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137749208 Amendments from Version 1

- We have added the clarification for IGRA being inconclusive.
- We have added details regarding no growth on the culture

- We have added why PPD was not performed as IGRA was
done instead of it.

- We have not changed the term “increase in lymphocytes” as
the total percentage was in fact increased as mentioned per
table.

- We have added as to why anti tuberculosis therapy was
delayed.

- We have corrected a EBV typo.
- We have changed the area to south Asia throughout.

Any further responses from the reviewers can be found at
the end of the article

Introduction

Kikuchi-Fujimoto Disease (KFD) is known to occur both in
the juvenile and adult population. The first case of reported
Kikuchi Fujimoto disease was in Japan in 1972 and since then
this disease has been described worldwide, with most cases
reported in Asia'’. Kikuchi-Fujimoto Disease typically follows
a benign and self-limited course, characterized by cervical
lymphadenopathy (most common). Less frequently, other
symptoms might also be present like nausea, weight loss, night
sweats and fatigue'. Generally, KFD is diagnosed via excisional
lymph node biopsy and histopathological analysis. KFD shares
many characteristics with other causes of lymphadenopathy
including lymphoma, inflammatory disorders, autoimmune
conditions, and infectious causes of lymphadenopathy like
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tuberculosis infection; therefore, it is important consider KFD in
cases of persistent lymphadenopathy and must be differentiated
from these conditions'’. Treatment is mostly symptomatic with
antipyretics, non-steroidal anti-inflammatory drugs (NSAIDS) or
on rare occasions, steroids. KFD is associated with spontaneous
recovery in 1-4 months*’.

Case presentation

A 25y/o South East Asian male medical student presented
in our outpatient department in January 2018 with left-sided
cervical lymphadenopathy. The patient reported small bulges
along the left side of his neck for one month. Associated
symptoms included one month of low-grade fever and fatigue.
There was no history of night sweats or reported weight loss.
A course of antibiotics two weeks earlier did not improve his
symptoms. On presentation, the patient was hemodynamically
stable with a temperature of 100.1°C, heart rate of 98 beats/min,
respiratory rate was 18 breaths/min and blood pressure was
115/80 mm/hg. On physical examination there was diffuse left
cervical and supraclavicular lymphadenopathy. Lymph nodes
were rubbery, soft and mobile. There were no changes in hands,
eyes or ears. His nose and throat examination were normal. On
auscultation of the chest, breath sounds were normal bilaterally
and normal heart sounds where present. The abdominal exami-
nation was also normal. Initial lab investigations included com-
plete blood count with total and differential leukocyte count,
metabolic profile, erythrocyte sedimentation rate (ESR) and
lactate dehydrogenase (LDH). This was to rule out any pos-
sibility of lymphadenitis, or neoplastic disorder. On laboratory
examination there was an increase in lymphocytes percentage (40%)
but no leukocytosis and an increase in inflammatory markers including
ESR and LDH (Table 1).

Table 1. Laboratory data.

Variable

Hemoglobin (g/dl)

White blood cell count (¢/mm)

Red blood cell count (million/c/mm)
Hematocrit (%)

Mean corpuscular volume (fl)

Mean corpuscular hemoglobin (pg)

Mean corpuscular hemoglobin concentration (g/dl)

Platelet count (¢/mm)

Erythrocyte sedimentation rate (mm/hr)
Differential

Neutrophils (%)

Lymphocytes (%)

Monocytes (%)

Eosinophils (%)

lactate dehydrogenase (u/l)

'r‘::;';e“‘e Day0 Day30
12-16 141 132
4000-11000 5000 4600
35-55 449 438
36-53 422 409
80-100 94 93.4
26-34 314 301
31-37 334 323
150000-450000 270000 206000
0-20 60 45
54-62 53 62
25-33 40 33
03-07 3 3
01-06 4 2
225-400 468 267

Page 3 of 9



A provisional diagnosis of tuberculous lymphadenitis was made
based on his occupation. Further investigations were ordered
to determine the size and extent of the lymphadenopathy.
These included ultrasonography of the neck and abdomen,
to visualize any hidden lymphadenopathy that might have been
missed during the initial physical examination; chest x-ray,
to rule out any active tuberculosis; and interferon-gamma
release assay.

On ultrasonography (Figure 1), the patient showed enlarged
multiple discrete left cervical and supraclavicular lymph nodes
measuring up to 16x10mm. The rest of the ultrasound report
did not show any abnormalities. Chest x-ray was normal and
interferon-gamma release assay (IGRA) was not conclusive
due to possible delayed transport affecting lymphocyte viability,
per the pathology lab. PPD was not not performed as IGRA
was done. Anti-tuberculosis therapy was deferred till a formal
diagnosis.

To ensure a definitive diagnosis, surgery with lymph node exci-
sion and biopsy was performed. An excisional lymph node
biopsy from the anterior cervical chain was performed and on
histopathological analysis it showed necrotizing lymphadenitis
with partial alteration of structure by clusters of histiocytic
and interspersed nuclear debris. In preserved areas, lymphoid
follicles with pale staining germinal centers were also seen. No
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evidence of tuberculous granulomas or malignancy was found.
Unfortunately, microphotographs could not be procured as
testing was done in a third-party laboratory. Stains for acid fast
bacteria were also negative. The culture did not show any growth.
No further infectious work up was performed.

It was decided that no antibiotics should be given to the patient
at this time and watchful waiting was advised. For fever,
500mg paracetamol twice daily was prescribed for one week
only. The patient was followed up twice a month in our out-
patient clinic to monitor any spread of the lymphadenopathy.
The disease course was uneventful. The patient was not
given any further medication and watchful waiting was
continued. Within two months the lymphadenopathy decreased
dramatically, and the patient reported no fever. It completely
disappeared in four months.

Discussion

The actual cause of KFD is still unknown but it has been pro-
posed to have infectious and immunological etiologies'. This
disease is thought to be a hyperimmune response to infectious,
physical or chemical agents. Some of the unidentified agents
may include toxoplasmosis, Brucella, Bartonella henslae,
Yersinia enterolitica, human herpes virus, Epstein-Barr virus,
parainfluenza, paramyxovirus, parvovirus B19, cytomegalo-
virus and human immunodeficiency virus'“~. However, sero-
logical and molecular studies have been unable to identify a
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Figure 1. Ultrasound of neck showing enlarged supraclavicular and cervical and lymph nodes (Left side).
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single specific pathogen. Due to this reason, KFD diagnosis
is markedly limited to invasive procedures like excisional
biopsy (to observe cellular changes) and not just physical
examination and history.

Prevalence of Kikuchi disease has been seen highest amongst
the Japanese population and people from East Asia but more
recently this disease has been reported all over the world’. Our
case is from South Asia, Pakistan.

Typically young adults (aged 20-30) are affected, but it
does not seem to spare any age group as cases have been
reported in the pediatric population as well, which can be
seen in the reports of Byun JH°. However, the case report by
Byun JH shows that, when Kikuchi disease occurs in chil-
dren, it often involves the central nervous system leading to
meningitis and encephalitis.

As reported by Deaver er al’, clinical course of this disease
has some specific and non-specific features with the specific
one being unilateral cervical lymphadenopathy. Although
lymphadenopathy is commonly found in cervical lymph nodes
other groups such as the axillary and mediastinal lymph nodes
may also be involved. Unexplained fever and night sweats are
also among the common clinical presentations®. Our patient
also presented with all the above listed common complaints.
Less common complaints include headache, fatigue, arthral-
gia, myalgia, night sweats, weight loss, rash and abdominal
pain®. Our patient experienced none of them except fatigue.
Although rare, patient may present with the involvement
of central nervous system and peripheral nervous system’.

Confirmation of diagnosis is done by lymph node biopsy and

histopathological analysis which shows distorted nodal archi-
tecture. The nodules are mostly necrotic and have debris from
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nuclear fragmentations due to cellular apoptosis. These necrotic
foci are either isolated or clumped together. In addition, there
is presence of proliferating histiocytic, T lymphocytes (CD8)
and immunoblasts’. The minimum criteria for KFD diag-
nosis is presence of aggregated histiocytic with occasional
crescent-shaped nuclei, plasmacytoid histiocytic, and scat-
tered karyorrhexis’. The biopsy results of our patient were quite
similar, making KFD our primary diagnosis. Due to similar
clinical characteristics, KFD is often mistaken for lymphoma,
tuberculosis, systemic lupus erythematosus and even meta-
static adenocarcinoma. Therefore, any physician who comes
across a case of lymphadenopathy, should keep KFD in mind
when consider differential diagnoses. KFD is self-limiting
and resolution occurs is one to four months. There are no
specific drugs for KFD and usual treatment is symptomatic,
consisting of antipyretics and analgesics.

Conclusions

We describe a case of Kikuchi-Fujimoto Disease, a self-limiting
necrotizing  lymphadenitis  that  started  with  cervical
lymph node swelling but progressed to left supraclavicular
lymph node involvement, which makes it unique. Recognition
of this disease is important as it can mimic lymphoma
or even metastatic adenocarcinoma. Early diagnosis and
treatment can help avoid unnecessary testing and improper
treatments among patients. Correctly recognizing the symptoms of
KFD can also save one from the emotional stress of misdiagnosis.

Consent
Written informed consent for publication of their clinical
details and clinical images was obtained from the patient.

Data availability
All data underlying the results are available as part of the article
and no additional source data are required.
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Needs to improve the verbal/grammatical check.. as malignancy, not malignance.
o Run a grammar check thoroughly; check for repetition.

» To rule out neoplastic disorder, you need to get an excisional biopsy - not perform blood
tests (case presentation p1).

> Add any serological tests like toxo, hiv, csd, cmv-ebv etc. that you might have done to rule
out infectious causes of lymphadenopathy apart from IGRA which the authors have
mentioned already.

> Add any rheumatological tests like ANA etc. that might have been done to rule it out before
proceeding to excisional biopsy.

o Any rash that the pt might have/haven't noticed should be mentioned.

How does the involvement of supraclav lad make the case unique?

Final Comments:

Authors have done a great job in summarizing KFD and have beautifully presented the case. With
only a little alteration in the case presentation by adding serological markers will make the case
look more complete - although it's not necessary.

Is the background of the case’s history and progression described in sufficient detail?
Yes

Are enough details provided of any physical examination and diagnostic tests, treatment
given and outcomes?
Partly

Is sufficient discussion included of the importance of the findings and their relevance to
future understanding of disease processes, diagnosis or treatment?
Yes

Is the case presented with sufficient detail to be useful for other practitioners?
Yes

Competing Interests: No competing interests were disclosed.
Reviewer Expertise: Internal Medicine.

I confirm that I have read this submission and believe that I have an appropriate level of
expertise to confirm that it is of an acceptable scientific standard.

Reviewer Report 07 November 2019
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?

Karl O. A. Yu
Division of Infectious Diseases, Department of Pediatrics, University at Buffalo, Buffalo, NY, USA

Sarfaz et al. report a rare (but probably it is not-so-rare) case of Kikuchi-Fujimoto lymphadenitis in
ayoung adult. (disclosure: I just co-authored a recent case series on KFD). I am glad for this
report to go out, as I suspect, based on my anecdotal experience, that this is not as rare as people
think itis, butis probably under-diagnosed/under-reported. Seeing more reports as this in the
literature may change conventional opinion.

I have a few suggestions to improve the manuscript:

» The authors mention that testing for tuberculosis was done. I would suggest clarification as
to why the IGRA was inconclusive. Was there a high background, or a failed mitogen
testing. If the former -- this may be evidence for baseline inflammation (principally, IFN-
gamma/Th1 inflammation) in the patient's blood at that time -- this is potentially important.
If the latter, this may be due to shipping issues, or evidence for transient anergy or other
immunosuppression.

> The authors say stains for acid fast bacilli were done and were negative. Was there a
culture?

> Was a PPD checked?

> The authors state that histopathological confirmation of the diagnosis was made. Are
microphotographs available for the reader themselves?

» The authors state that the patient has "high lymphocytes." The patient's absolute
lymphocyte count (2000 / ulL) is NOT high.

o "Epstein-Barr" is misspelled.

> While not necessarily needed, since the authors did talk about the different infections
associated with KFD, it would be enlightening to see what infectious workup was done for
this patient, apart from an IGRA and an AFB stain.

o With the suspicion of tuberculous meningitis, please clarify if anti-tuberculous therapy was
started.

o The authors also state that the case from from "South East Asia, Pakistan." I know that
many Pakistanis and Indians are taught that their country is in southeast Asia -- but that is
not the usual convention outside of Pakistan or India. Southeast Asia is conventionally the
10 states of ASEAN plus East Timor and Papua New Guinea. I would suggest the authors
use "south Asia", or just say "Pakistan" to avoid any ambiguity.
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Is the background of the case’s history and progression described in sufficient detail?
Yes

Are enough details provided of any physical examination and diagnostic tests, treatment
given and outcomes?
Partly

Is sufficient discussion included of the importance of the findings and their relevance to
future understanding of disease processes, diagnosis or treatment?
Yes

Is the case presented with sufficient detail to be useful for other practitioners?
Yes

Competing Interests: No competing interests were disclosed.
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