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Kikuchi’s Disease Associated with Hemophagocytosis

Fahmi Yousef Khan, MD; Nader A, Morad, MD, PhD; Zeinab Fawzy, MD

We report the case of a 40 year-old Nepali man admitted to the hospital with a one
month history of fever associated with swelling, pain, and redness on the right side of the
neck. On examination, tender lymph nodes were palpated in the right posterior cervical tri-
angle. Bone marrow aspiration and biopsy showed hemophagocytosis. Cervical lymph node
biopsy showed the typical necrotizing lymphadenitis of Kikuchi’s disease. The patient was
given non-steroidal anti-inflammatory drugs (Naproxen 500 mg twice daily orally). After
ten days, the fever and lymphadenopathy subsided and he was consequently discharged.

(Chang Gung Med J 2007;30:370-3)
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istiocytic necrotizing lymphadenitis was first

described independently in 1972 by Kikuchi®
and Fujimoto et a,® both from Japan. Consequently,
the entity is also known as Kikuchi-Fujimoto’s dis-
ease or simply Kikuchi’s disease (KD). Although
first described in people of Asian origin, the disease
has now been reported in individuals of all races. KD
associated with hemophagocytosis is especialy rare.
A search through PubMed revealed only four cases
of KD associated with hemophagocytosis reported in
the literature. To our knowledge, this is the first
reported case of Kikuchi’s disease in the state of
Qatar, characterized by histiocytic necrotizing lym-
phadenitis and hemophagocytosis.

CASE REPORT

A 40 year-old Nepali man was admitted to the
hospital with a one month history of fever associated
with swelling, pain, and redness on the right side of
the neck. During this period he received several
antibiotics without any benefit. On direct question-
ing, he mentioned weight loss and arthralgia. The

medical history was otherwise unremarkable. On
examination, the patient appeared ill. His tempera-
ture was 39.5°C, his pulse 126/minute, and his respi-
ration was 22 per minute. Blood pressure was 120/70
mm Hg. Tender lymph nodes were palpated in the
right posterior cervical triangle. Examination of the
abdomen revealed splenomegaly, while examination
of other systems was unremarkable.

Initial investigations showed a hemoglobin level
of 13.2 g/dL, atotal leucocyte count of 2700/pL and
a platelet count of 82000/pL; the erythrocyte sedi-
mentation rate (ESR) was 34 mm/hour. Blood chem-
istry, liver profile, and coagulation tests were within
normal limits. His fasting lipid profile showed a total
cholesterol level of 5.2 mmol/L and a triglyceride
level of 4 mmol/L. A tuberculin skin test was nega-
tive. Blood culture, urine analysis, urine culture, and
Brucella serology were negative. Hepatitis C anti-
bodies, hepatitis B markers and antibodies to human
immunodeficiency virus were likewise negative.
Antinuclear antibodies (ANA), anti double strand
DNA (anti-dsDNA) antibodies and syphilis serology
were also negative, wheress the levels of serum C3
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and C4 were normal. Abdominal sonography showed
splenomegaly while chest X-rays were normal.

On the third day of hospitalization, the patient
developed diarrhea and a maculopapular rash over
the anterior chest and abdomen wall. Ciprofloxacin,
was initiated orally and the diarrhea stopped, but the
fever continued. Fine needle aspiration of a cervical
lymph node was carried out, but the cytological diag-
nosis was not informative. Bone marrow aspiration
and biopsy showed hemophagocytosis (Fig. 1). On
the seventh day, the patient developed left axillary
lymphadenopathy. A cervical lymph node biopsy
was carried out, showing the typical necrotizing lym-
phadenitis of Kikuchi’s disease (Figures 2A and 2B).
Microscopy and cultures on the lymph node biopsy
for mycobacteria and fungi were negative. The
patient was given non-steroidal anti-inflammatory
drugs (Naproxen 500 mg twice daily orally) for
arthralgia and fever. After ten days the fever and
lymphadenopathy subsided, and the patient was con-
sequently discharged. After six months the patient
was seen again in the clinic and was well.

DISCUSSION

Kikuchi’s disease is a self-limiting condition,
which usually presents with lymphadenopathy or
fever of unknown etiology, or both. Its classical pre-
sentation is as a painful cervical lymphadenopathy in
young adults, usually females. Unilateral involve-

Fig. 1 Bone marrow aspirate shows hemophagocytic
macrophage engulfing a neutrophil (MG Giemsa stain x
1000).
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ment of the posterior cervical group is the most com-
mon picture associated with fever, however the lym-
phadenopathy may be generalized.®

Its true incidence is unknown. A higher inci-
dence in females has been reported, with afemale to
male ratio between 1.1:1 and 2.75:1.“ The etiology
of the disease remains unknown. It has been reported
in association with toxoplasmosis, Yersinia, Epstein-
Barr virus and parainfluenza viruses.®® Cases associ-
ated with systemic lupus erythematosus (SLE) and
Hashimoto's disease al so have been reported.®

Less common manifestations include axillary

Fig. 2A A low power view of a hematoxylin and eosin
stained section of the lymph node showing a subcapsular cor-
tical pale histiocytic infiltrate replacing most of the original
lymph node tissue (original magnification x 64).
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Fig. 2B Higher power view of the cortical infiltrate showing
mostly pale histiocytic cells speckled with darker staining
minute fragmented nuclei (original magnification x 180).



and mesenteric lymphadenopathy, splenomegaly,
parotid gland enlargement, cutaneous rash, arthral-
gias, myalgias, aseptic meningitis,® bone marrow
hemophagocytosis®®* and interstitial lung disease.®

The cutaneous lesions include erythematous
macules, papules, plagues and nodul es.®

The ESR in the first hour has been reported as
ranging between 30 and 60 mm.

Our patient presented with unexplained fever
and right cervical lymphadenopathy. He later devel-
oped erythematous skin lesions, arthralgia and
weight loss. Hematologic investigations revealed
leucopenia; 2700 /uL, thrombocytopenia and an ele-
vated ESR of 34 mm/hour. Biopsy of skin lesions in
KD would show leucocytoclastic vasculitis, but a
skin biopsy was not performed in this case. Bone
marrow aspiration and biopsy showed hemophago-
cytosis, which is extremely rare. A search through
PubMed revealed only four cases of KD associated
with hemophagocytosis reported in the literature.

Hemophagocytic lymphohistiocytosis (HLH)
syndrome is a clinicopathological entity describing
the engulfment of hematopoietic cells by histiocytes,
also called macrophages, in the bone marrow. It is
characterized by fever, hepatosplenomegaly, pancy-
topenia, infiltration of various organs by histiocytes,
and high serum ferritin. This condition has been
described in association with an autosomal recessive
familial syndrome,®® viral and other infections, and
in various malignant diseases, mainly of lymphoid
origin,*? autoimmune and metabolic disorders. Viral
and other infections include, cytomegalovirus,
Epstein-Barr virus, Mycobacterium tuberculosis,®®
human immunodeficiency virus, parvovirus B19 and,
more rarely, hepatotrophic viruses.

The most important differential diagnoses to
consider in patients presenting with features typical
of KD are malignant lymphoma, tuberculous lym-
phadenitis and SLE.

Yoshino et a reported two cases of KD occur-
ring in the course of remission of diffuse large B-cell
lymphoma.®® Immunohistochemistry can be used to
differentiate KD from malignant lymphoma. This
patient had many clinical manifestations of systemic
lupus erythematosus: lymphadenopathy, erythema-
tous skin lesions, unexplained fever, arthralgia and
weight loss. But the absence of autoantibodies,
ANA, anti-dsDNA antibodies and hypocomple-
mentemia, which are relatively sensitive and specific
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for diagnosis of systemic lupus erythematosus, left
SLE unconfirmed. On the other hand tuberculous
adenitis was effectively excluded in this patient by
negative microscopy and culture for mycobacteria on
the lymph node biopsy, along with spontaneous
recovery.

The diagnosis of KD depends entirely on exami-
nation of the excised lymph nodes, which are charac-
terized by necrosis and preservation of the nodal
architecture. The extent of the necrosis is variable,
ranging from 5% to 95% of the node, and is charac-
teristically associated with marked karyorrhexis, his-
tiocytic infiltrate and absence of granulocytes.*?

The treatment and prognosis of Kikuchi’s dis-
ease associated with hemophagocytic syndrome is
unclear. Review of the literature revealed that
Kikuchi’'s disease associated with hemophagocytic
syndrome in children seems to have a less aggressive
course and better prognosis than its adult counter-
part.®

Although our patient recovered after oral admin-
istration of naproxen for ten days, it is not clear
whether this remission was due to naproxen or was
spontaneous.

In conclusion, Kikuchi’s disease associated with
hemophagocytic syndrome seems to follow a benign
course, the exact anti-HLH therapy required varies
from high dose steroids alone +/- the addition of IV
gamma globulin, to the more significant immunosup-
pression prescribed by the HLH-94 and 2004 proto-
cols of the histiocyte society.
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