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varsta pediatrica.

INTRODUCERE

Boala Kikuchi, cunoscuta si sub denumirea de
limfadenita histiocitara necrotizanta, a fost descrisa
pentru prima data de anatomopatologul japonez
Kikuchi M., in anul 1972. (1) In acelasi an boala a
fost descrisa si de anatomopatologul Fujimoto Y.
(2), regasindu-se astfel in literatura sub denumirea
de boala Kikuchi-Fujimoto.

Boala Kikuchi-Fujimoto este o afectiune rara,
benigna si autolimitata, de etiologie necunoscuta,
care intereseazd sistemul limfoganglionar. Pentru
clinician ridica probleme de diagnostic diferential
al adenopatiilor.

Descrierea cazului

Pacientul H.P., in varsta de 13 ani, s-a adresat
serviciului nostru pentru tumefiere submandibulara
si laterocervicala dreapta, debutata insidios cu doua
sdptamani Tnaintea prezentarii. La debut a asociat
un puseu febril de 39,4°C, pentru care i s-au admi-
nistrat ambulator antitermice si o cefalosporina de
generatia a [I-a oral. Formatiunea cervicala persista.
Afirmativ pacientul nu a prezentat simptome aso-
ciate si nu a avut scadere ponderala in ultima pe-
rioada.

REZUMAT

Boala Kikuchi este o afectiune rara, benigna si autolimitata, de etiologie necunoscuta, care ar trebui inclusa in
algoritmul diagnostic al adenopatiei cervicale. Diagnosticul de certitudine este histopatologic, modificarile
specifice fiind necroza paracorticala ganglionara, histiocitele cu nuclei in forma de semiluna si numerosii corpi
apoptotici. Se prezinta cazul unui pacient de 13 ani cu diagnosticul de boala Kikuchi, afectiune rar descrisa la
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Obiectiv, s-a evidentiat stare generalda buna,
greutate 33 kg, talie 143 cm (sub percentila 5 pentru
greutate si talie), tegumente palide, formatiune sub-
mandibulara si laterocervicala dreapta cu diametrul
de aproximativ 4-5 cm, de consistenta usor crescuta,
aderenta de tesuturile subiacente, bine delimitata,
cu suprafatd neteda, avand forma de conglomerat
ganglionar, insensibild la palpare, fara semne cel-
siene (Fig. 1). Examinarea celorlalte aparate si sis-
teme nu a evidentiat modificari patologice.

FIGURA 1.
Aspectul clinic al
tumefierii
submandibulare
si laterocervicale

S-au exclus adenopatii cu alte localizari: me-
diastinale (prin radiografia toracica) si abdominale
(prin ecografie). Ecografia cervicala a evidentiat,
submandibular drept, in vecinatatea glandei sub-
mandibulare o formatiune ganglionard rotunda
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hipoecogena, inomogend, bine delimitata, de
1,5/1,3 cm cu un pol vascular anarhic, formatiunea
comprimand glanda submandibulara; la marginea
mandibulei a mai existat un bloc ganglionar, hi-
poecogen, inomogen, de 3/1,6 cm hipervascularizat.
S-au exclus supuratii ganglionare.

Adenopatia submandibulara si laterocervicala a
necesitat efectuarea diagnosticului diferential cu
adenopatia reactiva in cadrul unei infectii virale sau
bacteriene, infectia specifica TBC, adenopatia din
cadrul unui proces proliferativ precum limfomul
sau cu adenopatia din boli autoimune etc.

Investigatiile paraclinice au evidentiat usoara
crestere a vitezei de sedimentare a eritrocitelor (20
mm/h) si a lactat-dehidrogenazei (297 UI), anticorpi
anti-citomegalovirus (CMV) IgM si IgG pozitivi,
anticorpi anti-Epstein Barr (EBV) si anti-toxo-
plasma negativi.

Examenul histopatologic efectuat in urma biop-
siei ganglionare a evidentiat limfoganglioni cu
structura foliculara partial distrusa de prezenta a
numeroase focare micronecrotice inconjurate de
macrofage epitelioide; la nivelul focarelor necrotice
s-a remarcat prezenta unui praf nuclear (corpi apop-
totici). Coloratia Giemsa a evidentiat o activitate
apoptotica dublatd de numeroase mitoze atit in
centri germinativi restanti, cat si in focarele necro-
tice. Coloratiile etiologice PAS si Gram au ramas
negative. Aspectul histopatologic descris a pledat
pentru limfadenita Kikuchi (Fig. 2,3).

FIGURA 2. Aspectul de ansamblu al unei arii micro-
necrotice cu numerosi corpi apoptotici. Col. Giemsa x50

Diagnosticul acestui caz a fost limfadenita
Kikuchi si infectia cu CMV. Pacientul nu a necesitat
tratament farmacologic specific. in evolutie s-a
mentinut cu stare generala buna si s-a observat re-
ducerea lenta in dimensiuni a adenopatiei.

DISCUTII

Limfadenita cervicala este un semn frecvent in
pediatrie si poate corespunde unor afectiuni care

%

FIGURA 3. Detaliu al imaginii anterioare. S&getile indica
corpi apoptotici. Col. Giemsa x400

necesitd un diagnostic diferential amanuntit si tera-
pie specifica (3). (Tabelul 1)

Boala Kikuchi-Fujimoto se manifestd in ma-
joritatea cazurilor prin limfadenopatie cervicala
acompaniatad sau nu de febra. Este mai frecventa in
tarile din Orient si afecteaza de obicei femeile tinere,
desi au fost raportate cateva cazuri §i In populatia
pediatrica. (4) Are de obicei o evolutie autolimitata
si nu necesita tratament specific. (3,4)

Recent boala a fost raportata in intreaga lume si
la toate rasele, deci este posibil ca boala Kukuchi sa
fi fost subdiagnosticata si, astfel, neraportata. (5)

Desi mecanismul patogenetic este necunoscut,
prezentarea clinica, evolutia si modificarile histo-
logice sugereaza un raspuns imun al celulelor T
(CD8") si histiocitelor impotriva unui agent in-
fectios. Asocierea bolii cu EBV, CMYV, virusurile
herpetice (HHV6, HHVS), parvovirus B19, va-
ricella-zoster virus, Toxoplasma Gondii sau Yaersi-
nia enterocolitica sustine posibila cauza infectioasa.
Au fostraportate cazuri de boala Kikuchi la pacientii
HIV si HTLV-1 pozitivi. (5,6,7) Teoria cea mai fa-
vorizata legata de etiologia bolii Kikuchi este aceea
ca sub influenta unuia sau mai multor agenti trigger,
infectiosi, chimici, fizici sineoplazici se declanseaza
un raspuns imun autolimitant. Limfadenita rezulta
din apoptoza celulara indusa de limfocitele T cito-
toxice. (5)

Semnele caracteristice bolii Kikuchi sunt limfa-
denopatia, de obicei la nivel cervical, si febra. (1,2)
Asociat pacientii pot prezenta fatigabilitate (7%),
artralgii (7%), scadere ponderala, artrita (5%), ano-
rexie (3%), transpiratii (3%), hepatomegalie (3%),
splenomegalie (2%), mialgii (2%). Prodromul viral
este prezent in 50 % dintre cazuri. (8,9) Forma de pre-
zentare este de obicei acutd, cu evolutie progresiva
2-3 saptamani. In aceasta perioada tabloul clinic este
dominat de limfadenopatia cervicala. (5,7)

Ganglionii limfatici cervicali sunt afectati in
80% dintre cazuri. Lanturile ganglionare posterioare
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TABELUL 1. Cauze ale adenopatiilor la copil

Elemente diagnostice specifice

Infectii
Bruceloza, Tularemia

Virale: EBV, CMV, HIV, rijeolic, rubeolic
Micobacterii: M. Tuberculosis, M. Avium
Protozoare: Toxoplasma, Malaria

Coccidiomicoza
Boala ghearelor de pisica

Bacteriene: Staf. Aureus, Streptococpiogen de gr. A,

Fungi: Histoplasmoza, Aspergiloza, Ctyptococoza,

— febra, semne Celsiene, supuratie, fistulizare

— preponderent cervicala, bilaterala serologie pozi-
tiva

— nevaccinat, anchetd epidemiologia pozitiva, fara
febra, hiperergie tuberculinica, modificari radiolo-
gice, ramolisment, fistulizare

— serologie pozitiva

— Bartonella hensalae, gg. multipli, duri, la punctie-
puroi de necroza

Boli autoimune Artrita idiopatica juvenila

—afectare articulara, factor reumatoid pozitiv

Lupusul eritematos sistemic (LES)

—rash malar, artrita, serozita, proteinurie, tulburari
neuro-psihice, anemie, leucopenie, anticorpi anti-
nucleari/anti-AND pozitivi

Boli maligne

Limfoame, leucemia, tumori solide metastatice: ne- | — adenopatie cervicala, izolatd, posterior de mus-
uroblastom, rabdomiosarcom, carcinoame

chiul sternocleidomastoidian, supraclavicular, > 3
cm, duri, insensibili, cresc rapid

Boli de tezaurizare | Gaucher, Niemann Pick

— boli genetice, hepato-splenomegalie, deformari
osoase, manifestari neurologice

Histiocitoze
fagocitare, Histiocitozamaligna

Histiocitozacucelule Langerhans, Sindroame hemo- |- histopatologic

Sdr. imunodeficitare | Boala granulomatoasa cronica

— hepatosplenomegalie, granuloame, istoric de in-
fectii recurente

Vaccinari BCG, antivariola, etc.

Sarcoidoza
B Kikuchi, b Castelman

Altele

—infiltrate pulmonare si a gg. mediastinali
— afectare benigna a gg. limfatici

sunt frecvent implicate (70% din cazuri). Ganglionii
sunt descrisi ca insensibili sau cu sensibilitate mo-
derata, de consistenta crescuta, mobili, cu diametru
de 2-3 cm, formand des conglomerate ganglionare
care pot atinge 6 cm 1n diametru. (5,10)

Incidenta manifestarilor cutanate variaza intre
5-30%. Simptomele sunt non-specifice si includ le-
ziuni maculo-palulare, rash morbiliform, noduli,
urticarie si rash malar care poate mima lupusul eri-
tematos sistemic (LES). (5,13) Manifestarile neuro-
logice sunt rare, dar pot aparea meningita aseptica,
ataxia cerebeloasa acuta sau encefalopatia. (11)

Paraclinic, pacientii pot prezenta leucopenie
(18%), VSH crescut (16%), anemie (9%), cresterea
aminotransferazei (8%), a LDH-ului (6%), trom-
bocitopenie (4%), anticorpi antinucleari (ANA)
pozitivi (7%). (9,10) Examindrile imagistice evi-
dentiaza cresterea in dimensiuni a ganglionilor, dar
nu pot confirma diagnosticul de boald Kikuchi.
Computer tomografia si ultrasonografia sunt uti-
lizate pentru punerea in evidentd a adenopatiei si
pentru a diferentia aceasta boala de alte afectiuni
care determind adenopatii, cum ar fi limfoamele,
tumorile metastatice sau tuberculoza. (3,5)

Desi diagnosticul diferential include o serie de
afectiuni nonneoplazice cum ar fi LES, toxoplas-
moza, mononucleoza infectioasa si boala zgarieturii
de pisica, principala problema de diagnostic este

diferentierea histopatologica a bolii Kikuchi de
limfoamele non-Hodgkin. (12)

Diferentierea bolii Kikuchi de lupusul eritematos
sistemic este uneori dificila. Ambele entitati prezinta
simptome §i caracteristici histopatologice asema-
natoare; in plus, este cunoscuta si documentata re-
latia dintre cele doud afectiuni. (10,13) A fost pro-
pusa ipoteza conform careia boala Kikuchi reflecta
o afectiune autoimuna LES-like, autolimitata, pro-
dusa de transformarea leucocitelor sub influenta
unui agent viral. (14)

Desi este o boala rara, boala Kikuchi ar trebui sa
fie inclusa in diagnosticul diferentiat al adenopatii-
lor. Evolutia si tratamentul acestei boli difera mult
de celelalte afectiuni care produc adenopatii. (10)

Diagnosticul de certitudine al bolii Kikuchi se
face numai prin examenul histopatologic al tesutului
ganglionar afectat. Modificarile specifice bolii
Kikuchi sunt: necroza paracorticala care poate fi
neuniforma sau confluenta, gradul necrozei variind
considerabil de la un caz la altul; exista histiocite,
nuclei in forma de semiluna, apoptoza, histiocite
si macrofage continand detritusuri celulare fago-
citate (corpi apoptotici) rezultate din distrugerea
limfocitelor. Alte celule prezente sunt limfocite,
plasmocite, monocite, macrofage si imunoblasti
(predominant Celule T). (5,13) Exista trei faze
histopatologice ale bolii Kikuchi: faza proliferativa
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caracterizatd prin modificarile descrise anterior;
faza necrotizanta, caracterizata prin necroza extinsa
care poate deteriora structura limfoganglionilor si
faza xantomatoasd, de recuperare, caracterizata
prin rezolutia necrozei. (15)

Boala Kikuchi are o evolutie autolimitata de
péana la 6 luni cu o ratd a recurentelor de 3-4%.
(10,15) Tratamentul include analgezice, antipiretice
sau antiinflamatoare non-steroidiene. Foarte rar,
daca se asociaza afectarea altor lanturi ganglionare
sau simptome generale, poate fi necesar tratamentul
cu corticosteroizi. (10)

Este importantd urmarirea pe termen lung a pa-
cientilor cu boala Kikuchi, in special prin prisma

asocierii frecvente cu LES si pentru a evidentia
eventualele recurente ale bolii. (17)

CONCLUzII

Boala Kikuchi ar trebui inclusa in algoritmul de
diagnostic al adenopatiei cervicale si diferentiata in
special de afectiunile severe cum ar fi limfomul,
pentru initierea unui management corect al bolii, cu
atat mai mult cu cat boala Kikuchi are evolutie be-
nigna, autolimitata.

Kikuchi-Fujimoto disease — diagnosis problems
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is presented.

INTRODUCTION

Kikuchi disease, also known as necrotizing
histiocytic lymphadenitis, was first described by the
Japanese anatomopathologist Kikuchi M, in 1972. (1)
In the same year, the disease was also described by the
anatomopathologist Fujimoto Y (2), which is why its
name in the literature is Kikuchi-Fujimoto disease.

Kikuchi-Fujimoto disease is a rare, benign, self-
limiting disease of unknown etiology, which
involves the lymph node system. It poses problems
of differential diagnosis between adenopathies to
the clinician.

CASE PRESENTATION

Patient H.P aged 13 came to our service for right
submandibular and laterocervical tumefaction, with

ABSTRACT

Kikuchi disease is a rare, benign, self-limiting disease of unknown etiology, which should be included in the
diagnostic algorithm of cervical adenopathy. The certainty diagnosis is histopathological, specific changes
including paracortical lymph node necrosis, histiocytes with crescent shaped nuclei and many apoptotic bodies.
The case of a 13-year-old patient diagnosed with Kikuchi disease, a disorder rarely described at pediatric age,

Key words: adenopathy, child, Kikuchi disease

insidious onset two weeks before. Onset was
associated with a 39.4° C fever episode, for which
antithermics and a second generation cephalosporin
were administered orally, on an outpatient basis.
The cervical formation persisted. The patient had
no associated symptoms and no weight loss over
the past period.

Objectively, the following were evidenced: a
good general state, 33 kg weight, 143 cm height
(below the 5th percentile for weight and height),
pale skin, a well delimited smooth right sub-
mandibular and laterocervical formation 4-5 cm in
diameter, with slightly increased consistency,
adherent to subjacent tissues, having a lymph node
conglomerate appearance, insensitive to palpation,
without Celsian signs (Fig. 1). The examination of
the other systems evidenced no pathological
changes.
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FIGURE 1.
Clinical
appearance of
the
submandibular
and
laterocervical
tumefaction

Adenopathies with other locations: mediastinal
(by chest X-ray) and abdominal (by ultrasound)
were excluded. Cervical ultrasound evidenced in
the right submandibular area, in the proximity of
the submandibular gland, a round, well delimited,
hypoechogenic, inhomogeneous lymph node for-
mation, 1.5/1.3 cm in size, with an anarchic vascular
pole, which compressed the submandibular gland;
at the margin of the mandible, there was another
hypoechogenic, inhomogeneous, hypervascularized
lymph node block, 3/1.6 cm in size. Lymph node
suppurations were excluded.

The submandibular and laterocervical adeno-
pathy required differential diagnosis with reactive
adenopathy as part of viral or bacterial infection,
specific TB infection, adenopathy as part of a
proliferative process such as lymphoma, or auto-
immune disease adenopathy, etc.

Paraclinical investigations showed a slight in-
crease in erythrocyte sedimentation rate (20 mm/h)
and lactate dehydrogenase (297 UI), positive anti-
cytomegalovirus (CMV) IgM and IgG antibodies,
negative anti-Epstein Barr virus (EBV) and anti-
toxoplasma antibodies.

The histopathological examination performed
following lymph node biopsy evidenced lymph
nodes with the follicular structure partially des-
troyed by the presence of numerous micronecrotic
foci surrounded by epithelioid macrophages; in the
necrotic foci, the presence of nuclear dust (apoptotic
bodies) was found. Giemsa staining showed apop-
totic activity paralleled by many mitoses in both
the residual germinal centers and the necrotic foci.
Etiological PAS and Gram staining remained ne-
gative. The described histopathological appearance
suggested Kikuchi lymphadenitis (Fig. 2, 3)

The diagnosis of this case was Kikuchi lympha-
denitis and CMV infection. The patient did not
require specific pharmacological treatment. A good
general state was maintained during evolution and
a slow reduction in the size of the adenopathy was
seen.

FIGURE 2. Overall appearance of a micronecrotic area
with many apoptotic bodies. Giemsa staining x 50

A )

2 ¢ [N ) S
FIGURE 3. Detail of the previous image. The arrows
indicate apoptotic bodies. Giemsa staining x 400

DISCUSSION

Cervical lymphadenitis is a frequent sign in
pediatrics and may correspond to disorders that
require detailed differential diagnosis and specific
therapy (3) (Table 1).

Kikuchi-Fujimoto disease manifests in the
majority of the cases by cervical adenopathy accom-
panied or not by fever. It is more frequent in
countries of the Orient and usually affects young
women, although some cases have also been re-
ported in the pediatric population. It usually has a
self-limiting evolution and does not require specific
treatment (3,4).

Recently, the disease has been reported world-
wide and in all races, so Kukuchi disease might
have been underdiagnosed and thus, unreported. (5)

Although the pathogenic mechanismis unknown,
the clinical presentation, evolution and histological
changes suggest an immune response of T cells
(CD8") and histiocytes against an infectious agent.
The association of the disease with EBV, CMV,
herpesviruses (HHV6, HHVS8), parvovirus B19,
varicella-zoster virus, Toxoplasma gondii or Yaersi-
nia enterocolitica supports a possible infectious
cause. Kikuchi disease cases have been reported in
HIV and HTLV-1 positive patients (5,6,7). The
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TABLE 1. Causes of adenopathies in children

Specific diagnostic elements

Infections

tularemia

Protozoa: toxoplasma, malaria

ccosis, coccidiomycosis
Cat scratch disease

Bacterial: Staph. aureus, Streptococcus pyo- | — fever, Celsian signs, suppuration, fistulization
genes (group A streptococci), brucellosis, |— predominantly cervical, bilateral positive sero-

Viral: EBV, CMV, HIV, measles, rubella virus
Mycobacteria: M. Tuberculosis, M. Avium

Fungi: histoplasmosis, aspergillosis, cryptoco- | — positive serology

logy
— unvaccinated, positive epidemiological inquiry,

no fever, tuberculin hyperergia, radiological
changes, softening, fistulization

— Bartonella henselae, multiple hard lymph nodes,
necrotic pus on puncture

Autoimmune diseases Idiopathic juvenile arthritis

—joint involvement, positive rheumatoid factor

Systemic lupus erythematosus (SLE)

— malar rash, arthritis, serositis, proteinuria, ne-
uropsychicdisorders, anemia, leukopenia, positive
antinuclear/anti-DNA antibodies

Malignant diseases

carcinoma

Lymphoma, leukemia, metastatic solid tu-|— isolated cervical adenopathy posterior to the
mors: neuroblastoma, rhabdomyosarcoma, | sternocleidomastoid muscle, supraclavicular, > 3

cm, hard, insensitive, rapid growth

Storage diseases Gaucher, Niemann-Pick disease

— genetic diseases, hepatosplenomegaly, bone
deformation, neurological manifestations

Histiocytosis Langerhans cell histiocytosis

Immunodeficiency
syndromes

cytosis
Chronic granulomatous disease

Hemophagocytic syndromes, malignant histio- | — hepatosplenomegaly, granulomas, history of re-

— histopathological

current infections

Vaccinations BCG, anti-smallpox, etc.

Other Sarcoidosis

Kikuchi disease, Castelman disease

— pulmonary and mediastinal lymph node infil-
tration
— benign lymph node involvement

most favored theory related to the etiology of
Kikuchi disease is that under the influence of one or
more infectious, chemical, physical and neoplastic
triggering agents, a self-limiting immune response
occurs. Lymphadenitis results from cell apoptosis
induced by cytotoxic T lymphocytes (5).

The characteristic signs of Kikuchi disease are
lymphadenopathy, usually at cervical level, and
fever (1,2). Patients can have associated fatigability
(7%), arthralgia (7%), weight loss, arthritis (5%),
anorexia (3%), sweating (3%), hepatomegaly (3%),
splenomegaly (2%), myalgia (2%). The viral pro-
drome is present in 50% of the cases (8,9). The
form of presentation is usually acute, with a pro-
gressive evolution, 2-3 weeks. In this period, the
clinical picture is dominated by cervical lympha-
denopathy (5).

Cervical lymph nodes are affected in 80% of
the cases. Posterior lymph node chains are fre-
quently involved (70% of the cases). Lymph nodes
are described as insensitive or with moderate sen-
sitivity, with increased consistency, mobile, 2-3 cm
in diameter, frequently forming lymph node con-
glomerates that can reach 6 cm in diameter (5,10).

The incidence of cutaneous manifestations
varies between 5-30%. Symptoms are non-specific
and include maculopapular lesions, morbiliform
rash, nodules, urticaria and malar rash that can

mimic systemic lupus erythematosus (SLE) (5,10).
Neurological manifestations are rare, but aseptic
meningitis,acute cerebellarataxiaorencephalopathy
may occur. (11)

Paraclinically, patients may exhibit leukopenia
(18%), increased ESR (16%), anemia (9%),
increased aminotransferase (8%) and LDH (6%)
levels, thrombocytopenia (4%), positive antinuclear
antibodies (ANA) (7%) (8,9). Imaging examinations
evidence enlarged lymph nodes, but cannot confirm
the diagnosis of Kikuchi disease. Computed tomo-
graphy and ultrasound are used in order to evidence
adenopathy and to differentiate the disease from
other disorders that cause adenopathies, such as lym-
phomas, metastatic tumors or tuberculosis (3,5).

Although differential diagnosis includes a series
of non-neoplastic disorders such as SLE, toxo-
plasmosis, infectious mononucleosis and cat scratch
disease, the main diagnostic problem is the histo-
pathological differentiation of Kikuchi disease
from non-Hodgkin lymphoma. (12)

The differentiation of Kikuchi disease from
systemic lupus erythematosus is sometimes dif-
ficult. Both conditions have similar symptoms and
histopathological characteristics; in addition, the
relationship between the two disorders is well
known and documented (9,13). The hypothesis that
Kikuchi disease reflects a self-limiting SLE-like
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autoimmune disorder, produced by the transfor-
mation of leukocytes under the influence of a viral
agent, was proposed. (14)

Although a rare disorder, Kikuchi disease should
be included in the differential diagnosis of adeno-
pathies. The evolution and treatment of this disease
differs significantly from other disorders that cause
adenopathies (9).

The certainty diagnosis of Kikuchi disease is
only made by the histopathological examination of
the affected lymph node tissue. The specific changes
of Kikuchi disease are: paracortical necrosis that
can be non-uniform or confluent, the degree of
necrosis varying considerably from one case to
another; there are histiocytes, crescent shaped nu-
clei, apoptosis, histiocytes and macrophages con-
taining phagocytosed cell debris (apoptotic bodies)
resulting from the destruction of lymphocytes.
Other cells present are lymphocytes, plasmacytes,
monocytes, macrophages and immunoblasts (pre-
dominantly T cells) (5,10). There are three histo-
pathological phases of Kikuchi disease: the proli-
ferative phase, characterized by the previously
described changes; the necrotizing phase, characte-
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