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Caso Clinico / Case Report

Linfoma cutaneo de células B: relato de caso’
Cutaneous B-cell [ymphoma: a case report
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Resumo: Os linfomas cutineos sao classificados em linfomas de células B ou de células T,
sendo os primeiros menos freqientes. O linfoma cutineo de células B (LCCB) pode ser
primario ou secundario, tendo o Gltimo histéria natural mais agressiva, com pior prognodsti-
co. Os autores apresentam um caso de LCCB secundirio com trés anos de evolugao, curso
indolente, sem envolvimento de outros 6rgios além da pele, com 6tima resposta ao trata-
mento quimioterapico. A distin¢cao entre LCCB primdrio e secundirio é muito dificil de ser
realizada, uma vez que eles sio clinica e histopatologicamente indistinguiveis. Deve-se sem-
pre pesquisar o acometimento de 6rgaos internos para entao definir o prognéstico.
Descritores : linfoma de células B; manifestacoes cutaneas; prognostico.

Abstract: Cutaneous lympbomas are classified as either type B cell or T cell [ymphoma, the
former type being less frequent. Cutaneous B cell lymphboma (CBCL) may be primary or sec-
ondary. The latter has a more aggressive natural bistory with a worse prognostic. In this
paper, the authors present a secondary CBCL case with a three-year evolution, indolent
course, without involvement of other organs beside the skin and with optimal response to
chemotherapeutic treatment. The distinction between primary and secondary CBCL is very
difficult to determine insofar as they are clinically and histopathologically indistinguish-
able. It is always necessary to investigate whether internal organs bave been affected prior
to defining the prognosis.

Key words: lymphboma, B-Cell; skin manifestations; prognosis.

INTRODUCAO INTRODUCTION

Linfoma € neoplasia maligna resultante da prolifera-
¢do de células do sistema linféide, com variado potencial
de agressdo organica. Da linhagem linféide originam-se as
leucemias linfociticas, os plasmocitomas, o linfoma de
Hodgkin e os linfomas ndo Hodgkin.

Os linfomas ndo Hodgkin constituem um grupo de
neoplasias derivadas de clones de linfocitos em seus difer-
entes estagios evolutivos. Podem originar-se primaria-
mente nos linfonodos (linfomas nodais) ou em tecidos lin-
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Lymphoma is a malign neoplasia resulting from the
proliferation of cells from the lymphoid system, which has
a varying potential for organic aggression. Lymphocytic
leukemias, plasmocytomas, Hodgkin's lymphoma and non
Hodgkin's ymphomas stem from this lymphoid lineage.

The non Hodgkin's lymphomas comprise a neopla-
sia group derived from lymphocyte clones in their different
evolutive stages. They may originate primarily in the lymph
nodes (nodal lymphomas) or in lymphoid tissue connected
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féides associados a mucosas, pele ou outras estruturas (lin-
fomas extranodais).'

Os linfomas cutaneos sdo classificados de acordo
com sua origem celular em linfoma de células T e linfoma
de células B.” Sua freqiiéncia média ¢ de 0,3/100.000 habi-
tantes/ ano, sendo 65% de células T, 25% de células B e
10% linfomas histiociticos verdadeiros ou de tipos celulares
raros.>® Do ponto de vista dermatologico, o de células B
caracteriza-se por lesdes pouco numerosas, em geral ndédu-
los ou infiltragdes, de crescimento relativamente rapido, e,
ao contrario daquele de células T, ndo apresenta prurido.

Do ponto de vista histopatologico, os primeiros sao
monomorfos (de pequenas ou grandes células), e o infiltra-
do estd separado da epiderme pela faixa de colageno de
Unna; enquanto os de células T sdo epidermotrdpicos.’
Atualmente para diferenciad-los sdo usados anticorpos
monoclonais. A expressdo de CD3, CD4, CD8, CD43 ou
CD45 confirma o carater de células T, e a expressdo de
CD20, principalmente, CD19, CD23 ¢ CD79, além de CDS5,
CD10, CD32 ou CD38 confirma o carater de células B.?

O linfoma cutaneo de células B (LCCB) pode ser
considerado primario ou secundario. O primario ¢ aquele
com apresentacdo cutinea, sem qualquer evidéncia de
lesdo extracutanea no momento do diagndstico e até seis
meses apds.”® Apesar de serem idénticos na aparéncia mor-
folégica, possuem comportamentos clinicos diferentes. O
primario apresenta historia natural mais indolente do que a
do secundario, com bom progndstico, recorréncias locais
em 25-68% dos casos e rara disseminagdo extracutinea.
Sua sobrevida média em cinco anos varia de 89% a 96%."

RELATO DE CASO

Homem negro, de 46 anos, natural e procedente do
Rio de Janeiro, RJ, desempregado (era entregador),
procurou o servico de Dermatologia do Hospital
Universitario Clementino Fraga Filho (HUCFF) em dezem-
bro de 2000 com queixa de tumor na pele. Relatava historia
de aparecimento de pequenas papulas na regido toracica ha
trés anos, que associava com picada de inseto ocorrida no
mesmo local 15 anos antes. Evoluiu com aumento do
tamanho das lesdes, que se tornaram nddulos e, ha aproxi-
madamente um ano, tumoragao de 8cm de didmetro. Referia
dor de forte intensidade no local e aumento de volume na
axila esquerda, também doloroso. Chegou a procurar outro
servico, onde foram feitas drenagem e curetagem da lesdo,
sem melhora. Encaminhado a esse hospital, permaneceu
internado por 17 dias para investigacdo diagnostica.

O exame fisico revelou lesdo nodular com aproxi-
madamente 8cm de didmetro, de consisténcia endurecida,
aderida aos planos profundos, com superficie lisa e multi-
lobulada, e com ulceragdo em sua porg¢ao inferior, localiza-
da na regido toracica anterior direita. Havia ainda pequenas
papulas cor da pele proximo a lesdao (Figura 1). Observou-
se também aumento de volume na regido axilar esquerda,
que correspondia a linfadenomegalia dolorosa, de con-
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to mucouses, skin or other structures (extranodal lym-
phomas).’

Cutaneous lymphomas are classified according to
their cellular origin in T-cell lymphomas or B-cell lym-
phomas.’ Their average frequency is 0.3/100,000 inhabi-
tants yearly, with 65% T-cell, 25% B-cell and 10% true his-
tiocytic lymphomas or rare cell types.”” From the dermato-
logical point of view, B-cell types are characterized by only
a few lesions that are usually nodules or infiltrations, and
are relatively fast growing. As opposed to T-cell types, they
do not show pruritus.

From the histopathological point of view, B-cell types
are monomorphic (small and large cells), and the infiltrate
is separated from the epidermis by the so-called Unna colla-
gen strip; whereas T-cell types are epidermotropic.” In order
to differentiate them, monoclonal antibodies are currently
used. The expression of CD3, CD4, CD8, CD43 or CD45 con-
firms their T-cell character. And the expression of CD20),
mainly, and CDI19, CD23 and CD79, in addition to CD5,
CD10, CD32 or CD38, confirms the B-cell character’

B-cell cutaneous lymphoma (BCCL) may be considered
primary or secondary. The primary type is the one with a cuta-
neous presentation but with no evidence of extracutaneous
lesions at the moment of the diagnosis, or up to six months
thereafier In spite of being identical in morphological appear-
ance, they have different clinical behaviors. The primary type
has a more indolent natural history than the secondary one. It
has a good prognosis, local relapses in 25% to 68% of cases,
and rare extracutaneous dissemination. A patient's average sur-
vival rate over five years varies from 89% to 96%."

CASE REPORT

A 46-year-old Afro-Brazilian man, born and living in
Rio de Janeiro city, Rio de Janeiro state, and unemployed (he
used to be a delivery man), sought assistance at the
Dermatology Service of the Hospital Universitario
Clementino Fraga Filho (HUCFF) in December 2000, com-
plaining of a skin tumor. He reported having a history of
small papules that appeared in the thoracic region three
years prior. The latter associated with an insect sting that
had occurred on the same spot 15 years earlier. It progressed
as the lesion increased in size, turning into nodules.
Approximately a year ago, the tumor grew to 8 cm in size.
The patient referred to high-intensity pain at the localization
and to an increased volume in the left axilla, which was also
painful. He ended up seeking out another service at which
draining and curettage of the lesion were done, without any
improvement. He was referred to this hospital, where he was
interned for 17 days for a diagnostic investigation.

The physical examination revealed a nodular lesion
approximately 8 cm in diameter, with a hardened consistency.
Adhering to the deep planes, the lesion had a smooth, multilob-
ulated surface and ulceration on its lower part. It was localized
on the right anterior thoracic region. There were even small
skin-colored papules close to the lesion (Figure 1). An increase
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Figura 1: Lesao tumoral de
8cm de didmetro, de con-
sisténcia endurecida, aderi-
da aos planos profundos,
com superficie lisa e multi-
lobulada e com ulceracio
em sua por¢ao inferior,
localizada em regiao toracica
anterior direita. Observam-
se pequenas papulas cor da
pele proximo a lesao.

sisténcia endurecida, aderida aos
planos profundos, com aproxi-
madamente 4cm de didmetro
(Figura 2). O restante do exame
fisico era normal.

As hipoteses diagnosticas
feitas foram dermatofibrossarcoma

Figure 1: A tumoral lesion 8
cm in diameter, with a bhard-
ened consistency, adbering
to the deep planes. It bas a
smooth and multilobulated
surface, with ulceration in
its lower part. It is localized
in the right anterior thoracic
region. Small skin-colored
papules may be observed
close to the lesion.

in volume was also observed in the left
axillary region, which corresponded
to a painful lymphadenomegaly. It had
a hardened surface, adhered to the
deep planes, and was roughly 4 cm in
diameter (Figure 2). The rest of the
physical examination was normal.

protuberans, tumor de anexo, carcino-
ma espinocelular e linfoma cutaneo.

Os exames laboratoriais mostraram hemograma
normal; VDRL, anti-HIV e anti-HTLV-1 negativos; radi-
ografia do torax sem altera¢Ges, e USG abdominal sem vis-
ceromegalias ou linfadenomegalias. A tomografia com-
putadorizada do térax mostrou lesdo expansiva com
impregnagao irregular por meio de contraste, localizada na
pele e no tecido subcutdneo da parede toracica anterior
direita, sem plano de clivagem definido com o musculo
grande peitoral; linfadenomegalia axilar esquerda e linfon-
odo reacional a direita. Auséncia de acometimento pul-
monar ou mediastinal (Figura 3).

O exame histopatologico da lesdo mostrou
denso infiltrado na derme superficial e profunda, separa-
do da epiderme por estreita faixa de colageno (Figura 4).
O infiltrado era composto por células mononucleares
com nucleos grandes, nucléolos evidentes e com pouco
citoplasma, entremeadas por linfécitos reacionais (Figura
5). A imuno-histoquimica foi positiva para CD20 nas
grandes células e CD3 nas

The diagnostic hypotheses
were dermatofibrosarcoma protuberans, a tumor of the
annex, spinocellular carcinoma and cutaneous lymphoma.

The laboratory investigation revealed a normal
hemogram; VDRL, anti-HIV and anti-HTLV-2 were nega-
tive, the X-ray of the thorax was without alteration, and
abdominal USG without visceromegalies or Ilymphade-
nomegalies. Computerized tomography of the thorax
showed the lesion to be expansive and, by means of con-
trast, with irregular impregnation, localized in the skin and
the subcutaneous tissue of the right anterior thoracic wall,
and without a defined cleavage plane with the large pec-
toral muscle; left axilla lymphadenopathy and reactional
lymph node on the right. There was an absence of pul-
monary or mediastinal affection (Figure 3).

The histopathologic examination of the lesion showed
dense infiltrate in the superficial and deep dermis, separated
from the epidermis by a collagen strip (Figure 4). The infil-
trate consisted of mononuclear cells with large nuclei, evi-
dent nucleoli and sparse cytoplasm, intermixed with reac-
tional lymphocytes (Figure

pequenas, confirmando o
diagnéstico de linfoma
cutaneo de grandes células
B (Figura 6). O aspirado e a
bidpsia da medula Ossea
foram normais.

O Servi¢co de Hema-
tologia instituiu tratamento

Figura 2: Aumento
de volume na axila
esquerda

5). The immunohistochem-
istry was positive for CD20 in
large cells and CD3 in small
ones. This confirmed the
diagnosis of cutaneous large
B-cell lymphoma (Figure 6).
Bone marrow aspirate and
biopsy were normal.

Figure 2: Increased
volume on the left
axilla.
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Figura 3: Tomografia com-
putadorizada do térax:
lesdo expansiva com
impregnacio irregular por
meio de contraste, localiza-
da na pele e no tecido sub-
cutianeo da parede toricica
anterior direita, sem plano
de clivagem definido com o
musculo grande peitoral.
Presenca de linfadenome-
galia axilar esquerda e lin-
fonodo reacional a direita.

Figure 3: Computerized
tomography of the thorax:
expansive lesion shown by
means of contrast to be with
irregular impregnation. It is
localized on the skin and sub-
cutaneous tissue of the right
anterior thoracic wall. It bhas
no plane cleavage defined
with the large pectoral mus-
cle. Presence of left axillary
lympbadenomegaly and reac-
tive lymph node on the right.

quimioterapico combinado com regime CHOP (ciclofos-
famida, adriamicina, vimentina e prednisona).
Programaram-se seis ciclos com intervalo de trés sem-
anas entre eles. O paciente evoluiu com 6tima resposta
ao tratamento, redugdo do tamanho da lesdo cutidnea
ap6s o primeiro ciclo e regressdo completa das lesoes
cutinea e axilar ap6s o quarto ciclo. Entretanto, por
considerar-se curado e pela intensidade dos efeitos
colaterais, recusou-se a continuar o tratamento € com-
pletar o numero de ciclos programados, apesar do
esclarecimento da equipe médica a respeito dessa
necessidade.

DISCUSSAO

Embora os linfomas de células B sejam mais fre-
qiientes do que os de células T nos linfonodos, na pele
ocorre justamente o contrario. Atualmente sabe-se que a
pele atua como orgéo efetor imunoldgico e apresenta pop-
ulagdo linfocitaria T-residente na derme, semelhante ao

The Hematologic Service instituted chemotherapeu-
tic treatment in combination with CHOP regimen (cyclophos-
phamide, adriamycin, vimentin and prednisone). Six cycles
were programmed at three-week intervals between them. The
patient progressed with excellent response to treatment, a
reduction of the size of the cutaneous lesion after the first
cycle and complete regression of the cutaneous and axillary
lesions after the fourth cycle. On the other hand, the patient
considered himself cured. Due to this, as well as the intensi-
ty of the side effects, he refused to continue the treatment and
complete the programmed number of cycles-despite the med-
ical staff’s clarifications on the need to complete it.

DISCUSSION

B-cell lymphomas are more frequent in the lymph nodes
than T-cell lymphomas. Regarding the skin, the former occur in
the exact opposite way. It is now known that the skin acts like an
immunologic effector organ. Moreover; it presents a resident T-
lymphocytic population in the dermis similar to the lymphoid

Figura 4: Aspecto histolégico da lesio nodular: denso infiltrado
na derme superficial e profunda, separado da epiderme por
estreita faixa de coligeno (HE, X40). / Figure 4: Histologic aspect
of the nodular lesion: dense infiltrate in the superficial and
deep dermis, separated from the epidermis by a narrow strip of
collagen (X40 HE).
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Figura 5: Infiltrado composto por células mononucleares com
nuacleos grandes, nucléolos evidentes e com pouco citoplasma,
entremeadas por linfocitos reacionais (HE, X100). / Figure 5:
Infiltrate consisting of mononuclear cells with large nuclei, evi-
dent nucleoli, with sparse cytoplasm intermixed with reactive
lymphocytes (X100 HE).
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Figura 6: Imuno-histo-
quimica mostrando posi-
tividade para CD20 nas
grandes células.

tecido linfoide associado as
mucosas. Sendo assim, nao
existem duvidas quanto a
origem cutinea primaria de
linfomas de células T, tanto
epidermotropicos como ndo
epidermotrdépicos.

Figure 6: Immuno-
histochemistry showing
CD20-positive in the
large cells.

tissue associated with mucous-
es. This being the case, there is
no doubt about the primary
cutaneous origin of either epi-
dermotropic T-cell lymphomas
or non epidermotropic ones.
On the other hand, there is a

Entretanto, muito se discute

a respeito da origem cutinea de alguns processos linfo-
matosos de células B. Poderiam ser processos primarios
verdadeiros da pele ou infiltragdes linfomatosas dérmicas a
partir de neoplasias nodais ou viscerais ndo diagnosticadas.
Discute-se ainda a possibilidade de o LCCB originar-se de
infiltragdes linfocitarias benignas persistentes da pele,
como pseudolinfomas." Sabe-se apenas que o LCCB
primario tem melhor progndstico, com rara disseminagdo
extracutanea.

O paciente apresentava no momento do diagndstico,
além da lesdo cutanea, aumento de linfonodo axilar esquer-
do. Questionou-se na época se a adenomegalia seria rea-
cional ou tumoral, porém os aspectos clinicos levaram a
considera-la tumoral, classificando o LCCB como
secundario. Ndo havia acometimento de outros sitios lin-
fonodais nem de 6rgdos internos ou de medula 6ssea, ape-
sar dos trés anos de evolugdo, evidenciando, portanto, um
curso indolente. Por outro lado, apresentou bom progndsti-
co, com excelente resposta ao tratamento instituido. Para o
tratamento de LCCB CD20+ com baixa resposta as te-
rapéuticas convencionais, foi aprovado em 1998 pelo Food
and Drug Administration o uso de rituximab, um anticorpo
monoclonal antiCD20." Este se liga a molécula CD20,
desencadeando o processo de lise celular. Nos trés casos
descritos na literatura com utilizagdo desse anticorpo mon-
oclonal houve excelente resposta inicial, com posterior
recidiva de LLCB CD20-."""*" Dados o baixo indice de
efeitos colaterais e sua eficacia inicial, o rituximab apre-
senta-se como um tratamento promissor, restando avaliar
se variacdes na dose e na administra¢do, além da combi-
nagdo com outros agentes, poderiam evitar a seletividade
de células CD20- que leva a recidiva.

Nao se pode esquecer ainda da relagdo que o
paciente fez com picada de inseto no local muitos anos
antes, o que poderia ter transmitido um fator carcinogénico
e evoluido para um pseudolinfoma. Alguns autores relatam
o achado da Borrelia burgdorferi em lesdes de LCCB e
questionam seu possivel papel etiopatogénico.'*"* Para
pesquisa-la ressaltam a necessidade de realizar PCR e cul-
tura das lesdes, além da sorologia. Relatam também a pos-
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lot of debate about the cuta-
neous origin of some lymphomatous B cell processes. These
may be real primary skin processes, or dermal lymphomatous
infiltrations from the nodal or visceral neoplasias that were not
diagnosed. There is even a debate on whether BCCL may possi-
bly stem from persistent benign lymphocytic infiltrations of the
skin, such as pseudolymphomas.' The only thing known for sure
is that primary BCCL has a better prognosis with respect to rare
extracutaneous dissemination.

At the time of diagnosis, the patient showed — a n
increase of the left axillary lymph node in addition to the
cutaneous lesion. At the time, there was speculation on
whether the adenomegaly would be reactive or tumoral. But
the clinical aspects led to considering them as tumoral, which
thereby classified BCCL as secondary. There was no affection
of the other lymph node sites, not even of the internal organ
or bone marrow despite three years of progression that had
nonetheless evidenced an indolent course. On the other hand,
the affection showed good prognosis and an excellent
response to the treatment instituted. For treatment of BCCL
CD 20-positive having low response rate to conventional
therapies, the Food and Drug Administration approved the
use of rituximab in 1998, a monoclonal antiCD20 antibody.”
The latter links up to molecule CD20 so as to trigger the cel-
lular lysis process. In the three cases described in the litera-
ture in which this monoclonal antibody was used, there was
an excellent initial response, with a subsequent relapse of
BCLL CD20-negative.”"">** Given the low rate of side effects
and its initial effectiveness, rituximab showed itself to be a
promising treatment. It remains to be evaluated whether dose
and administration variations, in addition to combinations
with other agents, might prevent the selectivity of CD20-neg-
ative which had led to the relapse.

Still, the link the patient made to an insect sting that
had occurred on the same localization several years earlier
must not be forgotten. The sting may have transmitted a car-
cinogenic factor and progressed into a pseudolymphoma.
Some authors report the finding of Borrelia burgdorferi in
BCCL lesions and question whether it has a possible etiopath-
ogenic role."*” To examine this finding, they emphasize the
need to perform PCR and lesion cultures, in addition to serol-
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sibilidade de tratamento com doxiciclina oral ou cefalospo-
rina parenteral nos estagios iniciais da doenga, como tenta-
tiva de estimular a regressdo da lesdo.

Os autores concluem que a diferenciacdo entre
origem cutinea primaria ou secundaria do LCCB ¢ muito
dificil, uma vez que eles sdo clinica e histopatologica-
mente indistinguiveis. Torna-se extremamente importante
pesquisar acometimento extracutdneo nesses pacientes, e,
em sua presenca, deve-se sempre que possivel realizar
bidpsia para confirmagdo. O estagiamento ira contribuir
para a avaliagdo do progndstico e para a escolha da tera-
péutica a ser adotada. d
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