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Caso Clinico / Case Report

Sarcoma de Kapos em paciente transplantada renal em

uso de Fk-506"

Kaposi's Sarcoma in a renal transplant patient

receiving Fk-506
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Resumo: O Sarcoma de Kaposi (SK) é neoplasia maligna multicéntrica, cutinea e extracutinea, que tem
sido descrita em pacientes transplantados renais que recebem terapia imunossupressora cldssica. Este
estudo descreve um caso de sarcoma de Kaposi em paciente transplantada renal recebendo FK-5006, que

surgiu 10 meses ap6s o transplante.

Palavras-chave: Sarcoma de Kaposi; tacrolimus; transplante de rim.

Summary: Kaposi's sarcoma is a cutaneous and extra cutaneous multicentric malignancy that has
been widely described in renal-transplant patients under classic immunosuppressive therapy. This
study describes a renal-transplant patient under immunosuppressive therapy with FK-506 who pre-
sented Kaposi's sarcoma 10 montbs after the transplantation.
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INTRODUGCAO

O sSK é neoplasia multicéntrica cutanea e extra
cuténea primeiramente descritapor Moritz Kaposi, em 1872.

Existem quatro subtipos de sarcoma de Kaposi
descritos na literatura. O primeiro, denominado cléssico,
ocorre com maior fregiiéncia em idosos, acometendo mem-
brosinferiores, com curso crénico eincidindo mais sobre os
homens do que sobre as mulheres, na razdo de 10:1. E
descrito também um tipo chamado africano, de curso mais
agressivo e com preferéncia pel o acometimento de criangas.
O terceiro subtipo é relacionado a instituicdo de imunossu-
pressdo iatrogénica, principamente em transplantados. O
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INTRODUCTION

SK is a cutaneous and multicentric malignant neo-
plasia first described by Moritz Kaposi in 1872.

There exist four subtypes of Kaposi's Sarcoma
described in the literature. The first subtype, called classic,
occurs with greatest frequency in the aged, involving the
lower extremities, with a chronic course and occurring
more among men than women in a 10:1 ratio. Also
described is a type called African, which has a more
aggressive course and preferentially involving young chil-
dren. The third subtype is related to administering iatro-
genic immunosuppression, mainly in transplant patients.
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quarto e Ultimo subtipo descrito faz referéncia ao sarcoma
de Kaposi de aparecimento concomitante a imunossu-
pressdo pelo HIV, predominante em homossexuais do sexo
masculino.*

A administrac8o de novos imunossupressores, entre
eles 0 FK-506, esta relacionada com diversos efeitos colat-
erais, alguns novos, outros ja bastante conhecidos. Entre os
efeitos colaterais de maior incidéncia em transplantados
recebendo terapia com imunossupressores encontram-se as
verrugas virais e 0s carcinomas cutneos, como o carcino-
ma epidermdide e o carcinoma basocelular.®

Este trabaho tem como objetivo dertar os médicos
quanto apossivel efelto colateral de umadroga cujaprescricéo
€ cada vez mais freqliente, com crescente indicaggo de uso.

RELATO DO CASO

Paciente do sexo feminino, de 48 anos, branca, foi
submetida a um transplante renal em 20 de julho de 1999
devido a insuficiéncia rena crénica, decorrente de rins
policisticos. Sete meses ap6s o transplante, percebeu o
surgimento de lesdes nodulares de cor violécea, assin-
tomédticas, na regido dorsal da médo esquerda e na regido
temporal esguerda. Negava a existéncia de lesbes semel-
hantes em familiares, bem como doencas cuténeas prévias.

A terapia imunossupressora estava sendo realiza
da com FK-506 (8mg/dia), azatioprina (125mg/dia) e pred-
nisona (10mg/dia). A paciente também fazia uso de
furosemida (40mg/dia).

Ao exame dermatol égico, apresentava uma lesdo
nodular viol&cea de superficie brilhante localizada no dorso
da méo esguerda (Figura 1). Na regido temporal esgquerda
foi observada uma lesdo semelhante, mantendo bordas
papulosas, mas com tendéncia a regressao central.

A bidpsia de ambas as lesbes confirmou o diag-
nostico de sarcoma de Kaposi (SK) (Figura 2).

A paciente foi hospitalizada para investigacéo de
comprometimento sistémico, e a dose de FK-506 reduzida
para 4mg/dia. Foram redizadas tomografias computa
dorizadas de abddémen total e térax, ndo sendo encontrada
evidéncia de tumor nos exames.Também foram realizadas

The fourth and last subtype described refers to
Kaposi's Sarcoma whose appearance was concomitant to
immunosuppression by HIV, predominantly in male homo-
sexuals. '

Administering new immunosuppressants, among
them FK-506, is related to diverse side effects, some of
which are novel, while the others were already known.
Among the side effects of greatest incidence in transplant
patients receiving immunosuppressant therapy, one finds
viral warts ° and cutaneous carcinomas, such as epider-
moid carcinoma and basocellular carcinoma. ’

The objective of this work is to alert medical doctors
as to the possible side effects of a drug whose prescription
is increasingly frequent, demonstrating growing use.

CASE REPORT

A 48-year old, caucasian female patient underwent
a renal transplant on June 20, 1999 due to chronic renal
insuffienciency, resulting from polycystic kidneys. Seven
months after the transplant, the emergence of violaceous,
asymptomatic nodular lesions, was noticed on the dorsal
region of the left hand, and on the left temporal region of
the head. Existence of similar lesions among the patient's
relatives is negative, as well as any previous cutaneous
pathologies.

Immunosuppressant therapy was carried out with
FK-506 (8mg/day), azathioprine (125mg/day) and pred-
nisone (10mg/day). The patient also made use of
furosemide (40mg/day).

In the dermatological examination, a purple nodu-
lar lesion appeared with a shiny surface located on the
back of the left hand (Figure 1). On the left temporal
region a similar lesion was observed, having papulous
edges, but with a tendency toward central regression.

The biopsy of both lesions confirmed the diagno-
sis of Kaposi's sarcoma (SK) (Figure 2).

The patient was hospitalized for investigation of
systemic exposure, and the FK-506 dose was reduced to
4mg/day. Computerized tomographies were carried out of
the whole of the abdomen and thorax, with no tumor evi-

pesquisas de cito-
megalovirus, HIV, hepatite B
e C; todas com resultados
negativos.

Dois meses apos a
reducdo do FK-506 para
50% da doseinicial, aleséo
da regido temporal esquer-
da continuou regredindo,
ndo desaparecendo total-

Figura 1: Lesao nodular
violdcea com
superficie brilhante.

dence being encountered in
the tests. Searches for
cytomegalovirus, HIV, Hepa-
titis B and C, were also con-
ducted, the results of which
were all negative.

Two months after
reducing the FK-506 to 50%
of the initial dose, the lesion
of the left temporal region

Figure 1: Violaceous
nodular lesion with
shiny surface.
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Figura 2: Proliferacao
endotelial de células
fusiformes, alongadas,
com padrao quase
papilar,em dire¢io ao
interior de vasos
maiores.
(hematoxilina

eosina, 400 X)

mente, e alesdo do dorso da
ma&o esquerda permaneceu
inalterada. A escolha ter-

Figure 2: Endothelial
proliferation of spindle-
shaped and oblong cells
with a quasi-

papillary pattern,
toward the inside of the
largest blood vessels
(hematoxiline

eosine, 400)

continued to recede, though
it did not totally disappear,
but the lesion on the dorsal

|

apéutica foi a exérese cirar-
gica das lesfes.

DISCUSSAO

Apesar de existirem controvérsias quanto a origem
do tumor, sabe-se que fatores infecciosos, genéticos, soci-
ais, imunol égicos e enddcrinos influem na patogénese e no
curso dadoencga. A associagcdo com herpes-virus 8 pode ser
encontrada em todas as formas do SK,* e, em pacientes
transplantados, existe evidéncia de que a transmissdo do
virus possa ocorrer a partir do doador, contaminando o
receptor por meio do érgéo transplantado.®

Excluindo-se as formas cléssicas - a epidémicarela
cionada ao HIV e a endémica africana - 0 SK tem ocorrido
com fregiéncia em pacientes transplantados renais que
estejam recebendo terapia imunossupressora cléssica (cor-
ticoides e azatioprina) ou ciclosporina, mas ndo tem sido
observada a ocorréncia de SK como uso de novas drogas
imunossupressoras. Entre esses novos medicamentos
encontra-se 0 FK-506, um derivado do fungo Streptomyces
tsukabaensis. O f&rmaco, desenvolvido em 1983, €10 2100
vezes mais potente do que a ciclosporina, e seu uso pro-
gressivamente maior em transplantados renais tem ocorrido
nado apenas devido a sua poténcia, mas a menor nefrotoxici-
dade (37 vezes menos nefrotoxico do que a ciclosporing).®

Em meio a transplantados renais em uso azatioprina
e corticoide, a incidéncia de SK é de 3%, enquanto nos
pacientes que utilizam ciclosporina isoladamente ou em
associacdo com terapia imunossupressora classica a
incidéncia do tumor é de 8%.” Atualmente, a ocorréncia de
SK tem sido relatada em transplantados hepéticos que este-
jam recebendo FK-506,”® mas ndo em transplantados renais,
gue perfazem um grupo consideravelmente maior de
pacientes.

Na medida em que se verifica o elevado nimero de
transplantes que vém sendo redlizados - e com 0 uso de
novos agentes imunossupressores, entre eles o FK-506 - €
provavel que nos proximos anos venha a ocorrer elevagdo
na freqiiéncia de SK em pacientes transplantados. a
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side of the left hand
remained unaltered. The therapeutic choice was surgical
exeresis of the lesions.

DISCUSSION

Though controversies exist as to how the tumor orig-
inates, it is known that infectious, genetic, social, immuno-
logical and endocrinal factors prevail upon the pathogene-
sis and course of the disease. The association with
Herpesvirus 8 can be found in all of the forms of SK, * and,
in transplant patients, there is evidence that transmission of
the virus can occur from the donor, thereby contaminating
the recipients by means of the transplanted organ. °

With the exception of the classic forms-the epidemic
related to HIV and the form endemic to Africa-SK has
occurred frequently in renal-transplant patients that were
undergoing traditional immunosuppressant therapy (corti-
coids and azathioprine) or cyclosporine, but the occurrence
of SK has not been observed with new immunosuppressant
drugs. Among the new medications, one finds FK-506, a
derivative of Streptomyces tsukabaensis fungus. Developed
in 1983, the medicine is 10 to 100 times stronger than
cyclosporine, and its progressively greater use among renal
transplant patients has occurred not especially due to its
potency, but to its lower nephrotoxicity (37 times less
nephrotoxic than cyclosporine).’

In the course of the renal transplant process with
azathioprine and corticoid use, the incidence of SK is 3%,
while in patients using cyclosporine alone or in association
with classic immunosuppressant therapy, tumor incidence
is 8%.” Currently, the occurrence of SK has been related to
hepatic transplant patients receiving FK-506, but not in
renal transplant patients,”® that make up a considerably
larger group of patients.

Given the high number of transplants that are being
carried out-and with the use of new immunosuppressant
agents, FK-506 among them-it is probable that in the com-
ing years there will be an increase in the frequency of SK
occurring in transplant patients. a
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