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1 	 | 	 INTRODUCTION

Kikuchi-	Fujimoto	Disease	(KFD),	also	called	histiocytic	
necrotizing	lymphadenitis,	is	a	rare	benign	self-	limiting	
condition,	 characterized	 by	 cervical	 lymphadenopathy	
and	 fever.	KFD	must	be	 included	 in	 the	differential	di-
agnoses	of	 lymphadenopathy.	Clinicians	must	be	aware	
of	 this	 uncommon	 disease	 entity	 to	 recognize	 early	 di-
agnosis	 and	 to	 avoid	 unnecessary	 investigations	 and	
treatment.

Kikuchi-	Fujimoto	disease	(KFD),	also	called	histiocytic	
necrotizing	 lymphadenitis,	 is	a	 rare,	benign	self-	limiting	
condition,	 which	 was	 first	 described	 independently	 by	
Kikuchi	and	Fujimoto	et	al.	in	1972	in	Japan.1 The	disease	
has	been	reported	globally	with	marked	prevalence	among	
adults	less	than	40 years	of	age	with	Asian	ancestry.2 Not	
much	 has	 been	 described	 about	 the	 etiology	 and	 patho-
genesis	of	KFD;	however,	 the	clinical,	histopathological,	

and	immunohistochemical	features	suggest	autoimmune	
or	 viral	 etiology	 (Epstein-	Barr	 virus	 (EBV),	 Human	 her-
pes	 virus	 (HHV)-	6,	 HHV-	8,	 human	 T-	lymphocytic	 virus	
(HTLV)-	1,	and	parvovirus	B19).1,3

KFD	 is	 characterized	 predominantly	 by	 regional	 cer-
vical	lymphadenopathy	with	tenderness	accompanied	by	
mild	 fever,	 night	 sweats,	 weight	 loss,	 nausea,	 vomiting,	
frequent	upper	respiratory	symptoms,	and	odynophagia.1,4

Diagnosis	of	KFD	is	based	on	characteristic	histopatho-
logic	 findings	 which	 exhibit	 a	 predominance	 of	 CD8+	
lymphocytes,	 histiocytic	 infiltrate,	 and	 non-	neutrophil	
karyorrhexis.5

Owing	to	the	self-	limiting	nature	of	KFD,	the	mainstay	
of	treatment	is	symptomatic	management,	and	no	specific	
therapy	is	required.3

Herein,	we	present	a	case	of	Kikuchi-	Fujimoto	disease	
from	Nepal,	who	presented	with	right	cervical	lymphade-
nopathy	who	was	managed	with	supportive	measures.
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Abstract
Clinicians	and	pathologists	must	be	aware	of	the	occurrence	of	Kikuchi-	Fujimoto	
Disease,	as	one	of	the	differential	diagnoses	of	cervical	lymphadenopathy.
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2 	 | 	 CASE PRESENTATION

We	 report	 a	 case	 of	 a	 34-	year-	old	 Tibeto-	Burman	
Nepalese	 woman	 who	 presented	 with	 low-	grade	 fever,	
painful	 swelling	 in	 the	 right	 side	 of	 the	 neck,	 and	 fa-
tigue	of	3 weeks	duration	 to	 the	outpatient	department	
of	Tribhuvan	University	Teaching	Hospital,	Kathmandu,	
Nepal.	 On	 examination,	 enlarged,	 discrete,	 and	 ten-
der	 lymph	 nodes	 could	 be	 palpated	 in	 the	 right	 poste-
rior	cervical	triangle.	The	largest	lymph	node	measured	
2  ×  1  cm,	 without	 changes	 in	 the	 overlying	 skin.	 She	
denied	history	of	night	sweats,	anorexia,	weight	loss,	or	
other	systemic	complaints.	She	neither	reported	a	history	
of	 tuberculosis	 nor	 contact	 with	 active	 tuberculosis	 pa-
tients.	ENT	and	dental	examination	were	unremarkable.	
There	 was	 no	 history	 of	 rashes,	 photosensitivity,	 joint	
pain,	and	alopecia.

Complete	 hemogram	 revealed	 hemoglobin	 of	 13.0  g/
dl,	 and	 leukopenia	 (2800/cubic	 mm),	 with	 neutrophils	
52%,	 lymphocytes	 40%,	 eosinophils	 1%,	 and	 monocytes	
7%.	Her	erythrocyte	sedimentation	rate	(ESR)	was	25 mm	
in	 the	 first	 hour	 (normal	 range:	 <20  mm/h	 in	 females)	
with	 a	 positive	 C-	reactive	 protein	 (CRP).	 Renal	 and	 he-
patic	function	tests	were	within	the	normal	limits.	There	
was	 no	 growth	 in	 blood	 culture	 and	 throat	 swab	 after	
72 hours.	Peripheral	blood	smear	did	not	show	any	atypi-
cal	lymphocytes.	Rheumatoid	factor	(IgM-	RF),	anti-	cyclic	
citrullinated	 antibodies	 (anti-	CCP),	 antinuclear	 antibod-
ies	 (ANA),	 Anti-	Neutrophilic	 Cytoplasmic	 Antibodies	
(ANCA),	 and	 anti-	dsDNA	 antibodies	 were	 negative.	 A	
plain	chest	radiograph	revealed	no	abnormality.

An	ultrasonograph	of	her	neck	swelling	revealed	mul-
tiple,	prominent,	round	structures	with	a	hypoechoic	cen-
ter	 with	 hyperechoic	 rim,	 suggestive	 of	 enlarged	 lymph	
nodes.

An	 incisional	 biopsy	 was	 done,	 and	 multiple	 pieces	
of	 gray-	white	 to	 gray-	brown	 lymphoid	 tissues	 were	 ob-
tained.	 On	 histopathological	 examination,	 encapsulated	
lymphoid	tissue	with	effaced	architecture,	paracortical	ex-
pansion	with	areas	of	fibrinoid	necrosis,	numerous	apop-
totic	 bodies,	 and	 crescentic	 macrophages	 with	 ingested	
debris	 could	 be	 seen.	 (Figures  1–	3)	 Based	 on	 the	 histo-
pathological	 findings,	 a	 diagnosis	 of	 Kikuchi-	Fujimoto	
disease	was	made.	Immunohistochemistry	(IHC)	was	not	
done,	as	the	diagnosis	was	confirmed	on	histopathological	
examination.

Symptomatic	 treatment	 with	 nonsteroidal	 anti-	
inflammatory	drugs	(NSAIDs)	to	alleviate	fever	and	pain	
was	done	and	asked	to	follow-	up	in	the	outpatient	setting.

On	 follow-	up	 8  weeks	 later,	 the	 fever,	 neck	 swelling	
and	 pain,	 and	 fatigue	 had	 subsided	 and	 cervical	 lymph	
nodes	were	not	palpable	on	examination.	The	patient	was	
satisfied	with	the	treatment	she	received.

3 	 | 	 DISCUSSION

Kikuchi-	Fujimoto	disease,	first	described	in	Japanese	pa-
tients,	is	a	rare	disease	affecting	adults	less	than	40 years	
of	age	with	Asian	ancestry.	Previously	regarded	as	a	dis-
ease	with	female	predominance,	recent	studies	show	that	
the	male-	to-	female	ratio	is	as	near	as	1:1.1,2

The	pathogenesis	of	KFD	is	unknown;	however,	infec-
tious	 and	 autoimmune	 correlation	 have	 been	 proposed	
without	 conclusive	 evidence.	 Cytomegalovirus	 (CMV),	
Epstein-	Barr	 virus	 (EBV),	 human	 herpes	 virus	 (HHV-	6,	
HHV-	7),	Parvovirus	B19,	and	mycobacterial	species	have	
been	identified	in	lymph	node	samples	from	KFD	patients,	
suggesting	 infectious	 etiology.6	 Studies	 have	 suggested	
that	KFD	might	be	an	exuberant	T	cell–	mediated	immune	
response	to	certain	antigenic	stimuli	in	genetically	suscep-
tible	people.7	Incidence	of	KFD	is	significantly	higher	in	
patients	with	HLADPA1*01	and	HLADPB1*0202	allele.2

Association	 of	 KFD	 with	 systemic	 lupus	 erythe-
matosus	 (SLE),	 Hashimoto	 thyroiditis,	 Still's	 disease,	
Wegener's	granulomatosis,	Graves’	disease,	and	Sjogren's	
disease	 have	 also	 been	 described.	 Coexisting	 renal	 dis-
ease	is	common,	with	an	incidence	ranging	from	10%	to	
60%.48,9	 Out	 of	 all	 these	 associations,	 the	 association	 of	
KFD	with	SLE	has	been	 the	most	 studied.	Dumas	et	al.	
suggested,	KFD	may	be	a	clinical	feature	or	an	incomplete	
phase	of	lupus	lymphadenitis.	KFD	may	occur	before	the	
onset	 of	 SLE,	 simultaneous	 occurrence,	 and	 KFD	 after	
SLE.4	Hence,	screening	for	SLE	is	of	utmost	importance	
in	 patients	 with	 KFD	 both	 at	 the	 time	 of	 presentation	
and	during	 follow-	up.	 In	addition,	counseling	 regarding	
future	occurrences	of	SLE-	related	symptoms	like	oral	ul-
cers,	alopecia,	arthritis,	photosensitivity,	or	recurrence	of	
similar	 conditions	 should	be	done.	We	screened	 the	pa-
tient	for	the	presence	of	these	autoimmune	conditions	at	
presentation	as	well	as	during	 follow-	up	and	the	results	
were	insignificant.

The	clinical	picture	 is	non-	specific.	The	disease	 typ-
ically	 presents	 with	 multiple,	 painful,	 enlarged,	 and	
tender	 lymph	 nodes	 ranging	 from	 0.5	 to	 4  cm	 in	 size	
predominantly	 involving	 the	 posterior	 cervical	 lymph	
nodes,	 with	 constitutional	 symptoms,	 which	 was	 con-
sistent	with	the	presentation	of	our	case.	Constitutional	
symptoms	include	fever,	anorexia,	night	sweats,	and	loss	
of	 weight	 in	 decreasing	 order	 of	 frequency.	 However,	
rare	 involvement	 of	 axillary,	 supraclavicular,	 medias-
tinal,	 and	 intra-	abdominal	 lymph	 nodes	 has	 also	 been	
reported.	 The	 clinical	 course	 is	 generally	 benign	 and	
self-	limited.3,4

There	are	no	specific	laboratory	and	radiological	find-
ings	 pathognomonic	 for	 KFD.	 Leukopenia,	 elevated	 in-
flammatory	 markers	 (C-	reactive	 protein,	 erythrocyte	
sedimentation	rate),	elevated	serum	lactate	dehydrogenase	
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and	aminotransferase	levels,	presence	of	atypical	lympho-
cytes	on	blood	film	and	mild	anemia	have	been	observed	
in	patients;	however,	these	hematological	and	laboratory	
findings	 are	 inconsistent,	 neither	 specific	 nor	 sensitive	
and	 do	 not	 support	 in	 making	 a	 confirmatory	 diagno-
sis.2,5,10	 Leukopenia	 with	 elevated	 acute	 phase	 reactants	
was	found	in	our	case.

The	diagnosis	of	KFD	is	done	by	histopathological	ex-
amination.	A	biopsy	is	generally	preferred	to	fine-	needle	
aspiration.7	 On	 histopathologic	 examination,	 affected	
lymph	nodes	demonstrate	paracortical	areas	of	apoptotic	
cells	 with	 abundant	 karyorrhectic	 debris	 surrounded	 by	
a	 proliferation	 of	 histiocytes,	 plasmacytoid	 monocytes,	
small	 and	 transformed	 lymphocytes	 in	 the	 absence	 of	
neutrophils	and	eosinophils.	Immunophenotypic	study	of	
KFD	shows	an	abundance	of	T	cells,	predominantly	CD4+,	
histiocytes	 expressing	 histiocyte-	associated	 antigens	 like	

lysozyme,	MPO,	and	CD68,	and	plasmacytoid	monocytes	
expressing	CD68.1,11

Though	a	rare	disorder,	KFD	must	be	included	in	the	
differential	diagnoses	of	“lymphadenopathy.”	The	differ-
ential	 diagnosis	 of	 cervical	 lymphadenopathy	 is	 broad	
and	includes	multiple	bacterial	and	viral	infections.	Other	
possible	 causes	 include	 congenital	 anomalies	 like	 a	 bra-
chial	cyst,	dermoid,	thyroglossal	cyst;	Rosai-	Dorfman	dis-
ease;	autoimmune	disorders	 like	SLE,	Kawasaki	disease,	
Sarcoidosis,	 and	 neoplastic	 processes	 like	 lymphoma.	
Histological	 differentials	 of	 KFD	 include	 lymphoid	 ma-
lignancies	 particularly	 Non-	Hodgkin's	 lymphoma,	 au-
toimmune	 disorders	 associated	 with	 lymphadenopathy	
(primarily	 SLE),	 and	 lymphadenopathies	 of	 infectious	
etiologies	 like	 Epstein-	Barr	 virus	 (EBV),	 herpes	 simplex	
virus	(HSV),	 toxoplasmosis,	cat-	scratch	disease,	or	 infec-
tious	mononucleosis.	SLE	shares	similar	histopathological	

F I G U R E  1  100×	histopathological	
image	showing	encapsulated	lymphoid	
tissue	with	effaced	architecture,	
paracortical	expansion	with	areas	
of	fibrinoid	necrosis,	and	numerous	
apoptotic	bodies

F I G U R E  2  200×	Histopathological	
image	showing	lymphoid	aggregates	with	
fibrinoid	necrosis
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and	 immunohistochemical	 features	 with	 KFD	 so	 it	 is	
quite	difficult	to	distinguish	between	these	two.1,2	In	our	
case,	 thorough	 history	 taking,	 clinical	 examination,	 and	
relevant	investigations	were	done	to	rule	out	the	differen-
tial	 diagnoses	 (active	 infections,	 tuberculosis,	 infectious	
mononucleosis,	lymphoma,	leukemia,	SLE,	and	rheuma-
toid	arthritis).

As	 discussed	 earlier,	 KFD	 is	 a	 self-	resolving	 disease,	
thus,	symptomatic	management	is	the	mainstay	of	treat-
ment.	In	severe	disease,	for	those	with	CNS	and	lung	in-
volvement,	 corticosteroids	 may	 be	 used.	 However,	 there	
is	 no	 consensus	 regarding	 the	 dosage	 and	 duration	 of	
corticosteroids.12

There	are	rare	reports	that	demonstrate	the	aggressive	
and	life-	threatening	complications	of	KFD	including	dis-
seminated	 intravascular	 coagulation	 (DIC),	 hemophago-
cytic	syndrome,	severe	infection,	pulmonary	hemorrhage,	
and	acute	heart	failure.13–	15

4 	 | 	 CONCLUSION

Kikuchi-	Fujimoto	 disease	 poses	 huge	 diagnostic	 chal-
lenges	to	clinicians	and	pathologists.	Clinicians	ought	to	
be	aware	of	KFD	as	one	of	 the	differentials	of	 lymphad-
enopathy,	particularly	in	a	young	individual	of	Asian	an-
cestry	 to	 avoid	 misdiagnosis.	 So,	 early	 identification	 of	
KFD	by	a	clinician	can	avoid	a	large	number	of	investiga-
tions	for	infectious	and	lymphoproliferative	disorders.
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