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Infectious mononucleosis lymphadenitis resembling
Kikuchi's disease: Cytological, histopathological,
and immunohistological findings.
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TO THE EDITOR

Kikuchi’s disease (KD) is a benign self-limited disease,
most frequently seen in young Asians, with painless cervical
lymphadenopathy and systemic symptoms such as fever.!
The characteristic cytological findings of KD include tingible
body macrophages with crescent-shaped nuclei, prominent
karyorrhectic nuclei and the absence of neutrophils.>* The
causative agents of KD remain unknown. However,
Epstein-Barr virus (EBV)-encoded mRNA (EBER) was
found in a few cases by in situ hybridization (ISH)":*> Here,
we report, here, cytological, histopathological, and immuno-
histochemical findings of a case of infectious mononucleosis
(IM) resembling KD.

A 40-year-old Japanese woman presented with bilateral
cervical lymphadenopathy. A lymph node biopsy was per-
formed and she was tentatively diagnosed with malignant
lymphoma. Laboratory studies demonstrated a white blood
cell count of 5.260/mm® with lymphocytosis of 45% includ-
ing 3% atypical forms, a slightly elevated LDH level (245
<229 TU/L), and moderately abnormal liver function tests:
ALT (74 <27 IU/L) and AST (125<47 IU/L). Subsequent
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serologic tests for EBV showed the following results: a viral
capsid antigen (VCA) IgG titer of 0.2 (normal range <1),
VCA IgM titer of 0.6 (normal range <0.5), and an antigen
(EBNA) titer of 0.1(normal range <0.5). There was no fur-
ther treatment administered, and the patient was well at the
last follow-up two months later.

Cytological examination of the imprint smears demon-
strated a polymorphic lymphoid cell population, including
numerous tingible body macrophages, and isolated or small
clusters of epithelioid cells (Fig.1). No macrophages with
crescent nuclei were observed in the smear. The majority of
the lymphoid cells were small to medium-sized lymphocytes
with scattered large transformed lymphocytes and immuno-
blasts (Fig.1). On Giemsa staining of a smear, the immuno-
blasts had round nuclei with fine nuclear chromatin, and large
central nucleoli, and relatively broad basophilic cytoplasm.
Some of them had a perinuclear halo (Fig. 2). Moreover,
mature plasma cells, binucleated plasma cells, and cells with
plasma cell differentiation were also intermingled with these
cells. The epithelioid cells had an oval or elongated vesicu-
lar nuclei, and abundant amphophilic cytoplasm (Fig. 1).
The lesion contained only a few neutrophils.

Histologically, in a low-power field, the lesion contained
a focally coagulative necrotic area (Fig. 2). Lymphoid folli-
cles were not prominent. In a high-power field, the lesion
was composed of small to medium-sized lymphocytes, large
transformed lymphocytes, immunoblasts, tingible body mac-
rophages, epithelioid cells, cells with plasma cell differentia-
tion, and plasma cells (Fig. 5). CD3 and CD20 immunostain
demonstrated the mixed natures of large transformed lympho-
cytes and immunoblasts. CD15 immunostain demonstrated
only a few neutrophils. Scattered myeloperoxidase-positive
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Fig. 1. Imprint smears demonstrated a polymorphic lymphoid cell population, including numerous tingible body
macrophages, and isolated or small clusters of epithelioid cells (arrow). The majority of the lymphoid cells were
small to medium-sized lymphocytes. Pap x100.
Fig. 2. The immunoblasts had round nuclei with fine nuclear chromatin, large central nucleoli, and relatively
broad basophilic cytoplasm. Some of them had a perinuclear halo. Note the mature plasma cells, binucleated
plasma cells ,and cells with plasma cell differentiation (arrow).
Fig. 3. In a low-power field, the lesion contained a focally coagulative necrotic area (star). HEx10
Fig. 4. In a high-power field, the lesion was composed of small to medium-sized lymphocytes, large transformed
lymphocytes, immunoblasts, tangible body macrophages (black arrow), epithelioid cells (white arrow), cells with
plasma cell differentiation (yellow arrow), and plasma cells. HEx40

CD3 (Fig.5) and CD20(Fig.6) immunostain demonstrated mixed nature of large lymphoid cells.x40
Fig. 7. Myeloperoxidase immunostain demonstrated scattered positive macrophages. x40
Fig. 8. The ISH method demonstrated numerous EBER.
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macrophages were present in the lesion (Fig. 5). Only a few
CD30-positive cells were found in the lesion. However,
plasmacytoid dendritic cells were absent in the lesion. The
ISH method demonstrated numerous large EBER-positive
lymphoid cells (Fig. 6).

Characteristic cytomorphological findings of IM are a
polymorphous population of lymphocytes admixed with tin-
gible body macrophages, as well as plasmacytoid lympho-
cytes.* %7 Stanley reported that an intermediate to large
sized polymorphic immunoblastic proliferation is a diagnos-
tic clue for IM lymhpadenitis.® However, the present case
had some characteristic cytological findings of KD, including
the presence of numerous large immunoblasts and tingible
body macrophages, and only a few neutrophils.>* Moreover,
histological specimens contained a focal necrotic area.l
Immunohistochemical study also demonstrated myeloperoxi-
dase-positive macrophages, which is one of the characteristic
immunological findings of KD.*1° However, the presence of
epithelioid histiocytes and cells with plasma cell differentia-
tion, and absence of tingible body macrophages with cres-
cent-shaped nuclei and plasmacytoid dendritic cells in this
case are different from KD.>!° Immunohistochemical study
demonstrated mixed nature of large lymphoid cells are also
different from KD.! Stanley described numerous tingible
body macrophages in 2 of 10 cases by cytological examina-
tion.® This case appears to show similar cytological findings
to their cases.6 IM is an acute lymphoproliferative disorder
(LPD) that typically occurs in young patients and is usually
caused by EBV.!!  The diagnosis of IM is usually based on
clinical and serologic findings.” However, lymphoid tissue
biopsy or aspiration cytology may be performed when malig-
nant lymphoma is a clinical consideration in patients demon-
strating atypical clinical features.!""!> Atypical features
include an age over 30 years, generalized lymphadenopathy
or isolated lymphadenopathy at an unusual site, a negative
heterophil antibody titer, or absence of atypical lymphocyto-
sis in the peripheral blood.!'? This case involved a 40-year-
old Japanese female and only a few atypical lymphocytes
were detected in the peripheral blood. In conclusion, the
present case indicates that IM further confuses the differen-
tial diagnosis of KD.
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