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Case Report
A rare presentation of kikuchi disease as hemophagocytic
lymphohistiocytosis
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ABSTRACT

This case report deals with a young lady in her late 20’s who presented as a case of pyrexia of unknown origin complicated by the rapid development
of encephalitis transaminitis and pancytopenia within a span of 24 h and later succumbed to her illness. Her clinical diagnosis and cause of death were
hemophagocytic lymphohistiocytosis (HLH) secondary to neutropenic sepsis; however, an autopsy was recommended to ascertain the exact cause of
death. Her autopsy examination revealed numerous necrotic enlarged lymph nodes with elevated lactate dehydrogenase levels in peritoneal fluid. The
final diagnosis was multiorgan failure due to HLH in the case of Kikuchi disease. Kikuchi disease is usually a benign self-limiting illness presenting most
commonly as cervical or axillary lymphadenopathy. This case report highlights a fatal case of Kikuchi disease due to HLH, which is an extremely rare entity.
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INTRODUCTION

Kikuchi disease, also called Kikuchi-Fujimoto disease or
Kikuchi histiocytic necrotizing lymphadenitis, was originally
described in young women and is a rare, benign condition
of unknown cause usually characterized by cervical
lymphadenopathy and fever. The disease is triggered by
many inciting agents such as Epstein-Barr virus, herpes
virus, and parvovirus.'¥ Among various inciting agents,
parvovirus B-19 showed an association of Kikuchi disease
with hemophagocytic lymphohistiocytosis (HLH).”! The
principal mechanism of cellular destruction is apoptotic cell
death mediated by cytotoxic cluster differentiation molecule
8 (CD8) T lymphocytes (CD8), along with histiocytes acting
as enhancers.”! The mean age at presentation in the USA
was 30 years, along with female predisposition and there is
no specific ethnic predisposition, although first described
in Japan.”! The most common clinical presentation is
lymphadenopathy, followed by fever, rash, and arthralgia.
Cervical and axillary groups of lymph nodes are the most
common among affected lymph nodes.) Neurological
involvement although rare, at times, may be complicated
with aseptic meningitis, encephalitis, and ataxia.” HLH
development in Kikuchi disease is rare, barring a few case
reports.!! Abnormal laboratory parameters may include

leukopenia with the predominance of macrophages in bone
marrow. The diagnosis of Kikuchi disease is made by an excision
biopsy of the lymph node suggestive of necrotic lymphadenitis.
Important differentials include tubercular lymphadenitis,
lymphogranuloma venereum, systemic lupus erythematosus
(SLE), Kawasaki disease, and lymphoma.”’ There is no effective
treatment for Kikuchi disease, and it is a self-limiting disease
that usually resolves within four weeks. Although high-
dose glucocorticoids or in combination with intravenous
immunoglobulin (IVIg), at times showed benefit."” HLH is
an aggressive, life-threatening syndrome of abnormal and
excess immune activation leading tissue destruction followed
by organ failure. The hyperinflammatory or dysregulated
immune state is thought to be caused by the absence of normal
downregulation by activated macrophages and lymphocytes."!
The most common clinical features include fever, bicytopenia,
and splenomegaly. Abnormal parameters include transaminitis,
hypertriglyceridemia, and high ferritin values. There is
documented evidence of low or absent natural killer (NK) cell
activity along with elevation of CD25 levels. Kikuchi disease-
induced HLH is a rare entity, and when it happens it can lead
to fatal outcomes. Here, in this case report, we discuss a similar
fatal outcome in the case of Kikuchi disease, leading to HLH
followed by organ failure and death.
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CASE REPORT

A young lady in her late 20’s with no prior comorbidities
presented to OPD (outpatient clinic) with a history of fever of
seven-day duration. She describes her fever as continuous with
no systemic associations, and she denies any history of cough,
dyspnea, pain in the abdomen, lower urinary tract symptoms,
headache, chest pain, and palpitations. She also denies a history
of arthralgia, rash, and hair loss at the time of presentation and
in the past too. She is married with one healthy male child who
is three years old, and her obstetric history was uneventful
with normal menstrual cycles. Her preliminary investigations
included complete blood counts, urine microscopy, biochemical
parameters, tropical fever workup, Widal test, chest X-ray,
and ultrasound abdomen. Among these, the only notable
abnormality was leukopenia, with an absolute neutrophil count
of around 1500 cells/cubic millimeter and a modest elevation of
liver transaminases. She was admitted with a case of pyrexia of
unknown origin (PUO) and was managed with broad-spectrum
antibiotics and the best supportive therapy. She was then
subjected to many investigations, such as echocardiography,
acute phase reactants, and fundoscopy. All the reports were
within normal limits; following 12 h of her admission, she
developed two episodes of generalized tonic-clonic seizure. She
underwent emergency neuroimaging of the brain, which was
normal, followed by cerebrospinal fluid analysis, which did not
reveal any abnormality. She had a rapid downbhill course within
a span of 12 h, developing shock, developing pancytopenia,
worsening transaminitis, elevated acute phase reactants
(ferritin > 1000 mcg/L), and hypertriglyceridemia requiring
organ support (mechanical ventilation and vasopressors).
A clinical diagnosis of HLH was made, and the lady was started
on high-dose methylprednisolone along IVIg along with
broad-spectrum antibiotics, antivirals, and antiepileptic drugs.
However, she was refractory to treatment, following which
she succumbed to her illness. She was advised to autopsy to
ascertain the exact cause of death.

Follow-up

Her autopsy report’s salient findings were

I. Intra-abdominal necrotizing lymphadenitis with high
lactate dehydrogenase in peritoneal fluid following
necrotizing lymphadenitis as shown in Figures 1-3 which
features hemophagocytic, histiocytic activity along with
necrosis.

II. Diffuse bilateral alveolar damage.

The cause of death was attributed to multiorgan failure due to

HLH in the case of Kikuchi disease.

DISCUSSION

Kikuchi disease presenting as a case of PUO is very rare, and it
usually presents as a benign self-limiting illness characterized
axillary lymphadenopathy along with
constitutional symptoms such as fever and arthralgia. Earlier

by cervical or
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Figure 1: Evidence of hemp
phagocytosis in lymph node biopsy
(as shown below by arrow).

shows

Figure 2: Low-power view confluent
necrosis with partial preservation of the lymph
node architecture in x5 magnification.

described in Japan, it has a worldwide distribution with female
predisposition occurring commonly in the adolescent age
group. HLH can be described as primary, which has genetic
susceptibility and secondary or HLH syndrome, which is
secondary to other conditions such as sepsis, SLE, or Kikuchi
disease. HLH presents with pancytopenia, elevated acute phase
reactants, and hypertriglyceridemia with low or absent NK cell
activity. It is usually fatal and requires management with a high
dose of immunosuppression or chemotherapy. Here, there is a
rare case where a lady presented with febrile illness of 1-week
duration with a probable early potential clue of leukopenia as a
part of impending HLH. From this case report, retrospectively,
we can understand that Kikuchi disease can progress rapidly
and lead to secondary HLH. However, the pathogenesis of
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Figure 3: High-power view shows apoptotic cells with
nuclear debris, as well as admixed histiocytes and
transformed lymphocytes in x40 magnification.

Kikuchi disease progressing to HLH remains unclear.?
Duan et al. study and literature review suggested that HLH
associated with Kikuchi disease occurs most commonly during
childhood and may have a less aggressive clinical course and
better prognosis than in adults, but sometimes, it may still be
fatal.'¥ There is not much literature on the presentation of
Kikuchi disease as HLH in adults, barring a few case reports.
The lady had a rapid downhill course within a span of 12 h
despite early provisional prediction of HLH and immediate
medical intervention with high-dose corticosteroids and
IVIg. However, a study conducted by Trottestam et al.
suggested that treatment regimens for HLH include high-dose
corticosteroids or a combination of corticosteroids and IVIg
and, in refractory cases, a combination of dexamethasone and
etoposide for induction, followed by maintenance either with
etoposide or dexamethasone.? We understand that HLH is a
life-threatening condition, but early treatment with etoposide
would have benefitted in this patient is yet to be clear. We
understand from this case that Kikuchi disease, which usually
presents as cervical and axillary lymphadenopathy, can also
present with abdominal lymphadenopathy. As we see in this
case report, the clinical diagnosis is HLH and Kikuchi disease
was an incidental finding on autopsy and diagnosis confirmed
after autopsy, the enlarged necrotic abdominal lymph nodes
did not result in any related symptoms making it even more
difficult to localize to a specific system. Hereby, we conclude
by stating that the diagnosis of Kikuchi disease was extremely
challenging, and with this experience, we shall consider the
diagnosis of Kikuchi disease as a part of differentials in a
young lady presenting with PUO in the future and finally state
that HLH can result secondary from Kikuchi disease and is as
an extremely rare entity.
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CONCLUSION

We conclude that this case report highlights a rare association
between Kikuchi disease and HLH with involvement of
intra-abdominal lymph nodes. It was an extremely difficult
diagnosis to arrive from a case of PUO in view of its non-
specific presentation of symptoms. In view of the same in
future we would consider Kikuchi disease as one among the
list of differentials in a young lady with PUO, leucopenia
with non specific abdominal pain.

I. A rare association of HLH and Kikuchi disease.

II. Rare involvement of abdominal lymph nodes secondary
to Kikuchi disease.

III. A young lady with PUO and leukopenia, Kikuchi is
considered as one among the list of differentials.
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