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A Case of Autoimmune
Lymphoproliferative Syndrome with
Kimura’s Disease Like Histopathology

Kimura Hastaligina Benzeyen
Histopatolojik Bulgular1 Olan Otoimmiin
Lenfoproliferatif Sendromlu Bir Olgu

ABSTRACT Autoimmune lymphoproliferative syndrome (ALPS) is characterized by a nonmalig-
nant lymphadenopathy (LAP), hepatosplenomegaly and other autoimmune disorders, usually ha-
emolytic anaemia and immune-mediated thrombocytopenia. Several non-haemotological
autoimmune disorders have also been reported with ALPS including Guillain-Barre syndrome, glo-
merulonephritis and autoimmune hepatitis. In ALPS, the potential exists for multiple autoimmu-
ne disorders to occur in a single patient. Kimura’s disease is a chronic inflammatory disorder of
unknown etiology but it is thought to be an immunologic or autoimmune disorder. Kimura’s dise-
ase manifests as tumor-like swelling in the soft tissues that is associated with eosinophilia and a
high concentration of IgE in the peripheral blood. In this report, we present a case that was diag-
nosed as ALPS with generalized lymphadenopathy, hepatosplenomegaly, coombs positive haemoly-
tic anaemia and immunophenotyping of peripheral blood but besides who was showing the
characteristics of Kimura’s disease with high serum IgE level, eosinophilia and lymph node patho-

logy.
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OZET Otoimmiin lenfoproliferatif sendrom (ALPS), malign olmayan lenfadenopati (LAP), hepa-
tosplenomegali, otoimmiin bulgularla giden bir hastaliktir. En sik goriilen otoimmiin hastalik he-
molitik anemi ve immiin trombositopenidir. ALPS'li hastalarda hematolojik olmayan otoimmiin
hastaliklara da rastlanmaktadir. Bunlar arasinda glomeriilonefrit, Guillain-Barre sendromu ve oto-
immiin hepatit say1labilir. Ayni hastada zaman iginde birden fazla otoimmiin hastalik gelisebilece-
gi de bildirilmistir. Kimura hastalig1 ise etiyolojisi bilinmeyen immiinolojik veya otoimmiin bir
bozukluga bagh gelisebilen kronik inflamatuar bir hastaliktir. Bu hastalik yumusak dokuda tiimoér
benzeri sislik, periferik kanda eozinofili ve IgE yiiksekligi ile seyreder. Bu makalede, yaygin LAP™,
hepatosplenomegalisi, Coombs pozitif hemolitik anemisi ve periferik kanin akim sitometrik ince-
lemesindeki bulgular ile ALPS tanis1 alan ancak eozinofili, yiiksek serum IgE diizeyi ve lenf nodu-
nun histopatolojik bulgular: ile Kimura hastalig 6zellikleri gosteren bir olgu sunulmustur.

Anahtar Kelimeler: Otoimmiinite; lenfadenopati; eozinofili
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utoimmune lymphoproliferative syndrome (ALPS) is a pediatric dis-

ease characterized by chronic nonmalignant lymphoproliferation,

autoimmunity, LAP, hepatosplenomegaly, and haematological ab-
normalities such as haemolytic anemia, thrombocytopenia and neutrope-
nia.! Elevated numbers and percentages (>%]1) of double-negative (CD4
CD8) T cells, and characteristic pathologic findings in lymph nodes or sple-
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en are the other important diagnostic features of
ALPS.? Genetic basis has been elucidated in some
forms of the disease (i.e. defects in Fas, FasL, caspa-
se 10 and caspase 8 genes) and patient were classi-
fied under three subgroups based on the genetic
defect.?

Kimura’s disease (KD) is a chronic imflamma-
tory disease with tumor-like lesions that is associ-
ated with eosinophilia and a high concentration of
IgE in the peripheral blood.* Although the etiology
is unknown, it probably represents an aberrant
chronic immune response. It is also known to pre-
dominantly occur in men from Asia and presents
as painless swellings in the subcutis, often in the
head and neck region, and may be associated with
regional lymphadenopathy.”> We describe a 4 ye-
ars-old Turkish boy with ALPS associated with KD
histology.

I CASE REPORT

A 4-year-old boy born to non-consanguenous Tur-
kish parents was admitted to our hospital with chi-
ef complaints of pallor, fever, persistent cough,
multiple cervical swelling for three months. His
past history was not remarkable significant. On
physical examination he was pale. Generalized LAP
(axillary, cervical and inguinal, the largest lymph
node was 3 x 3 cm in axillary region) mobile, rigid
and painless and hepatosplenomegaly (4 cm and 5
cm below the costal margins respectively) were
present. His initial blood count showed a hemog-
lobin level of 5, 6 g/dL, a hematocrite of 20%, a pla-
telet count of 350 x 10°/L and a white blood cell
count of 15 x 10%L (37% polymorphonuclear cell,
50% lymphocyte, 1% monocyte, 12% eosinophils.)
The reticulocyte count was 6% .The direct Coombs
test was positive. Stool examination was normal.
Viral serologic studies including cytomegalovirus,
Epstein-Barr virus, herpes simplex virus, rubella vi-
rus, hepatitis B virus, hepatitis C virus, human im-
munodeficiency virus and toxoplasma were
negative for an acute infection. Serum immunglo-
bulins (IgG; 1400 mg/dL, IgA; 110 mg/dL, IgM; 150
mg/dL) were in the normal range according to age.
Serum IgE level was elevated (2600 mg/dL) and an-
tiphospholipid antibodies were positive. Bone mar-
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row aspiration revealed increased number of mye-
loid precursors (myeloid/erythrocyte ratio: 5/1 and
eosinophils (17%).

Peripheral blood flow cytometric analysis
showed that CD95 (Fas) expression was 18% and
CD4CD8' T cells were 36% in lymphocyte popu-
lation. Genetic analysis for ALPS could not be per-
formed. Axillary lymph node biopsy was perfor-
med and nodal architecture was mainly preserved.
The histopathologic evaluation of the lymph node
biopsy revealed fibrous bundles intersected from
perinodal areas. The sinuses were patent and a
prominent reactive follicular hyperplasia existed
(Figure 1). Pale areas in the interfollicular zone
were composed of epithelioid histiocytes, eosinop-
hils, immunoblasts intermingled with endothelial
venules. There were a few Warthin-Finkeldey gi-
ant cells around the microabcesses formed by eo-
sinophils (Figure 2). The pathologic diagnosis was
Kimura’s disease. The case was considered as
ALPS by findings of hepatosplenomegaly, lym-
phadenopathy, immune heamolytic anemia, auto-
antibody positivity and increased double negative
T cells. But the histopathologic findings of lymph
node and the presence of eosinophilia with incre-
ased IgE level were confirmed to Kimura’s disea-
se.

Corticosteroid treatment may be used in both
two clinical conditions. For this patient predniso-
lone therapy 2 mg/kg per day was started, continu-
ed for 4 weeks and then tapered off within three
months. In the follow-up, the hepatosplenomegaly,

FIGURE 1: Prominent follicular hyperplasia and fibrous bundles penetrating
the lymph node (HE, x40)
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FIGURE 2: Prominent eosinophil infiltration and Warthin-Finkelday like giant
cell (HE, x40).

enlarged lymph nodes, immune hemolytic anemi-
a and respiratory system findings had regressed
within 3 months. The direct Coombs test became
negative, the hemoglobin level was 10 g/dL, and
hematocrite 27%. Ten months after the treatment
our patient’s clinical condition is well.

I DISCUSSION

In the differential diagnosis of a child with genera-
lized lymphadenopathy, hepatosplenomegaly and
autoimmuncytopenia systemic infections, lympho-
reticular malignancies and autoimmune diseases
should be considered.® The laboratory findings con-
cerning infectious diseases and malignancies were
negative in our patient. A positive result of the di-
rect Coombs test, autoimmune hemolytic anemia,
and thrombocytopenic purpura are the most com-
mon features of autoimmunity in patients with
ALPS.” In our patient the presence of hepatosple-
nomegaly, LAP and immune hemolytic anemia
suggested the diagnosis of ALPS. Anticardiolipin
antibody positivity and increased double negative T
cells supported the diagnosis. But genetic analysis
could not be performed.

The prevalence of KD is not known, but most
cases are reported from the Far East. It is a benign
chronic inflammatory disease that usually involves
deep subcutaneous tissue and lymph nodes of the
head and neck region. Other sites of involvement
including the axilla, groin, limbs, and trunk have
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also been described. Elevated serum immunoglo-
bulin E levels and peripheral blood eosinophilia are
also common. KD is histologically, enlarged germi-
nal centers in the lymphoid follicles were promi-
nent, and a large number of eosinophils had
infiltrated around follicules. Polykaryocytes (Wart-
hin-Finkeldey—type giant cells), eosinophils in ger-
minal centers, eosinophilic folliculolysis can also
be observed.* Our patient in addition of the ALPS
findings presented with eosinophilia and a high
concentration of IgE in the peripheral blood. Seve-
re infiltration by eosinophils and granulation in the
stroma were observed in his enlarged lymph nodes.
Enlarged germinal centers in the lymphoid follicu-
les were prominent, and prominent eosinophil in-
filtration and Warthin-Finkelday like giant cell.
These findings were consistent with KD.

The differential diagnosis includes Hodgkin
lymphoma, angioimmunoblastic T-cell lymphoma,
Langerhans cell histiocytosis, florid follicular hy-
perplasia, Castleman disease, dermatopathic lym-
phadenopathy, Churg-Strauss syndrome, drug
reaction, and parasitic lymphadenitis.® Our patient
had not taken any drugs, he had no positive para-
sitic serological findings. By histopathological fea-
tures, these diseases were excluded. The most
differential diagnosis of KD includes angiolympho-
id hyperplasia with eosinophilia (ALHE) and hy-
pereosinophilic syndrome ALHE usually occurs in
Caucasians, and hypertrophic endothelial cells in
the vessels are generally observed in histologic sec-
tions. In addition, the nodules (<1.5 cm) are usu-
ally smaller than in KD and there is no LAP.
Hypereosinophilic syndrome shows a severe mul-
tiple systemic organ dysfunctions involving the he-
art and does not show LAP.!° On this basis, we
concluded that KD was the most appropriate diag-
nosis.

The characteristic morphologic findings of KD
are also defined in autoimmune disease cases in the
literature.!! The common finding of the 2 diseases
is also observed in our case. Googe PB et al have
been reported an adult case of KD with manifesta-
tions of a connective tissue disease (Hashimoto thy-
roiditis, keratoconjunctivitis sicca, and membra-
nous glomerulonephritis).!? Some of authors pro-
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pose that KD represents an aberrant immune reac-
tion to an as yet unknown stimulus.® According to
these literatures, autoimmune disease and KD may
be found together.

As aresult, the patients with generalized LAP,
hepatosplenomegaly and autoimmune hematologic
findings have to be evaluated histopathologically
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and ALPS should be considered. Likewise, KD can
be diagnosed with high serum IgE level, eosinophi-
lia, generalized LAP and histopathological findings.
In view of the fact that KD is associated with in-
creased immune response and seen with other au-

toimmune diseases, we thought that co-existence
of ALPS and KD was not incidental.
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