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Resumo: O mieloma mdultiplo é neoplasia de células plasmaticas que infiltram a medula
Ossea; as lesdes cutdneas no mieloma multiplo sdo raras, inespecificas ou especificas, sendo
estas Ultimas primarias ou secundarias. LesGes especificas secundarias de pele em pacientes
com mieloma ocorrem por extensao direta para a pele, a partir de lesdes Gsseas subjacentes,
ou como plasmocitomas extramedulares metastaticos. Os autores relatam caso de paciente de
59 anos, que apresentou diagnéstico de mieloma multiplo e, apds sete meses de evolucéo,
desenvolveu plasmocitomas cutaneos, caracterizados por nddulos eritémato-violaceos nas
extremidades.
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Abstract: Multiple myeloma is a malignant proliferation of plasma cells which infiltrate
bone marrow; cutaneous involvement with plasma cell neoplasms is uncommon, and may
be nonspecific or specific. The specific dermatologic lesions arise either as a direct extension
from the underlying bone lesions or by metastatic accumulation in the form of nodules and
plagques. The authors report the case of a 59-year-old male patient with multiple myeloma,
who developed cutaneous plasmacytomas (violaceous nodules on the limbs) seven months

after the disease diagnosis.
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INTRODUCAO

O mieloma maltiplo caracteriza-se pela proliferacdo
neoplésica de plasmdcitos na medula 6ssea; como conse-
qliéncia, ocorre destruicdo dssea, insuficiéncia da medula
0ssea e produgdo de proteina monoclonal.!

Os critérios para o diagndstico de mieloma multiplo
consistem em bidpsia de medula dssea com plasmdcitos
acima de 10% ou um plasmocitoma e, no minimo, um dos
seguintes achados: 1) proteina monoclonal no soro; 2) pro-
teina monoclonal na urina; 3) lesdes 6sseas liticas.*

O padrao eletroforético de proteinas séricas mostra
um pico monoclonal em 80% dos casos; 1gG é encontrada
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INTRODUCTION

Multiple myeloma is characterized by the prolifera -
tion of neoplastic plasmocytes in the bone marrow; result -
ing in bone destruction, bone marrow insufficiency and
monoclonal protein production.!

The criteria for the diagnosis of multiple myeloma
consist of bone marrow biopsy with plasmocytes above
10% or a plasmocytoma and at least one of the following
findings: 1) monoclonal protein in the serum; 2) monoclon -
al protein in the urine; 3) lytic bone lesions.*

The electrophoretic pattern of serum proteins shows
a monoclonal peak in 80% of the cases; IgG is found in
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em 50%; IgA, em 20%; cadeias leves (proteina de Bence
Jones), em 17%; IgD, em 2%; gamopatia biclonal, em 1%;
e 10% ndo secretam proteinas (ndo secretores).*

O comprometimento cutaneo associado ao mieloma
multiplo ocorre em percentual que varia de cinco a 10% dos
casos, sendo as lesdes classificadas em inespecificas e espe-
cificas.?

As lesBes de pele inespecificas incluem amiloidose,
purpura, alopecia, dermatite pruriginosa ictiosiforme, feno-
meno de Raynaud, urticéria ao frio, pioderma gangrenoso,
xantomas planos, anidrose, lesdes esclerodermiformes, der-
matose pustulosa subcornea, liquen mixedematoso e xanto-
granuloma necrobidtico.?*

As lesBes cutaneas especificas relacionadas ao mielo-
ma multiplo sdo os plasmocitomas secundarios, que podem
ocorrer por extensdo direta para a pele, a partir de lesdes
Osseas subjacentes, ou por disseminacdo hematogénica (a
distancia do tumor 6sseo); as lesdes do primeiro tipo sdo mais
comuns, sendo muitas vezes amolecidas a palpacdo e normo-
cromicas. As Ultimas séo representadas por nédulos subcuta-
neos ou intradérmicos violaceos, de consisténcia endurecida,
que ocorrem tardiamente no curso da doenca. Essas lesdes
constituem sinal de mau prognostico, com a evolugao para o
Obito em até 12 meses apds seu diagndstico.?

Os plasmocitomas cutaneos podem surgir em pacien-
tes sem evidéncia de mieloma mdltiplo, sendo entdo deno-
minados plasmocitomas cutaneos primarios. Esses tumores
sdo raros, correspondendo a variacdo de trés a 12% dos
casos de plasmocitomas extramedulares; tém progndstico
variavel, podendo ou ndo ocorrer disseminacdo da doenga.*

Foi observado o caso de paciente com diagnostico de
mieloma mdltiplo, o qual, ap6s sete meses de evolugéo,
apresentou plasmocitomas cutaneos. Em funcgdo da pesqui-
sa bibliogréafica nacional dos ultimos 20 anos ter revelado
apenas uma referéncia sobre plasmocitomas cutaneos asso-
ciados a mieloma multiplo, os autores resolveram relatéa-lo.

RELATO DO CASO

Doente do sexo masculino, com 59 anos, branco,
natural e procedente de S&o Paulo. Procurou o servico de
ortopedia em outubro/98 com queixa de dor no braco
esquerdo h&a um ano. Ao exame fisico, apresentava tumora-
¢ao de aproximadamente 10cm de didmetro, dolorosa a pal-
pacéo, localizada na face lateral do referido membro. Foi
realizado exame radioldgico, o qual evidenciou area de reab-
sorcdo dssea no terco proximal do itmero, com a hip6tese de
fratura patolégica de imero esquerdo (Figura 1). O exame
histopatoldgico revelou tecido 6sseo em parte substituido
por neoplasia imatura caracterizada por densa proliferacéo
de células com citoplasma amplo e nlcleo excéntrico, carac-
teristicos de plasmdcitos atipicos, condensados de modo
irregular, compativel com o diagnostico de plasmocitoma.

O mielograma evidenciou a presenca de 79% de plas-
macitos, sugerindo mieloma. A dosagem de imunoglobuli-
nas sericas evidenciou aumento de imunoglobulina A
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50%; IgA in 20%; light chains (Bence Jones proteins) in
17%; IgD in 2%; biclonal gammopathy in 1%; and 10% do
not secrete proteins (nonsecretor).*

Cutaneous involvement associated to multiple
myeloma occurs in a percentile that varies from five to
10% of cases, the lesions are classified into nonspecific
and specific.?

The nonspecific skin lesions include amyloidosis,
purpura, alopecia, pruriginous ichthyosiform dermatitis,
Raynaud's phenomenon, cold urticaria, pyoderma gan -
grenosum, xanthoma planum, anhydrosis, sclerodermiform
lesions, subcorneal pustular dermatosis, lichen myxede -
matosus and necrobiotic xanthogranuloma.??

The specific cutaneous lesions related to multiple
myeloma are the secondary plasmocytomas, that can occur
by direct extension to the skin, from underlying bone
lesions, or by hematogenic spread (distant from the bone
tumor); the first type of lesions are more common, often soft
at palpation and normochromic. The latter are represented
by subcutaneous or intradermal violaceous nodules, with a
hardened consistency, which occur late in the course of the
disease. These lesions constitute a sign for poor prognostic,
coursing to death within 12 months after diagnosis.?

Cutaneous plasmocytomas can appear in patients with -
out evidence of multiple myeloma, and are then denominated
primary cutaneous plasmocytomas. These tumors are rare,
corresponding to three to 12% of the cases of extramedullary
plasmocytomas; they have a variable prognostic, depending
on whether or not there is dissemination of the disease.*

A patient was seen with diagnosis of multiple myelo -
ma, who, after seven months of evolution, presented cuta -
neous plasmocytomas. In view of the fact that a search of
the national literature dating back to the last twenty years
found only one reference to cutaneous plasmocytomas asso -
ciated to multiple myeloma, the authors decided to report
the present case.

CASE REPORT

Male, 59-year-old patient, white, born and resident
in Sao Paulo, sought the orthopedics service in October/98,
complaining of pain in the left arm with onset one year pre -
viously. At physical exam, he presented tumoration of
approximately 10 cm in diameter, painful on palpation,
located in the lateral portion of the limb. Radiological exam
was performed, which showed an area of bone reabsorption
in the proximal third of the humerus, and a hypothesis of
pathological fracture of the left humerus (Figure 1).
Histopathologic exam showed bone tissue partly substituted
by immature neoplasia characterized by dense proliferation
of cells with ample cytoplasm and eccentric nuclei, charac -
teristic of atypical plasmocytes, condensed in an irregular
form that was compatible with a diagnosis of plasmocytoma.

Myelogram detected the presence of 79% plasmocytes,
suggesting myeloma. Dosage of serum immunoglobulins pre -
sented an increase in immunoglobulin A(538 mg/dL), compat -
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Figura 1: Destruicdo
Gssea do tergo proximal
do umero esquerdo.

(538mg/dL), compativel com mielo-
ma mdltiplo por IgA. Apos estadia-
mento clinico, concluiu-se tratar de
mieloma mdltiplo estadio I11A, e foi
iniciada quimioterapia com predni-
sona e melphalan. Ap6s dois meses
de tratamento o paciente apresentou
lesdo osteolitica no fémur direito,
sugestiva de plasmocitoma, ndo con-
firmada por exame histopatolégico.
ApOs sete meses surgiram
nodulos e placas eritémato-viola-
ceos na coxa direita e antebraco
esquerdo, cujo maior didmetro
variava de trés a 7cm, de limites

Figure 1: Bone destruction of
the proximal third of the left
humerus.

ible with IgAmultiple myeloma. After
clinical staging, it was concluded to
be a stage II1A multiple myeloma,
and chemotherapy was initiated with
prednisone and melphalan. After two
months of treatment, the patient pre -
sented an osteolytic lesion in the
right femur, suggestive of plasmocy -
toma, though this was not confirmed
by histopathologic exam.

After seven months, erythe -
matous-violaceous nodules and
plaques appeared in the right thigh
and left forearm, the largest diame -
ter measures varied from three to 7

precisos e consisténcia endurecida
(Figuras 2 e 3). O exame histopatolégico do nédulo loca-
lizado na coxa direita evidenciou infiltracdo difusa da
derme por neoplasia imatura, compativel com plasmocito-
ma (Figuras 4 e 5).

O paciente evoluiu para 6bito 40 dias apds o diag-
nostico das lesdes cutaneas, em conseqiiéncia de broncop-
neumonia extensa e septicemia.

DISCUSSAO

Os plasmocitomas cutaneos podem ocorrer na pele pri-
mariamente, sem comprometimento da medula dssea (plasmo-
citoma cutdneo primario), ou, mais freqiientemente, como
resultado da disseminacdo do mieloma multiplo ou da leucemia
de células plasmaticas (plasmocitoma cutaneo secundario).”

Frequentemente, os plasmocitomas secundarios se
desenvolvem por contigliidade a partir de lesbes dsseas

cm, with precise borders and a hard -
ened consistency (Figures 2 and 3). Histopathological exam
of the nodule located in the right thigh showed diffuse infil -
tration of the dermis by immature neoplasia, compatible with
plasmocytoma (Figures 4 and 5).

The patient died 40 days after diagnosis of the cuta -
neous lesions, as a consequence of extensive bronchopneu -
monia and septicemia.

DISCUSSION

Cutaneous plasmocytomas can occur primarily in
the skin, without involvement of the bone marrow (primary
cutaneous plasmocytoma), or, more frequently, resulting
from dissemination of multiple myeloma or of plasma cell
leukemia (secondary cutaneous plasmocytoma).®

Frequently, secondary plasmocytomas develop due
to proximity with adjacent bone lesions; distant metastatic

Figuras 2 e 3: Nédulo eritémato-violaceo na coxa direita.
Figures 2 and 3: Erythematous-violaceous nodule in the right thigh.
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Figuras 4 e 5: infitracdo difusa da derme por neoplasia imatura caracterizada pela presenca de células polimorfas, com nucleos
arredondados e cromatina granular, sugestivas de plasmdcitos (Fig. 4 - HE 10x / Fig.5 - HE40x). / Figures 4 and 5: Diffuse infiltration of
the dermis by immature neoplasia, characterized by the presence of pleomorphic cells, with rounded nuclei and granular chromatin,

suggestive of plasmocytes (Fig. 4 - HE 10x / Fig.5 - HE 40x).

adjacentes; as lesdes metastaticas a distancia sdo inco-
muns.® No caso apresentado, as lesdes cutaneas encontra-
vam-se proximas as areas de fratura dssea (plasmocitomas
06sseos do Umero esquerdo e coxa direita), 0 que provavel-
mente indica infiltracdo da pele por contigiidade.

O plasmocitoma cutaneo secundario normalmente
representa a disseminacdo do mieloma mdltiplo em estadio
final, provavelmente em decorréncia de alteragdo das molé-
culas de adeséo.” Alberts e Linch valorizam o tamanho da
massa tumoral total inicial como fator importante para a
disseminacdo cutanea da doenca, sendo pior 0 progndstico
nos casos em que ela apresenta mais de 2kg.®*

Na evolugdo do mieloma mdaltiplo, as lesdes neopla-
sicas restringem-se, inicialmente, ao 0sso e medula 6ssea,
com comprometimento extramedular tardio; esse comporta-
mento reflete a histdria natural das neoplasias de células B,
com envolvimento preliminar dos linfonodos e da medula
0ssea e posterior disseminagdo para outros drgaos e pele.?

As lesdes sao representadas por nédulos cutaneos ou
subcutaneos, de didmetro varidvel entre um e 5¢cm; em rela-
¢do a cor, podem ser eritémato-violaceas (mais freqiiente-
mente) ou normocrémicas; sua superficie € lisa e saliente;
sd80 mais comuns no tronco, extremidades e face, e geral-
mente multiplas.*® No paciente em questdo foram observadas
trés lesdes nodulares eritémato-violaceas, sem ulceracéo,
sendo uma na coxa direita e duas no antebrago esquerdo.

As células plasmaticas no plasmocitoma (primario e
secundario) sintetizam quantidades diferentes de cadeia leve
kappa citoplasmatica monotipica, a qual pode ser identificada
por estudo imuno-histoquimico do tecido; a monoclonalidade
€ uma caracteristica encontrada geralmente nos plasmocitomas
neoplasicos, com predominio da cadeia kappa em relacéo a
cadeia lambda maior do que 10:1, conforme estudo realizado
por Torne e cols.** Esse tipo de estudo torna-se particularmen-
te Util para o diagndstico do mieloma mdltiplo nos casos em
que as lesdes cutaneas constituem a primeira manifestacéo da
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lesions are uncommon.® In the present case, the cutaneous
lesions were close to areas of bone fracture (bone plasmo -
cytomas of the left humerus and right thigh), which proba -
bly indicates infiltration of the skin due to proximity.

Secondary cutaneous plasmocytoma usually repre -
sents dissemination of end-stage multiple myeloma, proba -
bly due to an alteration in the adhesion molecules.” Alberts
and Linch consider the size of the initial total tumoral mass
is an important factor for the cutaneous dissemination of
the disease, the prognosis being worse in cases in which it
has a mass of over 2 kg.®*

In the evolution of multiple myeloma, the neoplastic
lesions are initially limited to the bone and bone marrow,
with late extramedullary involvement; this behavior reflects
the natural history of B cell neoplasias, with preliminary
involvement of the lymph nodes and bone marrow with sub -
sequent dissemination to other organs and the skin.®

The lesions are represented by cutaneous or subcuta -
neous nodules, with diameter between one and 5 cm; in rela -
tion to color, they can be erythematous-violaceous (more fre -
quently) or normochromic; their surface is smooth and raised;
they are usually multiple and more common in the trunk,
extremities and face.” In this case specifically, three nodular
erythematous-violaceous lesions were observed, without ulcer -
ation, one in the right thigh and two in the left forearm.

The plasma cells in the plasmocytoma (primary and
secondary) synthesized various amounts of monotypic cyto -
plasmatic light chain kappa, which can be identified by
immunohistochemistry of the tissue; monoclonality is a char -
acteristic finding generally in neoplastic plasmocytomas, with
a prevalence of light chain kappa in relation to lambda chain
greater than 10:1, according to the study by Torne and cols.**
This type of study is particularly useful for the diagnosis of
multiple myeloma in cases in which cutaneous lesions consti -
tute the first manifestation of the disease, before the appear -
ance of abnormal serum proteins.® Immunochistochemical
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doenga, antes do surgimento de proteinas séricas anormais?
Considerando-se que o0 mieloma maltiplo do paciente ja tinha
sido diagnosticado na ocasido do surgimento dos noédulos cuta-
neos, o estudo imuno-histoquimico de pele ndo foi necessario.

O envolvimento cutaneo no mieloma maltiplo tem
sido reconhecido em associagdo com as seguintes proteinas:
IgG, IgM, IgA e IgD; cadeias pesadas; cadeias leves kappa
e lambda (isoladamente ou em associacdo com uma classe
de imunoglobulina).t*

As evidéncias sugerem que qualquer classe de proteina
do mieloma é capaz de produzir disseminagao cutanea e que
IgG € provavelmente a mais comum, considerando-se que é a
imunoglobulina mais frequente entre os mielomas em geral.
Entretanto, alguns autores notaram maior predominancia de
IgAnos casos com infiltragdo cutnea, como ocorreu no pacien-
te aqui apresentado. Outros autores mencionaram o comporta-
mento agressivo do mieloma por I1gD, que, apesar de raro, apre-
senta maior envolvimento extra-4sseo, o cutaneo incluido.***

O plasmocitoma cutaneo secundario constitui sinal
de mau prognéstico do mieloma mdaltiplo, com 50% dos
pacientes evoluindo para o 6bito em até seis meses a partir
de seu diagnostico.”* Na autopsia, a maioria dos pacientes
apresenta infiltracdo plasmocitaria de varios 6rgéos.”

O paciente aqui discutido apresentou plasmocitomas
cutaneos sete meses apds o diagndstico de mieloma malti-
plo secretor de IgA e evoluiu para 6bito apenas um més
apos o diagnostico das lesdes cutaneas, corroborando o con-
ceito de que a infiltragdo cutanea nos casos de mieloma
maltiplo dita um mau progndstico ao doente. a
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analysis of the skin was not considered necessary, since the
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Cutaneous involvement in multiple myeloma has
been recognized in association with the following proteins:
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involvement, including cutaneous involvement.5°*

Secondary cutaneous plasmocytoma constitutes a
sign of unfavorable prognostic for multiple myeloma, with
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mocytic infiltration of several organs.*
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