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CASE REPORT

Improvement of an atypical Kikuchi-Fujimoto disease (KFD) with
antidepressant treatment: the first psychiatric approach to a KFD case
Murat Eren Ozen a, Mehmet Hamdi Orum b, Aysun Kalenderoglu b and Murad Atmaca c

aPrivate Adana Hospital, Psychiatry, Adana, Turkey; bDepartment of Psychiatry, Adiyaman University Faculty of Medicine, Adiyaman, Turkey;
cDepartment of Psychiatry, Firat University Faculty of Medicine, Elazig, Turkey

ABSTRACT
Kikuchi-Fujimoto disease (KFD) is a sporadic and benign disorder of the lymph nodes of young
individuals. A preceding fever, occasional skin rashes, and lymphopenia, suggest a viral
aetiology and there have been reports of viral association. However, so far, no infectious
agent has been proved to be aetiologically related. We herein report KFD in a 27-year-old
female who presented with fevers, weight loss and tender cervical lymph nodes. The patient
had depressive symptoms before the onset of KFD. During the disease process, depressive
symptoms worsened with the KFD course. She had not relieved with the supportive
treatment and major depressive disorder (MDD) became more severe gradually. After the
treatment of MDD and with the improvement of mental health, clinical symptoms and the
lymph node growth became reversed. The authors conclude that this clinical course of KFD
with the treatment of MDD suggests an immune system response or immunological problem
in these patients.
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Introduction

Kikuchi-Fujimoto disease (KFD), also known as suba-
cute necrotizing histiocytic lymphadenitis, is a benign,
sporadic, and self-limited disease with an uncertain
aetiology. KFD usually presents with fever and cervical
lymphadenopathy in healthy young women with most
cases being under the age of 30 years. Fever is the
most prominent symptoms and can persist for a week
[1]. The main clinical feature is typically involvement
of the unilateral cervical lymphadenopathy (56–98% of
the cases) that is seen in all of the patients but there
may be involvement of the axillary, mediastinal, iliac,
intraparotid, celiac, retrocrural, and peripancreatic
lymph nodes [2]. The onset of the disease could be
acute or subacute and evolves over two to three weeks.
Systemic symptoms and lymphadenopathy generally
resolve within weeks or months (1–4 months) [3].

In the literature search, there has not been any
defined or reported psychiatric symptoms or disorders
that comorbid KFD. In this case, we present a patient
suffering from KFD with an atypical onset, course,
poorly responsive to supportive treatments and its
improvement with antidepressant medication.

Case presentation

A 27-year-old female from Adana (The Mediterranean
region, Turkey) came to our psychiatric outpatient
clinic with the complaints of decreased interest in

activities, fatigue, and guilt. A year and a half ago, the
patient had managed by sertraline 50 mg/day but not
used more than one week. After 3 months, she had
started to have an ongoing intermittent fever (daily
spikes reaching up to 39.2°C), weight loss, and
decreased appetite. There had been no history of
chronic cough, diarrhoea, or other significant symp-
toms. A referred pain from the neck to jaw and teeth
had started and fever was prominent. Evaluations by
a dentist and internal medicine specialist had revealed
normal signs. The treatment for this case had been
managed by corticosteroids and antipyretics. But, this
approach had not reversed the disease progression or
relieve the patient’s complaints enough, so she had
admitted to emergency services for many times.

In her background, there were stressful psychosocial
events related to interpersonal relations. Her sister and
brother had been diagnosed with generalized anxiety dis-
order in her family history. There was no history of use
of alcohol, cigarette and cannabis. She had no a diagnosis
of systemic lupus erythematosus or infections and
especially tuberculosis. There was no family history of
autoimmune diseases and tuberculosis. The patient was
married, having two children, unemployed and had left
school after the fifth grade to live with her family. In
the psychiatric assessment, she gave relevant answers
to questions but she had a slowed speech. Her mood
was depressed with elevated negative affect. Her judge-
ment and insight were complete. She had no suicidal
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thoughts. Physical examination (e.g. spleen, liver, and
thyroid), laboratory results (e.g. complete blood count,
thyroid hormones, liver and kidney functions, electro-
lytes, peripheral smear test, anti-nuclear antibody, anti-
double-stranded deoxyribonucleic acid, and rheumatoid
factor), and chest X-ray were within the normal range.
There was no evidence of doubts for any disease other
than lymph nodes. Magnetic resonance imaging showed
5 (3 of mobile, 2 fixed) lymph nodes on the left side and
4 (all of them mobile) in the right axillary region (totally
9), and 4 (all mobile) lymph nodes on the left side and 4
(3 mobile, 1 fixed) on the right side of the cervical region
(totally 8). There was no pain associated with each node
or due to their enlargement. There was no increase in
endurance and temperature on the mass. No abnormal
findings were found in the endoscopic examinations of
oropharynx, larynx, and nasopharynx. An excisional
biopsy of affected lymph nodes showed irregular para-
cortical areas of coagulative necrosis with abundant kar-
yorrhectic debris. After the consultation of ear–nose–
throat specialist, the patient diagnosed with KFD, with
atypical signs.

Based on his clinical presentation, according to the
‘Diagnostic and statistical manual of mental disorders’,
5th edition, a diagnosis of major depressive disorder
(MDD) was postulated the patient who had depressive
symptoms before the onset of disease related to fever
and lymphadenopathy. She was treated by fluoxetine
20 mg/day (in the morning) and mirtazapine 30 mg/
day (nightly). By the end of the first month, she was in
partial remission. Fluoxetine 20 mg/day was added to
the treatment in the afternoon. Evaluation in the eighth
week revealed a full remission and free of depressive
symptoms. It was decided to continue on this daily
dosage (fluoxetine 40 mg and mirtazapine 30 mg). On
the follow-ups (12 and 16 weeks), her mood changes
went in a positive way with accompanying relief of
KFD course, which showed a decrease in lymph node
growth and without the need to excise any of them.
On the sixth evaluation, her KFD symptoms relieved
well and there has been no need to supportive medi-
cations (especially corticosteroids) for fever. She has
not admitted to emergency services again while the pre-
sent treatment was continued. The Hamilton Rating
Scale for depression applied to the patient initially
(score was 43) and at 12th week (score was 20) has
demonstrated the recovery in numerical terms.

Discussion

KFD is a self-limiting disease of unknown aetiology
involving the lymph nodes that diagnosed on the basis
of histopathological evaluation showing necrotising lym-
phadenitis characteristically. The patients are young and
seek care because of fever, cervical lymphadenopathy,
and acute tender [4]. The main aim of the treatment
in KFD is controlling the autoimmune reactions with

different choices (corticosteroids, antipyretic drugs, non-
steroidal anti-inflammatory drugs, hydroxychloroquine,
and intravenous immunoglobulin) and supportive
therapy [5]. While the lymph nodes in a typical KFD
patient are unilateral and cervical [2], it was bilateral,
also axillary and cervical in our case. There was no a
self-limitation and symptoms persisted for months,
over one year. Pain is another common feature of KFD
reported recently [2] which is not seen in this case.

From the psychiatric view, our patient had depressive
symptoms before the onset of KFD. She did not relieve
the supportive care (corticosteroids and antipyretics)
and MDD became more severe gradually. Subsequent
to antidepressant treatment, the lymph node growth
and related symptoms became reversed. The supportive
treatment was stopped by the amelioration of MDD.
This clinical course and improvement of KFD with the
treatment of MDD suggests an immune system response
or immunological problem in these patients.

There is now evidence to suggest that MDD is
accompanied by signs of an immune response. Chronic
stress and depression are widely known to downregulate
the immune system. An imbalanced immune system has
long been to influence a variety of mood disorders
including anxiety, obsessive-compulsive disorders and
MDD. Although there is not a direct correlation, cyto-
toxic T cells (CD8+ T lymphocyte) is shown to be a use-
ful indicator in assessing the potential relationship
between MDD and immunity [6]. Ko et al. [7] reported
that depression and anxiety may be associated with
increased levels of CD8 in T-lymphocyte subsets,
suggesting that an imbalance of T-lymphocyte subsets
may be a factor facilitating MDD in some immune-
depressed patients. The studies showed that the immune
response may be altered or enhanced by the help of
some other drugs, including antidepressants. Several
antidepressants can reverse this impairment, with or
without effects in normal subjects. Although the central
nervous system is undoubtedly involved in these events,
some psychotropic drugs can also exert direct effects on
lymphoid cells (i.e. natural killer cells and B lympho-
cytes) [8]. Thornton et al. [9] demonstrated that the
psychological treatment directly reduces depressive
symptoms and indirectly reduces inflammation.
According to the study of Guilbaud et al. [10], women
with alexithymia exhibit decreased CD4 (T helper
cell)/CD8, as well as reduced CD4 percentages. It is
demonstrated that alexithymic women have altered
immune function with a predominance of depressed
cell-mediated immunity and a skewed Th1 (Type 1 T
helper)/Th2 (Type 2 T helper) towards Th2 response.

The treatment process of KFD could be enriched by
selecting antidepressants with anti-inflammatory prop-
erties as well. The TCA nortriptyline had antidepress-
ant effects compared to the SSRI escitalopram among
patients with a CRP > 3 mg/L [11]. Hence, future anti-
depressant treatment algorithms may target the

108 M. E. OZEN ET AL.



inflammatory cascade. Besides antidepressants, the
inclusion of specific symptoms, inflammatory bio-
markers such as C-reactive protein or interleukin 6,
and anti-inflammatory agents may help in the develop-
ment of more personalized antidepressant treatment
procedures. Animal studies revealed that tumour
growth inhibition by mirtazapine is thought to be
due to the alteration of the tumour microenvironment,
which includes the activation of the immune response
and the recovery of serotonin level [12]. Fluoxetine is
found to able to reverse T cell reactivity impairment
in vitro by a direct action at clinically relevant doses
[8]. These results highlight the relevance of pharmaco-
logical treatment of stress and depression, and may
help to begin elucidating the complex events triggered
(directly and/or indirectly) by antidepressants in non-
neuronal cell types [9].

Conclusion

In summary, studies investigating the interaction of
inflammation and depression have three main findings:
(1) inflammation markers have been found at
increased levels among the patients with MDD; (2)
inflammation increases the risk of depression; and (3)
inflammatory agents induce depressive symptoms,
which can be treated with antidepressants [11].

The psycho-immune associations of the final model
are physiologically consistent and suggest that distress-
related alterations in killer lymphocyte immunity may
play a role in the biobehavioral mechanisms linked
with immunologically deficient patients’ pathogenesis.
On the other hand, which is still a question, data suggest
that inflammation can contribute to depressive symp-
toms, although the converse remains untested. Immu-
nocellular mechanisms that account for the association
between psychosocial risk factors and increased suscep-
tibility to faster progression of immunodeficient patients
are largely unknown [13]. Validation of these findings
might provide new clues on the mechanism by which
early life immune modulation might impact mood
response in adults and provide a further link between
immune and emotional well-being. Corticosteroids
may have worsened the clinical course indirectly or
directly by depressing the immune system, and, anti-
depressants or a good mental health may have been a
factor in the relief of the disease by immune system
enhancers and/or modulators [11].

The unresponsive and atypical forms of KFD could
be a starting point for further psychiatric evaluations
and investigations which may alter the course and
the treatment.
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