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Introduction

Abstract

The aetiology of Kikuchi’s Disease (KD), a benign condition associated with
multiple lymph node enlargements, remains unknown but several reported cases
associate it with systemic lupus erythematosus (SLE). A 34-year-old Indonesian
woman presented with multiple painless lymph node enlargements around the
neck with three weeks of fever, myalgia, arthralgia, night sweats, and weight loss.
Laboratory examination showed pancytopenia and elevated ESR. HIV and
tuberculin skin testing were negative. Lymph node biopsy confirmed the diagnosis
of KD. One week later, despite improvement in lymphadenopathy, she developed
fever. Her ANA, anti-Smith antibodies, and anti-Ribosomal-P protein antibodies
were positive. She was diagnosed with SLE and managed as an inpatient with
high dose methylprednisolone. One week later, the patient developed psychotic
symptoms and fever. The results of Laboratory examinations with lumbar
puncture were unremarkable. She was diagnosed with neuropsychiatric SLE
(NPSLE) and managed with methylprednisolone, paracetamol, folic acid,
alprazolam, and amitriptyline. One month later, the patient returned with three
days of fever and dyspnea. Despite improvement in neuropsychiatric symptoms,
pneumonia and tonsillopharyngitis were diagnosed based on physical
examination and chest X- rays. Her condition deteriorated into septic shock. She
suffered cardiac arrest and was pronounced dead, despite attempted
resuscitation.While KD is a benign condition, diagnosis is challenging due to its
rarity and similarity to other lymphadenopathy diseases. Its association with SLE
and NPSLE carries poor prognosis with higher mortality rate from the disease
progression and adverse medication effects. Thus, early intervention and
prevention of complications are crucial in managing patientswith KD.

Kikuchi’s disease (KD), also known as
necrotizing histiocytic lymphadenitis, is a
benign and self-limiting condition with
multiple lymph node enlargements along
with a history of 2 — 3 weeks of fever. The
disease’s aetiology remains unknown; yet it
is frequently associated with the onset of an
autoimmunological process, such as
systemic lupus erythematosus (SLE).
Diagnosing KD clinically remains a huge
challenge due to its similarities to other
diseases, such as tuberculosis
lymphadenopathy and malignant
lymphoma. Hence, we present a case of
neuropsychiatric systemic lupus
erythematosus (NPSLE) in a 34-year - old
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woman which manifested one month after
she had experienced the early
manifestations of KD.

Case lllustration

A 34-year-old Indonesian woman
came with multiple painless swellings
around the neck, along with fever of 3
weeks duration. She also experienced
myalgia, arthralgia, and night sweat, and
had lost 5 kilograms from her body weight.
There was no past history of previous
chronic diseases or contact with
tuberculosis. On physical examination, she
appeared to be fully alert, oriented, and
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febrile. She had multiple, enlarged,
painless, mobile, bilateral, cervical lymph
nodes of varying sizes, with the biggest
lymph node palpated at the right posterior
triangle of her neck and measuring around
1.5cm x 1.5 cm x 1.5 cm. No lymph node
enlargement was identified in other body
regions. Routine hematological panel
results were hemoglobin (Hb) 9.4 g/dL,
white blood cells (WBC) 3,020 /uL, platelet
count 92,000 /uL, and erythrocyte
sedimentation rate (ESR) 68 mm/hour.
Blood smear samples were taken and
showed the appearance of microcytic
hypochromic anemia with markers of viral
infection. Tests for anti-HIV  and
tuberculosis showed negative results. She
underwent an incisional biopsy procedure
to her right cervical lymph node.
Histopathological examination presented
the appearance of a large area of necrosis
filled with lymphoid cells, abundant
karyorrhexis debris, and histiocytes, which
suggested the diagnosis of Kikuchi’s
disease. (Figures 1, 2, 3, and 4)

i

Figure 1. H&E 4x, cervical lymph node biopsy
section showing a large necrotic area filled with
abundant lymphoid cells.
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Figure 2. H&E 10x, cervical lymph node biopsy
section showing debris without the appearance of
any intact neutrophils around the necrotic area.

Figure 3. H&E 40x, cervical lymph node biopsy
section showing abundant histiocytes with
karryohexis debris. Some histiocytes appeared to
have crescent-shaped nuclei.

Figure 4. H&E 100x, cervical lymph node biopsy
section showing the appearance of immunoblastic
cells around the necrotic area.



A week after the patient underwent the
incisional biopsy procedure, she presented
with multiple discoid lesions around the
nose, fever, arthralgia, headache, and
bilateral  palpebral edema. These
symptoms started to show as her cervical
lymph nodes regressed in size compared
with  her previous admission. On
examination, she appeared to be alert,
hypotensive, and febrile. Routine
hematological panel results were Hb 8.20
g/dL, WBC 2,360 /uL, platelet count
45,000/uL and ESR 71 mm/hour. Another
blood smear sample was taken and
showed the appearance of microcytic
hypochromic anemia along with
fragmentocytes. Both liver and kidney
function panels were within the normal
range. Her ANA profile was positive for anti-
NRNP/Smith and anti-Ribosomal-P protein
antibodies. The patient was then diaghosed
with systemic lupus erythematosus (SLE).
She was admitted and given
methylprednisolone injection 1 x 500 mg i.v
for five days, and the dose was tapered off
every two days. She went home with a
maintenance dose of oral
methylprednisolone 3 x 16 mg per day.

On a follow up examination one week
later, the patient presented with anxiety and
psychotic symptoms, including persecutory
ideas and fluctuating disorientation, along
with high fever of around 38-39°C. The
previously noted discoid lesions around her
nose and bilateral palpebral edema had
regressed after she received corticosteroid
from her previous admission. Vital signs
were within normal limits except for her
fever. She was delirious and disoriented
towards persons. Orientation towards time
and place were intact. No neurological
deficit was identified. Hematological panel
only showed microcytic hypochromic
anemia; WBC and platelet count were
within the normal range. Head CT scan and
lumbar puncture did not show any
abnormalities. The patient was diagnhosed
with  neuropsychiatric  systemic lupus
erythematosus (NPSLE) and admitted. She
received methylprednisolone injection 1 x
125 mg i.v, paracetamol 3 x 1000 mg i.v,
folic acid 1 x 400 pg p.o, alprazolam 2 x 1
mg p.o, and amitriptyline 2 x 10 mg p.o.
After five days, she became fully alert and
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nonfebrile. Hence, she was discharged with
a maintenance medication dose of oral
methylprednisolone 3 x 16 mg, haloperidol
2 x 2.5 mg, and clobazam 2 x 10 mg.

One month later, the patient returned
to the emergency department with a three
day-onset of dyspnoea and fever. She
appeared to be restless yet did not present
any psychotic symptoms. She was
hypotensive, tachycardic, tachypneic,
febrile, and her oxygen saturation was
90%. Physical examination showed
hyperemic pharynx and tonsils with the
presence of pus, along with rhonchi and
crackles heard all over both of her lungs.
Chest X-ray showed nodular infiltrations on
both of her lungs. Routine hematological
panel showed Hb 10.10 g/dL, WBC
1,980/uL with neutrophilia, platelet count
71,000/uL, and ESR 67 mm/hour. Blood
gas analysis panel showed respiratory
acidosis. The patient was diagnosed with
septic shock and respiratory failure caused
by hospital-acquired pneumonia and
suppurative tonsillopharyngitis. The patient
received 15 Ipm of oxygen through a non-
rebreathing mask and a total of 1000 cc
NaCl 0.9% fluid loading. She was given
ceftazidime 3 x 2 grams i.v, levofloxacin 1 x
750 mg i.v, fluconazole 1x200mg p.o,
dexamethasone 2x5mg iV, and
paracetamol 3 x 1,000 mg i.v. On the third
day, she was found to be comatose
(EaM1V1) and her vital signs deteriorated.
Two days later, she had cardiorespiratory
arrest. Cardiopulmonary resuscitation was
performed but unsuccessful. She was then
pronounced dead.

Before her condition deteriorated, the
patient had given consent to this case
report for publication in a scientific journal
without revealing her identity. The
hospital’s review board institution approved
for publication this case report with
undisclosed patient’s identity for
educational purposes.

Kikuchi’s disease (KD), also known as
necrotizing histiocytic lymphadenitis, is a
rare, self-limiting, and benign condition of
multiple lymphadenopathies that has a site
of predilection at the cervical region. Most
cases of KD are identified in a young
population of about 20-30 years old, with a
female to male ratio of 4:1. Higher



prevalence is found among Asian
individuals.* Although exact aetiology and
pathogenesis remain unclear, clinical
findings in KD are similar to characteristics
of viral infections, where it shows prodromal
flu-like symptoms, unresponsiveness to
antibiotics, and the same morphological
features on lymph nodes, namely necrosis
in the T-cell area, infiltrations of
immunoblasts, and immunologic evidence
of T-cell predominance (Figure 4).
Numerous viruses, including Epstein-Barr
virus, human herpes virus family, herpes
simplex virus, parvovirus B19, HIV, HTLV-
1 and dengue viruses have been proposed
as implicated with the incidence of KD.
Nonetheless, no studies have confirmed a
causal relationship between viral infections
and KD.>’

Many KD cases have been reported to
be associated with SLE. Hence, an
underlying autoimmunity process in KD is
postulated to have an association with
other autoimmune diseases.®° Due to
similar aetiologies, signs and symptoms,
and pathophysiology mechanisms, KD has
also been described with association in
Wegener granulomatosis, Sjogren
syndrome, Graves’ disease, and Still
disease.’® In SLE, the molecular
pathogenesis is explained by aberrant
innate immune responses that lead to
tissue injury via release of pro-inflammatory
cytokines, activation of T and B cells, and
production of autoantibodies.*?> Changes in
immune response are also associated with
genetic and environmental factors, such as
infections, that trigger the dysregulation of
immune systems.®!2 Even though the
histopathology  characteristic of KD
simulates SLE, KD itself does not show
seropositivity in markers like ANA, anti-
dsDNA, etc.® A genetic factor that may play
a role in KD that contributes to
autoimmunity is the presence of particular
human leukocyte antigens  (HLA),
particularly HLA-DPA1 and HLA-DPB1,
which have been found in several
autoimmune diseases including SLE. In
addition to that, HLA-DPAL1 has also been
found in several immune-associated
diseases, namely inflammatory bowel
disease, post-streptococcal acute
glomerulonephritis, ankylosing spondylitis,
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SLE, and other systemic vasculitis.®®* HLA-
DP is also associated with SLE, even
though the presence of HLA-DR in SLE
with a higher immunostimulatory effect than
HLA-DP.**  These shared  genetic
predilections may explain the complexity of
comorbidities between KD aSLE, and
possibly other autoimmune diseases.
Although several factors may link KD with
the development of SLE, further studies are
needed to confirm the exact mechanisms.

Sixty to ninety percent cases of KD
show bilateral lymph node enlargements,
with a 2-3 weeks history of fever in 30-50%
cases.”!! Other symptoms such as weight
loss, night sweats, myalgia, and arthralgia
have also been reported.’®> Compared with
SLE, most lymph node enlargements in KD
have a predilected site at the cervical
region, but lymph node involvement can
happen in any body region.'®1” 40% cases
of KD show skin rashes, which can overlap
with the manifestation of SLE. Rashes due
to KD and SLE share the same histological
findings.'® Routine haematology profile in
KD can show low haemoglobin, white blood
cells, and platelet count, with a high ESR,
even though there are also cases in which
the haematological panels stay within
normal limits. 30% cases show the
appearance of atypical lymphocytes from
the blood smear examination.® In this case,
a blood smear sample was taken and
showed the appearance of microcytic
hypochromic anemia with markers of viral
infection. This finding might relate to viral
infection which started the development of
KD. However, further serological
examination was not performed to justify
this theory.

The gold standard to diagnose KD is
through histopathological examination,
which shows the appearance of irregular
paracortical necrotic areas that are
surrounded with karyorrhexis debris and
histiocytes with crescentic-shaped nuclei.
Immunohistology samples show dominant
presence of CD8+ T cells compared with
CD4+ and minimum count of B cells, and
express histiocytes antigens such as
lysozyme, myeloperoxidase, and CD68.5°
Histopathological examination also
excludes other causes of
lymphadenopathies, especially to more



serious cases, such as lymphoma or
malignancy.? KD has also been reported as
an incomplete  phase  of lupus
lymphadenopathy, which showed with a
minimum count of cytotoxic T cells
immunohistologically.’

KD is typically self-limited within 1 to 4
months. With the probability of an
underlying autoimmunological process
happening previously, a follow up
examination is recommended for every
patient diagnosed with KD. In this case, the
patient showed discoid lesions as the
presenting symptom of SLE one month
apart from when she first experienced early
manifestations of KD. According to LILACS
reports in 2004, only 35 cases of KD
correlate with the incidence of SLE.*® This
patient has fulfilled EULAR/ACR criteria for
SLE with a total of 20 points: fever (2
points), low platelet count (4 points), discoid
lesions (4 points), arthritis (6 points), and
positive anti-Smith antibody (6 points).?°

Early treatment for severe cases of
SLE includes pulse therapy of high dose of
intravenous methylprednisolone 1,000 mg
for three days, followed by tapering off
dosages, and cyclophosphamide once a
month for the first six months. Hashimoto
reported 535 cases of SLE had a better
outcome after being treated with both
steroid and immunosuppressive agents.
However, there are also findings that report
a similar outcome after being treated with
steroid alone. In this case, the patient
received 5 days of intravenous
methylprednisolone without
cyclophosphamide.'® The steroid dosage
was tapered off, and she went home with a
maintenance oral dose of
methylprednisolone 3 x 16 mg.

One week later, the patient developed
flare from her SLE and showed
neuropsychiatric symptoms. She fulfilled
SLEDAI score of 9 points: psychosis (8
points) and fever (1 point).?x Early
assessments on SLE patients who develop
neuropsychiatric manifestations should
also consider risk factors for cardiovascular
or cerebrovascular diseases. The
diagnosis of neuropsychiatry systemic
lupus erythematosus (NPSLE) is made per
exclusion with the aid of CT scan, MRI,
EEG, and lumbar puncture. A study in India
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shows 26.6% cases of SLE with positive
anti-Ribosomal-P protein antibodies had
psychotic manifestations.??* The blood-
brain barrier (BBB), antibodies, cytokines,
such as tumour necrosis factor (TNF),
interleukin-6 (IL-6), IL-1, and interferon
alpha (IFN-a); and N-methyl-D-aspartate
(NMDA) receptors are involved in the
pathogenesis of NPSLE. It is disruption of
BBB and binding of antibodies to their
receptors responsible for the release of
cytokines and toxic reactions that lead to
damage to central nervous systems.?*
Even though SLE itself is associated
with a higher risk of infection that leads to a
higher mortality rate, long-term use of
corticosteroid can increase the burden in
fighting the infections in patients with
SLE.??25 The risk factors for infections are
associated with anti-dsDNA titre, low
complement levels, presence of nephritis,
and long-term use of steroid and/or
cyclophosphamide.?® This patient with
NPSLE was indicated for corticosteroid use
and cyclophosphamide. Adjunctive
treatment with short-term
cyclophosphamide, in addition to steroid,
carries more benefit in controlling seizures,
peripheral and cranial neuropathy, and
optic neuritis with no increased risk of
infection compared to steroid alone.?” 33%
of SLE patients who received an equivalent
dose of 7.5 mg prednisone daily suffer from
E. coli, Staphylococcus pneumoniae and
Streptococcus pneumoniae infections.?®
Another cohort study found an increased
risk of nosocomial infection about 136 times
in SLE patients who received steroid in the
first three months compared with patients
who did not receive steroid in their therapy
regimen. A similar finding from a cohort
study also reported a high prevalence of
opportunistic infections caused by herpes
zoster, Mycobacterium, Cytomegalovirus,
and fungal infections.?® With the high risk of
infection, alternative immunomodulator
agents with better side effect profiles, such
as mycophenolate  mofetii or IV
immunoglobulin (IVIG), can be used for
longer duration in patients with NPSLE.?" In
addition to that, a well-known therapy for
SLE with hydroxychloroquine may be
beneficial as a preventive approach in
central nervous system (CNS) Lupus



associated with cerebrovascular disease;
yet its role on NPSLE is still unknown.??%
SLE patients are also recommended to
receive vaccination against influenza and
Streptococcus pneumoniae, and
prophylaxis therapy against possible
opportunistic infection with anti-
mycobacterials, antifungals, and
antivirals.®® Due to limitations in patient
management in our country, patients with
socioeconomic problems, such as in this
case, may not eligible for optimal treatment.
Therefore, in this case, an adjusted
management  with  preventative and
palliative approach is the last alternative
option in addition to patient education about
disease progression, complications, and
associated worse prognosis. However,
further studies are needed to determine the
role in maximizing palliative treatment in
patients with KD and NPSLE who are
ineligible for other immunomodulators due
to socioeconomic problems.

Conclusion

Kikuchi’s disease is a rare, benign
enlargement of lymph nodes with unknown
aetiology and can be misdiagnosed as
tuberculosis lymphadenopathy or
malignant lymphoma. KD may be a benign
and self-limiting disorder, but the presence
of SLE in this patient carried poor
prognosis. A comprehensive,
multidisciplinary approach in managing
NPSLE with its complications is a must due
to a higher risk of infections, putting the
patient at a higher risk of mortality. Thus, a
follow-up plan in KD cases is crucial to
assess any potential autoimmune sequelae

References

Theo Audi Yanto

with  an  appropriate  investigation,
prevention of complications, and treatment
plan.
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