever, arthralgia, and leuko-
penia, features also found in SLE, is a rare and self-
-limiting lymphadenitis, particularly affecting yo-
ung women.12 KFD was first described in Japanese
literature independently by Kikuchi and Fujimoto
et al in 1972.13 In spite of the higher incidence 
observed among oriental people, over the last de-
cade an increasing number of cases has also been
reported in Western countries.14 However, these re-
ports have been predominantly published in the
pathology literature and the disease may be some-
times difficult to recognize for clinicians not fami-
liar with this condition. The etiology of KFD re-
mains unclear although various infections have
been postulated to be the cause.13,15,16 It has been
hypothesized that KFD may be the result of a local
hyperimmune stimulation after infection, where
genetic predisposition or autoimmune origin may
also play important roles.14,15 The clinical charac-
teristics are LAP, leukopenia, raised erythrocyte se-
dimentation rate (ESR), fever, skin eruptions, and
erythematous or ulcerated oropharynx which
heals spontaneously over several months.16 Besides
these similar findings, SLE and KFD also share cli-
nical characteristics such as the age of onset and
the female predominance.14,15 The most common
presentation of KFD is localized LAP, although it
may also be generalized.13 The affected lymph no-
des are commonly localized in the posterior cervi-
cal triangle, jugular carotid chain and rarely pre-
sent diffuse distribution. Although there is no de-
finite laboratory test available for the diagnosis of
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KFD, the absence of autoantibodies may be helpful
to exclude other disorders. White blood cell counts
in the normal range are common, but the presen-
ce of leukopenia and atypical lymphocytes can be
also seen frequently. The definite diagnosis of KFD
can be made only through histopathologic evalua-
tion of the affected lymph node which reveals ne-
crotizing lymphadenitis restricted to the cortical
and paracortical areas, with partial or complete
loss of follicular architecture, associated with
marked karyorrhexis. Sometimes the histological
characteristics of KFD are indistinguishable from
those found in patients with SLE.15 It has been re-
commended that the possibility of SLE should
always be considered if a lymph node looks like
KFD, so that the diagnosis of the underlying SLE
will not be neglected.17 In addition, KFD has been
rarely reported in association with SLE, and its 
diagnosis can precede, follow or coincide with the
diagnosis of SLE.15 Whether the reported cases of
KFD associated with SLE were genuine KFD or lu-
pus lymphadenitis simulating KFD is not clear.17

Moreover, such observations indicate that patient
with KFD should be assessed for SLE and followed
up for a possible lupus development.13,14 So, an in-
creased clinical suspicion and strict collaboration
between the clinician and the pathologist may be
the key for an accurate diagnosis. Despite some
rare fatal cases, KFD has a benign course and usu-
ally, a special treatment for KFD is not recommen-
ded except for complicated cases or in coinciden-
ce with SLE.13 As the prognosis and treatment of
KFD and SLE are different, it is important to diffe-
rentiate these two entities to avoid laborious inves-
tigation of infectious and lymphoproliferative di-
seases.12,14,15,18

On the other hand malignant conditions such as
Hodgkin’s or non-Hodgkin’s lymphomas, acute or
chronic lymphocytic leukemia, hairy cell leuke-
mia, malignant histiocytosis and metastasis from
numerous primary sites may also cause lypmh
node enlargement. The increased risk of malignan-
cies in autoimmune conditions such as SLE has
been reported in several studies since 1970s and
the most dramatic increased risk has been shown
for haematological malignancies.19,20 Although the-
re has been an accumulation of well-documented
data about the increased risk of non-Hodgkin’s
lymphoma (NHL) in SLE patients, the results of re-
cent studies have indicated that the risk is increa-
sed not only for NHL, but also for other malignan-
cies arising from B-lymphocytes, including

Hodgkin’s lymphoma (HL).10,21,24 In a study evalua-
ting 9,547 SLE patients from 23 centers for a total
of 76,948 patient-years, standardized incidence
rate for all hematologic malignancies was 2.75 and
3.64 for NHL.25

The data about the etiology and the pathogene-
sis of lymphoma development in SLE is still limi-
ted. Similarities between immunological distur-
bances that characterize both rheumatic condi-
tions and lymphomas can suggest a linkage con-
necting these conditions.26 In addition, side effects
of immunosuppression or viral infection caused
by Epstein Barr, herpes simplex, herpes zoster and
polyoma viruses, which are potentially oncogenic,
may be another possibility.20-22 Despite the increa-
sing number of studies investigating the relation-
ship between rheumatic diseases and lymphopro-
liferative disorders, whether these malignancies
are due to immunologic derangements, genetic
factors, viruses, or medication remains unknown.23

Although the presence of certain clinical SLE phe-
notypes including haematological manifestations
(autoimmune haemolytic anaemia and leucope-
nia), sicca symptoms, salivary gland swellings and
pulmonary infiltrates has been reported to be as-
sociated with increased risk of lymphoma, no re-
lation between malignancies and treatment with
the traditional antirheumatic cytotoxic drugs, such
as azathioprine and cyclophosphamide, could be
depicted.20,21 In another study, it was found that the
average age at diagnosis of SLE was relatively low,
end-stage organ damage was severe and the disea-
se duration was fairly long in those patients with
NHL, which may reflect moderately high SLE acti-
vity over the years preceding the diagnosis of
NHL.23 Malignant lymphomas were found at nodal
sites in most patients with systemic rheumatic di-
seases and LAP was shown as one of the more fre-
quent clinical signs of lymphoma in SLE pati-
ents.21,27 Fever, weight loss, LAP, splenomegaly and
hepatomegaly are common both in lymphoma and
SLE. The considerable overlap between features of
both diseases, can make lymphoma diagnosis dif-
ficult in the presence of SLE.28 Persistent LAP in a
patient with SLE not responding to treatment may
be indicative of lymphoma.28 It is also recommen-
ded to search for NHL in cases with prominent LAP
and massive splenomegaly.9 Patient’s age, physical
findings, and serologic studies can be helpful10, but
lymph node biopsy may be needed in such pa-
tients.29

The indications for lymph node biopsy are im-

 



precise, although this may be an important diag-
nostic tool. Biopsy may be suggested if the patient’s
history and physical findings are suspicious. It is re-
commended that in the case of LAP onset in a pa-
tient with a previously established diagnosis of
SLE, fine needle biopsy may be sufficient as diag-
nostic, but in uncertain clinical situations diffe-
rential diagnosis requires the evaluation of lymph
node biopsy by an experienced pathologist.14 Sin-
ce lymphoma cannot be excluded by clinical diag-
nosis, the frequency of lymph node biopsy in SLE
patients exhibiting LAP seems to be increasing.10

Because there is considerable overlap between
the features of SLE and lymphoma, the importan-
ce of a careful clinical and laboratory evaluation is
necessary for correct diagnosis and clinicians ca-
ring for SLE patients should keep the lymphoma
risk in mind and regularly check for LAP.20,21

Approach to the patient 

It is known that most of the information necessary
for the approach to a patient with LAP comes from
the medical history and a physical examination.
Patient’s age, gender, use of drugs may be impor-
tant points. LAP in a child or young adult is usually
related to benign conditions such as infections,
but after the age of 50, the incidence of malignant
disorders increases.30 Symptoms of infection such
as cough, fever and night sweats, or symptoms sug-
gesting malignancy such as fatigue and weight loss
may contribute to the approach. The characteris-
tics of the lymph node on physical examination,
the extent, the size, the anatomical localization and
tenderness can provide useful clues. In patients
with SLE, atypical LAP locations and unusually lar-
ge lymph nodes should raise clinical suspicion of
another underlying disease.

Generalized LAP, defined as involvement of
three or more noncontiguous lymph node areas,
has been reported to be frequently associated with
non-malignant disorders such as infections, SLE or
other inflammatory diseases.30 So the appearance
of a generalized LAP may orient the physician more
directly toward serological and hematologic tes-
ting. However, localized LAP first requires a care-
full clinical examination of all the zones that are
anatomically afferent to the enlarged lymph no-
des.31 The anatomical region of the LAP is also im-
portant in the evaluation of patients. The most fre-
quent site of regional LAP is the neck and its most

common causes are upper respiratory infections.
The enlargement of supraclavicular and scalen no-
des should be considered as abnormal.30 Except
for infancy, and in the inguinal area at any age, the
presence of one or more lymph nodes larger than
1 cm in diameter needs further investigation if a
definite cause cannot be identified.31 In adition,
the tenderness is usually secondary to inflamma-
tory process and nodes involved by lymphoma
tend to be nontender, large, mobile and rubbery.30

Conclusion 

SLE is a condition with very heterogeneous mani-
festations one of which is lymph node enlarge-
ment. Although LAP is commonly considered a fre-
quent and nonspecific feature of SLE, it requires
carefull assessment since disease activity was
found to be higher among these patients. This may
also be the first clinical manifestation of SLE. The
differential diagnosis of LAP is crucial because
lymph node enlargement may be a sign of other
benign or malignant disorders. Patient’s medical
history, physical examination, selected laboratory
tests and lymph node biopsy may be helpful in the
approach to the patient. The lymph node charac-
teristics, the extent, the size, the anatomical loca-
lization and tenderness can provide useful clues.
An increased clinical awareness can be the key for
the accurate diagnosis in dealing with SLE patients
with LAP.
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