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Summary

Castleman’s disease is a very rare disorder
characterized by benign lymph-node hypertrophy. There are
described two forms: the localized form, in which only one
lymph node is involved, often pauci-symptomatic, treated
by surgical excision with full recovery without relapse in
almost all cases, and the multicentric or systemic form with
general symptoms, polyadenopathy (neck, chest, mediastin,
abdomen), organomegaly (liver, spleen) and, with a much
less favorable prognosis. The etiology remains unknown,
but some recent studies have suggested that the human
herpesvirus 8 (HHV 8) can be involved, especially in the
multicentric forms.

We present the case of a 60 year-old man who was
admitted to our hospital for acute urticaria (with an aspect
of vasculitic urticaria) and angioedema, started two weeks
before presentation. At the physical examination we
observed a submandibular round tumor (8 cm in diameter),
firm-elastic to palpation, painless, covered by normal
epidermis, which occurred simultaneously with urticaria
and increased with time. We have treated the urticaria with

Rezumat

Boala Castleman este o afecþiune foarte rarã,
caracterizatã prin hipertrofia benignã a ganglionilor
limfatici. Exista douã forme clinice: forma localizatã în care
este afectat un singur grup ganglionar, frecvent pauci-
simptomaticã, tratatã prin excizie chirurgicalã radicalã,
fãrã recidive în majoritatea cazurilor ºi forma
multicentricã, caracterizatã prin manifestãri sistemice,
poliadenopatie (mediastin, regiunea cervicalã, abdomen
etc.), organomegalie (ex: splinã, ficat) ºi care are un
prognostic mai puþin favorabil decât forma localizatã.
Etiologia bolii ramâne necunoscutã; studii recente au
sugerat implicarea herpesvirusului uman 8 (HHV-8), în
special în cazul formelor multicentrice.

Prezentãm cazul unui pacient în vârsta de 60 ani care
solicitã o consultaþie pentru o erupþie urticarianã acutã (cu
aspect de vasculitã urticarianã) însoþitã de angioedem,
apãrutã cu douã sãptãmâni anterior internãrii. La examenul
fizic s-a decelat o formaþiune tumoralã sub-mandibularã,
rotund-ovalarã, cu diametrul de aproximativ 8 cm, ferm-
elasticã, nedureroasã, cu tegumentul supraiacent de aspect
normal, care a apãrut odatã cu urticaria ºi care a crescut
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Prezentare de caz

Un pacient în vârstã de 60 ani s-a prezentat
pentru o erupþie urticarianã cu debut acut, având
caracteristici clinice de vasculitã urticarianã
(leziuni pruriginoase urticariene generalizate,
figurate, însoþite de senzaþie de arsurã, care
persistau în aceeaºi localizare peste 48 ore, unele
leziuni având în centru aspect purpuric – fig. 1) ºi
angioedem (fig. 2), apãrute în urmã cu douã
sãptãmâni. Pacientul nu urma nici un tratament
medicamentos ºi nu avea istoric de alergie
medicamentoasã.

Examenul clinic a evidenþiat, în afara erupþiei
urticariene, o formaþiune tumoralã subman-
dibularã rotundã, cu diametrul de 8 cm, ferm-
elasticã la palpare, nedureroasã, acoperitã de
epiderm de aspect normal, care a apãrut simultan
cu erupþia urticarianã ºi care a crescut progresiv în
dimensiuni (fig. 3). Investigaþiile uzuale, cum ar fi
hemoleucograma ºi profilul biochimic (incluzând
testele funcþiei hepatice) au fost în limite normale,
cu excepþia creºterii VSH; serologia HIV a fost
negativã. De asemenea, s-au evidenþiat creºterea
nivelului complexelor imune circulante ºi
hipocomplementemie. Pacientul a fost tratat
pentru vasculita urticarianã cu antihistaminice ºi
pentoxifilin, rãspunsul fiind favorabil. Ulterior a
fost îndrumat cãtre secþia ORL unde tumora a fost
excizatã complet. Examenul histopatologic al
tumorii a evidenþiat hiperplazie limfoidã
angiofolicularã - forma hialino-vascularã,
sugerând diagnosticul de boalã Castleman.
Examenul computer tomograf nu a pus în
evidenþã alte adenopatii, astfel încât s-a stabilit

Case report

A 60 year-old man was referred to our
hospital for an urticarial eruption suggesting
urticarial vasculitis (generalized pruritic
urticarial lesions, accompanied by a burning
sensation, that last for more than 48 hours in a
fixed location, with purpura within the lesions –
fig. 1) and angioedema (fig. 2), started two weeks
ago. The patient was on no regular medications
and no drug allergy was mentioned.

Physical examination revealed a sub-
mandibular round tumor (8 cm in diameter),
firm-elastic to palpation, painless, covered by
normal epidermis, which occurred simulta-
neously with urticaria and increased with time
(fig. 3). Routine investigations such as full blood
count and biochemical profile (including hepatic
function tests) were found to be within normal
range, except an elevated ESR; HIV serology was
negative. Hypocomplementaemia and circu-
lating immune complexes were present. The
patient was treated for the urticarial vasculitis
with antihistamines and pentoxifilin with a good
response. The patient was referred to the ENT
department where the tumor was completely
excised. The histological examination of the
lesion showed angiofollicular lymphoid
hyperplasia – the hyaline-vascular form,
suggesting the Castleman’s disease. The
computer tomography/CT examination revealed
no widespread lymphadenopathy, so the
diagnosis was Castleman’s disease, the localized
form. The patient was periodically evaluated; one

progresiv în dimensiuni. Erupþia urticarianã a fost tratatã
sistemic cu antihistaminice si pentoxifilin, evoluþia fiind
favorabilã. Pentru formaþiunea tumoralã submandibularã
pacientul a fost îndrumat cãtre serviciul ORL unde aceasta a
fost excizatã complet. Examenul histopatologic al formaþiunii
a pus în evidenþã o hiperplazie limfoidã angiofolicularã,
forma hialin-vascularã, sugerând diagnosticul de boalã
Castleman. Examenul computer tomograf nu a pus in
evidenþã alte adenopatii sau organomegalii, astfel încât s-a
stabilit diagnosticul de boalã Castleman, forma localizatã. La
un an de la intervenþia chirurgicalã pacientul era
asimptomatic ºi fãrã recidiva tumorii.

Cuvinte cheie: vasculitã urticarianã, boalã
Castleman, HHV-8.

antihistamines and pentoxifilin with a good response and
we referred the patient to the Otolaryngology department
where the tumor was completely excised. The histological
examination of the lesion showed angiofollicular lymphoid
hyperplasia the hyaline-vascular form, suggesting the
Castleman’s disease. The computer tomography revealed no
widespread lymphadenopathy, so the diagnosis was
Castleman’s disease, the localized form. We periodically
evaluate the patient; one year after surgical excision no
relapse was noticed.

Keywords: urticarial vasculitis, Castleman’s disease,
HHV-8.



diagnosticul de boalã Castleman, forma localizatã.
Pacientul este sub supraveghere dermatologicã
periodicã; la un an de la excizia chirurgicalã, nu s-
a observat recidiva tumorii (fig. 4).

Discuþii

Boala Castleman este o afecþiune foarte rarã,
cu evoluþie de obicei benignã, de etiologie
necunoscutã, caracterizatã prin hipertrofia
ganglionilor limfatici. De-a lungul timpului s-au
folosit numeroºi termeni pentru a descrie aceastã
entitate limfoproliferativã, cum ar fi: hiperplazie
limfoidã angiofolicularã, hiperplazie gigantã a
ganglionilor limfatici, hamartom al ganglionilor
limfatici, hamartom limfoid angiomatos,
limforeticulom folicular, limfom gigant benign,
hiperplazie angiofolicularã a ganglionilor
limfatici mediastinali etc.1,2

Boala a fost descrisã pentru prima datã în
1954 ºi 1956 de cãtre Castleman ca o mãrire de

year after surgical excision no relapse was
noticed (fig. 4).

Comment

Castleman’s disease is a very rare, usually
benign disorder of unknown etiology charac-
terized by benign lymph-node hypertrophy.
Many terms have been used over the years to
describe this lymphoproliferative disorder,
including angiofollicular lymphoid hyperplasia,
giant lymph node hyperplasia, lymph node
hamartoma, angiomatous lymphoid hamartoma,
follicular lymphoreticuloma, benign giant
lymphoma, angiofollicular mediastinal lymph
node hyperplasia.1,2

The entity was first described in 1954 and
1956 by Castleman et al as a benign, localized
enlargement of hyperplastic lymph nodes.3,4 In
1970 Flendrig reported that this disorder has two
separate histologic features;5 based on these
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volum benignã, localizatã, a ganglionilor
limfatici.3,4 În 1970, Flendrig a comunicat faptul
cã, din punct de vedere histopatologic, aceastã
afecþiune are douã manifestãri distincte;5 ulterior,
în 1972, Keller a clasificat boala Castleman în
douã variante histopatologice, hialino-vascularã
ºi, respectiv, plasmocito-celularã.6

Din punct de vedere clinic, boala se poate
manifesta sub douã forme: localizatã sau cu
afectare multicentricã; forma localizatã este cea
mai frecventã.

Aproximativ 90% din cazurile cu boalã
Castleman localizatã sunt de tip hialino-
vascular ºi apar de obicei la tineri. Este afectat un
singur grup ganglionar ºi de obicei pacienþii sunt
pauci-simptomatici. Forma localizatã poate
afecta orice parte a corpului care prezintã þesut
limfatic, cele mai frecvente localizãri fiind
mediastinul (60%), regiunea cervicalã (14%),
intra-abdominalã (retroperitoneal, pancreas,
pelvis etc. - 11%), ºi axilarã (4%);7 de asemenea,
s-au raportat cazuri de afectare la nivel faringian,
parotidian, regiunea bucalã, extremitãþi etc.8,9,10

Tratamentul este reprezentat de excizia
chirurgicalã, care este urmatã de recuperarea
totalã, fãrã recidive. În aproape toate cazurile,
evoluþia este benignã.11

Majoritatea cazurilor formei multicentrice
sunt de tip plasmocito-celular, apar tipic în
decada a ºasea de viaþã ºi au o evoluþie mai
agresivã. Forma multicentricã a bolii Castleman
se caracterizeazã prin poliadenopatie ºi afectare
multiorganicã. Pacienþii au afectare sistemicã care
se manifestã prin simptome constituþionale (ex:
fatigabilitate, febrã, anorexie, scãdere ponderalã,
transpiraþii nocturne), adenopatii diseminate
(regiunea cervicalã, mediastin, abdomen etc),
organomegalie (hepato- ºi/sau splenomegalie),
edeme, revãrsat pleural ºi/sau pericardic, ascitã,
infecþii recidivante, tulburãri de creºtere, afectare
osoasã, neuropatii. Pacienþii pot dezvolta infiltrat
leptomeningeal ºi la nivelul sistemului nervos
central, precum ºi miastenia gravis. Afectarea
sistemicã poate fi suficient de severã pentru a
determina panci-topenie ºi afectare de organ (în
special respiratorie ºi renalã), precum ºi ºoc care
necesitã internarea într-o unitate de terapie
intensivã.

În unele cazuri, boala Castleman forma
multicentricã, se poate asocia cu sindromul

features, in 1972 Keller et al subclassified
Castleman’s disease into hyaline-vascular and
plasma-cell variant.6

The disease can be present in two clinical
forms: as a solitary mass or as multicentric
disease; the localized form is more common.

Approximately 90% of cases of the localized
form are of the hyaline-vascular type. It is usually
present in young adults. Only one lymph node is
involved and the patients are often pauci-
symptomatic. Castleman’s disease may originate
in any part of the body that contains lymphoid
tissue; the most commonly involved body parts
are mediastinum (60%), neck (14%), intra-
abdominal (retroperitoneum, pancreas, pelvis,
etc. - 11%), and axilla (4%);7 the disease was also
been reported in the parapharyngeal, parotid or
buccal region, limbs etc.8,9,10 The localized form of
Castleman’s disease is treated by surgical
excision with full recovery without relapse; in
almost all cases typically follows a benign
course.11

Most cases of the multicentric form are of the
plasma-cell type, typically presents in the sixth
decade, and follows a more aggressive natural
history. Multicentric Castleman’s disease is
characterized by polylymphadenopathy and
multiorgan involvement. Patients present with a
systemic illness that manifests as constitutional
symptoms (e.g. fatigue, fever, anorexia, weight
loss, and night sweats), disseminated lymph
nodes (neck, chest, mediastin, abdomen, etc.),
organomegaly (liver, spleen), oedema, pulmonary
and pericardial effusions, ascites, recurrent
infections, growth disturbance, bone destruction,
neuropathy. Patients can develop leptomeningeal
and CNS infiltration, as well as myasthenia
gravis. The systemic symptoms can be severe
enough to cause pancytopaenia and organ failure
(particularly respiratory and renal), as well as
shock requiring admission into an intensive care
unit.

In some cases multicentric Castleman’s
disease may be associated with POEMS
syndrome (Polyneuropathy, Organomegaly,
Endocrine disorders, Monoclonal gammopathy/M
protein, Skin disease; sin. Crow-Fukase disease).
POEMS syndrome is associated with HHV-8
infection and an increased level of serum IL-6,
similar to Castleman’s disease.12,13 Two thirds of
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POEMS (Polineuropatie, Organomegalie, anomalii
Endocrine, gamapatie Monoclonalã, afectare
cutanatã; sinonim boala Crow-Fukase).
Sindromul POEMS se poate asocia cu infecþia cu
HHV-8 ºi cu nivele serice crescute de IL-6, similar
cu boala Castleman.12,13 Douã treimi dintre
pacienþii cu sindromul POEMS prezintã forma
plasmocito-celularã. Testele de laborator pot
evidenþia anemie, leucocitozã, trombocitozã,
creºterea VSH, hipergamaglobulinemie,
hipoalbuminemie, modificãri electroencefalo-
grafice etc. Frecvent, creºterea imunoglobulinelor
este policlonalã; uneori se poate detecta o
gamapatie monoclonalã, situaþie în care boala
evolueazã spre sindromul POEMS; în astfel de
cazuri, 80% din lanþurile uºoare monoclonale
sunt de tip lambda.

Forma multicentricã a bolii Castleman are
evoluþie agresivã ºi frecvent conduce la deces
prin complicaþii infecþioase sau neoplazii (ex:
limfom, plasmocitom, sarcom Kaposi, sarcom
folicular cu celule dendritice). La pacienþii cu
forma multicentricã a bolii Castleman s-a
raportat o asociere de 32% cu neoplazii.14,15

Frecvent, în absenþa infecþiei HIV, forma
multicentricã a bolii Castleman se asociazã cu
limfom non-hodgkinian.16 75% dintre pacienþii
HIV-pozitivi ºi 13% dintre cei HIV-negativi cu
boalã Castleman multicentricã au sau vor
dezvolta sarcom Kaposi pe parcursul evoluþiei
bolii.17 De asemenea, pacienþii HIV-pozitivi cu
boala Castleman multicentricã au o
susceptibilitate mai mare de a dezvolta compli-
caþii pulmonare.17,18 Evoluþia clinicã se poate
complica ºi cu amiloidozã sistemicã.

Boala Castleman pare a avea o predilecþie
pentru bãrbaþi ºi apare mai frecvent între a doua
ºi a cincea decadã de viaþã. La pacienþii HIV-
pozitivi, boala apare la vârste mai tinere. La copii,
incidenþa bolii este scãzutã;19 totuºi, când apare,
evoluþia este mai favorabilã decât la adulþi.

Boala Castleman este o afecþiune
limfoproliferativã atipicã, benignã, caracterizatã
prin hiperplazie limfoidã hipervascularã cu
mecanism distinct ºi etiologie necunoscutã; nu se
ºtie dacã este un proces reactiv sau neoplazic.
Printre posibilele cauze de apariþie pot fi
hiperplazia focalã secundarã inflamaþiei cronice,
imunodeficienþa, autoimunitatea sau un
hamartom. S-au acumulat numeroase dovezi care

patients with the POEMS syndrome have the
plasma-cell variant of Castleman’s disease.
Laboratory investigations may reveal anemia,
leukocytosis, thrombocytosis, an increased
erythrocyte sedimentation rate, hypergam-
maglobulinemia, hypoalbuminemia, electroen-
cephalographic changes, etc.7 Immunoglobulin
elevations are usually polyclonal; a monoclonal
gammopathy is occasionally detected, and in
those cases, the condition overlaps with the
POEMS syndrome; the monoclonal light chain is
of the lambda type in 80 percent of such cases.

The multicentric form is aggressive and often
culminates in death secondary to infectious
complications or malignancy (e.g. lymphoma,
plasmacytoma, Kaposi’s sarcoma, or follicular
dendritic-cell sarcoma). Malignancies have been
reported to arise in as many as 32% of patients
with multicentric Castleman’s disease.14,15

Usually, multicentric Castleman’s disease in the
absence of HIV infection is associated with non-
Hodgkin’s lymphoma.16 75% of HIV-positive
patients and 13% of HlV-negative patients with
multicentric Castleman’s disease have or will
develop Kaposi’s sarcoma during the course of
their disease.17 HIV-infected patients with
multicentric Castleman’s disease have a greater
preponderance of pulmonary complications.17,18

The clinical course may also be complicated by
acquired systemic amyloidosis.

The Castleman’s disease appears to have a
predilection for men, and it usually occurs in the
third through fifth decades of life. In people who
are HIV positive it occurs at younger ages. The
incidence of Castleman’s disease is low in the
pediatric population;19 when it does occur, these
patients appear to have a more favorable
outcome than do adults.

The Castleman’s disease is a benign atypical
lymphoproliferative disorder characterized by a
distinctive pattern of hypervascular lymphoid
hyperplasia of uncertain origin; it is unclear
whether it is reactive or neoplastic. Focal
hyperplasia secondary to chronic inflammation
or hamartomatous malformation, immun-
odeficiency or autoimmunity are possible causes.
A mounting body of evidence indicates that a
viral infection may make a significant
contribution. Recent studies (e.g., epidemiologic
and PCR) have shown that Castleman’s disease is
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indicã faptul cã o infecþie viralã poate avea o
contribuþie semnificativã. Studii recente (ex:
epidemiologice, teste de amplificare genicã) au
arãtat cã boala Castleman, în special forma
multicentricã ºi la pacienþii HIV-pozitivi, este
asociatã cu herpesvirusul uman 8 (HHV-
8).11,20,21,22,23,24,25 HHV-8 cunoscut ºi ca
herpesvirusul asociat sarcomului Kaposi (KSHV,
Kaposi’s sarcoma-associated herpesvirus), membru al
subfamiliei Gammaherpesvirinae, este asociat din
punct de vedere etiologic cu sarcomul Kaposi,
limfomul cu limfocite B al marilor cavitãþi, forma
plasmocito-celularã a bolii Castleman
multicentrice ºi o serie de manifestãri post-
transplant, cum ar fi aplazia medularã.
Manifestãri clinice nespecifice, ca febra,
artralgiile, splenomegalia, limfadenopatia,
diareea, fatigabilitatea, au fost observate atât la
pacienþii imunocompromiºi cât ºi la pacienþii
aparent sãnãtoºi, în cursul seroconversiei HHV-8.
Nivelurile ADN-HHV-8 din plasmã ºi numãrul
de celule mononucleare din sângele periferic se
asociazã cu riscul dezvoltãrii sarcomului Kaposi
precum ºi cu activitatea bolii Castleman
multicentrice asociatã cu infecþia HHV-8.26,27,28,29

S-a postulat cã mecanismul limfoproliferãrii în
boala Castleman este mediat de IL-6, citokinã
care este implicatã în faza acutã a reacþiei
inflamatorii; producþia sa este excesivã în
leziunile din boala Castleman. Funcþia naturalã a
citokinei IL-6 este de a stimula proliferarea ºi
supravieþuirea limfocitelor B. Genomul HHV-8
codeazã un analog al genei IL-6 (vIL-6). Sinteza ºi
secreþia crescutã ale IL-6 sunt responsabile de
manifestãrile sistemice asociate bolii. Mai mult,
tratamentul bolii Castleman, formamulticentricã,
cu anticorpi monoclonali împotriva IL-6, aduce
beneficii terapeutice.30,31,32 În forma multi-
centricã, încãrcatura viralã HHV-8 ºi nivelurile
crescute ale IL-6, IL-10 ºi ale proteinei C reactive
sunt asociate cu o evoluþie mai agresivã a bolii,
sugerând cã ambele citokine pot fi implicate în
patogenia acestei boli.28

Boala Castleman poate fi asociatã cu
pemfigusul vulgar, pemfigusul paraneoplazic,
pemfigoidul bulos, vasculita necrotizantã,
vasculita urticarianã, arterita temporalã,
stomatita erozivã, lichenul plan etc. Apariþia
acestor afecþiuni la pacienþii cu boalã Castleman
poate fi asociatã cu disfuncþii imunologice; se

strongly associated with Human herpesvirus-8
(HHV-8), especially in the multicentric form and
in HIV-positive patients.11,20,21,22,23,24,25 HHV-8,
also known as Kaposi’s sarcoma-associated
herpesvirus (KSHV), is a member of the
subfamily Gammaherpesvirinae and is etiolo-
gically linked to Kaposi’s sarcoma, primary
effusion lymphoma (body cavity–based B-cell
lymphoma), the plasmablastic form of multi-
centric Castleman’s disease and a range of post-
transplant conditions such as bone marrow
failure. Nonspecific signs and symptoms, such as
fever, arthralgia, splenomegaly, lym-
phadenopathy, diarrhea, and fatigue, have been
reported both in immunocompromised patients
and in otherwise healthy subjects in association
with HHV-8 antibody seroconversion. The levels
of HHV-8 DNA in plasma and peripheral-blood
mononuclear cells have been associated with the
risk of Kaposi’s sarcoma as well as with the
activity and exacerbation of HHV-8 associated
multicentric Castleman’s disease.26,27,28,29 It is
postulated that the mechanism of lympho-
proliferation in Castleman’s disease is mediated
by IL-6, a cytokine which is involved in the acute
phase of inflammatory reaction; it’s production is
excessive within Castleman’s disease lesions. The
natural function of cytokine IL-6 is to increase the
proliferation and survival of B cells. The genome
of HHV-8 harbors an analog of the IL-6 gene
(vIL-6). Increased synthesis and secretion of
interleukin-6 have been reported to be
responsible for the systemic findings associated
with the disease. Furthermore, treatment of
multicentric Castleman’s disease with monoclonal
antibodies against IL-6 confers therapeutic
benefits.30,31,32 In multicentric Castleman’s
disease, a high HHV-8 viral load and high levels
of IL-6, IL-10, and C reactive protein are
associated with a more aggressive disease course,
suggesting that both cytokines may be involved
in the pathogenesis of this disease.28

Castleman’s disease may be associated with
pemphigus vulgaris, paraneoplastic pemphigus,
bullous pemphigoid, necrotizing vasculitis,
urticarial vasculitis, temporal arteritis, erosive
stomatitis, lichen planus, etc. Development of
these disorders in patients with Castleman’s
disease may be related to underlying immune
dysfunction; the pathogenesis is thought to be
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presupune cã patogenia este secundarã unui
proces reactiv inflamator cauzat de un fenomen
autoimun, stimulare antigenicã sau infecþii.
Afecþiunile cutanate asociate nu rãspund
tratamentului imunosupresiv obiºnuit, dar se
vindecã rapid dupã excizia tumorii.
14,33,34,35,36,37,38,39

Existã câteva comunicãri cu privire la o
varietate de leziuni cutanate nespecifice,
incluzând erupþii maculo-papuloase, noduli
induraþi violacei ºi plãci care afecteazã trunchiul
ºi extremitãþile.40 Caracteristicile histopatologice,
atât ale leziunilor cutanate cât ºi ale celor
limfatice, pun în evidenþã foliculi limfoizi cu un
infiltrat dens cu plasmocite, care sugereazã
afectarea cutanatã specificã;41,42,43 totuºi, aceastã
afectare cutanatã similarã cu cea din foliculii
limfatici este extrem de rarã în boala
Castleman.43,44,45 Aceastã posibilitate ar trebui
avutã în vedere întotdeauna când pacienþii se
prezintã atât cu afectare cutanatã, cât ºi cu
adenopatie.

Datoritã caracteristicilor clinice nespecifice ºi
a faptului cã boala Castleman poate simula unele
neoplazii, cel mai sigur mod de a stabili un
diagnostic definitiv este excizia chirurgicalã ºi
confirmarea histopatologicã. Boala are douã
subtipuri histopatologice: hialino-vascular ºi
respectiv, plasmocito-celular.24 Forma hialino-
vascularã este caracterizatã prin numeroºi foliculi
germinali de dimensiuni mici pânã la medii,
situaþi în ganglionii limfatici, cu vase hialinizate,
aºezate concentric, formând o zonã manta cu
aspect caracteristic de “foi de ceapã”. Acest tip se
gãseºte în 90% din cazurile de boalã Castleman,
forma localizatã, dar rareori în forma
multicentricã. Aspectul histopatologic în tipul
plasmocito-celular este de plasmocitozã intensã
în zonele interfoliculare ale ganglionilor limfatici,
cu o creºtere semnificativã în capilare ºi în
venulele post-capilare, care pot fi hialinizate.
Aceastã variantã se gãseºte la doar 10% din
pacienþii cu formã localizatã, dar la 80-90% din
cei cu forma multicentricã.46,47 În afara acestor
forme, unii pacienþi (10%) prezintã o variantã
mixtã sau de tranziþie.

Cei mai mulþi pacienþi au un proces
limfoproliferativ policlonal. Când apare
monoclonalitatea, trebuie suspectatã
transformarea într-un limfom. Imunohistochimia

secondary to a reactive inflammatory process
caused by autoimmune phenomenon, antigenic
stimulation, or infections. The associated
cutaneous diseases do not respond to routine
immunosuppressive treatment but resolve
rapidly after resection of the
tumor.14,33,34,35,36,37,38,39

There are scattered reports on a variety of
nonspecific skin lesions including macu-
lopapular eruptions, indurated violaceous
nodules and plaques without scaling involving
the trunk and extremities.40 The histopathological
features of both skin and lymph node lesions
revealed lymphoid follicules with a dense plasma
cell infiltrate, which suggested specific cutaneous
involvement.41,42,43 However, this cutaneous
involvement similar to that noted in the lymph
nodes is extremely rare in Castleman’s
disease.43,44,45 This possibility should always be
considered when patients present with skin
lesions together with lymph node enlargement.

Because of its nonspecific characteristics and
the fact that Castleman’s disease can mimic other
neoplasms, the most reliable way to establish a
definitive diagnosis is by surgical resection and
histopathologic confirmation. The disease has
two histologic subtypes: hyaline-vascular and
plasma-cell.24 The hyaline-vascular type is
characterized by numerous small to medium-
sized germinal follicles in the lymph nodes, with
hyalinized vessels and a concentrically arranged
mantle zone producing a characteristic “onion
peel” appearance. This type is found in 90% of
localized Castleman’s disease but rarely in the
multicentric form. The histological appearances
of the the plasma-cell type are of an intense
plasmacytosis in the interfollicular areas of the
nodes, with a prominent increase in capillaries
and post-capillary venules, which may be
hyalinized. This variant is found in only 10% of
patients with localized disease, but in 80-90% of
multicentric form.46,47 In addition, some patients
(10%) have a mixed or transitional variant.

Most patients experience a polyclonal
lymphoproliferative process. When mono-
clonality develops, transformation to a malignant
lymphoma must be suspected. Immuno-
histochemical and gene-rearrangement studies
help identify those clonal cell populations.48
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ºi studiile de recombinare genicã ajutã la
identificarea acelor populaþii de clone celulare.48

Diagnosticul diferenþial include boli
inflamatorii ca limfadenita, infecþia HIV,
tuberculoza, infecþia cu virusul Epstein-Barr,
mediastinita, sarcoidoza etc. ºi neoplasme cum ar
fi limfomul hodgkinian ºi non-hodgkinian,
neurofibromul, neurofibrosarcomul, leiomiosar-
comul, timomul, carcinomul medular al tiroidei,
ca ºi metastaze ale ganglionilor limfatici etc.7,11

Alte cauze de anemie hemoliticã autoimunã,
gamapatie monoclonalã ºi un infiltrat cutanat
bogat în plasmocite includ boli ale þesutului
conjunctiv ºi sifilisul.

Deoarece nu existã studii clinice rando-
mizate, tratamentul se bazeazã doar pe
experienþa din cazurile clinice raportate.

Chirurgia, cu completa rezecþie a tumorii este
tratamentul de elecþie pentru forma localizatã.
Recidiva localã poate sã aparã ca urmare a unei
rezecþii incomplete. În boala Castleman, masele
tumorale sunt destul de vascularizate, astfel încât
embolizarea înainte de extirpare poate reduce
sângerarea intraoperatorie ºi facilita excizia. Nu a
fost raportatã nici o recidivã dupã rezecþia
completã a tumorii;49 pentru pacienþii cu boalã
localizatã la care nu se poate efectua rezecþia
completã, radioterapia poate fi eficientã.

Forma multicentricã a bolii Castleman cu
manifestãri sistemice este mai greu de tratat.
Modalitãþile terapeutice care au fost raportate ca
fiind eficiente, includ corticosteroizii (60 pânã la
100 mg/zi prednison, timp de sãptãmâni pânã la
luni), agenþii imunosupresori, polichimio-
terapicele, antiretroviralele, antiviralele
antiherpesvirus, interferonul alfa, anticorpii anti-
IL-6, rituximabul, talidomida, retinoizii,
splenectomia, transplantul de mãduvã osoasã etc.

Deºi chirurgia este principalul tratament
pentru boala Castleman forma localizatã, ea are
un rol limitat în forma multicentricã. Pentru
pacienþii imunocompetenþi, regimurile chimio-
terapice se bazeazã pe schemele utilizate în
tratamentul limfoamelor. Singurele remisiuni
complete s-au obþinut cu regimuri poli-
chimioterapice asociate sau nu cu corticoizi, cu
rate de rãspuns de pânã la 93%.14,15 Terapia
antiretroviralã (HAART - highly active antiretroviral
therapy) reduce viremia HIV. Introducerea acestei
terapii a modificat cursul normal al infecþiei

Differential diagnosis includes inflammatory
diseases such as lymphadenitis, HIV infection,
tuberculosis, Epstein-Barr virus, mediastinitis,
sarcoidosis, etc. and neoplasms such as
Hodgkin’s and non-Hodgkin’s lymphoma,
neurofibroma, neurofibrosarcoma, leiomyosar-
coma, thymoma, medullary carcinoma of the
thyroid, as well as lymph node metastases, etc.7,11

Other causes of autoimmune hemolytic anemia,
polyclonal gammapathy, and cutaneous plasma
cell rich infiltrates include connective tissue
diseases and syphilis.

Treatment is often based on published case
reports only, as there are no randomized trials of
therapy.

Surgery with complete resection is the
treatment of choice for the solitary form. Local
recurrence can occur following incomplete
removal. The masses in Castleman’s disease are
quite vascular, so embolization before extirpation
may reduce intraoperative bleeding and facilitate
the excision. No recurrences have been reported
in the literature after complete resection of the
localized type.49 For patients with localized
disease that is not amenable to complete
resection, radiation therapy may be successful.

Multicentric Castleman’s disease with
systemic manifestations is more difficult to treat.
Therapies that have been reported to have some
effect include corticosteroids (60 to 100 mg of
prednisone for weeks to months), immuno-
suppressive agents, combination chemotherapy,
highly active antiretroviral therapy, anti-
herpesvirus medications, interferon alpha,
anti–interleukin-6 antibody, rituximab, thalido-
mide, retinoids, splenectomy, bone marrow
transplant etc. Although surgery is the mainstay
of treatment for localized Castleman’s disease, it
has a limited role in multicentric Castleman’s
disease. For immunocompetent patients the
chemotherapy regiments are based on lymphoma
schedules. The only complete remissions have
been achieved with multiple-agent chemother-
apy with or without steroids, with response rates
as high as 93%.14,15 Highly active antiretroviral
therapy (HAART) reduces HIV viraemia. The
introduction of HAART has altered the natural
history of HIV infection. HAART has been shown
to prevent the development of Kaposi’s sarcoma;
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HIV.50 HAART a dovedit cã previne dezvoltarea
sarcomului Kaposi; însã, într-un alt studiu,
apariþia formei multicentrice agresive a bolii
Castleman a fost consideratã ca fãcând parte din
sindromul de reconstituire imunã, asociat
începerii tratamentului HAART.51 Medicaþia anti-
herpesvirus afecteazã HHV-8 doar în faza sa liticã
ºi sunt date insuficiente pentru a putea
recomanda aceastã terapie. La pacienþii trataþi cu
ganciclovir, oral ºi intravenos, s-a observat o
reducere a frecvenþei manifestãrilor acute ale
formei multicentrice; toþi pacienþii au avut o
scãdere a încãrcãturii virale HHV-8, însoþind
diminuarea simptomatologiei.52 Totuºi, utilizarea
terapiei antivirale cu foscarnet ºi cidofovir nu a
fost eficace la un pacient HIV-negativ cu forma
multicentricã ºi cu viremie HHV-8 doveditã.53

Interferonul alfa (IFN-α) a fost administrat fie în
monoterapie, fie în combinaþie cu terapia
HAART sau chimioterapice, pentru pacienþii cu
boala Castleman forma multicentricã, atât pentru
a induce, cât ºi pentru a menþine remisiunea
bolii.17,54,55,56 IFN-α poate fi folosit ca o
alternativã a chimioterapiei pentru a produce
remisiuni susþinute ale formei multicentrice, cu
un profil relativ favorabil al efectelor adverse.
Atlizumab (tocilizumab), un anticorp monoclonal
humanizat anti-receptor IL-6 diminueazã
simptomatologia ºi îmbunãtãþeºte rapid valorile
anormale ale analizelor de laborator, deºi aceste
anomalii revin dupã stoparea tratamentului.31,57

Un alt anticorp monoclonal anti-CD 20, rituximab,
a fost utilizat în tratamentul formei multicentrice
a bolii Castleman.58,59,60,61 Comunicãri recente ale
unor cazuri tratate cu talidomidã au arãtat de
asemenea rezoluþia manifestãrilor cutanate din
boala Castleman formamulticentricã. Talidomida
este cunoscutã a avea un puternic efect anti-
citokinic ºi inhibitor al TNF ºi al altor citokine
proinflamatorii.62,63

Splenectomia, în afarã de a ajuta la stabilirea
diagnosticului histopatologic, poate avea un
beneficiu terapeutic ca o procedurã de reducere a
masei tumorale ºi a unora dintre sechelele
hematologice, cum ar fi trombocitopenia sau
anemia, care pot fi datorate în parte,
splenomegaliei. Eritropoietina poate trata cu
succes anemia severã asociatã bolii.15

Vasculita urticarianã este o entitate clinicã ºi
patologicã caracterizatã prin episoade recidi-

however, its impact on multicentric Castleman’s
disease is difficult to ascertain. Some patients
responded to chemotherapy although they
continued to require long-term chemotherapy;
the mean survival was longer than described in
the pre-HAART era patients.50 However, in
another study, the development of aggressive
multicentric Castleman’s disease was thought to
be part of the immune reconstitution syndrome
associated with the starting of HAART.51 Anti-
herpesvirus medications affect HHV-8 only in its
lytic phase, and there are insufficient data to
recommend this therapy. In patients treated with
oral and intravenous ganciclovir, there was a
reduction in the frequency of acute symptoms of
multicentric Castleman’s disease; all the patients
had a reduction in HHV-8 viral load, accom-
panying the resolution of their symptoms.52

However, the use of foscarnet and cidofovir
antiviral therapy was ineffective in an HIV-
negative multicentric Castleman’s disease patient
with proven HHV-8 viraemia.53 Interferon alpha
(IFN-α) has been administered either alone or in
combination with HAART or chemotherapy for
patients with multicentric Castleman’s disease
both to induce remission and as maintenance
therapy.17,54,55,56 IFN-α may be used as an
alternative to chemotherapy for maintenance to
produce sustained remissions of multicentric
Castleman’s disease with its relatively favourable
side effect profile. Atlizumab (tocilizumab), a
humanized monoclonal anti-IL-6 receptor
antibody, alleviates symptoms and dramatically
improves abnormal laboratory values, although
these abnormalities return upon cessation of
therapy.31,57 Another monoclonal antibody that
has been tried is the anti-CD20 monoclonal
antibody rituximab.58,59,60,61 Recent case reports of
treatment with thalidomide also showed resolution
of systemic manifestations of multicentric
Castleman’s disease. Thalidomide is known to
have a powerful anti-cytokine effect and inhibits
tumour necrosis factor and other proinflam-
matory cytokines.62,63

Splenectomy, in addition to establishing the
histological diagnosis, may have a therapeutic
benefit as a debulking procedure, as some of the
haematological sequelae such as thrombo-
cytopaenia and anaemia may in part be due to
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vante de urticarie cu caracteristici histo-pato-
logice de vasculitã leucocitoclazicã. Varietatea
leziunilor cutanate ºi a manifestãrilor
extracutanate ce apar la aceºti pacienþi, au dus la
o multitudine de sinonime ale acestei boli, cum ar
fi sindrom lupus eritematos-like, vasculitã
hipocomplementemicã, eritem polimorf atipic,
urticarie cu vasculitã, sindromul de vasculitã
urticarianã hipocomplementemicã, vasculitã sau
venulitã urticarianã.64

Frecvenþa exactã a bolii nu este cunoscutã
deoarece studiile anterioare au variat în definirea
bolii, dar prevalenþa vasculitei în biopsiile
pacienþilor cu urticarie cronicã idiopaticã-
angioedem s-a raportat a fi între 2 ºi 50%.65,66,67

Clinic se caracterizeazã prin leziuni
urticariene care tind sã fie dureroase sau sã
prezinte senzaþia de arsurã, dureazã mai mult de
24 ore în localizare fixã ºi se vindecã lãsând
purpurã sau hiperpigmentare postinflamatorie.
Vasculita urticarianã poate fi împarþitã în douã
categorii: normocomplementemicã ºi
hipocomple-mentemicã. Ambele pot fi asociate
cu simptome sistemice (ex: febrã, limfadenopatie,
artralgii, dureri abdominale, afectare pulmonarã
sau renalã). Forma hipocomplementemicã se
asociaza frecvent cu simptomatologie sistemicã ºi
boli autoimmune.68,69,70

Confirmarea diagnosticului prin biopsie
cutanatã este importantã deoarece pacienþii cu
vasculitã urticarianã necesitã investigaþii
suplimentare care, eventual, pot evidenþia
asocierea unor boli autoimune de colagen,
precum ºi afectarea renalã sau a altor organe
interne. Biopsia unei leziuni de vasculitã
urticarianã pune în evidenþã afectarea vaselor
mici, cu balonizarea celulelor endoteliale,
extravazarea hematiilor, depuneri de fibrinã, un
infiltrat perivascular alcãtuit predominant din
neutrofile, cu detritusuri nucleare ºi, uneori,
eozinofile.68,69

Vasculita urticarianã este idiopaticã în
majoritatea cazurilor, dar poate apãrea ºi în
contextul unor boli autoimune, infecþii sau reacþii
post-medicamentoase. Boala reprezintã o reacþie
de hipersensibilitate de tip III în care complexele
antigen-anticorp sunt depuse în lumenul
vascular; aceastã reacþie determinã activarea
complementului ºi chemotaxia neutrofilelor.
Mecanismele care stau la baza patogeniei, rãmân

splenomegaly. Erythropoietin can successfully
treat associated severe anemia.15

Urticarial vasculitis is a clinical and
pathological entity characterized by recurrent
episodes of urticaria with the histopathological
features of leucocytoclastic vasculitis. The variety
of skin lesions and extracutaneous manifestations
occurring in these patients have led to a plethora
of diagnostic appellations such as systemic lupus
erythematosus-like syndrome, hypocom-
plementemic vasculitis, atypical erythema
multiforme, urticaria with vasculitis, the
hypocomplementemic-urticarial-vasculitis
syndrome, urticarial vasculitis or venulitis.64

The exact frequency is not known because
previous studies varied in their definitions of the
condition, but the prevalence of vasculitis in
biopsy specimens from patients with chronic
idiopathic urticaria/angioedema has been
reported to range from 2 to 50%.65,66,67

Clinically it is characterized by urticarial
lesions that tend to be painful or to cause a
burning sensation, last for more than 24 hours in
a fixed location and resolve with purpura or
postinflammatory hyperpigmentation. Urticarial
vasculitis may be divided into normocom-
plementemic and hypocomplementemic
variants. Both subsets can be associated with
systemic symptoms (eg, fever, lymphadenopathy,
arthralgias, abdominal pain, pulmonary or renal
disease). The hypocomplementemic form more
often is associated with systemic symptoms and
an autoimmune disease.68,69,70

Confirmation of the diagnosis by a skin
biopsy is important because the patients need to
be investigated for evidence of autoimmune
connective tissue disease, and of renal or other
internal organ involvement. The biopsy of an
urticarial lesion reveals evidence of small vessel
damage, including swelling of endothelial cells,
extravasation of red blood cells, fibrin deposition,
a predominantly neutrophilic perivascular
infiltrate with nuclear debris and occasional
eosinophils.68,69

Urticarial vasculitis is idiopathic in most
patients but can also occur in the context of
autoimmune disorders, infections, or drug
reactions. The disease is a type III
hypersensitivity reaction in which antigen-
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însã necunoscute. S-a propus intervenþia TNF-α,
IL-6 si IL-1 în medierea inflamaþiei vasculare.71,72

Evoluþia vasculitei urticariene este frecvent
cronicã; mortalitatea este scãzutã, exceptând
cazurile de afectare pulmonarã sau renalã.73,74

Scopul tratamentului este de a obþine
remisiuni de lungã duratã cu cele mai reduse
recþii adverse. Pentru pacienþii ce prezintã doar
afectare cutanatã, antihistaminicele sau
antiinflamatoarele nesteroidiene pot asigura
remiterea simptomatologiei. Dacã aceºti agenþi
nu dau rezultate, se pot adãuga colchicina,
hidroxiclorochina sau dapsona. Dacã toate aceste
terapii au eºuat sau dacã pacientul are afectare
sistemicã, se are în vedere terapia sistemicã cu
glucocorticoizi sau alþi agenþi imunosupresori
(incluzând metotrexat, azatioprinã, ciclosporinã,
ciclofosfamidã, micofenolat-mofetil, tacrolimus ºi
imunoglobuline de administrare intravenoasã).73

De asemenea s-au raportat rãspunsuri favorabile
la terapia cu agenþi noi, incluzând rituximab,
anakinra ºi etanercept.

Concluzii

Boala Castleman trebuie diferenþiatã de
limfoame sau hiperplazia reactivã a ganglionilor
limfatici. Examenul histopatologic este esenþial în
obþinerea unui diagnostic definitiv. Aºa cum s-a
raportat ºi în literaturã, nu s-a observat niciodatã
transformarea formei localizate în forma
multicentricã. Este posibil ca apariþia vasculitei
urticariene în cazul pacientului nostru sã fie
asociatã bolii Castleman. Se poate presupune cã
plasmocitele, activate de un antigen necunoscut,
au produs imunoglobuline policlonale, care au
fost apoi depozitate în pereþii vaselor mici
cutanate, determinând activarea cascadei
complementului ºi ducând la apariþia vasculitei.

Intrat în redacþie: 7.04.2010

antibody complexes are deposited in the vascular
lumina; this reaction results in complement
activation and chemotaxis of neutrophils. The
mechanism(s) underlying the pathogenesis
remains unknown. A role for tumour necrosis
factor-α, IL-6, and IL-1 has been proposed in
mediating the vascular inflammation.71,72

The course of urticarial vasculitis is often
chronic; mortality is low, unless renal or
pulmonary disease occurs.73,74

The goal of treatment is to achieve long-term
control with the least amount of toxicity. For
patients with cutaneous involvement only,
antihistamines or nonsteroidal anti-inflammatory
drugs may provide symptomatic relief. If these
agents do not work, colchicine, hydrox-
ychloroquine, or dapsone may be added. If all
other treatment modalities have failed or if the
patient has systemic involvement, consider
treatment with glucocorticoids or other systemic
immunosuppressive agents (including
methotrexate, azathioprine, cyclophosphamide,
cyclosporine, mycophenolate mofetil, tacrolimus
and intravenous immunoglobulins).73

Response to newer agents, including
rituximab, anakinra and etanercept has been
reported.

Conclusions

Castleman’s disease must be distinguished
from malignant lymph-node hyperplasia
(malignant lymphoma) or reactive lymph-node
hyperplasia. The histological exam is essential to
obtain a definitive diagnostic. As reported in the
literature, it was never observed the
transformation of a localized form into a
multicentric one. It is possible that the occurrence
of urticarial vasculitis in our patient might be
related to Castleman’s disease. It can be
hypothesized that plasma cells were triggered by
unknown antigen(s) to produce polyclonal
immunoglobulins, which were then deposited in
the vessel walls in the skin, causing activation of
the complement cascade and leading to the
development of vasculitis.

Received: 7.04.2010
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