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Associacao da Doenca de Castleman com
Sindrome de Poems em Adulta Jovem

Association of Castleman’s Disease with Poems’ Syndrome in Young Adult
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RESUMO

Os autores relatam um caso de uma paciente de 37 anos
com quadro de dorméncia em membros, amenorréia, edema
de membros inferiores, adenomegalia e les6es hiper-
pigmentadas em membros inferiores. Os exames de imagens
revelaram cardiomegalia e derrrame pericardico, além de
hepatomegalia, ascite e imagens sélidas em parénquimas
renais. O laboratério revela aumento de fragdo gama com
elevacédo de kappa, elevacao de DHL e VSH, aumento de
TSH e anemia da doenga inflamatéria cronica. Sorologia para
HIV negativa. A biopsia de linfonodo axilar evidenciou intensa
hiperplasia angiofolicular, com presengca de numerosas
células plasmaticas e aparecimento normal de centros
germinativos, compativeis com a doenca de Castleman. Além
disso a paciente apresenta associacdo com POEMS
(Polineuropatia sensitivo-motora com degeneragédo axonal;
hepatomegalia + cardiomegalia + adenomegalias + aumento
renal; amenorréia ha 1 ano + galactorréia; pico de kappa
monoclonal e hipercromia em pele). A doenc¢a de Castleman
(DC), também denominada hiperplasia angiofolicular linfide
ou hiperplasia ganglionar de células gigantes, entre outras
designacoes, é uma doenca linfoproliferativa rara, de causa
e patogenia desconhecidas, mas com alteragées histologicas
caracteristicas, sendo essa forma multicéntrica com asso-
ciagdo com sindrome de POEMS, uma entidade bastante rara
em mulheres abaixo de 40 anos.

DESCRITORES
Doencga de Castleman. Sindrome de POEMS. Gamopatia
monoclonal.

1 Médico Residente do Hospital Universitario Alcides Carneiro/lUFCG

SUMMARY

Authors report the case of a 37 year old female patient. She
presents numbness in her arms and legs, amenorrhea, edema
on inferior members, adenomegaly and hyper-pigmented
lesions on inferior members. Image exams reveal cardiomegaly
and pericardial spill and also hepatomegaly, ascitis and solid
images in the kidneys’ parenchyma. The laboratory found an
increase of gamma fraction with kappa elevation, DHL and
VSH elevation, an increase of TSH and chronic inflammatory
disease anemia and a negative serology for HIV. The auxiliary
lymph node biopsy evidenced intense angiofolicular
hyperplasia with the presence of numerous plasmatic cells
and a normal presence of germinative centers, all compatible
with Castleman’s disease. In addition to that the patient
displays an association with POEMS (Motor-sensitive
polyneuropathy with axonal degeneration; hepatomegaly +
cardiomegaly + kidney increase; 1 year amenorrhea +
galactorhea; monoclonal kappa peak and skin hyperchromia).
Castleman’s disease (CD), also called angiofolicular lymphoid
hyperplasia or Giant Lymph Node Hyperplasia, among other
designations. It is a rare lynphoproliferative disease of
unknown cause and pathogenesis but with characteristic
histological alterations in this multicentric form with POEMS
syndrome association, a very rare entity in women below 40
years of age.

DESCRIPTORS
Castleman’s Disease. POEMS’ Syndrome Monoclonal
Gammopathy
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doenca de Castleman (DC), também denominada
hiperplasia angiofolicular linféide ou hiperplasia
anglionar de células gigantes, entre outras
designacdes (cada uma traduzindo uma hipotese
etiopatogénica) € uma doenca linfoproliferativa rara, de
causa e patogenia desconhecidas, classificada como
atipica, mas com alteraces histologicas caracteristicas.
Vérias classificagdes foram propostas para a DC de
acordo com o histopatol6gico. As mais utilizadas sdo
asde KELLER (VELASQUEZ etal., 2005), que considera
duas formas: Hialino-vascular (HV) — a forma mais
freqliente em 90% dos casos e de células plasmaticas
ou plasmocitaria (CP) em 10% dos casos, e a de
FLENDRIG (VELASQUEZ et al., 2005), que divide em
tipo I e 1l, o primeiro correspondendo a forma de CP
(Células plasmocitarias) de KELLER e o segundo a HV
(Hialino Vascular). De acordo com as manifestacoes
clinicas, a DC pode ser classificada em dois grupos:
localizada e multicéntrica.

Um conjunto de alteragdes a que se deu 0 nome
de sindrome de POEMS (Polineuropatia — Organo-
megalia — Endocrinopatia - Proteina Monoclonal — Skin:
manifesta¢des cutdneas) foi recentemente descrita como
fazendo parte das manifestagdes préprias da DC de tipo
misto, surgindo muitas vezes esta sindrome de forma
incompleta. Esta sindrome é uma desordem multisis-
témica caracterizada por: P = polineuropatia, O =
organomegalia, E = endocrinopatia, M = proteina M ou
gamopatia monoclonal, S = skin (pele). Esta rara doenca
faz parte do capitulo de polineuropatias associadas com
paraproteinemias, juntamente com as gamopatias
monoclonais por IgM, IgG, IgA, Macroglobulinemia de
Waldestron, Mieloma Multiplo, Amiloidose, Crioglo-
bulinemia e Mieloma Osteoclerotico (esta Gltima sendo
usada como sindnimo de POEMS por alguns autores).
O quadro clinico se inicia geralmente por polirradi-
culoneurite cronica desmielinizante e depois aparecem os
demais sintomas. Dentre as alteracdes endocrinoldgicas
destacam-se alteracOes adrenais, tiroideanas, hipofisarias,
gonadais, paratiroiduianas e pancreaticas e entre as
alteracfes cutaneas podem aparecer: hiper-pigmentacéo,
hipertricose e unhas esbranquigadas. A bidpsia de nervo
confirma desmielinizacdo segmentar com remielinizacdo
descartando amiloidose (SCARLATO et al., 2005).

Acomete mais 0 sexo masculino, na sexta década
de vida. Na maioria dos casos encontram-se proteinas
monoclonais de cadeia leve e o hipotireodismo é a alte-
racdo enddcrina mais encontrada (DISPENZIERI, 2005).

Muitas das manifesta¢@es clinicas da DC estéo
relacionadas com uma producdo excessiva de IL-6
associada com o HHV-8 (DISPENZIERI et al, 2004).

RELATO

Mulher de 37 anos, do lar, procedente de
Juazeirinho-PB, com queixas de dorméncia em méos e
pés, dor 6ssea e articular acompanhada de dificuldade

stleman’s disease (CD), also called angiofolicular
lymphoid hyperplasia or Giant Lymph Node

Hyperplasia, among other designations, is a rare
lynphoproliferative disease of unknown cause and
pathogenesis but with characteristic histological
alterations. Several classifications were proposed for CD
according to the histopathological. The most utilized are
the ones from KELLER (VELASQUEZ etal., 2005), that
consider two forms: Vascular hyaline (VH), the most
frequent form in 90% of the cases and plasmatic or
plasmacitary cells (PC) in 10% of the cases. Another
proposal from FLENDRIG (VELASQUES et al., 2005),
divides into type | and Il, with the first corresponding to
the PC form (Plasmacitary cells) from KELLER and the
second one to VVH (Vascular Hyaline). According to the
clinical manifestations, CD may be classified into two
groups: localized and multicentric. The following are a list
of alterations which received the name of POEMS,
Syndromes:  Polyneuropathy, organomegaly,
endocrinopathy, Monoclonal Protein. The skin also shows
cutaneous manifestations which were recently described
as being part of the manifestations related to the mix type
of CD, many times this syndrome does not manifestates
itself completely. This syndrome is a multisystemic disorder
characterized by: P = polyneuropathia, O = organomegaly,
E = endocrinopathy, M = M protein or monoclonal
gammopathy, S = skin. This rare disease is part of the
polyneuropathies associated with paraproteinemias, along
with monoclonal gammopathies by IgM, 1gG, IgA,
Waldestrom’s Macroglobulinemia, Multiple Myeloma,
Amyloidosis, Cryoglobulinemia and Osteosclerotic
Myeloma (the latter is used as a synonymous to POEMS
by some authors). The clinical picture usually begins with
chronic demyelinating polyradiculoneuritis and other the
symptoms manifestate later. Among the endocrinological
alterations that stand out are: adrenal, thyroidal, hypofisary,
gonadal, parathyroidian and pancreatic and, among
cutaneous alterations there might be: hyper pigmentation,
hypertrichosis and whitened nails. Nerve’s biopsy confirms
segmentary demyelinating with remyelinating disposal of
amyloidosis (SCARLATO etal., 2005).

It happens mainly to the masculine sex, upto the
sixth decade of life. In most cases there are light chain
monoclonal proteins and hypothyroidism is the most found
endocrine alterations (DISPENZIERI, 2005).

Many of CD’s clinical manifestations are related
with an excessive production of IL-6 associated with HHV-
8 (DISPENZIERI etal, 2004).

REPORT

A 37 year old woman from Juazeiro-PB,
complaining of hand and foott numbness along with
osteo and articular pain accompanied with difficulty in
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de deambulag&o ha seis meses. Ao exame fisico apresen-
tou aparelho respiratério com murmurio vesicular
dimimuido em base de hemitérax direito, pele com lesGes
cutaneas tipo maculas hipercromicas e edema+/+4 em
MMI, sistema Nervoso Central: For¢a muscular em méo
direita diminuida; atrofia muscular em pernas, princi-
palmente direita; forca muscular diminuida em pés direito
e esquerdo; Perda de sensibilidade tatil em pés direito e
esquerdo. Sistema ganglionar periférico com adenome-
galias axilares, inguinais e cervicais.

Radiografia de térax com cardiomegalia e Raios
X das mdos e pés com osteopenia. Tomografia de tdrax e
abdome revelaram cardiomegalia com derrame peri-
cardico, hepatomegalia, areas sélidas com limites impre-
cisos comprometendo os paréquimas renais, dilatagdo
de arvore biliar intra-hepatica. A eletroneuromiografia
revelou polineuropatia periférica, sensitivo-motora, com
processo patoldgico primario do tipo degeneragao axonal.

O ecocardiograma transtoracico revelou aumento
da espessura parietal e da massa do VE. Comprome-
timento moderado de sua fungdo sistolica secundario a
hipocontratilidade difusa, sendo mais importante a nivel
do SIS. FE: 37%.

A investigacdo laboratorial revelou aumento de
fracdo gama na eletroforese de proteinas, com aspecto
monoclonal e a imunoeletroforese revela aumento de
cadeia leve do tipo kappa sorologia anti-HIV néo
reagente, FAN positivo com padrdo nuclear e titulo de
1:160, anti DNA negativo, fator reumatdide e Waller Rose
negativos, p-ANCA e C-ANCA negativos, VHS 50 mm,
proteina de Bence-Jones negativa, mucoproteinas 7,3
g% (1,9-4,9), DHL 1.210 U/L, hemograma com anemia
evidenciando hemoglobina de 10,2 g/dl com microcitose,
além de ferro sérico de 22 mcg/dl, capacidade total de
fixacdo do ferro elevada e ferritina de 630 ng/ml, caracte-
rizando anemia da doenca inflamatéria cronica. O mielo-
grama evidenciou uma medula 6ssea com celularidade
global discretamente reduzida e aumento de plasmécitos
(7%) (Figura 1).

As manifestagdes clinicas, os achados histopa-

walking for the last six months. Physical examination
presented a respiratory system with a diminished vesicular
murmur on the right hemithorax base, cutaneous lesions
on skin resembling hyperchromic blemish and +/+4 legs
edema. The central nervous system presented a diminished
muscular strength in the right hand; muscular atrophy in
the legs, especially the right one; diminished muscular
strength on the right and left feet; loss of tactile sensitivity
on the right and left feet. The peripheral ganglionar system

with axillary, inguinal and cervical adenomegaly.

A cardiomegaly from an x-ray on the thorax and an
osteopenia on hand and feet x-ray. Thorax and abdomen
tomography showed a cardiomegaly with a pericardial spill,
hepatomegaly, solid areas with imprecise limits
compromising renal parenchyma and dilatation of the
intrahepatic biliary tree. An eletroneuromiography showed

peripheral polyneuropathy, sensitive-motor, with

the

primary pathological process from axonal degeneration

type.

A transthoraxical echocardiogram showed an
increase in the parietal thickness and LV mass and a
moderate compromising of its systolic function, secondary
to the diffuse hypocontractility, being more important at

SIS level. FE: 37%.

Laboratorial research showed gamma fraction
increase with the protein’s electro-phorese, with
monoclonal aspect and the immune electro-phorese
revealing an increase in the anti HIV non-reactive serology
kappa type light chain, positive FAN with nuclear pattern
and 1:1600 title, negative anti DNA, negatives rheumatoid

and Waller Rose, negatives p-ANCAand C-ANCA, 50

mm

VHS, negative Bence-Jones protein, 7.3 g% (1.9-4.9)
mucoproteins, 1.210 U/L DHL. Ahemogram showed anemia

evidencing hemoglobin at 10.2 g/dl with microcytosis,

and

seric iron at 22 meg/dl, high iron fixation total capacity and
ferritin at 630 ng/ml, characterizing an anemia due to a
chronic inflammatory disease. Myelogram evidenced bone
marrow with global cellularity slighthly reduced and an

increase of plasmacytes (7%) (Figure 1).

Clinical manifestations, histopathological findings

Figura 1 — Fotografia de preparagdo histologica do
linfonodo axilar evidenciando intensa hiperplasia
angiofolicular, com presenca de numerosas células
plasmaticas e aparecimento normal de centros
germinativos (coloragcdo Hematoxilina — eosina 300x).
Figure 1 — Picture of histological preparation of the axilliary
lymph node evidencing intense angiofolicular hyperplasia,
with the presence of numerous plasmatic cells and normal
appearance of germinative centers (Hematoxylin coloring —
eosin 300x).
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tologicos e demais exames laboratoriais, permitiu
classificar esse caso Doenca de Castleman multicéntrica
associada a sindrome de POEMS classificada por: poli-
neuropatia sensitivo-motora com degeneracdo axonal;
organomegalia com hepatomegalia + cardiomegalia +
adenomegalias endocrinopatia evidenciada por amme-
norréia h4 1 ano + galactorréia + hipotireoidismo TSH
12,3; gamopatia monoclonal com aumento de cadeia
kappa, e lesdes cutaneas do tipo maculas hipercromicas
difusas em membros inferiores.

COMENTARIOS

Os critérios clinicos-patol6gicos para o diagnds-
tico de doenga multicéntrica sdo: histologia da variante de
células plasmaticas, envolvimento de multiplos nédulos
periféricos, envolvimento multissistémico de origem
idiopéatica e hipergamaglobulinemia (SOUSA, et al., 2005).

A forma multicéntrica da doenca de Castleman
apresenta achados histoldgicos e macroscopicos seme-
Ihantes a varias doencas, necessitando serem excluidas
antes do diagndstico de DC: artrite reumatoide e outras
doencas do colageno, imunodeficiéncias primarias,
sindrome da imunodeficiéncia adquirida, sarcoma de
Kaposi, doenga de Hodgkin, linfoma ndo-Hodgkin,
amiloidose e sindrome de POEMS (MARQUES et al., 2005).

A forma multicéntrica associada a Sindrome de
POEMS, além de ser uma entidade bastante rara, & mais
prevalente em individuos masculinos e idosos. O que
chama atencdo nesse caso é a ocorréncia em mulher an-
tes dos 40 anos onde as manifestacdes clinicas foram
muito semelhantes a manifestacdes de doengas do cola-
geno, além de dados epidemioldgicos e um diagndstico
diferencial com artrite reumatdide sendo o diagndstico
definitivo realizado quando somado os achados clinicos
comos laboratoriais.
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and other laboratorial exams allowed classification of this
case as multicentric Castleman Disease associated to
POEMS Syndrome classified by: sensitive-motor poly-
neuropathy with axonal degeneration; organomegaly with
hepatomegaly + cardiomegaly + endocrinopathy
adenomegalies evidenced by 1 year amenorrhea +
galactorhea + 12.3 TSH hypothyroidism; monoclonal
gamopathy with kappa chain increase, cutaneous lesions
of the diffuse hyperchromic blemish type on inferior
members.

COMMENTS

Clinical-pathological criteria to diagnose
multicentric disease are: a histology of plasmatic cells
variants, involvement of peripheral multiple nodes, multi
systemic involvement of idiopathic origin and
hypergammaglobulinemia (SOUSA, et al., 2005).

The multicentric form of Castleman disease
presents histological and macroscopical findings similar
to several diseases, so it was necessary to exclude the
following before a CD diagnosis: rheumatoid arthritis and
other collagen diseases, primary immunodeficiencies,
acquired immune deficiency syndrome, Karposi sarcoma,
Hodgkin disease, non-Hodgkin lymphoma, amyloidose
and POEMS syndrome (MARQUES et al., 2005).

The multi-centric form associated to POEMS
syndrome, besides being a very rare entity, is more
prevalent in older men. The particular desire for attention
in this case is in that it is with an almost 40 year old woman,
where the clinical manifestations were very similar to
collagen diseases manifestations. Besides the
epidemiological data and a differential diagnosis,
rheumatoid arthritis was the definitive diagnosis made when
both clinical and laboratorial findings were added up.
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