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Estimativa da incidéncia e mortalidade

por cancer no Brasil em 1998
Statistics on cancer in Brazil — 1998

Em fevereiro deste ano, o Instituto Nacional
de Cancer — INCA langou o quarto nimero
consecutivo da Estimativa da incidéncia e
mortalidade por cdncer no Brasil, como
mais uma etapa da consolidag@o do Sistema
Nacional de Informagdo Sobre o Cancer que
o Ministério da Saide vem implantando ha
exatos dez anos. O trabalho dessa projecdo
anual deriva do Programa Nacional de Im-
plantacdo de Registros de Céncer, que, no
momento, soma 13 registros de base popu-
lacional (RCBP) e 36 registros hospitalares
(RHC), em todo o pais.

Através dos anos, tem-se verificado uma
melhoria progressiva dos dados dos RCBP,
especialmente por causa da maior espe-
cializagdo dos seus profissionais e pelo in-
tercAmbio internacional e entre os diver-
sos Registros, para o qual o INCA con-
corre com muito diligéncia e orgulho. Por
sua vez, os RHC tém também melhorado
os seus processos e métodos, resultando
em melhores dados hospitalares coletados
pelos respectivos RCBP. Isto sem contar
com o Sistema de Informacgdo sobre Mor-
talidade - SIM, do Ministério da Saude,
que ja dispde de uma série histérica de 20
anos, o que muito contribui para aumen-
tar a confiabilidade dos seus dados.

Em que pese todo o anteriormente consi-
derado, os dados dos RHC, RCBP e SIM
sdo e serdo sempre do passado, e o dos
Registros, geograficamente restritos. As-
sim, a estimativa, ao extrapolar os dados,
ndo s6 permite atualizd-los como ainda au-
mentar a sua abrangéncia, regionalizan-
do-0s e nacionalizando-os. Por seu lado,
o calculo de taxas serve para padronizar e
os dados permitir a sua comparabilidade
entre as diversas regiodes.

A andlise dos 269.000 casos novos e das
107.950 mortes por cancer estimados para
1998 no Brasil (dos quais, respectivamente,
128.295¢58.070 entre os homens e 140.705
e 49.880 entre as mulheres) remete-nos as
seguintes observagoes:

Mama, colo do dtero, estdmago e pulmao
serdo as quatro localizagdes tumorais mais
comuns tanto em incidéncia (34%) como
em mortalidade (37%).

Exceto pela Regido Sul, a tinica que terd o
cancer de pulméo como o de maior incidén-
cia, amulherbrasileira adoecerd mais e mor-
rerd menos de cancer do que o homem. As
relagdes numéricas entre os dados demons-
tram o motivo desta diferenca: para os can-
ceres de mama e do colo uterino, as propor-
¢des entre o nimero de casos novos e o de
6bitos estimados sdo, respectivamente, 4,5
e 3,1; ja tanto para o céncer de estdmago
(queincidee mata 1,9 vezes mais os homens)
como para o de pulmao (que incide 3,0 ve-
zes emata 2,8 vezes mais também entre eles),
a relac@o entre o nimero de casos novos e
de mortes € 1,5. Em outras palavras, os ho-
mens brasileiros serdo acometidos por tu-
mores mais letais.

A maioria dos 6bitos ocorrerd, predominan-
temente, a partir dos 40 anos de idade, entre
as mulheres, e dos 50 anos, entre os homens,
podendo-se deduzir, facilmente, as conse-
giiéncias nefastas que essas mortes trardo
as familias desses homens e mulheres, que
morrerdo relativamente jovens, em termos
psicoldgicos, sociais e financeiros.

Pela comparag@o entre as estimativas re-
gionais, alguns aspectos ganham rele-
vancia.




A Regido Norte, com uma estimativa de
2.300 casos novos, apresentard a maior
taxa de incidéncia do cdncer do colo ute-
rino (46,8/100.000 mulheres). J4 o Nor-
deste, com seus 8.210 casos, terd uma taxa
de 37,9. Por seu lado, a Regido Sul, com
seus 3.300 casos novos, computard uma
taxa (29,6) maior que os 6.390 casos da-
rdo de taxa (20,0) a Regido Sudeste. A
Regido Centro-Oeste, porém, com 1.525
casos estimados, apresentard uma taxa de
32,5 casos novos por 100.000 mulheres.

Relativamente ao cincer de mama, as dife-
rengas regionais sdo igualmente desconcer-
tantes. A taxa de incidéncia deste cancer na
Regido Nordeste (40,5) serd semelhante a
do Sudeste (40,3). Ja o Sul, com seus 8.250
casos novos, contra os 12.885 do Sudeste e
8.770 do Nordeste, apresentard a maior taxa
nacional (74,0). As regides Norte e Centro-
Oeste terdo as menores taxas (respectiva-
mente, 22,0 e 36,4).

Os 6.210 casos estimados de cancer prosta-
tico, na Regido Sudeste, corresponderdo a
uma taxa menor do que a dos 1.105 casos
esperados no Centro-Oeste (20,2 versus 23,3/
100.000 homens).

NaRegido Sul, o cancer de pulmao apresen-
tard a mais alta taxa entre os homens (58,6),
quase quatro vezes maior do que nas demais
regides, e entre as mulheres (17,5). A sua
taxa de cancer de estdbmago, entre homens e
mulheres, sé ndo serd maior do que as do
Norte e Nordeste, aproximando-se destas,
porém entre os homens (20,0 versus, res-

pectivamente, 25,6 € 25,3 ). Ao Sul também
corresponderdo as mais altas taxas de cancer
intestinal e de es6fago, tanto entre os homens
(respectivamente, 23,6 ¢ 18,4) e entre as mu-
lheres (respectivamente, 25,7 e 7,5).

Na Regido Centro-Oeste, as maiores taxas
de incidéncia ser@o as dos canceres de pros-
tata, entre os homens (23,3), e de mama
(36,4), entre as mulheres.

Embora outras comparagdes sejam possi-
veis, as feitas até aqui jd demonstram a im-
portincia de se dispor, regionalmente, tan-
to do nimero absoluto de casos novos como
das taxas de incidéncia, para o planejamen-
to regional, em termos da priorizagdo, im-
plantacgdo e avalia¢do de programas de con-
trole e de servicos assistenciais.

Atentando-se para as neoplasias malignas
que serdo mais prevalentes e mortais no Bra-
sil, em 1998, ou seja, de mama, colo uteri-
no, estdmago, pulmao, célon/reto, préstata
e esOfago, observa-se que a maioria delas
deriva ou da agressdo direta a 6rgdos que
mantém comunicacdo com o meio externo
ou que sofrem um estimulo hormonal cons-
tante, ciclico (mamas) ou continuo (prés-
tata). Estd-se querendo dizer, com esta ob-
servacdo, que sdo tumores previsiveis e que
podem ser, quando ndo prevenidos, detec-
tados em fases mais precoces, com a que se
alterariam os dados de incidéncia e mortali-
dade, em anos futuros.

Marcos F. Moraes
Diretor-Geral do Instituto Nacional de Cancer
e-mail: moraes @inca.puc-rio.br
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Revista Brasileira de Cancerologiaaparece
para satisfazer dispositivo de lei, reflexo cer
tamente de umanecessidade médico-social em

nosso meio.

O Decreto que instituiu o Servigo Nacional de Can-

cer,comatribui¢des em
todo territdrio brasileiro,
noquedizrespeitoas ati-
vidades anticancerianas
em geral, determinaae-
di¢do de umarevista de
cancerologia.

Por motivos alheios
avontade dadire¢do do
S.N.C.,séagora,como
presente nimero, € ate-
ndida essa determina-
¢do. A campanha Nacio-
nal contrao Céancer pas-
sa a possuir deste mo-
doum érgdo apropriado
adifusdo de suas ativi-
dades cientificas e edu-
cacionais.

A Revista Brasileira de
Cancerologia, entre seus
objetivos principais, tem
odetornarconhecidos os
trabalhos elaborados na
S.N.C. Visa ainda inte-
ressarmais de pertoaclas-
semédicano grande pro-
blema, levando periodi-
camenteaos clinicoseci-
rurgides, o fruto daexpe-
riénciado S.N.C.,onde,
desde algunsanos,um
grupode profissionaiscul-
tivaaespecialidadeetra-
balhaem prol do aperfei-
coamento dos meios de
diagndstico e tratamen-

Quando todos os clinicos se compenetrarem de que a
chave do problemado cancer estd no diagndstico preco-
ce da doenga e orientarem seus doentes no sentido de
uma terapéuticaespecializada, oportuna e adequada, a
mortalidade decrescerd enormemente.

A RevistaBrasileirade Can-

REVISTA BRASILEIRA
DE
CANCEROLOGIA

- Orgao oficial do Servigo

(Decreto-lel n.° 3.643, de 2-941, art. 4§ 1)

Redatores Permanentes

Alberto Lima de Morais Coutinho
Amador Corréa Campos

Antonio Pinto Vieira

Egberto Moreira Penido Burnier
Evaristo Machado Netto Junior
Francisco Fialho

Jodo Bancroft Vianna

Jorge Sampaio de Marsillac Motta - Cirurgido

Luiz Carlos de Oliveira Junior
Mirio Kroeff

Moacyr Santos Silva

Osolando Jidice Machado
Sérgio Lima de Barros Azevedo
Sinval Augusto Lins

Turibio Braz

Diretor Geral — Mdrio Kroeff
Diretor Responsdvel — Sérgio Azevedo

Diretor de Redagdo — Moacyr Santos Silva |

cerologia, alémdecontarcom
seu corpo de redacdo,
composto dos médicos
do Servico Nacional de
Cancer, esperateracola-
boragdodos profissionais
pertencentes as Institu-
icOes Anticancerosas ja
incorporadas & Campa-
nha Nacional Contra o
Cancer,bemcomoados
séciosdaSociedadeBra-
sileirade Cancerologiae
a de todos os cientistas
quedealgummodosein-
teressam peloimportan-
te problema.
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O estudo do céncer, in-
trincando-secomos mais
amplosecomplexos pro-
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terapéuticos, quer se-
jam cirtdrgicos, radio-
terdpicos ou medica-
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Volume |

to dedoenca tdo complexa, mas tdo cheiadeinteresse

humano e cientifico.

Levando em consideragdes no dominio da cancero-
logia, como principalmente difundindo no¢des bdsi-
cas e essenciais aos praticos, no que tange ao diag-
néstico precoce da doenca, cumprird aRevista Bra-
sileirade Cancerologia tarefa de grande alcance médi-
co-social, cooperando desse modo na CampanhaNa-

cional Contrao Céncer.

* Transcrigdo da Revista Brasileira de Cancerologia

1(1): 5-6, 1947

Setembro, 1947

NUumero 1

Mas, ndo s6 aos médi-
cos cabe ainiciativade
defesado publico contra tdo nefasto inimigo do género
humano. E problema de profundo alcance médico-soci-
al, exigindo a participac¢do de todos que estiverem em
condigdes de sentire compreender a gravidade da ame-
agaque hoje traz apreensiva toda a humanidade.

Assim, as pdginas da R.B.C. ficam abertas a qualquer
movimento em prol da educacdo do publico, alertagdo
do individuo, estudo da doenga e melhora das técnicas
de tratamento.

Mairio Kroeft.




Revista Brasileira de Cancerologia

- 1947/1997

ARevistaBrasileirade Cancerologia (RBC)com-
pletou, como tiltimo nimerode 1997, 50 anos de
existéncia. Desde suacriacio,aRBC tem por ob-
jetivoagruparem uma publicagdo de circulagio
nacional todo tipo de informag@o relacionada ao
cncer tanto do Brasil quantodo exterior. Do edi-
torial pioneiro do prof. Mdrio Kroeff até os dias
de hoje verificamos que o cancer constitui, no
nossomeio, um problemade saide publicadevi-
doasuamorbidade e mortalidade. Apesar de todo
o investimento feito nas tltimas quatro décadas
em recursos humanos e incorporagdo de tecno-
logia de ponta, verificamos que a incidéncia e
mortalidade dos cénceres mais prevalentes no
nosso meio tém se mantido inalteradas, quando
ndocomligeiraelevagio"?. Aindahojeapreven-
¢doeodiagndstico precoce constituem excecao
e ndo a rotina dos nossos procedimentos.

ARBC,consciente de que parte do problema se
deve afaltade informagdo tem procurado dar, a
sua contribuicdo, divulgando o que hd de mais
atual néo s6 quanto a terapé&utica mas também
em outras areas tais como epidemiologia, pes-
quisa bdsica, psicologia, auxilio ao doente ter-
minal entre outras, que compoem hoje amoder-
naoncologia. Este objetivo tem requerido mui-
to esforco, paciéncia e determinacdo tendo em
vista as dificuldades pelas quais nosso sistema
de saide e o nosso pais tem passado.

Apesardos obstaculos, verificamos que ao lon-
godos anos foi possivel implementar melhorias
na qualidade da RBC, que passou de uma fase
experimental nas primeiras décadas, quando a
cancerologianacional engatinhava, para um ri-
gor cientifico maiornos anos 70 ¢ 80. A década
de 90 tem sido o que poderiamos denominar de
uma terceira fase, onde conseguimos a nossa
independéncia financeira, através da Fundagao
Ary Frauzino, e umainfra-estrutura administra-
tivaque nos permitiu dar a RBC uma face profis-
sional e maioragilidade.

Paralelo ao lado administrativo estamos, pro-
gressivamente, aperfeigoando a parte cientifi-
cacomamelhoriaquantitativae qualitativados
artigos que nos chegam e uma maior aceitagéo

dentro da comunidade cientifica nacional. Esta
melhoriase deve ao que se constitui a parte mais
importante da RBC, o seu Conselho Editorial.
Composto com o que hd de mais representativo
nas vdrias dreas da oncologia, o Conselho Edi-
torialdaRBC é atuante, dinamico e capaz, tendo
respondido sempre as nossas intimeras solici-
tagoes. Isto nos permitiu publicar um nimero
maior e melhor de artigos, sermos aceitos pelos
profissionais de saide, bibliotecas de hospitais
gerais e especializados além de universidades.
Nos tltimos anos conseguimos ampliar este uni-
verso atingindo as universidades e hospitais es-
pecializados dos paises de lingua espanhola e
sermos aceitos pelo LILACS (Literatura Latino-
Americanae do Caribe em Ciéncias de Satde).
Acreditamos que mais do que as dreas de pene-
tracdoe suatiragem de 3.000 exemplares por ni-
mero, nosso objetivo maior serd adivulgagaodo
que hdde mais atual naoncologia para os profis-
sionais da area de satude que estdo em contato
com pacientes com cancer.

Aos nossos leitores mais do que a priorida-
de que vem sendo mantida ha meio século,
temos a preocupagdo de enviar o que hd de
melhor dentro da nossa drea.
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Prezados amigos e colegas,

Nos dias 20,21 e 22 de agosto de 1998, o Rio de Janeiro estara sediando o 3° Congresso
Brasileiro de Prevengdo de Cancer. O momento serd bastante oportuno, pois logo apds
estard também acontecendo o XVII International Cancer Congress (UICC) nesta
cidade.

No Brasil, o cancer € a segunda causa de morte por doenga. Considerando que os tipos
de cancer responsaveis pelos maiores indices de incidéncia e mortalidade sio
justamente aqueles passiveis de prevengdo e diagnostico precoce, torna-se
fundamental uma ampla discuss&o sobre as estratégias para se chegar ao seu controle.
E com este intuito que organizamos este congresso, onde estardo presentes
profissionais e estudantes de graduagao das diversas areas de interesse.

Assim, o Instituto Nacional de Cancer e a Universidade do Estado do Rio de Janeiro -
organizadores do evento - contam com a presenga de vocés, na certeza de que o mesmo
serd, a exemplo dos dois anteriores, um férum importante para discutir e tornar
realidade as agdes de prevengdo do cAncer no Brasil.

Evaldo de Abreu
Presidente do Congresso

Programacio do Congresso
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Quimioterapia primariaem cancer de mama
localmente avancado: Estudo comparativo

entre dois esquemas terap€uticos com
intensificacdo de doses

Primary chemotherapy in locally advanced
breast cancer: Comparative trial of two regimens
with dose intensification

MauricioMagalhaes Costa', Jesus Cardenas?, Aura Erazo®, Cacilda Furtado®, Roberto Calmon?, Jacir Luiz Balen*

Resumo

Realizou-se um estudo clinico prospectivo, fase III, multicéntrico, aberto, aleatério e comparativo.
Foram avaliadas 60 pacientes portadoras de cancer de mama localmente avangado, estddio IIIA, divi-
didas em dois grupos. As pacientes foram submetidas & quimioterapia priméria, com ou sem intensifi-
cagdo de dose, por quatro ciclos, e a cirurgia.

Utilizou-se o protocolo FEC 50 no Grupo A (5-FU 500 mg/m?, epirubicina 50 mg/m? e ciclofosfamida 500
mg/m?) e o FEC 100 no Grupo B (5-FU 500 mg/m?, epirubicina 100 mg/m?e ciclofosfamida 500 mg/m>).

Foram analisados, durante a quimioterapia, o estado geral, variagdo ponderal, alopécia, alteragoes di-
gestivas, hematolégicas e cardiotoxicidade. Apés a quimioterapia avaliou-se a resposta tumoral clinica
e, na pega cirdrgica, a resposta anatomopatolégica.

A resposta clinica objetiva (resposta completa e resposta parcial) nos grupos A e B foi 93% e 96%,
respectivamente. Os resultados foram similares, porém no Grupo B houve um percentual maior de
respostas clinicas completas .

Avaliou-se a doenga residual no sitio primdrio e nos linfonodos axilares. No Grupo A houve 4 (13%)
casos de resposta anatomopatolégica completa, 12 (40%) de tumor residual microscépico e 14 (47%)
de tumor macroscépico. No Grupo B ocorreram 10 (33%) casos de resposta anatomopatoldgica com-
pleta, sete (23%) de tumor residual microscépico e 13 (44%) de tumor macroscopico.

Concluiu-se que a quimioterapia primdria proporcionou resposta clinica e anatomopatolégica maior no
grupo com intensifica¢do de dose. A toxicidade, tolerdvel e reversivel, foi mais acentuada no grupo de

altas doses.

Palavras-chave: cincer de mama localmente avangado; quimioterapia primdria; intensifica¢do de dose
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Abstract .
A prospective clinical trial, phase IIl, multicentric, open, comparative and randomized,
was performed. Sixty patients with locally advanced breast cancer, stage Il1A, were divided
in two groups and submitted to primary chemotherapy, with and without intensification of

doses, for 4 cycles and surgery.

It has been used regimen FEC 50 in arm A (5-FU 500 mg/m?, epirubicin 50 mg/m? and
cyclophosphamide 500 mg/m*) and FEC 100 in arm B (5-FU 500 mg/m?, epirubicin 100
mg/m’ and cyclophosphamide 500 mg/m?).

It has been cyclically analyzed: the performance status, weight change, hair loss, digestive
and hematologic disorders and cardiotoxicity. After the primary chemotherapy, the clinical
objective response rate and pathological response in the surgical specimens were evaluated.

The clinical response (complete + partial response) was 93% in arm A and 96% in arm B.
There was a higher proportion of complete responses in arm B.

The residual tumor was analyzed in the surgical specimens. In arm A there were 4 (13%)
complete pathological responses, 12 (40%) microscopic residual tumor and 14 (47%)
macroscopic. In arm B there were 10 (33%) complete pathological responses, 7 (23%)
microscopic residual tumor and 13 (44%) macroscopic.

Ithas been concluded that the primary chemotherapy with intensification of doses promoted
higher clinical objective and pathological response rates. The toxicity, reversible and

tolerable, was more intense in the arm of high doses.

Key words: locally advanced breast cancer; primary chemotherapy; dose intensification

Introducao cia®,

O cancer de mama € aneoplasia maligna mais
comum entre as mulheres dos paises desen-
volvidos, representando aproximadamente
32% dos casos de cnceres femininos nos
EUA, com uma estimativa de 184.000 novos
casos por ano®. Essa alta incidéncia tam-
bém tem sido demonstrada em alguns paises
da América Latina. No Brasil corresponde a
15,1% dos casos de canceres femininos ¢
estimou-se 28.310 novos casos em 1997,

O cincer de mama pode se apresentar de
vdrias formas, desde lesdes subclinicas até
tumores localmente avangados ou metasta-
ticos. A taxa de sobrevida em cinco anos,
considerando todos os estddios, ¢ de 83%.
Essataxa variade maneirainversamente pro-
porcional a extensdo da doenca. Nas lesoes
iniciais € 96%, regionais 75% e nas avanca-
das 20%®.

O cancer de mama localmente avancado
(CMLA) ou em estddio III é uma forma de
apresentag¢do da doenga em que encontramos
tumores volumosos, geralmente maiores que
5 cm, envolvimento extenso dos linfonodos
regionais, comprometimento direto da peleou
da parede tordcica e sem metdstases a distan-

Nos paises desenvolvidos, 10%
a 15% dos casos de cancer de mama sio di-
agnosticados nessa forma®. No Brasil, 40%
das pacientes registradas nos centros hospi-
talares de cancer apresentam-se no estadio
III da doenga®- 3",

No céncer de mama localmente avangado
hduma altaincidéncia de metdstases subse-
qiientes, atingindo quase 70% das pacien-
tes. A maioria das pacientes tratadas, com
cirurgia ou radioterapia apresenta curto in-
tervalolivre de doengae sobrevida (20%)®.

Desde 1970, a terapéutica combinada de
cirurgia, radioterapia e quimioterapia anti-
neopldsica vem sendo empregada nas pa-
cientes com cincer de mama‘”, Nos CMLA
aestratégia geralmente recomendada é a qui-
mioterapia primdria (QP), seguida de cirur-
gia, radioterapia, ou ambas, e terapia sisté-
micaadjuvante. Sessentaanoventa por cento
das pacientes respondem com mais de 50%
de redugdo tumoral, e 10% a 20% tém re-
missdo clinicacompleta®. Aproximadamen-
te 70% té€m regressdo no estadiamento™.
Hortobagyi"®e Bonadonna® demonstraram
que aresposta clinica e anatomopatoldgica
a quimioterapia primdria € o principal fator



progndstico para os casos de CMLA e deve
orientar a terapia sistémica adjuvante .

Oemprego daquimioterapia primdriaou pré-
operatdria oferece um excelente modelo bi-
olégicoparaavaliar asensibilidade do tumor
primadrio a terapia sistémica®. Do ponto de
vista clinico, isto oferece uma possibilidade
de se utilizar drogas com base na resposta
invivo.Paralelamente, a quimioterapia pre-
coce age em eventuais micrometéstases, o
que diminui a possibilidade de resisténcia a
multiplas drogas e proporciona melhores
condi¢des de operabilidade",

Virios esquemas de poliquimioterapia foram
utilizados em pacientes portadoras de
CMLA. As combina¢des com antraciclina,
geralmente associadas a agente alquilante e
antimetabdlito, mostraram-se as mais tuteis
devido a rdpida reducdo tumoral. Os princi-
pais fatores limitantes tém sido a toxicidade
cardiaca e hematoldgica''".

O desenvolvimento de drogas ativas e me-
nos téxicas tem permitido a utilizagdo de
quimioterapia com maior intensidade de
dose. As altas doses determinam aumento
nas taxas de resposta objetiva e remissdao
completa, causando efeitos colaterais tole-
réVeiS“7’2l'23).

Aepirubicinaé uma antraciclinade segunda
geracdo que apresenta uma atividade anti-
tumoral similar a doxorubicina, porém com
menor toxicidade!?. Estudos clinicos com-
parativos e in vitro demonstraram que
a toxicidade hematolégica da epirubicina é
menor que a da doxorubicinaem doses equi-
molares?, assim permitindo a administra-
¢do de epirubicina em maiores doses. A
cardiotoxicidade da doxorubicina € dose-
cumulativa e tende a se manifestar apés
550mg/m?; na epirubicina somente € obser-
vada ap6s 1.000mg/m?® 19,

A dose convencional de epirubicina em es-
quemas combinados é 50 a 70mg/m?. O pro-
tocolo FEC tradicional prevé doses de
5-fluorouracil (500mg/m?), epirubicina
(50mg/m?)e ciclofosfamida (500mg/m?)©.

Recentemente, doses altas de epirubicina
vém sendo preconizadas em estudos pilotos
com a finalidade de identificar a dose limite
onde se consiga um efeito terapéutico maxi-

mo, com uma toxicidade toleravel, sem o
uso de fatores de crescimento hematopoié-
tico®®. Os resultados iniciais tém indicado
uma dose mdxima, como agente Unico, de
120mg/m? cada trés semanas. Em esque-
mas combinados, a dose maxima recomen-
dada ¢ 100mg/m? cada trés semanas®,

Aredugdo tumoral a quimioterapia primdria
€ o principal fator progndéstico do cancer de
mama localmente avancado, dentro de um
enfoque terapéutico multidisciplinar®®. En-
tendemos que é desejavel o estabelecimento
de um protocolo clinico que combine dro-
gas sinérgicas em doses terapéuticas maxi-
mas que exergam seu efeito com toxicidade
toleravel e boa qualidade de vida.

A hipétese do estudo € que o aumento em
100% da dose de epirubicina, em um esque-
maconvencional de quimioterapia primadria,
resultard em um maior nimero de respostas
clinicas objetivas (completa e parcial) e res-
postas anatomopatoldgicas, dentro de uma
toxicidade tolerdvel.

O presente estudo tem por objetivo comparar
prospectivamente, em pacientes portadoras de
cancer de mama localmente avancado o-
peravel (IITA), aeficdcia de dois esquemas
de quimioterapia primdria com intensifica-
¢do de doses, epirubicina 50 mg/m? versus
100 mg/m? associada a S-fluorouracil e ciclo-
fosfamida. A avaliac@o serd baseada na res-
posta clinica objetiva, na resposta anatomo-
patoldgica da pega cirtrgica e na toxicidade.

Materiais e métodos

Descricdo do estudo

No periodo de 1993 a 1996 foi realizado um
estudo prospectivo, fase III, multicéntrico,
aberto, aleatério e comparativo entre dois
grupos paralelos de pacientes portadoras de
cancer de mama localmente avancado, es-
tddio ITTA, submetidas a quimioterapia pri-
maria. O Grupo A recebeu quatro ciclos de
quimioterapiacom epirubicinaem doses con-
vencionais e o Grupo B epirubicina em altas
doses, ambos em associagdo ao 5-FU e ci-
clofosfamida (FEC 50 e FEC 100). Posteri-
ormente foram submetidas a tratamento ci-
rirgico. As pacientes foram tratadas nos
Servigos de Ginecologiae OncologiadoHos-
pital Universitdrio Clementino Fraga Fi-




lho - UFRJ, Centro de Pesquisas em On-
cologiade Santa Catarina (CEPON), Cen-
tro Oncolégico de Colima - México e Hos-
pital Central 20 de Novembro - Cidade do
Meéxico.

Depois de fornecerem consentimento infor-
mado, por escrito, de acordo com protocolo
submetido as comissdes de ética das insti-
tui¢des, foram incluidas pacientes que sa-
tisfizeram aos seguintes critérios:

1. diagndstico cito/histopatolégico de car-
cinoma ductal de mama

2. idade menor que 65 anos
3. nenhum tratamento prévio

4. estado geral, segundo avaliagdo Escalade
Zubrod - ECOG 0,1 ou?2

5. tumor de mama estddio IIIA e maior que
5 c¢m (T3, N0-2,M0)

6. sem evidéncias clinicas, laboratoriais e
por imagem de metdstases a distdncia

7. auséncia de alteracdes hematoldgicas, re-
nais e hepdticas avaliadas pelos valores
basais de hemoglobina > 10g/dl, leucécitos
> 4.000/mm?*, plaquetas > 100.000/mm?* ,
creatinina < 1,5 mg/dl e bilirrubina
< 1,2 mg/dl

8. auséncia de cardiopatia e fracdo de
ejecdo ventricular esquerda (FEVE)
maior que 50%

9. capacidade social e intelectual de seguir
protocolo de tratamento

Todas as pacientes foram submetidas a
avaliagdo clinica, laboratorial e por imagens.
Foram informadas das etapas do tratamen-
to e de seus efeitos colaterais. A avaliagdo
inicial foi:

1. Histdria clinica: avaliagdo do indice de
Zubrod (ECOG)

2. Exame fisico

3. Exames laboratoriais: hemograma, pro-
vas de funcdo hepdticaerenale E.A S.

4. Inventdrioradiolégico: mamografia, RX
de térax e esqueleto quando houver le-
soes suspeitas pela cintilografia 6ssea

5. Cintilografia6ssea
6. Ultra-sonografiaabdominal

7. Avaliacdo cardiolégica: Eletrocardiogra-
ma, Fragdo de ejecdo ventricular esquerda
pelaecografia

Ap6s a avaliacdo inicial e preenchimento
dos critérios de inclusdo, as pacientes fo-
ram inseridas, aleatoriamente, por ordem
de chegada, em um dos dois grupos do
estudo, A e B.

Esquemas de tratamento quimioterdpico:

Grupo A

S-fluorouracil 500 mg/m? dia |
epirubicina 50 mg/m? dia |
ciclofosfamida 500 mg/m? dia 1
GrupoB

5-fluorouracil 500 mg/m? dia 1
epirubicina 100 mg/m? dia 1
ciclofosfamida 500 mg/m? dia 1

O tratamento quimioterdpico foi administra-
do em nivel ambulatorial por um corpo de
enfermagem treinado e sob supervisdo mé-
dica permanente. As medicacdes foram in-
fundidas em veias periféricas. As doses fo-
ram individualizadas e calculadas de acordo
com a drea de superficie corporal em m?.

Os regimes foram repetidos a cada trés se-
manas, por quatro ciclos. Antes de cada
novo ciclo foi feita uma avaliagc@o da res-
posta clinica objetivae laboratorial.

A avaliag@o da resposta clinica objetiva foi
feita através da multiplicagdo dos dois mai-
ores didmetros do tumor, calculando-se a
area tumoral. Classificou-se a resposta cli-
nica em completa, parcial, estdvel ou pro-
gressdo, de acordo com a OMS®”,

A toxicidade das drogas quimioterdpicas
pode determinar altera¢cdes tempordrias
que necessitem de redug@o da dose ou adi-
amento da aplicagdo até a normalizagdo



. dos indices laboratoriais e/ou clinicos. Uti-

lizou-se, como critério de avaliagdo da toxi-
cidade, a tabela de toxicidade do NIH (Na-
tional Institutes of Health - USA). No grau
de toxicidade O ou 1 foi administrada a dose
prevista. No grau 2 foi reduzida a dose em
50% e nos graus 3 e 4 o ciclo foi adiado até
normalizagdo clinicae laboratorial. Em caso
de persisténcia da toxicidade por mais de 15
dias, o paciente era excluido do estudo.

Trés semanas apds o quarto ciclo de qui-
mioterapiafoi feitaadltimaavaliagio dares-
postaclinicae laboratorial. Repetiu-se aava-
liacdo cardioldgica.

As pacientes foram encaminhadas para tra-
tamento cirdrgico.

O Servigo de Anatomia Patolégica verificou,
nas pegas cirdrgicas, o tamanho do tumor
residual e ndmero de linfonodos compro-
metidos pelaneoplasia.

Descricao do grupo

O grupo de estudo foi composto de 60 pa-
cientes portadoras de cincer de mama lo-
calmente avancado operdvel, estddio IIIA
(T3,N0-2,M0), com tempo de evolucdo da
doenca de dois a 60 meses, sendo uma mé-
dia de 13 meses.

A faixa etdria do grupo variou entre 27 ¢
65 anos, com uma média de 48,1 anos.
Quanto ao padrdo menstrual, 34 (57%)
estavam na pré-menopausa ¢ 26 na pds-
menopausa (43%).

O tamanho tumoral varioude 5a 18 cm em
seu maior didmetro, tendo uma média de 8
cm. A dreatumoral varioude 17,5231 cm?,
tendo em média 63,2 cm?.

O inventério de metdstases foi negativo em
todas as pacientes. Segundo o estadiamento
TNM, 3 (5%) pacientes foram classifica-
das em T3NOMO, 22 (37%) em T3N1IMO e
35 (58%) em T3N2MO.

A avaliacio clinica inicial evidenciou todas
as pacientes em bom estado geral e ativida-
de normal (ECOG 0). A avaliagdo cardiold-
gica demonstrou auséncia de cardiopatias e
a frag@o de eje¢@o ventricular esquerda va-

riou de 56 a 84% com uma média de 60%.
Os indices hematolégicos iniciais foram nor-
mais. A hemoglobinainicial média foide 13,7
g/dL, variando de 10,1 a 16,8 g/dL. A con-
tagem de leucécitos média foi 6.500 / mm?,
variando de 4.500 a 9.800/ mm* e a de pla-
quetas média foi 261.000 / mm?, variando
de 139.000 a 437.000 / mm?®.

A avaliacdo das funcdes renal e hepdtica foi
feita pela dosagem soroldgicade uréia, crea-
tinina, transaminase oxalacética (TGO) e
pesquisa de elementos anormais e sedimen-
tos na urina. A uréia média inicial foi 19,3
mg/dL, a creatinina média foi 0,8 mg/dL, a
TGO foi 25,8 U/L e os EAS foram normais.

Anélise estatistica
A andlise estatistica baseou-se nos seguin-
tes testes®¥:

e O teste tde Student ou o teste de Mann-
Whitney foram utilizados na compara-
¢do de médias entre os dois grupos.

e O teste do qui-quadrado ou o teste exato
de Fisher; quando o teste do qui-quadra-
do ndo pode ser avaliado, foram aplica-
dos nas comparacdes de proporgdes.

O critério de determinagéo de significincia
foi o nivel de 5%.

Resultados

As 60 pacientes incluidas neste estudo cli-
nico cumpriram os quatro ciclos de quimio-
terapia primdria dentro do perfodo estabele-
cido. Ndo houve evasdes.

Oestado geral, avaliado pelaescalade Zubrod
(ECOG), manteve-se durante o tratamento
em niveis satisfatérios. No Grupo A (FEC
50), em 25 casos (84%), os indices pré-
terapéuticos nao se alteraram durante a qui-
mioterapia e em cinco casos (16%) passa-
ram a ECOG 1. No Grupo B (FEC 100), hou-
ve alteragdo em 17 pacientes (57%), sendo
que 13 (43%) para ECOG 1 e 4 (14%) para
ECOG2.

A variac@o ponderal, durante a terapéutica,
ocorreu em 46 pacientes (76%), sendo que
em 25 ( 41%) houve ganho de peso e em 21
(35%) perda. No Grupo A, houve ganho de
peso em nove casos (30%), perda em 11




(36%) e estavel em 10 (34%). No Grupo B,
ganharam peso 16 pacientes (53%), perderam
peso 10 (34%) e 4 (13%) ficaram estdveis .

Foram administrados 240 ciclos de qui-
mioterapia primdria. Ndo houve adiamen-
tos. Houve reducé@o da dose por toxicidade
clinica ou laboratorial em 34 ciclos (14%)
de 16 pacientes. No Grupo A ndo houve
reducg@o de doses. No Grupo B houve re-
dugdo da dose por um ciclo em trés paci-
entes (10%), dois ciclos em oito (27%) e
por trés ciclos em cinco (17%).

Avaliavam-se, em cada ciclo quimioterdpi-
co, os niveis de hemoglobina, plaquetas e
leucécitos. Também foram avaliadas auréia,
creatinina e transaminase glutamil-oxaloa-
cética inicial e apds o 4¢ ciclo.

Osniveis basais de hemoglobina cairam apds
oprimeiro ciclo. No Grupo A amédia variou
de 13,6 a 12,2 g/dl. No Grupo B de 13,9 a
11,9 g/dl (p=0,25).

Os niveis de leucécitos diminufram durante
aquimioterapia primdria. No Grupo A a mé-
dia variou de 6.100/mm?* a 4.300/mm? do 1¢
ao 4¢ ciclo. No Grupo B de 6.800/mm?* a
3.700/mm?*do 1% ao 4¢ciclo (p=0,05%).

A média de plaquetas variou de 261.450 a
131.066/mm? , sendo que no Grupo A de

272.000 a 136.800/mm* ¢ no Grupo B de
250.900 a 125.300/mm?* (p=0,03%).

Os niveis médios de uréia e TGO varia-
ram do 12ao4¢ciclo, no Grupo A, de 19,7
a 28,4 mg/dle 27,1 a 30,5 U/, respecti-
vamente. No Grupo B a uréia variou de
19,1 a 25,3 mg/dl e TGO de 24,6 a 29,3
mg/dl (p=0,4 e p=0,16). A creatinina
manteve niveis médios de 0,8 mg/dl em
ambos os grupos durante os quatro ci-
clos (p=0,23).

Os resultados dos valores das médias dos
indices hematoldgicos estudados duran-
te os quatro ciclos de quimioterapia, nos
dois grupos, estdo demonstrados confor-
me a Tabela 1.

Naavaliag@o cardiolégica pés-quimioterapia
as médias de FEVE foram 57,9% no Grupo A
e 52,2% no Grupo B (p=0,005*). Houve re-
ducdo em 90% dos casos, sendo em 80% do
Grupo A e em 100% do Grupo B. A FEVE
diminuiu abaixo de 50% em oito casos (13%),
sendo dois (6%) no Grupo A e 6 (20%) no
Grupo B. Houve 22 altera¢des inespecificas
do eletrocardiograma, nove (30%) no Grupo
Ae 13 (43%) no Grupo B, tais como: altera-
¢cdes darepolarizacdo ventricular, taquicardia
e extra-sistoles ventriculares (Tabela 2). As
alteracoes daFEVE e ECGndo tiveram mani-
festagdes clinicas.

Tabela 1 - Resultados médios da hemoglobina, leucdcitos e plaquetas nos dois grupos

Valores médios FEC 50 DP FEC 100 DP p
média média

Hemoglobina 12,8 *1,04) 12,8 (1,09) 0,25

Leucécitos 5.100 (0,65) 4.800 (1,30) 0,05*

Plaquetas 181.070 (21.900) 175.000 (22.000) 0,03%

DP - Desvio-padrio
*Significativo

Tabela 2 - Avaliagdo cardiolégica, pds-quimioterapia, nos dois grupos

Grupo  FEVE média DP Reducao FEVE <50% Alteracdo ECG
A 57,9% (6,6) 24 (80%) 2 (6%) 9 (30%)
B 52,2% (4,6) 30 (100%) 6 (20%) 13 (43%)

p=0,005*



Todas as pacientes foram submetidas a
mastectomia radical apds os quatro ci-
clos de quimioterapia primaria, preferen-
cialmente nos 30 dias seguintes ao quar-
to ciclo. As pacientes evoluiram bem no
pos-operatdério e o tempo de internagdo
variou de dois a seis dias, sendo uma
média de 3,9 dias no Grupo A e quatro
dias no Grupo B.

Alteragdes digestivas (nduseas, vOmitos,
mucosite e diarréia) e alopécia foram fre-
qiientes. Nduseas e vOmitos ocorreram em
68,7% dos ciclos. No Grupo A houve 35
(29%) casos leves, 44 (36,6%) modera-
dos e dois (1,6%) acentuados. No Grupo
B 28 (23,3%) leves, 42 (35%) modera-
dos e 14 (11,6%) acentuados (p=0,02%*).
Mucosite ocorreu em 19 (15,8%) ciclos,
sendo 17 (14,1%) leves e dois (1,6%) mo-
derados. No Grupo A houve cinco (4,1%)
casos de mucosite leve. No Grupo B ocor-
reram 12 (10%) casos de mucosite leve e
dois (1,6%) moderadas (p=0,04*). Diar-
réia foi observada em sete ciclos, sempre
naformaleve, sendo trés no Grupo A e qua-
tro no Grupo B.

No Grupo A houve quatro (13%) casos de
resposta clinica completa, 24 (80%) de res-
posta parcial e dois (7%) de doenca estdvel
(Figura 1). No Grupo B ocorreram oito (27%)
casos de resposta completa, 21 (70%) de
resposta parcial e 1 (3%) de doenga estavel
(Figura 2). Em ambos os grupos ndo houve
progressdo de doenca (p=0,39).

No Grupo A houve quatro (13%) casos
de resposta patoldgica completa, 12(40%)
de tumor residual microscoépicoe 14 (47%)
de tumor macroscépico. No Grupo B ocor-
reram 10 (33%) casos de resposta anato-
mopatolégica completa, sete (23%) de
tumor residual microscépico e 13 (44%)
de tumor macroscépico (Figuras 3 e 4)
(p=0,14).

O tamanho tumoral variou, no Grupo A, de 0

‘a 8 cm, com uma média de 3,3 cm . A area

tumoral média foi de 13,3 cm? e o nimero
médio de linfonodos 3,4. No Grupo B o ta-
manho tumoral foi de 0 a 5 cm, com uma
média de 2,2 cm (p=0,02%). A drea tumoral
média foi 7,8 cm? (p=0,04*) e 0 nimero mé-
dio de linfonodos 1,2 (p=0,01*) (Tabela 3).

Doenga
estével Resposta clinica
7% completa 13%

Resposta
clinica parcial
80%

Figura 1 - Resposta clinica objetiva - FEC 50

Doenca

’ Resposta clinica
estivel 3%

completa 27%

Resposta
clinica parcial 70%

Figura 2 - Resposta clinica objetiva - FEC 100

Resposta
patolégica
completa 13%

Tumor residual
macroscopico 47%

Tumor residual
microscopico 40%

Figura 3 - Resposta anatomopatolégica - FEC 50.

Resposta
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Tumor residual completa 33%

macroscopico 44%
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microscopico 23%

Figura 4 - Resposta anatomopatolégica - FEC 100.




A resposta clinica objetivanem sempre cor-
respondeu a uma resposta anatomopatolé-
gica equivalente. Houve correlac@o correta
em 52 casos (86%). No Grupo A houve equi-
valéncia em dois casos de resposta comple-
ta e 24 de resposta parcial. Ocorreram dife-
rengas em duas respostas completas e duas
parciais. No Grupo B houve correlagdo ade-
quada em sete respostas completas e 19 par-
ciais. Ocorreram diferencas em trés parci-
ais e uma completa (Tabela 4).

Discusséo

As pacientes incluidas em nosso estudo sa-
biam que eram portadoras de cincer de mama
localmente avancado e que apresentavam alto
risco de desenvolver doenga sistémica. Dis-
cussdes francas e suporte emocional permi-
tiram que as 60 pacientes mantivessem-se
motivadas e cumprissem o tratamento clini-
co e cirtrgico. Em nosso grupo de estudo
ndo houve evasdes e todas completaram o
tratamento programado.

Young etalii®¥ relataram que menos de 10%
das pacientes apresentaram alterag@o signi-
ficativa do indice de Zubrod como resultado
da administracdo de FEC. Este fato permitiu
que a maioria das mulheres continuassem
suas atividades domésticas e laborativas nor-

mais. Marschner et alii®® verificaram, em
estudo comparativo de FEC doses conven-
cionais versus altas doses, que no grupo
FEC 50 o indice de Zubrod permaneceu es-
tavel em 71% dos casos, piorouem 11% ¢
melhorou em 18%. No grupo FEC 100, per-
maneceu estdvel em 56%, piorouem 24% e
melhorou em 20%. Nao houve diferenga es-
tatistica significativa nos grupos.

Em nosso estudo houve alterag@o do indice
em 22 pacientes (36%), sendo que cinco
(8%) no Grupo A e 17 (28%) no Grupo B.
As mudangas foram leves, 18 ECOG 1 (cin-
cono Grupo A e 13 no Grupo B) e 4 ECOG
2 (quatro no Grupo B), ndo havendo altera-
¢oes significativas como ECOG 3 e 4. A
maioria, 38 pacientes (64%), manteve seu
estado geral inicial inalterado (ECOG 0).
Esses dados sugerem que as pacientes tole-
raram bem o tratamento e continuaram suas
atividades habituais.

A mielossupressdo induzida por esquemas
citotéxicos com epirubicina consiste basi-
camente de leucopenia, que € relacionada a
dose e reversivel. Anemia e trombocitope-
nia sdo raras. Ganzina"? demonstrou a re-
cuperagao donadirem aproximadamente 21
dias. Estudos com doses de 50 a 100 mg/m?

Tabela 3 - Resposta anatomopatolégica do tamanho e drea tumoral nos dois grupos

Grupos A B
Resposta anatomopatoldgica DP DP P
Area tumoral média 13,3 cm? (13,5) 7,8cm?®  (7,3) 0,04*
Tamanho tumoral médio 3,3:6m (1,9) 2,2 cm (1,7) 0,02*
Ntmero de linfonodos 34 (3,7) 1,2 (1,5) 0,01*

DP - Desvio-padrao
p - Nivel de significancia
* - Significativo

Tabela 4 - Correlag@o resposta clinica e resposta anatomopatolégica nos dois grupos

Resposta clinica Completa Parcial
Grupos A B A B
Resposta anatomopatoldgica
Completa 2 7 2 1
Parcial 2 3 24 19




cvidenciaram niveis de nadir médio, no 10° ao
14° dia, de 3.000 leucdcitos/mm? e 200.000
plaquetas/mm?. A redu¢@o dadose de quimio-
terapia foi necessdria em 8,8% dos casos e
apenas 3% das pacientes apresentaram leuco-
penia moderada e severa (graus 3 e 4).

Marschner et alii®® realizaram um estudo
prospectivo de 300 pacientes portadoras
de cincer de mama metastético, compa-
rando FEC 50 versus FEC 100. Encontra-
ram um grau de toxicidade hematolégica
maior no grupo de alta dose. A maioria
das pacientes recuperou os niveis hema-
tolégicos apds 21 dias. Houve 36 episddi-
os de leucopenia febril, sendo 26 no gru-
pode altadose e 10 no grupo de dose con-
vencional. Apenas quatro pacientes ne-
cessitaram de hemotransfus@o.

Foram avaliados, em cada ciclo de quimio-
terapia, os niveis de hemoglobina, leucdcitos,
neutrofilos e plaquetas. No Grupo A, os va-
lores médios foram hemoglobina 12,8 g/dl,
leucéceitos 5.100 /mm?, neutréfilos 57,6% e
plaquetas 181.070/mm?. No Grupo B, foram
hemoglobina 12,8 g/dl, leucécitos 4.800/
mm* e plaquetas 175.000/mm?*.

A avaliacdo em cada ciclo evidenciou uma
diminui¢do progressiva dos valores hema-
tologicos médios. No Grupo A, a hemoglo-
bina variou do 1¢ para o 4¢ ciclo de 13,6
para 12,2 g/dl, leucécitos de 6.100 para4.300/
mm?e plaquetas de 272.000 para 136.800/
mm*. No Grupo B, a hemoglobina passou de
13,9 para 11,9 g/dl, leucécitos de 6.800
para 3.700/mm? e plaquetas de 250.000
para 125.000/mm?.

No Grupo A os indices hematoldgicos man-
tiveram-se em niveis satisfatorios e ndo houve
necessidade de reduc@o ou adiamento das
doses de quimioterdpicos. O Grupo B apre-
sentou maior grau de mielossupressdo, ha-
vendo reducio das doses em 34 ciclos (28%)
de 16 pacientes (53%). Neste Grupo a toxi-
cidade hematoldgica foi leve para moderada
(graus 1 e 2), ndo havendo casos de forma
severa (graus 3 e 4), e a contagem média de
leucécitos foi 4.800/mm? . Nao houve ne-
cessidade de hemotransfusio, assim como
nao foram diagnosticados casos de infecc¢oes
oportunistas.

Apesar do Grupo B manifestar mielossupres-
sdo mais acentuada e freqiiente que o Grupo
A, os indices médios mantiveram-se em ni-
veis tolerdveis, as alteragdes foram tempo-
rdrias, reversiveis e ndo levaram a situac¢des
clinicas de risco de vida.

A maioria dos pacientes submetidos a qui-
mioterapia com epirubicina apresenta na-
useas € vOmitos nas primeiras 24 horas,
que podem, porém ser minimizadas pela as-
sociacdo de antieméticos. Ganzina et alii!'?
verificaram que 53% dos pacientes trata-
dos com diferentes doses de FEC (méxi-
mo 100 mg/m?) apresentaram nduseas e
vomitos, sendo que em apenas 7% houve
toxicidade severa. Aproximadamente 11%
apresentaram mucosite graus 3 ¢ 4, em so-
mente 1,3%. Nao houve diferenca estatis-
tica significativa nas diferentes doses.

Em nosso estudo as alteracdes digestivas
foram freqiientes. Nduseas e vomitos ocor-
reram em 68,7% dos ciclos. No Grupo A
houve 79 ciclos (66%) com néduseas e vO-
mitos leves ou moderados (graus 1 e 2) e
apenas dois (1,6%) severos que determina-
ram redu¢do na dose. No Grupo B houve 84
ciclos com episédios eméticos, sendo 70
(58%) nas formas leves e moderadas e 14
severas (11,6%), que levaram a redugdo da
dose no ciclo seguinte. Os dados demons-
traram um ndmero equivalente de episédios
de emese nos dois grupos, porém no Grupo
B houve um maior percentual de formas se-
veras.

A mucosite manifestou-se em 19 ciclos, sen-
do que no Grupo A houve cinco (4,1%) ca-
sos de mucosite leve e no Grupo B ocorre-
ram 12 (10%) formas leves e duas (1,6%)
moderadas. Encontramos um maior nime-
ro de mucosites, assim como maior intensi-
dade, no grupo de altas doses.

A diarréia foi a manifestagdo digestiva me-
nos freqiiente, ocorrendo depois de apenas
seis ciclos e sempre de forma leve.

Virios agentes quimioterdpicos estdo rela-
cionados com a cardiotoxicidade. As mani-
festacdes clinicas variam desde efeitos agu-
dos e reversiveis até miocardiopatia croni-
ca. Os agentes mais comumente associados




sio os antraciclicos, principalmente a do-
xorubicina ¢ a epirubicina. O principal fator
de risco para amiocardiopatiainduzida pelos
antraciclicos é a dose cumulativa. Estudos
estabeleceram como dose limite de seguran-
ca para doxorubicina e epirubicina, 550 mg/
m? e 1.000 mg/m?, respectivamente.

A cardiotoxicidade pode ocorrer em doses
cumulativas baixas, particularmente, em pa-
cientes previamente tratadas com outras an-
traciclinas, irradiadas no mediastino ou por-
tadoras de cardiopatia.

Nielsen et alii®”verificaram, em um estu-
do prospectivo de dose cumulativa de epi-
rubicina e cardiotoxicidade, que em niveis
abaixo de 500 mg/m? ndo houve anorma-
lidades cardiacas, houve 2% delas entre
500 e 1.000 mg/m?e 35% acima de 1.000
mg/m? . Minow et alii®" constataram uma
incidéncia de cardiotoxicidade de 8 a 10%
em doses cumulativas de epirubicina de
800 a 1.000 mg/m? .

Afragdo deejecdo ventricularesquerda temse
mostrado um bom método preditivo da fun-
¢o cardiaca pela suasensibilidade, praticidade
e baixo custo. A dose limite inferior de segu-
rangaé 50%. Allen et alii’” demonstraram que
redugdes nos niveis basais maiores que 20%
estdo associadas com maior risco de insufici-
éncia cardiaca e devem determinar suspensao
do tratamento citotéxico.

Homesley et alii® avaliaram a fra¢do de eje-
¢do ventricular esquerda em pacientes usud-
rias de epirubicina e verificaram que em do-
ses cumulativas abaixo de 500 mg/m? no
houve redugdes em seus niveis. Em doses
acima de 500 mg/m? houve redugdo de 10%
naFEVE em 9% dos pacientes. Valores abai-
xo de 50% e associados com insuficiéncia
cardiaca s6 foram encontrados em doses cu-
mulativas maiores que 1.000 mg/m?.

O Italian Multicentre Breast Study With Epi-
rubicin" verificou alteragdes eletrocardiogré-
ficas em 12% das pacientes usudrias de epi-
rubicina. A maioria das anormalidades foram
taquicardiasinusale mudangasnosegmento ST.

AFEVE média pré-quimioterapia foi 66,2%
e 65,9%, nos grupos A e B, respectivamen-

te. Houve redugdo nos niveis de FEVE em
90% dos casos, sendo 80% no Grupo A €
100% no Grupo B. As médias p6s-quimio-
terapia foram 57,9% (Grupo A) e 52,2%
(Grupo B). Em apenas 0ito casos (13%) a
FEVE esteve abaixo do normal, sendo dois
(6%) no Grupo A e seis (20%) no Grupo B.
Nas outras pacientes as redugdes de FEVE
foram menores que 20%.

Comparando os achados iniciais e 0s pos-
quimioterapia, houve alteragdes inespecifi-
cas ECG de 22 pacientes, sendo 9 (30%) no
Grupo A e 13 (43%) no Grupo B. As mais
fregiientes foram alteragdes darepolarizagdo
ventricular, taquicardia e extra-sistoles.

A toxicidade cardiaca, em nosso estudo,
foi compardvel a publicada previamente
na literatura. As altera¢des da FEVE e
ECG foram mais freqiientes e intensas no
Grupo B, porém ndo tiveram manifesta-
¢oes clinicas e ndo determinaram inter-
rup¢ao no tratamento.

A resposta a quimioterapia primdria € um
importante fator progndstico nas taxas de
intervalo livre de doencga e sobrevida glo-
bal em pacientes portadoras de cancer de
mama localmente avangado®. Buzdar et
alii®® verificaram nas pacientes que alcan-
caram resposta completa ou parcial um
progndéstico melhor que o das com res-
posta menor ou progressao de doenca.
Nos casos em que a axila tornou-se, his-
topatologicamente, negativa paraneopla-
sia, houve melhor progndstico, e a sobre-
vida foi compardvel ao estddio I. O maior
nimero de linfonodos comprometidos au-
mentou o risco de recidiva.

Bonadonnaetalii desenvolveramestudos com
quimioterapia primdria em cancer de mama e
verificaram, nas pacientes que alcangaram res-
posta patolégica completa, uma taxa de so-
brevida global, em cinco anos, de 88%. Nos
casos de resposta parcial, a taxa foi 63% e nas
respostas menores (estdvel e progressao), 34 %.

Virios esquemas terapéuticos tém sido ten-
tados, com diferentes agentes citotéxicos, em
pacientes com CMLA. Os protocolos, ge-
ralmente usando antraciclicos, apresentam
taxas de resposta objetiva de 60 a 90% e



sobrevida global média, em cinco anos, de
38%®. Morrow et alii®” verificaram res-
posta objetiva em 77% dos casos. Jacquillat
et alii® em 71%, sendo resposta completa
(RC)em 30% erespostaparcial (RP)em41%
( p<0,005). Calais et alii”” encontraram res-
postaobjetivaem 60,8% sendo RCem20,2%
e RP em 40,6%. Valagussa et alii® obtive-
ram resposta total em 62%, sendo completa
em 7% e parcial em 55%. A sobrevida global
também foi influenciada pela associagio de
quimioterapia primdria. Shanta et alii®? veri-
ficaram no grupo tratado com quimioterapia
pré-operatdria uma sobrevida global em cin-
co anos de 60,6% e no grupo ndo tratado,
47,5%. Resultados semelhantes foram publi-
cados por Hortobagyi!'® e Bonadonna®.

A reducgdo tumoral, avaliada pela resposta
anatomopatoldgica, € um fator progndstico
mais importante que a resposta clinica. Bo-
nadonnaetalii verificaram que quandonao
hd evidéncia de tumor no sitio primdrio ao
exame histopatolégico, o progndstico € ex-
celente, principalmente se os linfonodos
axilares também forem negativos. Feldman
et alii”? observaram, em um grupo de pa-
cientes sem doencga residual na pega cirdrgi-
ca, um intervalo livre de doenca (ILD) sig-
nificativamente maior que no grupo com do-
enga residual. O grupo sem doenca residual
teve um ILD de 61 meses, enquanto o outro
grupo teve uma média de 22 meses.

McCready et alii® demonstraram que a pre-
senca e o nimero de linfonodos metastati-
cos é um dos mais importantes fatores prog-
ndsticos associados com sobrevida e o ILD
ap6s quimioterapia primdria para CMLA.
Fisher et alii’” verificaram, em casos de
CMLA tratados exclusivamente com cirur-
gia, uma média de 12% das pacientes com
linfonodos negativos. Fracchia et alii'" en-
contraram, em 25% das pacientes tratadas
com quimioterapia pré-operatdria, auséncia
de metdstases em linfonodos axilares

A auséncia de comprometimento linfo-
nodal esteve significativamente associ-
ada com a resposta clinica e anatomo-
patoldgica. Isto sugere que aredugéo de
metdstases em linfonodos axilares acom-
panhaaredugdo do tumor primdrio e que
o progndstico dos casos de CMLA de-

pende mais da quantidade de tumor re-
sidual apds a quimioterapia primdria do
que do tamanho inicial do tumor‘ 2%,

Avaliou-se em cada ciclo o tamanho e a drea
tumoral. Classificou-se a resposta ao trata-
mento de acordo com as normas da OMS em
completa, parcial, doenga estdvel e progres-
sdo da doenca. No Grupo A houve quatro
(13%) casos de resposta clinica completa,
24 (80%) de resposta parcial e dois (7%) de
doenca estavel. No Grupo B ocorreram oito
(26%) casos de resposta completa, 21 (70%)
respostas parciais e um (4%) doenca estd-
vel. A resposta clinica objetiva (RC + RP)
nos Grupos A e B foi 93% e 96%, respecti-
vamente. Os resultados foram similares,
porém no Grupo B, que fez uso de altas
doses, houve um percentual maior de res-
postas clinicas completas.

As pecas cirdrgicas foram encaminhadas
para avaliacdo anatomopatolégica e verifi-
cou-se a doenga residual no sitio primario
enos linfonodos axilares. No Grupo A hou-
ve quatro (13%) casos de resposta patold-
gica completa, 12 (40%) de tumor residual
microscépico e 14 (27%) de tumor macros-
copico. No Grupo B ocorreram 10 (33%)
casos de resposta patolégicacompleta, sete
(23%) de tumor residual microscopico e
13 (44%) de tumor macroscopico.

O tamanho e a drea tumoral média no Grupo
A foi 3,3 cm e 13,3 cm?, respectivamente.
No Grupo B foi 2,2 cm e 7,8 cm?. O ndmero
médio de linfonodos comprometidos foi 3,4
no Grupo A e 1,2 no Grupo B.

Esses achados confirmam a impressdo
clinica de maior resposta tumoral ao es-
quema quimioterdpico com intensifica-
¢do de dose.

O exame fisico, isoladamente, revela-se pou-
co confidvel no acompanhamento e avaliagdo
da resposta tumoral aos agentes citotdxicos.
A auséncia de massa palpdvel apds a qui-
mioterapia ndo € evidéncia confidvel de au-
séncia de doenga, assim como o que se palpa
muitas vezes ndo € mais o tumor, mas, sim,
uma drea de fibrose. Feldman et alii®” encon-
traram uma correlagdo pobre entre a resposta
clinicae aanatomopatolégica,onde apenas 50%




dos pacientes com resposta clinica completa
eram livres da doenga sob critério histo-
patoldgico. Freitas Jr. et alii’? determina-
ram a acurdcia do exame clinico em 86% com
sensibilidade de 93% e especificidade de 29%.

Moskovic et alii® compararam a mamogra-
fia ao exame clinico como método de avalia-
¢do daresposta tumoral a quimioterapia pri-
madria. Verificaram uma correla¢io adequa-
da em 79% dos casos e constataram persis-
téncia de microcalcificagdes e densidade
mamadria como principais obstdculos a ava-
liagdo. Gilles et alii ! empregaram a resso-
nancia nuclear magnética como método de
avaliagdo da resposta tumoral a terapia pri-
madria. Os resultados iniciais foram encora-
jadores e demonstraram boa correlagdo en-
tre imagem e resposta histopatoldgica.

Em nosso estudo, avaliamos a resposta cli-
nica e a anatomopatoldgica sem o auxilio
de métodos de imagem. Houve correlacdo
correta em 52 casos (86%). No Grupo A
houve equivaléncia em dois casos de res-
posta completa e 24 de resposta parcial.
Ocorreram diferencas em duas respostas
completas e duas parciais. No Grupo B hou-
ve correlacdo adequada em sete respostas
completas e 19 parciais. Ocorreram dife-
rencgas em trés parciais e uma completa. Os
resultados foram coerentes com a literatu-
ra e ndo houve diferenca significativa nos
dois grupos. Os cinco casos falsos-negati-
vos e os trés falsos-positivos recomendam
a verificacdo histopatolégica rotineira do
sitio primdrio do tumor.

Desde que a quimioterapia primdria foi intro-
duzida no tratamento do cancer de mama lo-
calmente avangado, houve um inegdvel be-
neficio nos resultados clinicos e um impor-
tante passo na dire¢do de cirurgias menos
mutilantes. A perspectiva de preservagdo da
integridade de seu corpo € o principal fator
motivador, entre as mulheres, para campa-
nhas educativas de preveng@o e diagndstico
precoce do cancer de mama.

Novas modalidades terapéuticas como qui-
mioterapia primdria e seqiiencial com inten-
sificacdo de doses tém determinado modifi-
cacgdes nosresultados clinicos e, conseqlien-
temente, na terapéutica cirdrgica. A reinfu-

sdo de células hematopoiéticas primordiais
autélogas coletadas da medula 6ssea, san-
gue periférico ou ambos possibilita aeleva-
¢do das doses de agentes citotoxicos até ni-
veis de doses limites de toxicidade ndo he-
matoldgica e permitem doses mdximas de
transplante, o que abre uma grande pers-
pectiva de cura para nossas pacientes.
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Analise da porcentagem da DNA ploidia e de
células em fase S, determinada por citometria de
fluxo e por outras variaveis prognosticas em
carcinomas primarios de mama

The analysis of DNA ploidy and the percentage of
S phase cells determined

by flow cytometry and other prognostic variables
in primary breast carcinomas

Edison Mantovani Barbosa'

Resumo

Analisaram-se a DNA ploidia e a porcentagem de células em fase S, determinadas por
citometria de fluxo, em bidpsias de 69 carcinomas mamadrios. Outras varidveis progndsticas
foram estudadas: 1. clinicas (ra¢a, idade, estado menstrual, estadiamento, tamanho do tu-
mor e a avaliag@o dos linfonodos axilares); 2. histolégicas (comprometimento metastdtico
dos linfonodos axilares, embolizagdo de células neopldsicas em vasos linfaticos e sangiiineos,
grau de diferenciacdo histoldgica, nimero de mitoses e necrose tumoral); 3. bioquimicas
(receptores de estradiol e progesterona). Cotejaram-se estas varidveis com o estudo da DNA
ploidia e porcentagem de fase S.

Notou-se haver uma associagdo significativaentre a DNA diploidia em pacientes com ida-
de acima de 50 anos, tumores de tamanho ou igual a 2,0 cm, receptores de estradiol e
receptores de progesterona. Observou-se também uma associag@o significativa entre a por-
~ centagem de fase S >7,15 e pacientes na pré-menopausa, receptores de estradiol negativo e
comprometimento metastdtico linfonodal. Constatou-se que as pacientes com tumores clas-
sificados como DNA aneupléides, com fase S maior que 7,15, apresentaram metdstases
mais freqiientes e sobrevida menor que aquelas com tumores DNA dipléides e fase S menor
que 7,15.

Sob o ponto de vista do progndstico pode-se constatar a importancia do estudo do DNA,
particularmente para o grupo pNO. Verificou-se a viabilidade de esta técnica ser realizada
em nossa rotina para o estudo prognéstico do cancer de mama.

Palavras-chave: cancer de mama; citometria de fluxo; proliferagdo celular; contetido de
DNA; progndstico.
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Abstract

This study shows the content analysis of DNA ploidy and the percentage of S phase cells
determined by flow cytometry and other prognostic variable in 69 specimens of breast
carcinomas. A significant association between DNA ploidy and the tumor size, estrogen
and progesterone receptors, was noticed. Also another association was identified between
the percentage of S phase and menstrual status, estrogen receptors, and axillary node
metastases. Tumors classified as DNA aneuploid, with S phase bigger than 7.15 presented
more metastasis and smaller survival compared to DNA diploid tumors and S phase lower
than 7.15. According to the prognostic point of view, the importance of the DNA study was
demonstrated privately for the axillary node negative group.

Key words: breast cancer; flow cytometry; cell proliferation; DNA content; prognosis

Introducao

No Brasil, o cancer de mama representa a
primeira causa de morte por cincer na po-
pulacdo feminina em cidades do Sul e Su-
deste (Porto Alegre e Sdo Paulo) e a segunda
em algumas cidades do Nordeste (Recife e
Fortaleza). No Estado de Sao Paulo este tipo
de cancer atingiu um coeficiente de mortali-
dade de 11,7 por 100.000 mulheres!:?.

Jahdalgum tempo, determinados fatores cli-
nico-morfolégicos tém sido utilizados como
sinalizadores das caracteristicas evolutivas
dos diferentes carcinomas mamadrios. No en-
tanto, sabe-se hoje que as manifestagoes cli-
nicas locais do cancer de mama, na realida-
de, sé representam a fase tardia de um longo
e silencioso periodo de proliferacdo celular,
iniciado muitos anos antes de o diagndstico
clinico ser possivel.

A partir do final do século passado, determi-
nados pardmetros morfolégicos passaram a
contribuir como referénciabdsicaparaaava-
liagao do progndstico destas pacientes; en-
tretanto, o alto grau de subjetividade de sua
interpretagdo passou a representar a princi-
pal barreira para sua ampla aceitagio®®. Em-
bora a expressao metastatica dos linfonodos
axilares continue representando o melhor
marcador progndstico para o cancer de ma-
ma, devemos ressaltar que 30% das pacien-
tes com auséncia de linfonodos metastati-
cos (NO) irdo apresentar recorréncia € mor-
te em 10 anos de seguimento, o que eviden-
cia a deficiéncia deste fator como marcador
isolado®. Recentemente, os estudos tém se
concentrado em alguns indicadores prognds-
ticos biologicos, particularmente aqueles cor-
relacionados com a proliferagdo celular, co-
mo € o caso do estudo da DNA ploidia e da

porcentagem de células em fase S por cito-
metria de fluxo.

A deteccdo da aneuploidia estd diretamente
relacionada a ocorréncia de perda ou ganho
de DNA, resultante de importantes muta-
¢oes cromossdmicas®?. Quanto ao estudo
da porcentagem de células em fase S, ele
representa a expressao da quantificacdo das
células concentradas na fase S do ciclo de
reproducdo celular, ou seja, corresponde ao
momento da replicagdo do DNA. Este mar-
cador tem sido reconhecido como um im-
portante sinalizador da proliferagdo celular
por indmeros autores®.

O principal objetivo deste estudo € realizar a
analise daDNA ploidiae daporcentagem de
célulasem fase S determinada por citometria
de fluxo, e comparé-las a outras varidveis
progndsticas cldssicas em carcinomas pri-
marios de mama de pacientes brasileiras; até
o momento, ndo dispomos de estudo seme-
lhante em nossa literatura.

Material e métodos

Analisamos os dados clinicos, morfologi-
cos e bioquimicos de 69 pacientes portado-
ras de cAncer de mama primadrio e estabele-
cemos suas relagdes de dependéncia com a
quantificagdo do DNA. Todas as pacientes
eram brancas, do sexo feminino e submete-
ram-se a tratamento cirdrgico, sendo oito
(11,6%) mastectomias do tipo Halsted, 46
(66,6%) mastectomias do tipo Patey e 15
(21,8%) quadrantectomias. Todas as cirur-
gias foram precedidas de bidpsia incisional
ou excisional e exame histopatolégico de
congelagdo.

Aidade da populag@o estudada variou de 32
a 83 anos, sendo que 23 (33,3%) mulheres



estavam na pré-menopausa e 46 (66,6%) na
pos-menopausa. Consideramos como pré-
menopausadas as pacientes que apresenta-
ram-se amenorréicas hda pelo menos um
ano da data considerada. Quanto ao esta-
diamento (TNM-UICC-1989) oito (11,6%)
foram classificadas comoestddiol, 17 (24,6%)
como estadio IIA, 20 (29,0%) como 1IB, 17
(24,6%) como IIA e sete (10,2%) como IIIB.

As pacientes tiveram um seguimento médio
de 27 meses e a confirmacdo da recorréncia
foi obtida através de exames histopatol6gi-
cos, radiolégicos ou ultra-sonogréficos.

Métodos

As amostras dos tumores foram colhidas no
momento do ato cirtrgico e imediatamente
dissecadas para remover os focos de tecido
gorduroso associados; a seguir realizamos o
congelamento e o armazenamento dos frag-
mentos em nitrogénio liquido.

Utilizamos a colorac@o de hematoxilinaeeosina
nos cortes do material fixado, para determi-
nar o tipo histolégico dos tumores. Foram
considerados para este estudo apenas os tu-
mores ductais infiltrativos (classificag@o his-
tolégica dos tumores mamarios - OMS)

Os estudos microscopicos foram realizados
por pelo menos dois patologistas, com o
objetivo de diminuir a subjetividade dainter-
pretagao.

Consideramos a seguinte classifica¢do para
o estudo do nimero de mitoses: escasso,
quando foram detectadas até 5 mitoses por
10 campos de grande aumento; moderado,
de 5 a 10 mitoses por 10 campos, e abun-
dante quando encontramos mais de 10 mi-
toses por 10 campos.

Para o estudo do grau de diferenciagdo his-
toldgicautilizamos a classificacdo de Bloom
e Richardson (1957), levando-se em consi-
deracdo os aspectos morfoldgicos da for-
macdo tubular, alteragdes nucleares e hiper-
cromatismo nuclear.

Aandlise daembolizagdo vasculare linfatica
¢ da presenca de necrose foi realizada por
simples constatagcdo da sua presenca ou au-
séncia a microscopia optica.

A dosagem bioquimica dos receptores de
estradiol e progesterona foi realizada atra-

vés do classico método do carvao-dextrana
(DCC) conforme metodologia descrita pre-
viamente por Brentani (1981).

Consideramos positivos os valores de refe-
réncia para os receptores de estradiol (RE)
quando a concentragdo maxima foi maior ou
igual a 10,0 fMol/mg de proteina; e 20,0
fMol/mg de proteina para os receptores de
progesterona (RP).

Em todos os ensaios, foram realizados con-
troles de populacdo DNA dipléide com lin-
fécitos obtidos no sangue periférico de do-
adores humanos considerados clinicamen-
te normais.

No que se refere a andlise da DNA ploidia
e a porcentagem de células em fase S rea-
lizada por citometria de fluxo, emprega-
mos atécnica descrita por Vindelov (1990)
e utilizamos apenas material a fresco para
este estudo. Para esta andlise empregamos
o citdometro de fluxo EPICS-Profile II. A
andlise daploidiae dafragdo de células em
cada fase do ciclo celular foi realizada uti-
lizando-se o programa de computador Mul-
ticycle (Phoenix Flow-Systems) San Die-
go, Ca. USA.

Consideramos para este estudo o padrio de
distribui¢do de DNA classificado em DNA
dipléide e DNA aneupléide, e como critério
de defini¢@o do ponto de corte (alta ou bai-
xa) da porcentagem de células em fase S, a
mediana dos valores encontrados '),

Resultados

No que se refere a quantificagdo do DNA
nas células neopldsicas, foram estudadas
através da citometria de fluxo uma média de
22.059 células por amostra de tumor, com
um coeficiente médio de variagdo (CV) do
pico G1 dipléide de 4,72.

O indice de DNA apresentou uma média de
1,43 (desvio-padrao = 0,39) sendo que 28
(43,1%) dos tumores foram classificados
como DNA dipléide e 37 (56,9%) como
DNA aneupléide.

Os resultados referentes a andlise da DNA
ploidia em relag@o aos fatores progndsticos
estao apresentados na Tabela 1, onde pode-se
observar uma relag@o estatisticamente signi-
ficativa com a idade, tamanho do tumor, re-
ceptores de estradiol e progesterona e fase S.




Tabela 1 - Resultado da andlise estatistica da DNA ploidia em relag¢@o aos fatores ana-

lisados.
DNA Ploidia
DNA Diploide  DNA Aneupléide
Fatores analisados N (%) N (%) 6 p
Idade 4,94 0,033
<50 8 (28,6) 22 (59,5)
> 50 20 (71,4) 15 (40,5)
Tamanho 7,26 0,026
<2,0 9 (32,1) 4 (10,8)
>2,0£5,0 16 (57,2) 23 (62,2)
>5,0 3 (10,7) 10 (27,0)
Estado menstrual 0,08 0,782
pré-menop. 8 (28,6) 11 (29,7)
pOs-menop. 20 (71,4) 26 (70,3)
Recep. de estradiol
<10 5 (17,9) 21 (56,8)
>10 23 (82,1) 16 (43,2)
Recep. de progest. 6,83 < 0,01
<20 9 (32,1) 25 (67,6)
> 20 19 (67,9) 12 (32,4)
Comp. metas. axilar 0,15 0,703
pN(-) 14 (50,0) 19 (51,4)
pN(+) 14 (50,0) 18 (49,6)
Emb. linfética 0,15 0,704
sim 8 (28,6) 10 (27,0)
nao 20 (71,4) 27 (73,0)
Emb. sangiifnea 0,00 0,952
sim 6 (21,4) 7 (18,9)
nao 22 (78,6) 30 (81,1)
Numero de mitoses 2.85 0,241
escasso 10 (35,7) 1T (29,8)
moderado 15 (53,6) 17 (45,9)
abundante 3 (10,7) 9 (24,3)
Grau de dif. 0,13 0,937
grau alto (GI) 5 (17,9) 5 (13.5)
grau interm. (GII) 17 (60,7) 21 (56,8)
grau baixo (GIII) 6 (21,4) 11 (29,7)
Necrose 0,48 0,486
sim 15 (53,6) 22 (59,5)
nao 13 (46,4) 15 (40,5)
Fase S 7,39 < 0,01
<7,15 19 (82,6) 9 (39,1)
>7,15 4 (17,4) 14 (60,9)

Nas pacientes com idade superior a 50 anos,
os tumores apresentaram-se DNA aneupldi-
des em 59,5% dos casos e DNA dipléides
em 40,5%, enquanto para o grupo com ida-
de inferior a 50 anos o inverso ocorreu, pre-
dominando os tumores dipléides (71,4%) em
relag¢@o aos aneupldides (28,6%) (p=0,033).

Tumores menores que 2,0 cm apresentaram-
se, em sua maioria, dipléides (32,1%), en-
quanto os maiores que 5,0 cm eram majori-
tariamente aneupldides (27,0%) (p=0,026).

Quanto aexpressdo de receptores hormonais
com a DNA ploidia, percebemos que os tu-
mores mais indiferenciados ndo expressa-
vam receptores de estradiol e progesterona,
e eram predominantemente DNA aneupléi-
des(RE =56,8% - RP = 67,6%), enquanto
aqueles que expressavam estes receptores
mostraram-se mais DNA dipléides (RE =
82,1% - RP = 67,9%) (p < 0,01).

Outra interessante correlacido obtida neste
estudo foi a da DNA ploidia com a porcen-



_ tagem de células em fase S, onde observa-
mos que os tumores DNA dipldides tém fase
S menor (82,6%), enquanto os DNA aneu-
pléides possuem fase S maior (60,9%)
(p <0,01).

A DNA ploidia apresentou, ainda, uma ten-
déncia de correlagdo sem significado esta-
tistico com o nimero de mitoses (DNA di-
pléide e mitoses escassas), o grau de dife-
renciagdo (GI/DNA dipléide e GIII/DNA
aneupldide) e necrose tumoral (presente/
DNA aneupléide). A DNA ploidia ndo mos-
trou qualquer correlag@o com estado mens-

trual, comprometimento metastdtico axilar
e embolizagdes linfitica e sangiiinea.

De forma semelhante, estabelecemos a cor-
relagdo da porcentagem de fase S com os
fatores descritos e observamos uma corre-
lacdo estatisticamente significativa entre o
estado menstrual, o receptor de estradiol e
comprometimento axilar (Tabela 2). Pacien-
tes pré-menopausadas possufam maior sin-
tese de DNA (fase S =7,15), enquanto pa-
cientes pds-menopausadas apresentaram tu-
mores com menor sintese de DNA (fase
S =7,15); (p = 0,041).

Tabela 2 - Resultado da analise estatistica da porcentagem de fase S em funcdo dos

outros fatores estudados.

% Fase S
<7,15 >7,15
Fatores analisados N (%) N (%) c? p
Idade 1,31 0,25
< 50 8 (32,0) 13 (52,0)
> 50 17 (68,0) 12 (48,0)
Tamanho 1,77 0,413
<20 8 (32,0) 4 (16,0)
>2,0£5,0 14 (56,0) 17 (68,0)
>5,0 3 (12,0) 4 (4,0)
Estado menstrual 4,16 0,041
pré-menop. 6 (24,0) 13 (52,0)
pés-menop. 19 (76,0) 12 (48,0)
Recept. de estradiol 4,50 0,033
< 10 4 (16,0) 12 (48,0)
>10 21 (84,0) 13 (52,0)
Recep. de progest. 1,30 0,254
< 20 16 (64,0) 12 (48,0)
- >20 9 (36,0) 13 (52,0)
Comp. metast. axilar 5,20 0,023
pN(-) 15 (60,0) 7 (28,0)
pN(+) 10 (40,0) 18 (72,0)
Emb. linfatica 0,99 0,320
sim 8 (32,0) 4 (16,0)
nao 17 (68,0) 21 (84,0)
Iimb. sangiiinea 0,12 0,733
sim 5 (20,0) 6 (24,0)
nao 20 (80,0) 19 (76,0)
Nimero de mitoses 0,76 0,685
Escasso 9 (36,0) 12 (48,0)
Moderado 9 (36,0) 7 (28,0)
Atundante 7 (28,0) 6 (24,0)
Grau de dif. 1,03 0,596
grau alto (GI) 6 (24,0) 7 (28,0)
grau interm. (GII) 17 (68,0) 14 (56,0)
grau baixo (GIII) 2 (8,0) 4 (16,0)
Necrose 0,74 0,390
sir 13 (52,0) 16 (64,0)
nao 12 (48,0) 9 (36,0)




Os tumores com fase S = 7,15 correlacio-
naram-se mais com aqueles que nao expres-
saram receptores de estradiol (52,0%); ja
aqueles com fase S = 7,15 apresentaram
maior correlagdio com os receptores positi-
vos (84,0%;p=0,033). Emrela¢do ao com-
prometimento metastatico axilar houve cor-
relacdo maior com tumores de fase S = 7,15
(72,0%), enquanto as axilas negativas se
correlacionaram mais com tumores de fase
S =7,15 (60,0%; p = 0,023).

Comparando-se a fase S com a idade ndo se
observou significado estatistico no tamanho
do tumor, na emboliza¢do linfatica, no grau
de diferenciacdo e necrose tumoral. Nao
houve correlagdo estatistica da fase S com
oreceptor de progesterona, embolizagio san-
giifnea a nimero de mitoses.

No que se refere ao seguimento destas pa-
cientes, observamos que, naquelas com axi-
lanegativa (pNO), predominaram os tumores
DNA aneupléides com porcentagem de fase
S maior que 7,15. Da mesma forma, os 6bi-
tos estiveram relacionados com tumores
aneupldides com porcentagem de fase S mai-
or que 7,15, independente do comprome-
timento metastético axilar (Tabela 3).

Discussao

Aexemplo de outras neoplasias malignas, o
cancer de mama ¢é caracterizado pela proli-
ferag@o incontroldvel das células que sofre-
ram alteracdes hereditdrias ou adquiridasem
seu genoma. Sabemos que certas particula-
ridades decorrentes da heterogenicidade ce-
lular do tumor podem originar comporta-
mentos clinicos inesperados dependentes do
tipo de modificagido genética ocorrido nas
c€lulas tumorais. Tais situagdes particula-
res nos for¢cam a pensar em condutas tera-
péuticas individualizadas, e para tanto é fun-
damental conhecermos melhor os tumores
a serem tratados, através de novos fatores
prognosticos.

A quantificagdo do contetido de DNA, rea-
lizada por citometria de fluxo, tem sido re-
conhecida como um importante indicador
progndéstico para o cincer de mama®'). Por
este método de andlise, podemos obter
basicamente dois tipos de informagdo: a
quantidade de DNA existente nos nicle-
os das células tumorais (DNA ploidia) e
a distribui¢do porcentual das células ao
longo das diferentes fases do ciclo celu-
lar (fase S).

Tabela 3 - Seguimento das pacientes em 27 meses.

Metastase Obito DNA Ploidia (%) FaseS Axila
Caso 47 pulmonar ndo dipléide 3,5 0/30
Caso 33 pulmonar nao dipléide 6,0 0/23
Caso 16 Ossea nao diploide 0 1/23
Caso 35 dssea nao dipléide 6,2 1/30
Caso 6 dssea nao diploide 5,8 4/28
Caso 17 pulmonar nao aneupldide 7,0 0/25
Caso 43 ossea nao aneupléide 11,1 0/22
Caso 8 dssea+hep.+pulm. sim aneuploide 14,9 0/16
Caso 3 hepdtica sim aneuploide 17,1 0/12
Caso 41 dssea+pulmonar sim aneupldide 17,4 0/32
Caso 14 dssea ndo aneupldide 13,2 2/10
Caso 21 dssea nao aneuploide 10,5 4/32
Caso 24 0ssea nao aneupléide 20,7 7/24
Caso 49 Ossea nao aneuploide 7,8 10/30
Caso 48 dssea+hep.+pulm. sim aneupldide 15,5 12/35
Caso 22 dssea ndo aneupldide 27,4 15/21
Caso 39 dssea+hepdtica nao aneupldide 12,3 41/42




Do ponto de vista pratico, os padrdes de
distribui¢cdo da quantidade de DNA das
células dos carcinomas mamadrios podem
ser divididos em DNA dipléides e DNA
aneupléides!?!¥),

No nosso estudo, encontramos 56,9% de
DNA aneuploidia e 43,1% de DNA ploidia,
enquanto observamos na literatura porcen-
tagens que variam de 53,5 a 70,0% 147,

A freqiiéncia de DNA aneuploidia mostrou-
se dependente da idade da paciente, como
podemos observar na tabela 1. Estas obser-
vacoes sdo superponiveis aquelas publicadas
por Taylor et al. em 1983, Dincol et al. em
1994 e Beerman et al. em 1990.

Diversos estudos t€m demonstrado um au-
mento dafreqiiénciade DNA aneuploidiaem
carcinomas de maior tamanho, justificado
pelamaiorinstabilidade genética das células
neoplésicas e pela maior heterogenicidade
celular presente?*?, Em concordanciacom
estas publicagdes, 0 nosso estudo demons-
trou uma correlagdo com significancia es-
tatistica (p =0,0026) entre o DNA ploidiae
odidmetro tumoral. (Tabela 1) Sabemos hoje
que tanto a expressdo dos receptores hor-
monais quanto as modifica¢des de estrutura
e da quantidade do DNA espelham altera-
¢oes bioldgicas das células neopldsicas; en-
tretanto, a relagdo entre estes dois aspec-
tos tem sido controvertida na literatura®?29,

Observamos uma rela¢do com significan-
cia estatistica quando correlacionamos a
DNA aneuploidia a taxas ndo significati-
vas de expressdo dos receptores hormo-
nais, assim como a DNA diploidia com os
tumores receptores hormonais conside-
rados positivos.

A quantificagdo do DNA comparada ao
comprometimento linfonodal metastatico
ndo mostrou qualquer correlacio estatis-
tica com o estado e a embolizagdo linfati-
ca ¢ sangiiinea.

Houve uma tendéncia significativa de corre-
lagdo entre a DNA ploidia e a necrose, o nu-
merc de mitoses e o grau de diferenciagio,
mas necessitamos de uma casuistica maior
para melhores conclusdes (Tabela 1).

Autores como Stil et al. (1989) e Witzig et
al. (1994) chamam atencdo para a freqiién-
cia de observagdes referidas na literatura
envolvendoacorrelagio DNA ploidiae por-
centagem de fase S. O nosso estudo nos con-
duziu a confirmacdo desta afirmag¢do, com
alto significado estatistico (p < 0,01; Ta-
bela 1). Shankey etal. (1993) e Baldetrop
et al. (1995), em suas revisdes de literatura,
referem-se a considerdvel variagdo dos va-
lores apresentados para a porcentagem de
fase S, decorrentes da falta de padronizagdo
técnica e de diferentes modelos e processos
utilizados para o seu cdlculo, aconselhando
que cada pesquisador defina o seu préprio
ponto de corte. Desta maneira, estabelece-
mos como faixa de corte o valor mediano de
nossas amostras” 9.

A partir daf, empregando os mesmos para-
metros utilizados parao estudo da DNA ploi-
dia, analisamos a distribui¢do da porcenta-
gem de fase S em nossos tumores. Houve
correlagdo estatistica da fase S com o esta-
do menstrual, observando-se que nas paci-
entes pos-menopausadas predominaram os
tumores com porcentagem de fase S me-
nor, enquanto nas pré-menopausadas pre-
dominaram os tumores com fase S maior
que 7,15. A mesma correlagdo foi observa-
da com a expressdo do receptor de estradiol
e a porcentagem de células em fase S, uma
vez que tumores com expressdo negativa
paraestes receptores mostraram-se com fase
S maior, e tumores com receptores positi-
vos apresentaram-se com fase S menor. Em
relacdo ao comprometimento metastdtico
dos linfonodos axilares (pN) com a fase S,
houve uma importante correla¢do entre axi-
la negativa e tumores com fase S abaixo de
7,15 e axila positiva e tumores com fase S
maior que este valor (Tabela 2). Este fato é
de fundamental importancia, pois vem cola-
borar parauma possivel diferenciacdo entre
axilas negativas com boa e ma evolucdo.

De acordocom o trabalho de Tubiana (1971),
no cancer de mama apenas cerca de 40% das
células estdo em divisdo ativa, ou seja, a fra-
¢do de crescimento ou a capacidade prolife-
rativa envolve apenas parte das células; além
disso, o crescimento tumoral estd condicio-
nado a certos fendmenos passivos, como
necrose, descamagio, imunodestrui¢do, cé-




lulas em GO e em diferenciac@o. Esta obser-
vacdo pode explicar o motivo de ocorrer ape-
nas uma tendéncia de correlag@o entre tama-
nho do tumor e fase S.

Observamos uma tendéncia de correlag@o
entre a embolizac@o linfatica presente e tu-
mores com porcentagem de fase S maior que
7,15 (Tabela 2). Inimeros estudos tém de-
monstrado que a associagdo da DNA ploidia
com a porcentagem de fase S constitui um
fator de suma importancia para a orientagdo
terapéutica, podendo indicar maior ou me-
nor capacidade proliferativa ou metastdtica
do tumor™**¥,

Em nosso estudo, apdés 27 meses de segui-
mento, pudemos verificar que de um total de
28 neoplasias DNA dipléides, cinco (17,8%)
apresentaram manifestacdes metastaticas,
sendo duas pNO; que de 37 DNA aneupldi-
des, 12 (32,4%) apresentaram metdstases,
sendo 5 pNO; e que das quatro que foram a
6bito, todas eram aneupldides e 3, pNO (Ta-
bela 3). Dos sete carcinomas com axila ne-
gativa que metastatizaram, 5 (7,14%) eram
DNA aneupléide e destes, quatro (80,0%)
tinham porcentagem de fase S maiorque 7,15.
Notamos ainda que 11 (64,7%) pacientes
dentre as 17 que apresentaram metdstases
possuiam tumores com fase S alta.

Desta forma, concluimos que os carcino-
mas de mama devem ser analisados sepa-
radamente, uma vez que existem grandes
diferencas entre as caracteristicas biold-
gicas de cada neoplasia. Particularmente
no grupo de axila negativa, as avaliagdes
da DNA ploidia e da porcentagem de fase
S podem contribuir de maneira eficiente
para separarmos as pacientes com uma
possivel ma evolugdo, facilitando a nos-
sa orientago terapéutica.
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Complicacdes pos-operatdrias nas
laringectomias totais: um estudo retrospectivo
Postoperative complications in total
laryngectomies: a retrospective study

Namie Okino Sawada', Marcia Maria Fontdo Zago', Cristina Maria Galvao', Elaine Ferreira?, Elizabeth Barichello®

Resumo

Trata-se de um trabalho retrospectivo para o qual foram consultados 21 prontudrios de
pacientes que submeteram-se a cirurgia de laringectomia totalno HCFM-RP em 1996. Para
a andlise das complicagdes, dividimo-las em imediatas, mediatas e tardias. Dos 21 prontu-
arios levantados, apenas 3 pacientes ndo apresentaram complicagdes pés-operatdrias. As
complicagdes imediatas ocorreram em cinco pacientes e as mais freqiientes foram edema
(40%) e hematoma (40%); as mediatas foram detectadas em 14 pacientes, sendo do tipo
deiscéncia de suturae fistula (28,4%) e infecgo da ferida operatéria e deiscéncia de sutura
(14,2%); com relagdo as complicagdes tardias, foram constatadas em onze pacientes ¢ a
mais freqiiente foi a disfagia (54,5%). Esse trabalho proporcionou-nos uma visdo das com-
plicagdes pés-operatérias mais freqiientes nas laringectomias totais, e este conhecimento
subsidiard nossa atuag@o junto aos pacientes que se submeteram a essa cirurgia no que diz
respeito aos cuidados perioperatdrios e a sua reabilitagdo.

Palavras chave: complicagdes pés-operatérias; laringectomia total ; cancer de laringe

Abstract

This is a retrospective study in which 21 charts of patients submitted to total laringectomy
in 1996 at the University of Sao Paulo Hospital were analyzed. In order to assess the
complications, they were divided in immediate, mediate and late complications. Among
the 21 reports, only 3 patients did not present postoperative complications. Five patients
presented immediate complications and the most frequent were: edema (40%) and hemato-
ma (40%); 14 patients presented mediate complications such as dehiscence of suture and
Jistula (28.4%) and infection of operative cut and dehiscence of suture (14.2%); with
respect to late complications, they were found in 11 patients and the most frequent was the
dysphagia (54.5%). This study reviewed the most frequent postoperative complications in
total laringectomies and this knowledge will base nurses’s actions with patients submitted
to this surgery regarding perioperative care and rehabilitation.

Key words: postoperative complications, total laryngectomy; laryngeal cancer
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Introducéao

O céncer de laringe, segundo o Ministério da
Sadde (1996)1", é a décima causa morte no
pafs. A suaincidéncia é maior nos homens do
que nas mulheres ¢ atinge predominantemen-
te a faixa etdria acima de 50 anos de idade,
representando 2,4% de todos os canceres.

Shellenbarger® cita que aproximadamente
11.600 novos casos de céncer de laringe se-
rdo descobertos a cada ano, e que apesar da
incidéncia ser maior nos homens, a ocor-
réncia deste nas mulheres aumentou 87%
quando comparado com 30 anos atras.

A laringectomia total € o procedimento cirtir-
gico indicado quando a neoplasia se encontra
em estddio avangado. Nesses casos se remo-
ve a laringe, incluindo a cartilagem tiredide,
pregas vocais, epiglote e outros anexos.

De acordo com Medina e Rigual®, o trata-
mento dos carcinomas do trato aerodigestivo
e outras neoplasias da cabega e pescoco tem
evoluido. Atualmente, novas técnicas de re-
mogio do tumor e esvaziamento cervical sdo
associadas a radioterapia ¢ algumas vezes a
quimioterapia, com a finalidade de minimi-
zar a morbidade.

Segundo Oliveirae col.”, os indices de com-
plicagdes pds-operatdrias em cabega e pes-
cog¢o sdo elevados e dependem de diversos
fatores que podem ser ou ndo inerentes ao
paciente.

Estas complica¢des muitas vezes podem ser
minimizadas ou até mesmo evitadas se hou-
ver uma rigorosa avaliagdo e preparo pré-
operatério e cuidados no pds-operatdrio. As
complicagdes pés-operatorias nas laringec-
tomias totais sdo fatores importantes para o
processo de reabilitacdo do paciente, pois
interferem nas condi¢des deste, no tempo
de hospitalizagdo, impdem limitagdes fisicas
e muitas vezes impedem o desenvolvimento
daemissdo davozesofigica. Segundo Oleson
e King®, para muitos laringectomizados a
perda da produgdo da voz € vista como de-
sumana e a recuperagdo dessa capacidade
retrata uma expectativa de reassumir a sua
func¢ao social.

De acordo com Sd as complica¢des podem
serdivididas em imediatas, mediatas e tardi-
as. As complicagdes imediatas sdo aquelas
que ocorrem nas primeiras 18 horas ap6s a

cirurgiae podem estar relacionadas ao local
cirdrgico, como hematoma e edema, ou ao
sistema respiratério como enfisema subcu-
tdneo e pneumotorax.

As complica¢des mediatas sdo aquelas que
ocorrem ap6s as primeiras 18 horas de ci-
rurgia e podem estar relacionadas a ferida
cirdrgica, tais como infecgio, fistula, he-
morragia e necrose dos retalhos.

As tardias ou seqiielas ocorrem apds varios
dias da cirurgia e podem ser as complica-
¢oes mediatas que se tornaram definitivas,
alterando a fisiologia do paciente no plano
funcional, fisiolégico, metabdlico e estéti-
co. Podem ser seqiielas nervosas como pa-
ralisia do nervo facial, atrofia de mudsculos,
problemas de degluti¢do; seqiielas funcio-
nais do tipo disfagia e fonagio ou alteragdes
metabdlicas como o hipoparatireoidismo.

Motivadas por estas considera¢des, propo-
mos este trabalho, cujo objetivo € verificar
quais os tipos de complicagbes pds-opera-
térias mais freqiientes que ocorrem nas la-
ringectomias totais, visando obter subsidi-
os para o planejamento da assisténcia de
enfermagem.

Material e métodos

Trata-se de um estudo retrospectivo onde
foram consultados 21 prontudrios de pa-
cientes submetidos a cirurgia de laringec-
tomia total no Hospital das Clinicas da Fa-
culdade de Medicina de Ribeirdo Preto
(HCFMRP) em 1996.

A coleta de dados foi realizada por uma bol-
sista de aperfeicoamento devidamente trei-
nada que seguiu o roteiro de coleta de dados
(Anexo 1).

A relagio dos pacientes submetidos a larin-
gectomiatotal no ano de 1996 foi obtidajunto
ao Servigo de Cirurgia de Cabega e Pescogo
e Endoscopia Per-Oral do hospital onde as
cirurgias foram feitas.

Em seguida, solicitamos ao Servigo de Ar-
quivo Médico e Estatistico do hospital os
prontudrios dos pacientes. Do total de 24
prontudrios, foram incluidos no estudo 21
casos, equivalente a 87,5%. Foram exclui-
dos trés casos (12,5%) por ndo terem sido
os prontudrios localizados, devido a erros
no ndmero do registro.



Dos 21 prontudrios levantados, encontra-
mos dois (9,5%) relatos de 6bito, decorren-
tes de complicagdes imediatas e mediatas que
culminaram com uma parada cardiorrespi-
ratéria. Apenas trés casos ndo apresentaram
qualquer tipo de complicagdo. Portanto, en-
contramos complica¢des em 18 pacientes
levantados.

Para a andlise das complicagdes pds-opera-
torias nas laringectomias totais agrupamos
as complicacdes em imediatas, mediatas e
tardias, conforme a divisdo de S4®.

Resultados e discussao

Dos 21 prontudrios levantados, 20 (95,2%)
pacientes eram do sexo masculino e um
(4,7%) erado sexo feminino. A faixa etaria
predominante foi acima de 50 anos de ida-
de, com 20 pacientes (95,2%); apenas um
(4,7%) paciente estava abaixo dessa fai-
xa, conforme apresentado no Gréfico 1.
Estes dados estdo compativeis com os da
literatura® ¥,

Fem
4,7% abaixo de 50 anos

Masc
95.2%
acima de 50 anos

Grdfico | - Distribui¢ao dos pacientes laringectomizados
totais, segundo sexo e faixa etdria. HCFMRP—1996.

A Tabela 1 apresenta o nimero de pacientes
e respectivos tipos de complica¢des. Pode-
mos observar que apenas trés (14,2%) pa-
cientes ndo apresentaram qualquer tipo de
complicag@o; em seis (28,5%) casos detec-
tamos complica¢gdes mediatas, em quatro
(19,0%) prevaleceram complicacdes media-
tas e tardias; em dois (9,5%), imediatas; em
outros dois (9,5%), tardias; em outros ain-
da dois (9,5%) imediata e tardia, e, por fim,
dois (9,5%) apresentaram os trés tipos de
complicagoes.

No que diz respeito as complica¢des imedi-
atas, na Tabela 2 s@o apresentados os tipos
erespectivafreqiiéncia apds alaringectomia
total. As complica¢des mais freqiientes fo-
ram o edema facial e o pneumotérax bilate-
ral. Essas complicacdes foram detectadas
em cinco pacientes.

O edema pds-operatdrio nas cirurgias de
cabeca e pesco¢o, segundo S4®, é conse-
qiiéncia da obstru¢do da drenagem linféitica
e venosa, devido a ligadura de grandes va-

Tabela 2 - Tipo e freqiiéncia das compli-
cacdes imediatas apds laringectomia total.
HCFM-RP, 1996.

Tipo Freqiéncia (%)
Hematoma 1 (20%)
Edema facial 2 (40%)
Pneumotdrax bilateral 2 (40%)
Total 5 (100%)

Tabela 1 - Tipo e freqiiéncia das complicagdes pos-laringectomia total HCFM-RP, 1996.

Pacientes
Freqiiéncia (%)

Tipo complicacoes
Sem complicacdes 3 (14,2%)
Imediata 2 (9,5%)
Mediata 6 (28,5%)
Tardia 2 (9,5%)
Imediata + mediata 2 (9,5%)
Mediata + tardia 4 (19,0%)
Imediata + mediata + tardia 2 (9,5%)
Total 21 (100%)




sos, durante a opera¢do, ou da compressao
mecanicados tecidos nalesdo cirdrgica, pro-
duzindo o hematoma. Estd também relacio-
nado a dissecg¢@o radical bilateral do pesco-
¢o e esvaziamentos cervicais radicais unila-
terais. Em todos os casos levantados, os pa-
cientes foram submetidos a laringectomia
total com algum tipo de esvaziamento cer-
vical: unilateral ou bilateral, radical ou fun-
cional.

O pneumotdrax, segundo o mesmo autor,
ocorre eventualmente como conseqiiéncia de
lesdo da cdpula pleural ao nivel da base do
pescoco durante arealizagdo do esvaziamen-
to cervical radical ou daremogdo de parte da
tiredide. O reconhecimento, durante o ato
cirdrgico, do pneumotorax é facil paraaequi-
pecirtirgicae anestesista, pois o paciente esta
sob ventilagdo mecéanica; no pds-operatorio,
a dificuldade respiratéria, o enfisema sub-
cutdneo e o exame de Rx do térax confir-
mam a presenga da complicagdo. Cabe a en-
fermagem estar atenta a estes sinais para a
detecgd@o precoce dessa complicacio.

Conforme demonstra a Tabela 3, as compli-
cagdes mediatas ocorreram em quatorze pa-
cientes, e as mais freqiientes foram deiscén-
cia de sutura mais fistula (28,5%) e infec¢do
da ferida operatdria mais deiscéncia de su-
tura (14,2%).

A fistula orofaringocutanea ¢ uma compli-
cacio freqliente na cirurgia da cabega e pes-
cogo quando se fazem as ressecgdes combi-

nadas para o tratamento de tumores isola-
dos ou associados da boca, faringe e larin-
ge, com o esvaziamento cervical radical ou
funcional, uni ou bilateral® 7. O inicio do
processo da formacao da fistula ocorre com
a deiscéncia de sutura da mucosa oral ou
faringea. Nossos dados demonstram bem
essa relagdo, pois 28,5% dos casos apre-
sentaram deiscéncia de sutura e fistula. A
fistula também leva a problemas respirato-
rios, devido a aspirag@o da saliva. A infec-
¢do respiratdria foi detectada em um paci-
ente, e em trés casos esteve associada a ou-
tras complicagdes.

Ainfecgdo da ferida operatéria ap6s as larin-
gectomias também ¢ freqiiente, devido ao
porte da cirurgia, volume dos tumores, res-
secdes complexas ou combinadas, que pro-
porcionam comunica¢do direta do pes-
co¢o com as cavidades bucal, faringea,
laringea e paranasais, colonizadas por ger-
mes patogénicos® &7,

Nosso estudo demonstrou que a infec¢do
neste local esteve presente em quatro ca-
sos, sendo que em um, isoladamente, e nos
outros trés, associados a outras complica-
¢oes mediatas, conforme mostra Tabela 3.

Oliveira e cols.”, em seu estudo com pa-
cientes portadores de carcinomas de cabe-
¢a e pescogo, também encontraram como
complicagdes mais freqiientes a deiscéncia
ou necrose de retalho da ferida, infecg¢@o ci-
rirgica, fistula e infec¢do pulmonar.

Tabela3 - Tipo e freqiiéncia das complica¢des mediatas apds laringectomia total. HCFM-

RP, 1996. :
Tipo Fregiiéncia (%)

Infec¢do ferida operatdria (IFO) 1 (7,1%)
Deiscéncia sutura (DS) 1 (7,1%)
Infecgdo respiratoria (IR) 1 (7,1%)
Fistula 1 (7,1%)

DS +IFO 2 (14,2%)

DS + fistula 4 (28,5%)

DS + fistula + IFO 1 (7,1%)

IR + sangramento traqueostomia 1 (7,1%)
DS + laceragdo sub. cldvia 1 (7,1%)

DS + fistula + IFO + IR + necrose retalho 1 (7,1%)
14 (100%)

Total




Com relacdo as complicagdes tardias, en-
contramo-las em onze pacientes, sendo a
disfagia a mais freqiiente (54,5% dos ca-
s0s), conforme mostra a Tabela 4. Esta se-
gliela funcional é esperada, visto que a la-
ringectomia total envolve as fungdes de de-
gluticdo e mastigacdo e requer a passagem
de sonda nasoentérica para a manuteng¢ao
da hidrata¢@o e nutri¢do no pds-operatério.
Com amelhoradadegluti¢do retira-se ason-
da na-soentérica, permanecendo, entretan-
to, a disfagia para sélidos. Em nosso estudo
encontramos nove pacientes nessa situagao.

As Tabelas 5 ¢ 6 mostram o tempo de apa-
recimento dos sinais de recidiva da doen-
ca e os tipos de sinais, respectivamente.

Na Tabela 5 sdo descritos sete casos de
recidiva, sendo que quatro deles (57,1%)
apresentaram sintomatologia de recidiva
um més ap6s a cirurgia. Nos demais pa-
cientes, o inicio desta complicagdo variou
de trés a 10 meses. Os sinais de recidiva
mais encontrados foram dispnéia (25%),
disfagia (16,6%), linfonodos e linfoade-
nomegalias (16,6%).

Paraadetecgiodarecidiva, Clark e MacGee”
descrevem a importancia do seguimento do
paciente através de consultas mensais durante
o 1°ano apds a cirurgia, bimestrais no 2° ano;
trimestrais no 3° ano; a cada quatro e cinco
meses no 4° e 5° ano respectivamente e apos,
anualmente.

Tabela 4 - Tipo e freqiiéncia das complicagdes tardias apds laringectomia total. HCFM-

RP, 1996.

Tipo Freqiiéncia (%)
Disfagia 6 (54,5%)
Hipoparatireoidismo 1 (9,0%)
Perda da for¢a muscular do membro superior direito 1 (9,0%)
Disfagia + estenose do esdfago 1 (9,0%)
Disfagia + estenose de hipofaringe 1 (9,0%)
Disfagia + estenose hipofaringe + estenose esoéfago 1 (9,0%)
Total 11 (100%)

Tabela 5 - Tipo e freqiiéncia do aparecimento de sinais de recidiva apds laringectomia

total. HCFM-RP, 1996.

Tempo Freqiiéncia (%)
Ap6s 1 més 4 (57,1%)
Ap6s 3 meses 1 (14,2%)
Apdbs 6 meses 1 (14,2%)
Ap6s 10 meses 1 (14,2%)
Total 7 (100%)

Tabela 6 - Tipo e freqiiéncia dos sinais de recidiva ap6s laringectomia total, HCFM-RP,

1996.
Tipo Freqiiéncia (%)

Dispnéia 3 (25%)
Disfagia 2 (16,6%)
Linfonodos da regido cervical aumentados 2 (16,6%)
Dor epigdstrica 1 (8,3%)

Dor 6ssea 1 (8,3%)

Dor cervical 1 (8,3%)

Distirbios visuais 1 (8,3%)

Cefaléia 1 (8,3%)

Total 12 (100%)




E muito importante esse seguimento, pois
avaliaas complica¢des pés-operatdrias e suas
interferéncias no processo de reabilitag@o
além de detectar possiveis recidivas no pa-
ciente laringectomizado total.

Consideracoes finais

Areabilitagdo do paciente laringectomizado
requer tanto um ajustamento fisico como
psicossocial.

Acrealizag@o deste trabalho proporcionou-nos
uma visdo das complicagdes pds-operatdrias
mais freqiientes nas laringectomias totais. Esse
conhecimento subsidiard a atuag@o da enfer-
magem junto aos pacientes submetidos a esse
tipo de cirurgia, no que diz respeito aos cuida-
dos perioperatdrios, € a compreensdo de suas
limitacGes fisicas e funcionais, afim de auxilia-
los nareabilitagdo.

As complicagdes pos-operatdrias sdo conse-
qiiéncia de vdrios fatores, previsiveis ou ndo.
Evans® cita que os fatores imprevisiveis sao
0 processo patolégico, a equipe de satide em
geral, aradioterapia prévia e a cirurgia anteri-
or. Como fatores previsiveis: a investigagao
pré-operatéria inadequada, o planejamento e
oprocedimento cirdrgicos inadequados, a falta
de conhecimento de anatomia, inexperiéncia,
desatengdo, cuidado pés-operatdrio inadequa-
do e falha de comunicag@o.

Muitas das complica¢Ges pds-operatorias nas
laringectomias poderiam ser minimizadas ou
evitadas se ocorressem critérios de sele¢do no
pré-operatério, ou seja, critérios que levassem
em consideragdo a patologia, sualocalizagdoe
estadiamento, as condi¢des clinicas do paciente
e o tipo de técnica cirtrgica®.

Nessaperspectiva, visualizamos a atuag¢ao do
enfermeiro no pré-operatério, visando a edu-
cagdo do paciente quanto aos exercicios res-
piratérios, movimentagdo ativae passiva, con-
di¢oes pds-operatorias e o autocuidado.

Entendemos que se os profissionais de
saude atuarem com responsabilidade, a o-
corréncia dessas complicagdes serdo mi-
nimizadas e os pacientes poderdo alcangar
sua reabilitacdo em menor tempo e com
uma qualidade de vida melhor, o sucesso
dependerd de uma ac¢@o conjunta desses
profissionais.
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Anexo I

Levantamento das Complicagoes Pés-Operatorias dos Laringectomizados Totais

Iniciais do paciente: Sexo: Idade:
Registro:
Data da cirurgia: tipo de cirurgias

Data do diagnéstico da complicagdo

1 - Local Cirtdrgico

() formacdo de fistula

() deiscéncia de sutura

( ) infecgao

() enfisema subcutaneo

() edema ganglionar

() ruptura da artéria carétida

() hematoma

() problemas com estoma
especificar:

2. Problemas Respiratorios
( ) pneumonia

() estenose de traquéia

() enfisema pulmonar

() atelectasia
() outros
especificar:

3. Degluticao

() dificuldade na degluticdao

() estomatite

() alteragoes do paladar

() estenose do esdfago

() outros
especificar:

4. Sinais de Recidiva - data:

() dor torédcica () hemoptise
() disfagia () obstrucdo de vias aéreas
( ) linfonodos aumentados na regido cervical ( ) dor 6ssea

() ulceragdo

() sangramento
() outros
especificar:
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Tumor carcinoide do rim. Relato de caso

e revisao da literatura™

Carcinoid tumor of the kidney. Report of a case
and literature review

Sabas Carlos Vieira', Wilson Bachega Junior? Fernando Augusto Soares?, Victor Eduardo Arrua Arias®, Ademar Lopes*

Resumo

A ocorréncia do tumor carcindide primdrio do rim € muita rara, com aproximadamente 37
casos relatados na literatura. O presente trabalho relata um caso deste tumor ocorrido em
uma paciente de 54 anos de idade, que procurou o Hospital para tratamento de um sarcoma
de partes moles. Durante a investiga¢@o houve o achado incidental de um tumor renal e a
paciente foi submetida a nefrectomia radical. O estudo morfol6gico e imuno-histoquimico
mostraram tratar-se de um tumor carcindide cldssico. A paciente estd bem, sem sinais de
doenca, cinco anos apds a cirurgia. Uma breve revisao da literatura é apresentada.

Palavras-chave: carcinéide renal

Abstract

Carcinoid tumor of the kidney is extremely rare and its diagnosis may puzzle physicians
and pathologists. The case of a 54-year-old female patient with an incidental finding of
renal carcinoid tumor is presented and literature is reviewed. The patient underwent a
radical nephrectomy with lymphadenectomy, and there are no signs of active disease in a
S-year follow-up.

Key words: carcinoid of the kidney

Introducao

Tumores carcinéides primdrios do rim sdo
infreqiientes. Sdo neoplasias de origem neu-
roenddcrina, mas a célula de origem no rim
¢ ainda motivo de especulag@o. O primeiro
caso foi descrito em 1966 por Resnick",
sendo que desde entdio aproximadamente
outros 37 casos foram relatados'? . Sdo nor-
malmente neoplasias de adultos, sem predi-
legdo por sexo, e a sintomatologia pode es-

tar associada a massa tumoral, a producio
de peptideos ou a doenca pode mesmo ser
assintomdtica. Seu comportamento € incer-
to, sendo que cerca de 30% dos casos rela-
tados apresentaram metdstases dsseas du-
rante asuaevolucio, adespeito dahistologia
do tumor.

Apresenta-se o caso de uma mulher de 54
anos de idade que foi submetida a investiga-

*Trabalho realizado no Departamento de Cirurgia Pélvica do Hospital A.C. Camargo da Fundag¢do Antonio Pru-

dente.

I - Médico Residente; 2 - Médico Titular; 3 - Médico Titular do Departamento de Patologia; 4 - Diretor do Depar-

tamento.

Enderego para correspondéncia: Dr. Ademar Lopes - Rua Prof. Antonio Prudente, 211 - Departamento de Cirurgia

Pélvica - Sao Paulo - SP.



¢do diagndstica para massatumoral inguinal
e aultra-sonografia abdominal detectou um
tumor renal. O estudo morfolégico e imuno-
histoquimico mostrou tratar-se de um tu-
mor carcindide cldssico.

Relato do caso
Mulher de 54 anos, branca procurou o Hos-
pital com queixa de massa tumoral na re-
gido inguinal esquerda, cuja biépsia inci-
sional mostrou tratar-se de lipossarcoma
mixoide, de baixo grau de malignidade. Du-
rante a investigacdo pré-operatoria foi rea-
lizadauma ultra-sonografia abdominal, que
revelou uma massa tumoral s6lida, medin-
do 38 mm em seu maior didmetro, localiza-
dano pdlo inferior do rim esquerdo. Os de-
mais exames ndo mostraram nenhum outro
sitio de envolvimento tumoral. A paciente
foi submetidano mesmo ato cirirgico-anes-
tésico a nefrectomia radical esquerda e a
ressec¢io da lesdo da regido inguinal com
esvaziamento inguinal esquerdo. O exame
histolégico da pega daregido inguinal con-
firmou o diagndstico de lipossarcoma mi-
x6ide. O rim esquerdo mostrava lesdo no-
dular s6lida de aproximadamente 4 cm, de
cor branco-amarelada, bem delimitada em
relacdo ao parénquima adjacente e limitada
ao rim. Histologicamente, a neoplasia era
composta por células pequenas que se ar-
ranjavam em pequenos ninhos compactos
circundados por vasos sangiiineos, tendo
um arranjo organoide (Figura 1). Os nicle-
os eram uniformes, geralmente ovais, com
cromatina granular e pequeno nucléolo. As
mitoses eram ausentes. A pesquisa de gra-
nulos argirofilicos pela colora¢@o de Gri-
melius foi positiva, o estudo imuno-histo-
quimico mostrou células neopldsicas posi-
tivas para enolase neurdnio-especifica,
sinaptofisina, pan-citoceratina AE1/AE3
(padrdo de complexo de Golgi) e cromo-
granina A, e negativas paraproteina S-100,
antigeno leucocitdrio comum, antige-
no carcino-embriondrio, vimentina.
Com estes aspectos, diagnosticou-se
um carcindide renal cldssico. Os 15
linfonodos dissecados estavam sem
metastases.

A paciente evoluiu bem no pds-opera-
tério imediato e mediato. Trés anos
apos a cirurgia, apresentou dilata¢do
pielo-calicial direita, de cardter progres-
sivo, devido a obstrucdo da jungio pel-
ve-uretral, demonstravel pelas urogra-

Figura I - Microscopia carcindide renal

fia excretora e pielografia ascendende. Foi
submetida a pieloplastia a direita. Nao foi
identificada qualquer neoplasia, e o estudo
histolégico confirmou a natureza inflama-
toria cronica deste processo. Tem sido fei-
to, periodicamente, o seguimento pds-ope-
ratério, com ultra-sonografia abdominal,
radiografia de térax e dosagem de dcido S-
hidréxi-indolacético (5-HIAA). O 5-HIAA
urindrio elevou-se ao nivel de 18 mg/24 h
(normal do método entre 2-6 mg/24 h) dois
anos apds a cirurgia, mas retornou a niveis
normais espontaneamente apés alguns me-
ses . Atualmente a paciente estd com boa
funcdo renal, sem nenhuma evidéncia clini-
caouradiolégicade atividade tumoral, cin-
co anos apds a cirurgia.

Discusséao

Tumores carcindides cldssicos sdo mais co-
muns no trato gastrintestinal, mas sdo tam-
bém encontrados em praticamente todos 0s
orgdos. Sdo neoplasias de origem neuroen-
décrina, e, assim, devem ser entendidos
como carcinomas de baixo grau de maligni-
dade, opondo-se ao extremo maligno que sdo
os carcinomas indiferenciados de pequenas
células. Esta origem é confirmada pela imu-
no-histoquimica, sendo os carcinomas sem-
pre positivos para enolase neurdnio-especi-
fica, cromogranina e outros polipeptideos
neuroendderinos. Ha também casos de neo-
plasias originadas na pelve renal, inclusive
com diagndstico citolégico.

Tumores carcinéides originados no rim sao
extremamente raros. Cuidadosa revisdo da li-
teratura através do banco de dados Medline®
mostrou 37 casos bem definidos®”. Destes,
tivemos acesso a 28 artigos originais, com 32
casos® 37919 O resumo da literatura, revis-
ta em relacdo aos aspectos clinicos, pode ser
visto na Tabela 1, ¢ sobre os aspectos anato-
mopatolégicos, na Tabela 2.
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Tabela 1 - Dados clinicos de 32 casos de carcindide renal.

Ref. Idade, Apresentagédo Sindrome  Estadio Evolugédo
sexo clinica carcinoide seguimento
I 29,F Hemattiria e dor Nio 1 SED, 3a
lombar )
4 67,M Obstrugdo intestinal Nao Obito, metastases em
LN e Figado
5 65,F Febre, massa tumoral Nao 1 NA
7 61,M Achado incidental Nao 1T Metdstases em LN
8 44 F Politiria, Niao 111 NA
amenorréia
alopécia
9 36,M Dor no flanco hd Nao v SED, la
dias
10 64.F Diarréia aquosa Sim I Obito no PO
imediato
11 13,F Sindrome de Nio I SED, 2,5a
Cushing
12 54,.M Dor Nio I SED,4a
15 40,M Dor epigdstrica Nio I NA
16 65,M Febre, massa tumoral Nao 1 SED, 10 m
18 49.M Dor lombar, Nio 1 Metistases
constipagao hepéticas, 4 a
19 40,M Hematuria, dor no Nao v Metdstases
flanco hepdticas 2 a
20 20,M Dor no Nio 11 Metdstases em LN
flanco, hematiria
21 33.M Hematdria, massa Niao I SED, 3 a
tumoral
22 57,F Dor lombar Nao 1 NA
23 53,F Dor abdominal, Sim v Metéstases em
diarréia e Rim, LN e Figado
enrubescimento
24 62,M Achado incidental Nio I NA
25 63.M Achado incidental Niao 11 SED,7,5a
Metéstases hepéticas
7a
40,M Desconforto Nao II SED, 3 a
abdominal
49,F Hematiria Niao v Obito 2,3 a
Metdstases
pulmonares,
Gsseas e hepdticas
52.F Sindrome carcindide Sim v Obito 6 m; Metastases
pulmonares, ésseas e
hepéticas
62,M Hematiria Nao I SED, 2 m
26 43,F Dispnéia, diarréia e Sim I SED, 7m
enrubescimento hd
3 anos
27 42.M Desconforto Niao 111 Metdstases em LN
abdominal regional; SED 7 a
28 34.M Dor lombar Nio - NA
Hematdria
29 61,M Massa tumoral hd Nao 11 Metéstases em LN
20 meses
64,F Achado acidental Nio I SED,7a
32 34.M Hematria, c6licas Nio 11 NA
renais hd 17 meses
33 55,F Assintomatico Nao I SED, 3 a
34 32,.M Achado acidental Nao 1 SED, 4 a
59,F Pitria intermitente Nao v Massa espinhal, 3 a
Presente caso  54,F Achado acidental Nao 1 SED,5a

F = feminino; M = masculino; SED = sem evidéncia de doenga; LN = linfonodo; NA = ndo avalidvel;

PO = pés-operatdrio.




Tabela 2 - Dados anatomopatoldgicos de 31 casos de tumor carcinéide do rim.

Ref. Local Maior Forma Padrao Necrose Mitoses
didmetro histolo-
(cm) gico
1 RD, PI 10 sélido misto presente NA
4 RE, PI NA solido misto presente NA
5 Rimem 2 sélido ausente NA
ferradura trabecular
7 RE 22 sélido presente NA
trabecular
8 RD, MR 7 sélido misto nao NA
9 RD 8,5 sélido misto presente NA
10 RD, PS NA NA NA NA NA
11 RE, MR 4 sélido em ausente < 1/20 CGA
ninhos
12 RD, PI 6 solido presente NA
trabecular
15 RE 17 cistico em nao ausentes
ninhos
16 RD 2 sélido NA NA
trabecular
18 RD 12 s6lido misto presente NA
19 RD, PS 9 sélido presente ausentes
trabecular
20 RE, PS 30 solido presente NA
trabecular
21 RD, PS 5 sélido NA NA NA
cistico
22 RD, PI 8 cistico ausente ausentes
trabecular
23 RD, PI 3 NA NA NA NA
24 RD, PI 4 sélido ausente NA
trabecular
25 RE, PI 6 solido presente NA
cistico trabecular
RE, PI 5 NA em ninhos presente ausentes
RE, MR 6 NA misto presente 2/20 CGA
RD 8 NA em ninhos presente 4/20 CGA
RD, PI 4 NA misto presente ausentes
26 RD 10 solido NA NA NA
27 pelve 5 sélido misto presente NA
renal
28 RD NA sélido presente NA
trabecular
29 RE, PI 11 sélido presente escassas
cistico trabecular
31 RE, PI 9 cistico nao escassas
trabecular
32 RE ~15 sélido ausente ausente
cistico trabecular
33 Rimem 5 sélido ausente raras
ferradura trabecular
Presente RE, PI 4 sélido em ausente ausentes
caso ninhos

RD: rim direito; RE: rim esquerdo; PI: pélo inferior; PS: pélo superior; MR: mesorim; NA: ndo avaliado:
CGA = campo de grande aumento.

A idade de ocorréncia do tumor carcinéide  discretamente mais avangada, mas dentro
renal foi, em média, de 48,4 anos, variando  dos limites extremos. A apresentacdo clini-
entre 13 e 67 anos. Em relagdo ao sexo, 19  cadaneoplasia foi extremamente varidvel e
tumores eram em homens e 13 em mulhe- inespecifica, sobrepondo-se aquela vistaem
res. A paciente aqui apresentada tem idade  outras neoplasias renais(Tabela 1). A sin-



drome carcinéide € rara. Na apresentagdo
clinica predominou a dor lombar ou no flan-
¢0 (30% dos casos) e hematiria (24%). Ma-
nifesta¢do dolorosa foi também relatada co-
mo abdominal em trés casos e epigdstrica
em um caso. O tumor, como um achado
incidental de exame, aexemplo do presente
caso, é um dado relativamente freqiiente,
com cinco relatos (15,6%). Um tumor pal-
pével foi a primeira manifestacéo clinicaem
trés casos. Demais sintomas como febre,
politria, pitria, obstrucdo intestinal e cons-
tipacdo foram queixas eventuais dos paci-
entes. A sindrome carcindide, como primeira
manifestacdo ou durante a evolugdo da do-
enga, ocorreu em quatro casos.

Dos 32 casos revistos (Tabela 1), 16 (53%)
estavam no estadio I e seis (18%) eram de
estddio II. Doenga com metdstases regio-
nais foi descrita em quatro (9%) casos, en-
quanto doeng¢a disseminada foi observadaem
seis (18%) ocasides. As metastases foram
principalmente para o figado, ossos e pul-
moes, além de linfonodos regionais. Este
padrdo de disseminacdo em nada difere do
de tumores carcindides de outros sitios. O
seguimento foi realizado em 25 pacientes.
Destes, 14 (56%) doentes estdo bem e sem
evidéncia da doenga, em um periodo varid-
vel de dois meses até sete anos como no pre-
sente caso. Trés (12%) doentes morreram
por doenca disseminada e trés (12%) estdo
vivos com doenga. Houve um 6bito no p6s-
operatério imediato, por septicemia'® .

Os tumores carcindides renais podem aco-
meter indiferentemente o rim direito ou es-
querdo e ndo t€m localizagdo preferencial
dentro deles. Ha casos descritos de tumo-
res originados na pelve renal, podendo ai o
diagnéstico ser feito pelo exame citold-
gico'” . A associacdo com malformagdes
renais, como rins em ferradura® % | e
displasia renal®!'® | tem sido descrita. Ou-
tras associagdes incluem o teratoma‘®'? e
apresencgade elementos heterélogos, como
o musculo liso!?. Geralmente os tumores
sdo grandes, variando entre 2 ¢ 30 cm de
didmetro. Todos os padrdes histolégicos
préprios destes tumores sdo descritos, in-
clusive com os espectros de atipia celular.
Carcinomas indiferenciados de pequenas
células (“oat cell”) também sdo encontra-

dos no rim‘**? | A maioria (18 de 24) das
neoplasias revistas na literatura era de no-
dulos sélidos, mas dreas cisticas ou neo-
plasias restritas a parede de um cisto sdo
também encontradas. A necrose estd ge-
ralmente presente, mas aparentemente
nfo indica um progndstico. Poucos artigos
se preocuparam com o {ndice mitético. A
tinica neoplasia com mais do que quatro fi-
guras de mitose por 20 campos de grande
aumento apresentou metdstases a distan-
cia®®V . Os critérios para se estabelecer o
grau de malignidade sdo os mesmos que re-
gem as neoplasias neuroenddcrinas de ou-
tros sitios, portanto os mesmos pacientes
com carcinéides tipicos, sem outros sinais
de agressividade histoldgica, devem ser se-
guidos estritamente.

A citogénese daneoplasiandoestd totalmente
esclarecida. Mais recentemente se tem su-
gerido a presencga de uma célula totipoten-
cial capaz de se derivar em linhagem neuro-
endécrina®®2? | Esta hipétese pode ser par-
cialmente defendida pelo achado de altera-
¢des genéticas comuns entre carcindide e
adenocarcinomas renais‘? .

O tratamento do tumor carcinéide primdrio
de rim é a nefrectomia radical com linfade-
nectomiaregional, sendo esta Gltima de mais
valor parao estadiamento o progndstico do
que terapéutico?¥ .
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Primary splenic angiosarcoma: case report
and literature review

Angiossarcoma primdrio de bago: relato de
caso e revisdo da literatura
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Klaus J. Frank®, Carlos F. Dillemburg®, Mario S. B. da Costa®, Luis FernandoR. Rivero®, Antonio C. K. Piitten®

Abstract

This paper describes a case of an aggressive primary splenic angiosarcomain a 29-year-old
man and makes areview of its clinical findings, pathologic reports, treatment and prognosis.
Angiosarcomas comprise less than 1% of soft tissue sarcomas, and only a small percentage
of these tumors arise in the spleen. These tumors usually represent a diagnostic challenge
for the pathologist in view of its variegated histology, and the development of new immu-
nohistochemical markers for vascular tumors like CD31 (platelet-endothelial cell adhesion
molecule) helps to rule out other diagnoses. There is no standard chemotherapy treatment
for angiosarcomas, and the prognosis of splenic angiosarcoma is particularly poor.

Key words: angiosarcoma; splenic neoplasms; chemotherapy; pathology; immunohis-
tochemistry

Resumo

E relatado um caso de angiossarcoma primdrio de bago em um homem de 29 anos, fazendo-
se a revisdo dos achados clinicos, diagndstico anatomopatolégico, tratamento e prognos-
tico. Angiossarcomas correspondem a menos de 1% dos sarcomas de tecidos moles, e
somente uma pequena fragdo surge no bago. Esses tumores freqiientemente apresentam-se
como um desafio diagndstico para o patologista, tendo em vista as variagdes na histologia,
e o desenvolvimento de novos marcadores em painéis de imuno histoquimica, como o
CD31, ajudam a descartar outros diagndsticos. Devido a raridade desse tumor ndo existe
um consenso em relagdo ao tratamento quimioterdpico e, via de regra, o prognostico é
ruim.

Palavras-chave:angiossarcoma, tumores esplénicos; quimioterapia; patologia, imunohistoquimica
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Introduction

This paper describes a case of a primary
splenic angiosarcoma, probably the first
related in our country. Itis important to have
this case documented, as this is a very rare
tumor, of difficult diagnosis, and there is
no standard methods of treatment.

Splenic malignant vascular tumors are extre-
mely rare. Angiosarcomas comprise less than
1% of soft tissue sarcomas, and only 4% of
these tumors arise in the spleen™?. In our
review, only 78 cases have been reported®!",
Langhans, in 1879, was the first author to
describe this unusual tumor?, which usually
represents a diagnostic challenge for the pa-
thologistin view of its variegated histology.

Risk factors implicated in the pathogenesis
of angiosarcomas are exposure to thorium
dioxide (Thorotrast contrast medium) and
vinyl chloride”!?.

The age range of patients with splenic
angiosarcoma was 19 to 84 years with a
peak in the 5th decade of life. The dis-
tribution by sex tends to be equal (25 men
and 22 women)®71%1D The most common
clinical signs and symptoms are spleno-
megaly, 92%; abdominal pain mostly in the
upper left quadrant, 83%; weight loss,40%;
spontaneous splenic rupture with hemope-
ritoneum, 30%*?; fever ,10%; and fatigue,
5%%. Among reported cases, 12.5% under-
went exploratory laparotomy without dia-
gnostic suspicion®”,

Laboratory results indicated cytopenia of
some type in 91% of cases, specially anemia
in 70%% 7, and coagulation tests were ab-
normal: 8%, with 5% of disseminated intra-
vascular coagulation®. In our review, metas-
tases occurred preferentially to the liver(,
bone or bone marrow®, lymph nodes®, cen-
tral nervous system®, myocardium®”, kid-
ney”, pancreas”, and thyroid®”. The me-
dian time for diagnosis of metastases was 8
months®7 19,

Casereport

In January/95, a 29-year-old white male was
admitted to The Hospital de Clinicas de Porto
Alegre Emergency Room with fever (38,5°C),
nausea, and vomiting. This was the third epi-
sode in a period of three months, and it was
associated with transient anorexia and mild

weight loss (3 kg). Past history disclosed
intermittent diffuse abdominal pain, without
any irradiation, first noticed in September/
94. The patient’s physical examination re-
vealed pale and moist skin, tachicardia, hy-
potension, and elicited acute pain in the upper
left abdominal quadrant with signs of pe-
ritoneal irritation. Initial laboratory results
showed mild anemia (Ht 35%, Hb 10.1 g/dl),
leukocytosis (22.600 cells/ul with 22% of
bands), normalrenal, hepatic, and coagulation
tests, and amylase 21TU/L.

The patient underwent an exploratory la-
parotomy that disclosed moderate hematic
ascites, an enlarged homogeneous liver, en-
larged celiac lymph nodes, and an enlarged
ruptured spleen, with petreous consistency
and capsular adherences. Splenectomy with
hepatic and lymph node biopsies were per-
formed. The immediate postoperative period
was uneventful, and the patient was dis-
charged, asymptomatic, a week later.

Pathologic test results reported an undiffe-
rentiated malignantneoplasm with extensive
necrosis, resembling an angiosarcoma or
malignant histiocytosis (Figures 1 and 2).
Reactional liver and lymphoid hyperplasia
were also detected. The immuno pero-
xidase staining performed in our Pathology
Unit and in the Mayo Clinic Pathology Unit
was negative for LCA (leukocyte common
antigen), NSE (neuron-specific enolase),
cytokeratins, S-100 protein, vimentin, des-
min, CD30; positive for anti-Factor VIII and
strongly positive for CD31 (Figure 3). These
findings allowed a diagnosis of an anaplastic
angiosarcoma (grade I'V) to be established.

Afterdischarge, the patient remained asymp-
tomatic until February/95, when he started
with lombosacral pain associated with ab-
dominal pain. The physical examination,
plain X-ray films, abdominal ultrasound, and
laboratory results were all normal. In 3/3/
95 he was admitted with fever (38.5-39°C),
nausea and vomiting. The physical exa-
mination disclosed only diffuse abdominal
and lombosacral pain. An abdominal ul-
trasound showed at least three enlarged
celiac trunk lymphnodes and hepatomegaly.
Bone scan was compatible with possible
metastatic involvement of lumbar vertebrae,
right parietal bone, and the 8th costovertebral
angle. Laboratory results reported anemia



(Ht 34%, Hb 9.6g/dl), a constant leuko-
cytosis (20.000-30.000 cells/ul with shift
to the left), negative serial blood, urine and
catheter cultures, a normal serum protei-
nogram, lactate dehydrogenase (LDH) of
2.000IU/L and alkaline phosphatase of 8291U/
L. The bone marrow biopsy and smear sho-
wed a diffuse infiltration by anaplastic ma-
lignantcells.

Chemotherapy was started, with the use of
doxorubicin 25mg/m?* IV bolus D1-3 plus
ifosfamide 1.5/m*IVin 1 hour D1-3in 3/10/
95. Two days after the beginning of che-
motherapy, the patient developed tumoral
lysis syndrome (hiperkalemia 7.7 mEq/L,
calcium 6.5 mg/dl and uric acid 13.0 mg/dl)
and a severe coagulation disorder with he-
maturia, diffuse pethechiae, rapid fall in red
cell (Hb 9.8 to 4.5g/dl) and platelets counts
(110.000 to 10.000/ul). A rapid progression
to respiratory insufficiency was seen, with
hypoxemia (PO, 53%) and pulmonary in-
filtrates on chest X-ray com-patible with
adult respiratory distress syn-drome or pa-
renchymal hemorrhage. The patient was
transferred to the intensive care unit, but
despite the treatment, progressed to refrac-
tory cardiac arrest in 3/12/95.

Discussion
Angiosarcomas are malignant tumors that
show some morphological and functional
properties shared with normal endothelium".
They may behave as very differentia-ted
"neoplasms, resembling benign hemangiomas,
or as aggressive undifferentiated and ana-
plastic tumors, and itis very difficult to diffe-
rentiate angiosarcomas from carcinomas and
melanomas.

Angiosarcomas are one of the most rare soft
tissue neoplasms. Although they may de-
velop at any site, they tend to develop in su-
perficial soft tissue and skin. The clinical
aspect and behavior have a direct relation
with the primary site,

In a specific setting of undifferentiated tu-
mors, final diagnosis may be established by
determinating the immunohistochemical pro-
file. Antibodies to the factor VIII-related
antigen, the most extensively used marker
for the endothelium, are not too reliable, as
only 25% of angiosarcomas present enough
protein to allow for immunohistochemical

Figure 1 - HE (200X). Extremely undifferentiated malignant neoplasm
with occasional vascular channels.

Figure 2 - HE (400X). Undifferentiated neoplasm with abundant mitoses,
bizarre-shaped cells, some of them multinucleated, and no evidence of
vascular differentiation.

. e : & :
Figure 3 - Immunohistochemical staining (400X)-CD3 1: A diffusely positive
membrane pattern in tumor cells is showed, confirming the vascular origin
of the neoplasm.




confirmation. The hematopoietic stem cell
antigen - CD34 - is present in most angio-
sarcomas®, but it is also present in other
soft tissue tumors, including epithelioid sar-
coma. Until now the CD34 (platelet-endo-
thelium adhesion molecule) has been the most
reliable marker of endothelial cell linea®®.

Splenic angiosarcomais the most common
non-lymphoid malignant neoplasm of the
spleen*!? andis extremely rare and aggres-
sive®!®_The spleen is most frequently repla-
ced by adiffuse mass of tumor nodules, with
prominent hemorrhage and necrosis. His-
tologically, one can see an intrincated vas-
cular channel coated by atypical endothelial
cells, sheets of fusiform cells, and solid
areas™ 1" ®_They are distinguished from
other vascular tumor findings of cytological
atipia, abundant mitosis and the presence of
solid areas. The differential diagnosis from
other non-vascular sarcomas and metastatic
neoplasms, in cases in which the vascular
patternisnotso clear-cut, may bedone using
the immunohistochemical techniques des-
cribed elsewhere! 1%,

Because of the rarity of this tumor, there is
no standard regimen of treatment”. The use
of chemotherapy is under investigation for
angiosarcomas of any site, and several studies
with animal models are ongoing. The com-
bination of vincristin; doxorubicin, and cycio-
phosphamide (VAC) in fifteen dogs with
hemangiosarcoma resulted in a median sur-
vival for all dogs of 172 days (mean survival
= 316 days), with acceptable toxicity (neu-
tropenia 11/15, severe enteritis 4/15, cardio-
toxicity 3/15, and sepsis 2/15)®?. Sixteen dogs
withahistologic diagnosis of hemangiosarcoma
were treated with surgery and combined do-
xorubicin/cyclophosphamide®. The results
showed atrend forimproved survival in dogs
with localized disease (Stage I) receiving
combined the-rapy. The median survival was
250 days, with a mean of 403 days. Survival
for dogs with stage I, IT and III disease was
also improved with combined therapy. The
overall median survival was 202 (mean: 285
days). Toxi-cities included mild to moderate
neutro-penia and lethargy, anorexia, vomi-
ting, diarrhea, and fever®!% '), Chemothe-
rapy with doxorubicin and cyclophospha-
mide seems to im-prove survival with acce-
ptable morbidity in canine patients with early
stages of the disease.

A 45-year-old japanese woman, who re-
ceived combined chemotherapy with cy-
clophosphamide, doxorubicin, vincristine
and prednisone after undergoing splenec-
tomy, showed a partial response. The au-
thors highlight that effective chemotherapy
for angiosarcomas are yet to be developed®.
Cunningham® described a case of primary
ovarian angiosarcoma in which a short re-
mission was achieved with intensive che-
motherapy with ifosfamide and doxo-ru-
bicin. A case report of an 8§2-year-old female
with a lower extremity angiosarcoma was
described by Feurstein et al.®®. The patient
was successfully treated by retro-grade in-
travenous perfusion with vinblastin and vin-
cristin with subsequent resection of tumor.
Silverman®® described a case of a patient
with metastatic angio-sarcoma of the breast
who achieved a long-term clinical and pa-
thological remission after treatment with me-
thotrexate. The 30-year course of her disease
is the longest reported survival with do-
cumented metastatic angiosarcoma. The
UCLA Medical Center treated twenty-eight
patients with angiosarcoma of the head and
neck (9 with mulitifocal disease) between
1955 and 1990. Follow-up ranged from 3 to
159 months, with a median of 32 months.
The overall prognosis was poor, with a 5-
year disease-free survival of 26% (7/27 pa-
tients). Distant metastases has developed in
nine patients at last follow-up. Eight percent
(1/12 patients) remained disease free vs.
67% (4/6 patients) who received posto-
perative radiation therapy only, without che-
motherapy. Only one (14%) of seven pa-
tients treated with radiation therapy was
rendered disease-free. It was noted that
angiosarcoma usually presents as a poorly
differentiated neoplasm and it is frequently
associated with multifocal disease, that there
is propensity for both local recurrence and
distant metastases, and it is suggested that
combined therapy offers the best chance for
long-term control in patients with angio-
sarcoma of the head and neck®”. Angiosar-
comas arising on the head and neck of elderly
(malignanthemangioendothelioma) have ex-
tremely poor prognosis, and a japanese au-
thor - Masuzawa® - proposed chemothe-
rapy(CYVADIC; cyclophosphamide, vin-
cristine, doxorubicin, and dacarbazine)
and the use of intrarterial infusion of do-
xorubicin and 5-fluorouracil as a com-
bination therapy, but toxicity was high



and, unfortunately, there was no evidence
that this chemotherapeutic trial improved the
prognosis.

The use of recombinant interferon alpha-2a
in an heterogeneous group of five pediatric
patients with progressive, invasive angio-
matous diseases, including pulmonary he-
mangiomatosis, angiosarcoma, or massive
hemangioma with associated consumptive
coagulopathy was tested. Four patients had
partial response, and the patient with angio-
sarcoma had a decrease in size and number
of tumor nodules. Responses occurred du-
ring periods of 2 to 20 months of treatment.
Each of the four surviving patients had im-
proved linear growth and weight gain during
interferon treatment®.

The use of radiotherapy may help in the
treatment of an enlarged painful spleen or
bone metastases.

The prognosis of splenic angiosarcoma is
very poor. In the review of Falk®, the fo-
llow-up of 38 patients disclosed that 30
(79%) died in a median time of six months
after diagnosis. Eight patients survived at
least 12 months. Only two of the initial 38
patients were believed to be alive without
disease, an indication of a very aggressive
neoplasm.
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17° Congresso Mundial de Cancer - Rio de Janeiro
17° World Cancer Congress - Rio de Janeiro

Ao acessar através da Internet a home page do
Instituto Nacional de Cancer (INCA) no ende-
reco eletronico htt:ww.ibase.org.br/~incancer
o leitor terd por meio de um dos links, todas as
informagdes sobre o programa e inscri¢do do
referido congresso.

Também poderd o leitor navegar por publica¢des N >

do INCA, como as estimativas de incidéncia e i
mortalidade por cincer no Brasil versdo 1998, além de informacdes sobre
prevencdo, diagnéstico e tratamento de alguns tipos de cancer, e outros da-
dos estatisticos e epidemioldgicos.

Viva Mulher avalia resultados
ViVa Mulher Program evaluates its results

. _ O I Encontro de Avaliagdo do Programa Viva
Mulher aconteceunosdias 5, 6 e 7de marcgo de

vZ vd 1998, no Rio de Janeiro, com o objetivo de
m % l b er i sensibilizar e comprometer as autoridades de

saude, organiza¢des governamentais e nao go-
vernamentais e liderancas femininas. O encon-

programa naci?ncl
de controle do céincer tro integrou os participantes do Programa em

do colo do utero. P . -
todos os niveis, tendo sido apresentados e dis-

cutidos os resultados das visitas de avaliacio
do primeiro ano de implanta¢do do Programa e sendo promovido treina-
mento técnico. Além disso, os profissionais e autoridades envolvidos no
Programa definiram as estratégias para o desenvolvimento deste ano, bem
como a expansao para outros estados.

Para o fechamento deste I Encontro aconteceu no dia 8 de mar¢o uma grande
comemoragao popular, por ocasido do Dia Internacional da Mulher.



Publicacao
New Book

O Niicleo de Informagdo em Saide SUS-RS da Secre-
taria da Sadde e do Meio Ambiente do Rio Grande do
Sul acaba de langar a publicagio “Estatisticas de Sat-

de: mortalidade de 1996 vol.: 22”.

Informagoes:

Tel.: (051) 225-1859
Fax: (051) 227-2798

Porto Alegre - Rio Grande do Sul

Nicleo de Informag@o em Saide SUS-RS
Av. Borges de Medeiros, 1501 - 4° andar
Ala Norte - CEP 90900-119

Comemoracao dos 21 anos da Fundacao Antonio Jorge Dino
Celebrating the Antdnio Jorge Dino

Foudation 21" anniversary

AFundag@o Antonio Jorge Dino co-
memorou, em 15 e 16 de janeiro de
1998, seu 21%aniversario. A festi-
vidade, que incluiu solenidade de
inauguracao das novas instalagdes
da Sala de Quimioterapiae do Cen-
tro de Estudos (biblioteca e audit6-
rio) do Instituto Maranhense de On-
cologia Aldenora Bello, missacam-
pal de acdo de gracas, palestra so-
bre o perfil psico-imunoneurolégi-
co dos cuidadores do paciente com
cancer, ministrada pela Dra. Nise
Hitomi Yamaguchi (vice-presiden-
teda SBC-SP) e workshop, foi mar-
cadapelas homenagens com o Tro-
féu de Solidariedade ao Céincer e a
Comenda de Mérito no Combate ao
Cancer Dr. Antonio Jorge Dino. Para
a escolha dos amigos beneméritos,
aatual presidente da Fundagao, Dra.
CéliaJorge Dino, contou com a aju-

dadeuma Comissdo Provisériacons-
tituida por representantes de va-
rios segmentos da sociedade lu-
dovicense.

A entidade filantrépica é responsa-
vel pelo gerenciamento e manuten-
¢do do unico hospital especializa-
do no tratamento do cancer no Ma-
ranhdo, Instituto Maranhense de
Oncologia Aldenora Bello e, ain-
da mantém sob sua administragao,
sete unidades operacionais que con-
tribuem para a melhor qualificacao
de seusresultados: Centro de Estu-
dos, Nicleo de Voluntarios, Casas
de Apoio, Departamento de Capta-
¢do de Recursos, Grupo de Assis-
téncia ao Infante e ao Adolescen-
te com Cancer, Grupo Especial de
Tratamento Oncoldgico e Residen-
cial e Programas Especiais.



AERINCA

Associacao dos Ex-Residentes do Instituto Nacional de Cancer

1)Em fase gréfica final o “Aerinca Jornal “, veiculo oficial da Associagao como objetivo de divulgar e por
em pratica todos os itens do elenco de metas estabelecidas pela Diretoria eleita em 05.11.97 . Compdema
Comissao Editorial

Ernani Sampaio - Onc. Clinica (turma 1977)
Euridice Figueiredo - Onc. Cirtrgica (turma 1974)
Evaldo de Abreu - Onc. Cirtrgica ( turma 1973 )
Luiz Eduardo Atalécio - Onc. Clinica ( 1981)
Magda Cortes Resende - Onc. Clinica (1973)
Maria Luiza P. Cavalcanti - Onc. Cirargica (1964)
QOdilon Souza Filho - Onc. Cirtrgica (1983)

A consecucao da impressao e divulgacao se dara gracas ao apoio recebido do Pro-Onco e da Direcao Geraldo
INCA.

2) A Revista Brasileira de Cancerologia, através de seus Editores ( Drs. Luiz Atalécio e Pedro Luiz Fernandes)
concederam-nos espaco permanente para divulgacao de assuntos pertinentes a Aerinca e seus Assaociados.

3) Os colegas poderao utilizar o espago acima delineado para publicar informes, notas, comunicados, opinies, efc.

4) Os Editores da RBC pbem a disposicao de todos os ex-residentes do INCA as separatas dos artigos divulga-
dos na sec¢éao Atualizacao Cientifica, bastando para isso enviar o cupom com os artigos assinalados. Aguar-
dam, também, o envio de trabalhos cientificos para publicacao.

5) Em breve aconteceréo reunides com os Ex-Médicos-Residentes em cada Estado, objetivando a criagao de
Subdiretorias Regionais, conforme pensamento da presidente da Aerinca , Dra. Euridice Figueiredo.

6) Os Ex-Residentes do INCA terdo descontos na Inscricao no 17 th International Cancer Congress, de 23a 29
de agostode 1998 (ate 15.5.98) .

7) Com pesar comunicamos o falecimento do colega e amigo Dr. Milton Luiz Martins, Cirurgiao Oncologista,
Ex-Residente do INCA (Turma 1982), nodia 21.2.98 natragédia do edificio PalaceIl, no Rio de Janeiro.
O pranteado colega exercia a nobre missao de assistir com amor, dedicagdo e competéncia os pacientes
do Servico de Suporte Oncolégico (STO ) do INCA, onde foi um dos pioneiros.

8) No dia 2.3.98, ocorreu o falecimento do Dr. Celso Werneck Ribeiro, que chefiou com brilhantismo varios
Servicos no Inca , especialmente no Hospital do Cancer e no Hospital de Oncologia, onde foi o fundador do
Servico de Ginecologia Oncolégica. Um dos mais antigos e respeitados cancerologistas do pais , passou,
com muita sabedoria e carinho , ensinamentos preciosos a varias geracoes de cancerologistas formados no
Instituto Nacional de Cancer.

A saudade do amigo Miltinho e do nosso eterno mestre Werneck, certamente tornara proficuo o crescimen-
to da nossa AERINCA, entidade que congrega 626 dos mais conceituados e talentosos oncologistas espalha-
dos pelo nosso imenso Brasil .

(Dr. Ernani Sampaio - Diretor para Intercambio Cientifico e Cultural )




O PrOBLEMA
DO CANCER
NO BRrASIL
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OInstituto Nacional de Cancer - INCA langou a4? edicio de O Problemado Céncer no Brasil.

Nesta edigdo o texto foi enriquecido com epidemiologia especifica de cAnceres prevalentes no Brasil e dos tumores de
criangas eadolescentes; inclui os dados mais recentes de registros de cancer de base populacional e de base hospitalar brasileiros;
disserta mais sobre a sobrevida dos pacientes, o estadiamento dos tumores e os custos dos tratamentos: teve atualizados dos
dados de mortalidade de 1988 para 1994; pela primeira vez, divulga dados de mortalidade brasileiros ajustados por idade; e j4
incorporou aestimativa de incidéncia e mortalidade por cincer no Brasil calculada para 1997.

Paramaiores informagdes, contate:

INSTITUTONACIONALDECANCER
Coordenagdo de Programas de Combate ao Cancer
Av.Venezuelan? 134 BL.A - 92andar
CEP20081-310 Centro
Tel.: 55(021)263-8565 FAX.55(021)516-3459
e-mail: evaldo@antares.com.br
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MARGO

Avancgos em Uro-Oncologia 98
06 a 08 de marco de 1998

Casa Grande Hotel - Guarujd, SP
Perfecta Atendimentos em Eventos
Rua Olegério Mariano, 671

Sao Paulo, SP - CEP.: 05612-001
Tel: (011)212-5436

Fax: (011)210-7517

“Cervicolp 98”
IX Encontro de Atualizagédo em
Patologia do Trato Genital Inferior
e Colposcopia
13 e 14 de margo de 1998
Centro de Convengdes Rebougas - SP
Sociedade Brasileira de Patologia do Trato
Genital Inferior
¢ Colposcopia - Capitulo de Sao Paulo
Inscri¢bes: (011)575-3628 / 548-2740 c/
Nilza ou
(011)283-4121 ¢/ Elza.
e-mail: jedetto@uol.com.br

International Seminars

The British Council

22 a 27 marco de 1998

1 Beaumont Place

Oxford OX1 2PJ

Tel.: +44 (0) 1865 316636

fax: +44(0) 1865 557368

e-mail:

international.seminars @britcoun.org

CRICS IV

IV Congreso Panamericano de
Informacion en Ciencias de la Salud
25 a 27 margo de 1998

Centro de Convengdes Hotel Herradura,
San José Costa Rica

fone: (506)239-00-33/239-1780

fax: (506)239-22-92

e-mail: hherradu@sol.racsa.co.cr

ABRIL

“I Congresso Matogrossense de
Patologia do Trato

Genital Inferior e Colposcopia”

01 a 04 de abril de 1998.

Hotel Fazenda Mato Grosso - Cuiabd - MT
Sociedade Matogrossense de Patologia do
Trato Genital Inferior e

Colposcopia - e Secretaria da Satide do
Estado do Mato Grosso

Inscrigdes: (011)575-3628 / 548-2740 c/
Nilza

e-mail: jedetto@uol.com.br

62Enftec

05 a 08 de abril de 1998
Hotel Maksoud Plaza
GMC Bureau de Eventos
fone: (011) 257-8248
Caixa Postal 931 -

CEP.: 01051-970

Sédo Paulo - SP

Xl Congreso Del C.R.L.L.A

15a 18 de abril de 1998

Direccién C.R.ILL.A. 98 Dr. Juan M.
Solé B., Casilla 124 34, Chile,

fone: 56 - 2 - 2061400

fax: 56 - 2 - 2287003

e-mail: mbaeza @ lascar.puc.el

European Oncology Nursing Society
15t EONS Spring Convention

17 ¢ 18 de abril de 1998

Local: Leuven, Bélgica

Informagdes: 1 EONS Srong Convention
. ¢/o FECS Conference Unit

Av. E. Mounier 83, B- 1200 Brussels

Tel: +32(2)77.02.42 -

Fax: 32(2)775.02.00

International Meeting on the Psycho-
Social Impacts of Breast Cancer *

26 a29 de abril de 1998

Lucerna, Suicga

Informagoes: Tel: (+41/31) 389 91 14,
Fax: (+41/31)389 91 60

e-mail: info@swiscancer.ch

Jeanne Froidevaux Miiller

Tel: (+41/22) 809 18 11,

Fax: (+41/22) 809 18 10

e-mail: joye@uicc,ch Mrs Annicka Joye




MAIO

| Indor

Curso Internacional de Atualizagéo
em Dor

15 a 17 de maio de 1998

Castro’s Park Hotel

Dr. Osvaldo VilelaFilho,

fax (062) 285-5130

SCRIPT, fax (062) 281-1344

lll Congresso Brasileiro e V Encontro
Brasileiro de Psico-Oncologia
29 a 02 de maio de 1998

Assessoria de Imprensa:

Contato Comunicagao

Rua 23-A (antiga 33-A), n° 38 Setor
Aeroporto

Goiania/ Goiés

CEP.: 74075-330

fone: (062)224-3737

fax: (062)229-0871

home page: http://www.cvccom.br
e-mail: cvc@internetional.com.br.

JULHO

“XXIV Curso Teorico-Pratico de
Colposcopia e Citopatologia do

Trato Genital Inferior”

20 a 24 de julho de 1998

Anfiteatro “A” Maria Thereza Nogueira de
Azevedo na UNIFESP - SP

CEGIN - Centro de Estudos da Disciplina
de Ginecologia da UNIFESP

(Escola Paulista de Medicina).

Inscrigdes: (011)575-3628 / 548-2740 ¢/
Nilza

e-mail: jedetto@uol.com.br

AGOSTO

17th UICC International Cancer
Congress

23 a 28 de agosto de 1998

Rio de Janeiro - Brasil

Informacgdes: Congress do Brasil
Av. Presidente Wilson, 164 - 9° andar
Rio de Janeiro - RJ / Brasil

CEP.: 20030-020

Tel:+55 21 509-4080

Fax: +55 21 509-1492 / 242-1992
Email: congrex@ax.apc.org

International Conference on
Environmental and Occupational
Cancer in Developing Countries

July 30 - August 1, 1998

Rio de Janeiro - Brasil

Informagdes: JZ Promogdes e Assessoria
de Congressos Ltda

Rua Conde de Irajd, 260/2° andar,
Botafogo

Rio de Janeiro - RJ / - Brasil - 22271-020
Tel:(021)286-2846

Fax:(021)537-9134

e-mail: mail@JZ. com.br

Koifman @accool.cict.fiocruz.br

10" International Conference on
CancerNurse

August 30 — September 4, 1998-03-05
Jerusalém, Israel

Informagoes: Kenes Tours

P.°Box 50006, Tel Aviv 61500,Israel
Tel: +972-3-5140004

Fax: +972-3-5140044 / 5140077
e-mail; KTC@KENES>COM

SETEMBRO

XI Congresso Brasileiro de Mastologia
20 a 24 de setembro de 1998

Hotel Bourbon & Tower

Foz do Iguagu - PR

Rua Piauf, 245 - Curitiba/Pr

CEP 80220-240



ATUALIZACAO CIENTIFICA

Responsdvel
Luiz Eduardo Atalécio

Esta se¢do tem por objetivo divulgar os resumos dos mais recentes artigos publicados na literatura
mundial a respeito da epidemiologia, prevengdo, diagnéstico, estadiamento, tratamento e prognéstico
do cancer. Caso o colega deseje receber separatas dos artigos referidos (mdximo cinco) assinale suas
opg¢des com um X e envie para:

Pro-Onco/INCA/MS

Atualizagdo Cientifica

Av. Venezuela 134, bloco A, 9¢ andar
20081-310 - Rio de Janeiro - RJ

Fone: (021) 263-8565/263-6568/253-1956
Fax: (021) 263-8297

Endereco para a remessa do material:
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Falando sobre doengas

OInstituto Nacional de Cancer - INCA langou,em CD-ROM, Falando sobre doengas damama, uma obra
integrada ao Programa de Prevengdo e Controle do Cancer de Mama e que tem como finalidade ampliar o
conhecimento sobre aos aspectos epidemiolgicos, técnicos e operativos de profissionais multiplicadores
na dreada sadde.

Falando sobre doengas damamajieradisponivel em forma de livreto e disquete.

Paramaiores informacoes, contate:
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Prognosis among African-American women and white women with lympnode
negative breast carcinoma

Findings from two randomized clinical trials of the National Surgical Adjuvant
Breast and Bowel Project (NSABP)

JamesJ. Dignam, Ph.D.!, Carol K. Redmond, Sc.D.?, Bernard Fisher, M.D ., JosephP. Costantino,
Dr.P.H.!, BrendaK.Edwards, Ph.D.*

'Department of Biostatistics and National Surgical Adjuvant Breastand Bowel Project, Graduate
School of Public Health, University of Pittsburgh, Pittsburgh, Pennsylvania;?Department of Biometry
and Epidemiology, College of Medicine, Medical University of South Carolina, Charleston, South
" Carolina;’Departmentof Surgery and Scientific Director’s Office, NSABP, 914 Scaife Hall, University
of Pittsburgh, Pittsburgh, Pennsylvania; ‘Cancer Control Research Program, Division of Cancer
Prevention and Control, National Cancer Institute, Bethesda, Maryland.

Background. A disparity in breast carcinoma survival between African-American and white
women has been noted over the past several decades. A major factor implicated in this disparity
is stage of disease at diagnosis. In this study, survival and related endopoints were examinated
among African-American women and white women with lymph node negative breast carcinoma
who participated in two randomized clinical trials of the National Surgical Adjuvant Breastand
Bowel Project (NSABP).

Methods. Patients from two studies, one conducted among patients with estrogen receptor (ER)
negative tumors and the other among patients with ER positive tumors, were included. Study goals
were to determine whether African-Americans and whites had comparable outcomes, accounting
for ER status and differences in patient characteristics at diagnosis, and to determine whether
treatment response was similar for African-Americans and whites.

Results. Five-year survival rates were 83% for African-Americans and 85% for whites among ER
negative patients, and 93% for African-Americans and 92% for whites among ER positive patients.
Rates of disease free survival (DES) (i.e., time to disease recurrence, second primary cancer, or death)
were 71% for African-Americans and 74% for whites at 5 yearsamong ER negative patients, and 81 %
for African-Americans and 80% for whites among ER positive patients. African- Americans tended
. to have less favorable baseline prognostic characteristics. Adjusted relative risk (RR) estimates
indicated similar prognosis for African-Americans compared with whites for mortality (African-
American/white RR = 1.02 with 95% confidence interval [C], 0.66-1.56 among ER negative patients;
RR =1.14with95%CI, 0.84-1.54 among ER positive patients) and DFS (RR =0.98 with 95% C1, 0.70-
1,37 for ER negative patients; RR =0.96 with 95% CI, 0.75-1.22 for ER positive patients). Estimated
percentreductions in DFS events for patients receiving adjuvant therapy were 32% for ER negative
African-Americans, 36% for ER negative whites, 20% for ER positive African-Americans, and 39%
for ER positive whites.

Conclusions. African-American and white patients with localized breast carcinoma had similar
outcomes and benefited equally from systemic therapy. These results suggest that early detection
and appropriate therapy among African-American patients could resultin areduction in the current
disparity in breast carcinoma mortality between African-Americans and whites.
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Pelvic computed tomography of breast carcinoma patients
Should it routinely be added to abdominal computed tomography?

JonathanI. Meyer, M.D.!, BrianR. Herts, M.D.!, David M. Einstein, M.D.', Anne A. Singer, M.D.',
G. ThomasBudd,M.D.2, Mark A.H. Cohen, M.D.!

'Department of Diagnostic Radiology, Cleveland Clinic Foundation, Cleveland, Ohio;?Department
of Hematology and Medical Oncology, Cleveland Clinic Foundation, Cleveland, Ohio.

Background. This study was conducted to determine if pelvic computed tomography (CT) should
routinely be appended to abdominal CT in the workup of patients with breast carcinoma.

Methods. The abdominal-pelvic CTs of 139 breast carcinoma patients (195 exams) were reviewed.
Scans were grouped by indication and whether pelvic pathology was know before CT. Pelvic CT
results were correlated with their effect on patient management.

Results. Among the 119 patients without pre-CT evidence of pelvic disease, a nonosseous pelvic
metastasis was identified in only 1; this patient also had liver metastases and management was not
changed. No unsuspected pelvic CT finding altered therapy for breast carcinoma. However, three
patients underwent surgery for asymptomatic masses discovered on pelvic CT; all were benign.

Conclusions. Pelvic CTis unlikely to affect the management of patients with breast carcinoma by
detecting occult metastatic disease.
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Induced abortation and the risk of breast cancer

Mads Melbye, M.D., Jan Wohlfahrt, M.Sc., JA&rgen H. Olsen, M.D., Morten Frisch, M,D., Tine
Westergaard, M.D., Karin Helweg-Larsen, M.D., and Per Kragh Andersen, Ph.D.

Background. It has been hypothesized that an interrupted pregnancy might increase a woman’s
risk of breast cancer because breast cells could proliferate without the later protective effect of
differentiation.

Methods. We established a population-based cohort with information on parity and vital status
consisting of all Danish women born from April 1, 1935, through March 31, 1978. Throughlinkage
with the National Registry of Induced Abortions, information on the number and dates of induced
abortions among those women was combined with information on the gestational age of each
aborted fetus. Allnew cases of breast cancer were identified through linkage with the Danish Cancer
Registry.

Results. In the cohort of 1.5 million women (28.5 million person-years), we identified 370,715
induced abortions among 280,965 women (2.7 million person-years) and 10,246 women with
breast cancer. After adjustment for known risk factors, induced abortion was not associated
withan increased risk of breast cancer (relative risk, 1 .00; 95 percent confidence interval, 0.94
to 1.06). No increases in risk were found in subgroups defined according to age at abortion,
parity, time since abortion, or age at diagnosis of breast cancer. The relative risk of breast
cancer increased with increasing gestational age of the fetus at the time of the most recent
induced abortion: <7 weeks, 0.81 (95 percentconfidence interval, 0.58 to 1.13);> 12 weeks,
1.38(1.00to0 1.90) (reference category, 9 to 10 weeks).

Conclusions. Induced abortions have no overall effect on the risk of breast cancer.
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Postmenopausal hormone therapy and mortality

Francine Grodstein, Sc.D., Meier J. Stampfer, M.D., Graham A. Colditz, M.B.,B.S., Walter C. Willett,
M.D.,JoAnnE. Manson,M.D., Marshall Joffe, M.D., Bernard Rosner, M.D., Charles Fuchs, M.D.,
Susan E. Hankinson, Sc.D.,DavidJ. Hunter, M.B., B.S., Charles H. Hennekens, M.D., and Frank E.
Speizer, M.D.

Background. Postmenopausal hormone therapy has both benefits and hazards, including de-
creased risks of osteoporosis and cardiovascular disease and an increased risk of breast cancer.

Methods. We examined the relation between the use of postmenopausal hormones and mortality
among participants in the Nurse’s Health Study, who were 30to 55 years of age atbase line in 1976.
Data were collected by biennial questionnaires beginning in 1976 and continuing through 1992.
We documented 3637 deaths from 1976 to 1994. Each participant who died was matched with 10
controls alive at the time of her death. For each death, we defined the subject’s hormone status
according to the last biennial questionnaire before her death or before the diagnosis of the fatal
disease; this reduced bias caused by the discontinuation of hormone use between the time of
diagnosis of a potentially fatal disease and death.

Results. After adjustment for confounding variables, current hormone users had a lower risk of
death (relativerisk, 0.63; 95 percent confidence interval, 0.56 to 0.70) than subjects who had never
taken hormones; however, the apparent benefit decreased with long-term use (relative risk, 0.80;
0.67t00.96, after 10 ormore years) because of an increase inmortality from breast cancer among
long-term hormone users. Current hormone users with coronary risk factors (69 percent of the
women) had the largest reduction in mortality (relative risk, 0.51; 95 percent confidence interval,
0.45t00.57), with substantially less benefit for those atlow risk (13 percent of the women; relative
risk, 0.89; 95 percent confidence interval, 0.62 to 1.28).

Conclusions. On average, mortality among women who use postmenopausal hormones is lower
than among nonusers; however, the survival benefit diminishes with longer duration of use and is
lower for women atlow risk for coronary disease.
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Locally advanced breast cancer: early results of a randomised trial of multimodal
therapy versus initial hormone therapy

P.C. Willsher', .F.R. Robertson!,S.Y.Chan?, L. Jackson' and R.W. Blamey'
'Professorial Department of Surgery, City Hospital, Nottingham; and 2Department of Clinical
Oncology, City Hospital, Nottingham, U.K.

The aim of this study was to investigate initial treatment of locally advanced breast cancer. Patients
were randomised to “multimodal” therapy (pre-operative chemotherapy, Patey mastectomy, flap
irradiation and adjuvanthormone therapy) (n=55), orinitial “hormone” therapy (n=53) with further
therapy upon tumor progression. The objective response to chemotherapy was 57% (31/54) after
four cycles. Of patients on hormone therapy, 36% (19/55) had an objective response and 32% (17/
33)disease stasis ata 6 month assessment. Atamedian 30 months follow-up, there was no notable
difference in development of metastases or survival: only 6 patients have uncontrolled loco-regi-
onalrelapse (4 “hormonal”, 2 “multimodal”). The number of treatments per patientrequired for this
loco-regional control was lowerin the “hormone” group (mean2.13 versus 4.20in the “multimodal”
group). This small study has shown that the use of consecutive therapies, with the aim of tumour
control, does not appear to compromise outcome in comparison with initial “multimodal” therapy.
Adopting such a policy may allow some patients to avoid unnecessary treatments.
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Increasing incidence of and declining mortality from breast carcinoma
Trends in Malmé, Sweden, 1961-1992

Jens Peter Garne, M.D.!, Knut Aspegren, M.D.!, Géran Balldin,M.D.", Jonas Ranstam, Ph.D.2
'Department of Surgery, Malmé University Hospital, Malmo, Sweden;?Department of Oncology, Lund University
Hospital, Lund, Sweden.

Background. The incidence of breast carcinomais increasing in most populations, whereas mortality caused
by this disease is fairly constant. The authors analyzed the incidence of and mortality from invasive breast
carcinomainapopulation with access to good medical care, into whichmammographic screening was introduced
in 1976 and adjuvant therapy in 1978.

Methods. Inaconsecutive series of patients withinvasive breast carcinoma from Malmd, 1961-1991, changes
in age-adjusted incidence were analyzed and compared with incidence of the disease in the rest of Sweden.
Age-adjusted breast carcinoma mortality was studied for the period 1964-1992.

Results. The introduction of mammographic screening was associated with an increase in breast carcinoma
incidence. This wasrestricted to the age group that was eligible for screening (age 45-69 years) and to Stage I
disease. Between 1977 and 1992, age-adjusted breast carcinoma mortality decreased in Malmé by 43% (95% CI,
26-56%) as compared with 12% (95% CI, 8-16%) in the rest of Sweden. The decrease was statistically significant
in both populations and significantly greater in Malmo than in the rest of Sweden (P < 0.001). In Malmo the
decrease was seen in two age groups, age 45-69 years and age 70 years and older. In the rest of Sweden the
decrease was seen only among women age 70 years and older. There were no changes in incidence or mortality
among women younger than 45 years in either population.

Conclusions. Breast carcinomaincidence was strongly related to diagnostic activity, especially mammographic
screening. The decrease in mortality occurred in temporal relation to the introduction of screening and adjuvant
therapy, making acaudal relation likely. The difference inresults between Malmé and the rest of Sweden indicates
animportantrole for screening in mortality reduction. [See editorial on pages 1-2, thisissue.]
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Mammography screening interval and the frequency of interval cancers in a population-
based screening

P.J.Klemi!, S. Toikkanen', O. Risinen?, I. Parvinen®and H. Joensuu*

'"Turku University Central Hospital, FIN-20520 Turku. Finland;?Cancer Society of South-Western Finland,
FIN-20700, Turku, Finland;*Health Center of Turku, FIN-20700, Turku, Finland;*Helsinki University Central
Hospital, FIN-00290 Helsinki, Finland

Summary. Inapopulation-based mammography screening, 129,731 examinations were carried outamong 36,000
women aged 40-74 in the city of Turku. Finland, in the period 1987-94. Women older than 50 were screened at 2-
year intervals, and those younger than 50 at either 1-year or 3-year intervals, depending on their year of birth.
Screen-detected breast cancers numbered 385 and, during the same time period, 154 women were diagnosed with
breast cancer outside screening in the same age group in the same city, and 100 interval cancers were detected.
Two hundred and fifty (67%) of the screen-detected cancers were of post-surgical stage I compared with 45 (45%)
ofthe interval cancers and 52 (34%) of the cancers found outside screening (P <0.0001). However, among women
aged 40-49 the frequency of stage I cancers did not differ significantly among screen-detected cancers, interval
cancers and cancers found outside screening (50%, 42% and 44% respectively;P=0.73). Invasive interval cancers
were more frequently among women aged 40-49 if screening was done at either 1-year (27%) or 3-year intervals
(39%) thanin older women screened at 2-year intervals (18%;P=0.08 andP=0.0009respectively). Evenif adjusted
difference in the S-phase fraction size was found between cancers of women younger than 50 and those older than
this (P=0.13). We conclude that more interval cancers were found among women younger than 50 than among
those older than 50 and that this could not be explained by the rate of cancer cell proliferation.
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The national cancer data base report on the results of a large nonrandomized
comparison of breast preservation and modified radical mastectomy
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Background. Although the conclusions reached in the National Surgical Adjuvant Bowel and
BreastProtocol 8-06 trial and other clinical trials appear to remain intact, questions persistregarding
the equivalency of breast preservation compared with modified radical mastectomy for patients
withinvasive carcinoma. Documentation and assessment of comparative survival rates in alarge
cohort of nonrandomized breast carcinoma patients was undertaken to understand better these
outcome patterns.

Methods. Information gathered from the medical records of 96,030 women diagnosed with early
stage carcinoma of the breast between 1985 and 1988 was reviewed to determine the age atdiagnosis;
tumor stage, grade, dimension; treatment; and disease status.

Results. Of these 96.030 Stage I and II (based on the American Joint Committee on Cancer staging
system) patients, 8583 (8.9%) were treated with segmental mastectomy, axillary lymph node dis-
section, and radiotherapy without systemic treatment. Three thousand seven hundred and ninety-
seven patients (4.0%) were treated with segmental mastectomy, axillary lymph node dissection,
radiotherapy, and systemic therapy. Forty-four thousand two hundred and forth-nine patients
(46.0%) were treated with modified radical mastectomy without systemic therapy, and 18,322 patients
(19.1%) were treated with modified radical mastectomy with systemic therapy. Within each stage,
reported survival was equal to or more favorable for patients managed with breast preservation
compared with those treated with modified radical mastectomy. This comparability was observed
in all subsets analyzed including those defined by age at diagnosis, histologic grade, and tumor
dimension.

Conclusions. These findings are consistent with the hypothesis that AJCC Stage I and Il patients
treated with breast preservation appear to have survival rates equivalent to those treated with
modified radical masctectomy.
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Estrogen replacement therapy for the breast cancer survivor: a reappraisal

PhilipJ. Disaia, M.D."
Dorothy Marsh Chairin Reproductive Biology, Department of Obstetrics and Gynecology, University
of California, Irvine, Clinical Cancer Center, Orange, California

Introduction

One of the most emotionally charged subjects in the field of oncology is the issue of whether a
breast cancer patient who is disease free can be permitted to enjoy the benefits of hormone re-
placement therapy (HRT). In thisreport, HRT is used as a general term implying the use of estrogen
replacement therapy with or without concomitant progestin therapy. Simply stated, the issue is
whether physiological dosages of HRT will produce anegative impact on the disease-free survival
of this group of women; this concept has been termed the “fuel on the fire” theory.

Given the millions of American women who have survived this disease, which has an annual
incidence in the United States of 180-185,000 cases and an overall disease-free survival at 5 years
in excess of 70%, there is ample reason for study of this controversial question. In addition, the
recent broadening of indications for adjuvant chemotherapy has created greatly increased numbers
of premenopausal patients (ages 25-45) who are rendered prematurely menopausal by the effect of
the cytotoxic drugs on their ovarian function.

In the last two decades, two demographic trends have heightened awareness concerning me-
nopause and its health consequences. Firstand foremost, women are living longer. Life expectancy
for U.S. womenin 1900 was age 45, and now itis close to 80. Most women are spending fully 40%
of their life after menopause. Second, more women than ever will enter the menopausal years in the
next decade as millions of babyboomers, those born after World War II, enter their fifties. The
proportion ofall U.S. women older than 45 years of age will grow from 34% in 1995 to 43% in the year
2020.
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Childbearing issues in breast carcinoma survivors

AntonellaSurbone, M.D., Jeanne A. Petrek, M.D.
Department of Surgery and Medicine, Memorial Sloan-Kettering Cancer Center, New York, New
York.

Background. The issue of the subsequent pregnancy after breast carcinoma treatment is of
paramount importance to young survivors and their oncologists. Matters related to having chil-
dren, whether biologic or not, are analyzed.

Methods. Available evidence on the role of estrogen in the carcinogenesis and promotion of breast
carcinoma is summarized. The scanty literature on pregnancy in breast carcinoma survivors is
reviewed and evaluated. Withreference to infertility as the result of adjuvant treatment, studies on
therapy-induced amenorrhea are cited.

Results. The survival of women with breast carcinoma is not decreased by subsequent pregnancy
inany of the published series. Nevertheless, several biases may be present, making the results less
than conclusive; no prospective studies exist. Theoretic concern of tumor promotion may be
Justified when considering the long term exposure to intense gestational hormones in the presence
of established breast carcinoma with possible micrometastases. As a separate issue, the common
situation of chemotherapy-induced amenorrhea may not permit pregnancy. Information for the
breast carcinoma survivor on assisted conception and adoption is limited.

Conclusions. Further research on the safety of subsequent pregnancy after breast carcinoma
treatment is needed; the authors report that they are initiating a multicenter prospective study to
address these issues.
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Prognostic factors for clinically localized prostate carcinoma
Analysis of 938 patients irradiated in the prostate specific antigen era

Gunar K. Zagars, M.D.', Alan Pollack, M.D., Ph.D.!, Andrew C. von Eschenbach, M.D.?
'Department of Radiation Oncology, The University of Texas, M.D. Anderson Cancer Center,
Houston, Texas;’Department of Urology, The University of Texas M.D. Anderson Cancer Center,
Houston, Texas.

Background. Pretreatment serum prostate specific antigen (PSA) level is a powerful prognostic
factor for clinically localized prostate carcinoma. The traditional prognostic factors, T classification
and Gleason score, appear to have been relegated to aminor position. This study was conducted
to evaluate the relative prognostic roles of PSA, T classification, and Gleason score in a large cohort
of menirradiated in the PSA era.

Methods. The authors analyzed the outcome for a group of 938 men with T1-T4, NO or NX, MO
prostate carcinoma who received definitive external beam radiation therapy as their only initial
treatmentduring the period 1987-1995. The T classification were as follows: T'1,283 (30%); T2, 360
(38%); T3/T4,295 (31%). Gleason scores were as follows: Gleason 2-6, 580 (62%); Gleason 7,224
~ (24%); Gleason 8-10, 122 (13%). Pretreatment PSA levels (ng/mL) were as follows: PSA £4, 167
(18%);PSA4t0£10,363(39%); PSA 10t0£20,259 (28%); PSA >20, 149 (16%). Atamean follow-
up of 43 months (range, 6-106 months), disease outcome specified as relapse/rising PSA, local
recurrence, or metastasis was analyzed using univariate and multivariate techniques.

Results. The 6-year actuarial incidences of relapse/rising PSA, local recurrence, and metastases
were 48%,27%, and, 6%, respectively. Inmultivariate regression, pretreatment PSA level, T clas-
sification, and Gleason score were each independently highly significantly (P <0.001) correlated
with every endpoint. Pretreatment PSA level was the most significant variable forrising PSA and
local recurrence, and T classification was the most significant variable for metastatic relapse. Using
relapse/rising PSA as the endpoint, the authors formulated a highly significant 6-tier prognostic
grouping based on PSA, T classification, and Gleason score, as follows: Category I: T1/T2, PSA £
4, and Gleason 2-6 (relapse rate, 6%); Category II: T1/T2, PSA £4 and Gleason 7-10,0r PSA 4 to £
10and Gleason 2-7 (relapse rate, 30%); Category III: T1/T2, PSA to £ 10 and Gleason 8-10,0r PSA
10to £20and Gleason < 8 (relapse rate, 40%); Category IV: T3/T4,PSA < 10 (relapse rate, 46%);
Category V: T3/T4,PSA 10to £20, and Gleason < 8 (relapse rate, 57%); Category unfavorable: any
T,PSA>20and any Gleason, or PSA 10 to £ 20 and Gleason 8-10 (relapse rate, 88 %).

Conclusions. The establishment of T classification and Gleason score as independent prognostic
factors bridges an apparent gap between an older era and the current PSA era. PSA has supple-
mented, rather than supplanted, the utility of the traditionally established prognostic factors for
clinically localized prostate carcinoma.
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Multiple myeloma
Régis Bataille, M.D., Ph.D., and Jean-Luc Harousseau, M.D.

Multiple myeloma is adisorder in which malignant plasma cells accumulate in the bone marrow and
produce an immunoglobulin, usually monoclonal IgG or IgA. Common complications of overt
multiple myeloma include recurrent bacterial infections, anemia, osteolytic lesions, and renal
insufficiency. Multiple myelomais responsible for about I percent of all cancer-related deaths in
Western countries. Its epidemiologic pattern remains obscure, and its cause is unknown'.
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Human granulocyte colony-stimulating factor after induction chemotherapy in
children with acute lymphoblastic leukemia

Ching-Hon Pui, M.D.,James M. Boyett, Ph.D., Walter T. Hughes, M.D., Gaston K. Rivera, M.D.,
Michael L. Hancock, M.S.,John T. Sandlund, M.D., Timothy Synold, Pharm.D., Mary V. Relling,
Pharm.D., Raul C.Ribeiro,M.D., William M. Crist, M.D., and William E. Evans, Pharm.D.

Abstract

Background. Recombinant human granulocyte colony-stimulating factor (G-CSF, or filgrastim)
hastens the recovery from neutropenia after intensive chemotherapy, butits role in the management
of childhood leukemiais unclear.

Methods. We randomly assigned 164 patients with acute lymphoblastic leukemia (age range, 2
months to 17 years) to receive placebo or G-CSF (10 pg per kilogram of body weight per day
subcutaneously), beginning one day after the completion of remission-induction therapy and
continuing until the neutrophil count was greater than orequal to 1000 per cubic millimeter for two
days. The clinical and laboratory effects of this therapy were documented for 21 days. The area
under the plasma G-CSF concentration-time curve was measured on days 1 and 7 in both groups.

Results. Responses to the growth factor could be assessed in 148 patients (73 in the G-CSF group
and 75 in the placebo group). G-CSF treatment did not significantly lower the rate of hospitalization
for febrile neutropenia (58 percentin the G-CSF group vs. 68 percent confidence interval, 0.59 to
1.16), increase the likelihood of event-free survival at three years (83 percent in both groups), or
decrease the number of severe infections (five in the G-CSF group vs. six in the placebo group).
Patients treated with G-CSF had shorter median hospital stays (6 days vs. 10days, P=0.011) and
fewer documented infections (12 vs.27,P=0.009). The median total costs of supportive care were
similar in the G-CSF and placebo groups ($8,768 and $8,616, respectively). Among patients who
did nothave febrile neutropenia during the first week of G-CSF or placebo injections, higher systemic
exposure to the growth factor on day 7 was significantly related to alower probability of supsequent
hospitalization (P=0.049).

Conclusions. G-CSF treatment had some clinical benefit in children who received induction
chemotherapy for acute lymphoblastic leukemia, butitdid notreduce the rate of hospitalization for
febrile neutropenia, prolong survival, or reduce the cost of supportive care.
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Dose intensity for bolus versus infusion chemotherapy administration: review of
the literature for 27 anti-neoplastic agents

J.Lokich & N. Anderson
Cancer Center of Boston in Boston, Plymouth and Framingham, MA, USA

Summary

Problem: The dose intensity (DI) and the maximum tolerated dose (MT) of anti-neoplastic agents
is assumed to be a critical factor for achieving optimal therapeutic benefit. Each of these factors
may be influenced by the schedule of drug administration, specifically infusional or bolus delivery.

Objective: Toreview the literature for selected antineoplastic drugs to analyze the relative DI and

. MTD for bolus vs. infusional administration schedules.

Methods: Clinical reports of bolus and infusional delivery of chemotherapeutic drugs in the
categories of antimetabolites; alkylating agents; antibiotics; plant alkaloids and platinum analogues
were collected focusing on phase I'studies establishing the MTD per cycle and the DI. Infusional
schedules were defined as continuous parenteral administration for more than 24 hours or, in some
instances, daily bolus dosing for one hour for 3 to 5 days. Bolus schedules sere defined as ad-
ministration over minutes up to 24 hours and also included daily dosing in some cases.

Results: For antimetabolites, the infusional schedule generally decreases the MTD and DI relative
to bolus administration but for 5-FU, the MTD and DI both increase. For alkylating agents and the
platinum analogues, the MTD and DI for bolus and infusional delivery are generally comparable;
butinfusional administration results in aslightly increased MTD for thiotepa and for ifosfamide,
the MTD is increased depending upon the duration of the infusion. For the antibiotics and the
plantalkaloids, the MTD and DI of infusional administration is variable related to the specific agent
and the infusion duration and may be increased, decreased or comparable to the MTD of bolus
schedules.

Conclusions: The MTD and DI for most cytotoxic agents administered by bolusversus infusional
schedules is unpredictable and variable and is influenced by the infusion duration and the interval
between treatment cycles (for example threeversusfour week intervals). The MTD and Dl increase
substantially with infusional delivery for thiotepa, 5-FU and VM26 (the latter in leukemia specifically)
and decrease substantially for the antimetabolites FUDR, ara-C, methotrexate and 6MP. For most
otheragentsand inall four drug categories, the MTD and DI are relatively comparable although for
ifosfamide and topotecan, the duration of infusion determines whether the MTD and DI increases,
decreases or stays the same relative to bolus administration. The use of cytokines may substantially
change the MTD and DI especially for bolus administration since dose limiting toxicity is he-
matologic for many agents.
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Diagnosis and treatment of major depression among people with cancer

Sharon M. Valente, RN., Ph.D., Faan and Judith M. Saunders, R.N., D.N.Sc.,FAAN

Although depressive disorders are common among 20-25% of people with cancer, they are fre-
quently unrecognized. Untreated depression in the presence of comorbid conditions may resultin
more frequent clinic visits, increased costs, extended hospitalization, and reduced compliance and
quality-of-life. Oncology clinicians need nothave psychiatric expertise to play amajorrole in the
detection and treatment of depression and in the prevention of suicide. Using early detection and
screening tools, the nurse can identify depressed patients and can collaborate in their treatment.
Approximately 80-90% of depressed patients are effectively treated with psychotherapy, and/or
pharmacologic, or somatic, interventions. Failure to diagnose or reluctance to treat depression
among patients with cancer is acommon error and can increase morbidity and mortality.
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A multicentre, double-blind study comparing placebo, ondansetron and ondansetron
plus dexamethasone for the control of cisplatin-induced delayed emesis

1. Olver', W. Paska? A. Depierre?, J.-F. Seitz*, D.J. Stewart’, L. Goedhals®, B. McQuade?, J. McRae?
& J.R. Wilkinson?on behalf of the Ondansetron Delayed Emesis Study Group

'Royal Adelaide Hospital, Adelaide, Australia; *Glaxo Wellcome Research and Development,
Greenford, UK;*Centre Hospitalier Universitaire, Besancon;‘Institut]. Paolil. Calmette, Marseille,
France; OttawaRegional Cancer Centre, Ottawa, Canada;*National Hospital, Bloemfontein, South
Africa

Summary

Background: The purpose of this study was to investigate the efficacy and safety of oral on-
dansetron, given alone or in combination with dexamethasone in the control of cisplatin-induced
delayed emesis.

Patients and methods: This was an international, multicentre, double-blind, randomised, -placebo-
controlled, parallel group study. A total of 640 chemotherapy-naive patients received ondansetron
8 mgi.v. and dexamethasone 20 mg i.v. for the control of acute emesis prior to cisplatin (370 mg/
m?) on day 1. Patients who were not rescued or withdrawn on day 1 were to be randomised 24
hours after the start of cisplatin administration to one of four groups; group I placebo oral (p.0.),
twice daily (bd) on days 2-6 (n=125); group Il ondansetron (8§ mg p.o. bd) on days 2/3 followed by
placebo (p.o. bd) on days 4-6 (n = 199); group III ondansetron (8 mg p.o. bd) on days 2-6
(n=214); group IV ondansetron (8 mg p.o. bd) plus dexamethasone (4 mg p.o. bd) on days
2-6 (n=66).

Results: Onday 1,81% of patients had complete control of acute emesis, with 68 % having no emesis
and no nausea. Over days 2/3 and over days 2-6, significantly more patients receiving ondansetron
plus dexamethasone (group IV) reported no emesis and no nausea (49% and 45%, respectively)
compared to ondansetron alone (32% and 27%, respectively) or placebo (group I; 33% and 27%,
respectively;P<0.05 for all pairwise comparisons). There were no significant differencesin the
control of emesis over days 2/3, where 61% of patients had complete emetic control (0 emetic
episodes) with ondansetron plus dexamethasone (group IV),54% with ondansetron (groups IT+
I11) and 49% with placebo (group I). In the distribution of nausea grades, ondansentron plus
dexamethasone (group IV) was significantly superior to ondansetron (groups 11+ III; = 0.037)
and placebo (group I;=0.013) overdays 2/3. Over days 2-6 there were no significantdifferences
in the control of emesis, however acomparison of the distribution of nausea grades over days 2-6
showed ondansetron plus dexamethasone (group IV) to be significantly superior to ondansetron
(group I1I;P=0.043) and placebo (group [;P=0.024).

All treatments were well tolerated and no unexpected drug-related adverse events were reported.
There were no differences in the overall incidence of adverse events between the active treatment
groups or placebo. Constipation and headache, recognised side effects of 5-HT, receptor anta-
gonists, were the most commonly reported adverse events with the incidence of constipation with
ondansetron alone (group IIT) being significantly greater than with placebo over days 2-6 (14% vs.
6%;,P=0.030).

Conclusion: In contrast to some previous investigations, in this study, ondansetron alone appears
to have aminorrole in the control of cisplatin-induced delayed emesis and nausea. In conclusion,
the combination of oral ondansetron plus dexamethasone is superior to ondansetron and to placebo.
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Granulocyte colony-stimulating factor in severe chemotherapy-induced afebrile neutropenia

LynnC.Hartmann,M.D., Loren K. Tschetter, M.D., Thomas M. Habermann, M.D., Larry P. Ebbert, M.D., P. Steven
Johnson,M.D.,James A. Mailliard, M.D., Ralph Levitt, M.D., VeraJ. Suman, Ph.D., Thomas E. Witzig, M.D., H.S.
Wieand, Ph.D.,Langdon L. Miller, M.D., and Charles G. Moertel, M.D.*

Abstract

Background. Randomized trials of colony-stimulating factors in febrile patients with neutropenia after che-
motherapy have not consistently shown clinical benefit. Nevertheless, the use of colony-stimulating factors to
treat patients with chemotherapy-induced neutropenia is widespread.

Methods. We performed arandomized, double-blind, placebo-controlled trial of granulocyte colony-stimulating
factor (G-CSF) in afebrile outpatients with severe chemotherapy-induced neutropenia. We measured the number
of days in the hospital, number of days the patient received parenteral antibiotics, and number of culture-positive
infections.

Results. Werandomly assigned 138 patients toreceive G-CSF (n=71) or placebo (n=67). The median time to an
absolute neutrophil count higher than 500 per cubic millimeter was significantly shorter for patients whoreceived
G-CSF (two days, vs. four days for the patients given placebo). However, there was no effect on the rate of
hospitalization, number of days in the hospital, duration of treatment with parenteral antibiotics, or number of
culture-positive infections.

Conclusions. Routine therapeutic application of G-CSF in afebrile patients with severe neutropenia can reduce
the duration of neutropenia, but this does not appear to provide practical clinical benefit.
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Physical activity and the risk of breast cancer
Inger Thune, M.D., Tormod Brenn, M.Sc., Eiliv Lund, M.D., Ph.D., and Maria Gaard, M.D.

Abstract
Background. Because physical activity may affect hormonal concentrations and energy balance, we decided to
investigate whether everyday exercise is related to the risk of breast cancer.

Methods. During 1974 to 1978 and 1977 to 1983, atotal of 25,624 women, 20 to 54 years of age atentry, enrolled in
health surveys and answered questionnaires about leisure-time and work activity.

Results. During a median follow-up of 13.7 years, we identified 351 cases of invasive breast cancer among the
25,624 women in the cohort. Greater leisure-time activity was associated with areduced risk of breast cancer, after
adjustments for age, body-mass index (the weight in kilograms divided by the square of the height in meters),
height, parity, and county of residence (relative risk, 0.63; 95 percent confidence interval, 0.42 to 0.95), among
women who exercised regularly, as compared with sedentary women (P for trend = 0.04). Inregularly exercising
women, the reduction in risk was greater in pre-menopausal women, than in postmenopausal women, and greater
inyounger women (<45 years at study entry) than in older women (345 years) (relative risk, 0.38; 95 percent confidence
interval,0.19t00.79). In stratified analyses the risk of breast cancer was lowest in lean women (body-mass index,
<22.8) whoexercised at least four hours per week (relative risk, 0.28; 95 percent confidence interval, 0.11 to 0.70).
The risk was also reduced with higher levels of activity at work, and again there was a more pronounced effect
among premenopausal than post-menopausal women.

Conclusions. Physical activity during leisure time and at work is associated with areduced risk of breast cancer.
(NEnglJMed 1997;336: 1269-75.)
© 1997, Massachusetts Medical Society.
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Nutritional support
Wiley W. Souba, M.D., Sc.D.

The indications for providing nutrients by the enteral or intravenous route (nutritional support)
are not well defined, and the efficacy of nutritional support in many circumstances is unproved.
Nonetheless, nutritional support is widely used for several reasons: malnutrition is common in
hospitalized patients'2, there is an association between malnutrition and increased morbidity**
and mortality®, it seems intuitively likely that well-nourished patients will respond most favorably
to treatment, nutritional support can be administered safely to most patients, and clinical trials
indicate that it is beneficial in selected patients®’.

Virtually all patients can be fed intravenously or enterally, because of the development of two
important techniques: the infusion of hypertonic nutrient solutions by central venous cathe-
terization and the intraluminal administration of specific enteral diets through a feeding tube. Both
parenteral and enteral formulations can deliver all essential nutrients, and many patients who cannot
eatnormally live productive lives while being nourished exclusively by one or both of these routes.
Although the justification for providing nutritional support has been to prevent or reverse the
wasting of host tissue, the primary rationale for its use should be to improve clinical outcome.
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Complications leading to surgery after breast implantation

Sherine E. Gabriel, M.D.,M.Sc., JohnE. Woods, M.D., W. Michael O’Fallon, Ph.D., C. Mary Beard,
R.N.,M.P.H.,Leonard T. Kurland, M.D., Dr.P.H.,and L. Joseph Melton III, M.D.

Abstract
Background. Local complications that require additional surgical procedures are an important
problem for women with breast implants.

Methods. We studied 749 women who lived in Olmsted County, Minnesota, and received a first
breastimplantat the Mayo Clinic between 1964 and 1991. We identified complications that occurred
after the initial procedure and after any subsequent implantation. A complication was defined as
asurgical procedure performed for any of the following reasons: capsular contracture; rupture of
the implant; hematoma or bleeding; infection or seroma of the wound; chronic pain; extrusion,
leakage, or sweating of the implant; necrosis of the nipple, areola, or flap; malfunction of the filler
port of a tissue expander; and wound dehiscence.

Results. During follow-up (mean, 7.8 years; range, O to 25.8), 208 (27.8 percent) of the women
underwent 450 additional implant-related surgical procedures. Ninety-one (20.2 percent) were
anticipated, staged procedures or were done because the patient requested a size change or aesthetic
improvement, and 359 procedures (79.8 percent) had at least one clinical indication (thus cons-
tituting acomplication). Complications occurredin 178 (23.8 percent) of the 749 women and involved
274 (18.8 percent) of the 1454 breasts with implants and 321 (18.8 percent) of the 1703 implants. The
most frequent problem was capsular contraction (131 women), followed by implantrupture (43 [5.7
percent]), hematoma (43), and wound infection (19). The rate of complications was significantly
lower (P<0.001) among women with cosmetic implants (6.5 percent at one year, 12 percentat five
years) than among those whoreceived implants after mastectomy for breast cancer (21.8 percent
at one year, 34 percent at five years) or prophylactic mastectomy (17.3 percent at one year, 30.4
percentat five years).

Conclusions. Women who have had breast implantation frequently experience local complications
during the subsequent five years. Complications were significantly less frequentamong patients
who received implants for cosmetic reasons than among those who received implants after mas-
tectomy for cancer or for cancer prophylaxis.
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Tumor-related prognostic factors for breast cancer
William L. Donegan, MD

Introduction

The number of tumor-related features available to predict the prognosis of patients with breast
cancer has grown impressively inrecent years. Histology, tumor stage, and lymph-node status are
now supplemented with measurements of steroid hormone receptors, ploidy, S-phase fractions,
growth factors, oncogenes, and oncogene products. Cellular and molecular biology have not only
advanced the understanding of carcinogenesis, but have provided a host of new biologic measures
potentially related to clinical outcome.

Interestin prognostic factors has been stimulated by the success of systemic adjuvant therapy for
early-stage, operable cancer of the breast. Any feature of atumor, or combination of features, that
accurately indicates which patients are destined forrecurrence and which are not is of considerable
importance. Patients destined for recurrence can be selected for systemic adjuvant therapy, while
patients who will not have a recurrence can be spared the morbidity of a treatment that offers no
benefit. Inaddition, refinement of prognostic information facilitates improved clinical testing by
ensuring comparability of treatment groups and providing markers to measure the success or failure
of specific therapies.

The literature devoted to prognostic factors for breast cancer is extensive. Scientific reports are
supplemented by amultitude of letters, reviews, and meta-analyses. Univariate and multivariate
analyses are basic techniques. Variables are individually compared with measures of outcome,
and those that are significantly related to outcome are used in multivariate analyses to determine
if they have independent predictive value.These are the combined to form new prognostic ca-
tegories.The mix of individual variables changes, however, and interrelationships are not always
consistent.

Measures of outcome are multiple, and relationships to outcome are subject to change with duration
of follow-up.

Confirmation of projected outcomes with prospective studies is largely lacking for newer variables.
The complexities are such that computer models are needed for integration of information. Com-
puterized neural networks that are designed to learn from new data and predict individual patient
outcome are under development to assist clinicians in making decisions about clinical mana-
gement.The purpose of this article is to review tumorrelated biologic factors of current interest and
relate them to prognosis and treatment objectives.
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Treatment of adult acute lymphoblastic leukemia
GinnaF. Laportand Richard A. Larson

Acute lymphoblastic leukemia (ALL) has served as a model for the cure of neoplasia by che-
motherapy. Current treatment results in complete remissions in 80% to 90% of cases with long-
termsurvival of 30% to 40%. Mature B cell and T cell ALL cases that previously had a poor prognosis
arenow viewed as favorable subgroups. Treatment regimens have evolved empirically into complex
schemes, although few of the individual components have been rigorously tested in randomized
trials. Maintenance therapy is a standard component of pediatric ALL, but its benefit has not been
completely established in adults, although two trials which omitted maintenance are notable for
shortdisease-free survival. Optimal consolidation and intensification therapy remains controversial
with numerous trials suggesting benefit, but several randomized trials fail to confirm improved
disease-free survival. Central nervous system prophylaxis is an integral step in treatment. Iden-
tification of subtypes of ALL with different prognosis and treatment requirements offers the
potential to improve managementand survivalin ALL.




17/23 - British Journal of Haematology, 97: 596-602, 1997

Prognostic factors in elderly acute lymphoblastic leukaemia

Ollivier Legrand', Jean-Pierre Marie?, ZoraMarjanovic', Monique Cadiou?, Claude Blanc?, Sylvie
Ramond?, Franck Viguié?, Jean-Y ves Perrot*and Robert Zittoun'

IService d’Hématologie Clinique;*Service d’Hématologie Biologique, et*Service de Cytogénétique,
Hopital Hotel-Dieu, Paris, France

Summary

Aretrospective study was performed on 46 unselected acute lymphoblastic leukaemia (ALL) elderly
patients aged 60 years ormore. Only 50% of these patients were included in the EORTC cooperative
clinical trials, thus confirming the important selection bias in most of the published series on elderly
ALL patients. 43% of the elderly patients achieved acomplete remission (CR). The median survival
was 10 months and the 5-year overall survival was only 7.6 + 4%. In multivariate analysis, W.H.O.
performance status and peripheral blast counts at day 7 were found to significantly influence
achievement of CR and survival. In patients with W.H.O. performance status 32, 35% died during
induction treatment versus 4% in patients with W.H.O. performance status < 2. Patients > 70 years
old showed a marked drop of the CR rate (27%) compared to those aged 60-69 (67%), and a very
high death rate during the induction period (38% versus 4%). This suggests that ALL protocol
treatments should be proposed until 70 years in patients with good-performance status, whereas
less intensive treatment should be offered to elderly patients with performance status 3 2 and/or
age 370. Peripheral blast counts at day 7 may help to adjust the treatment during induction phase.
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Paediatric oncology update
Acute lymphoblastic leukaemia

J.S.Lilleyman
Department of Paediatric Oncology, St Bartholomew’s and the Royal London School of Medicine,
StBartholomew’s Hospital, LondonEC1A 7BE, U.K.

Many Enigmas continue to surround childhood acute lymphoblastic leukaemia (ALL). We still do
notknow what causesit, how long it takes to develop, how best to classify the different subtypes,
or how best to use the therapeutic tools we currently have at our disposal. So the “Great Success
Story” of paediatric oncology is far from complete. Current uncertainties about the disease can
conveniently be considered in the three areas of aetiology, biology and therapy.
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Low-dose compared with standard-dose m-BACOD chemotherapy fornon-Hodgkin’s
lymphoma associated with human immunodeficiency virus infection

Lawrence D. Kaplan, M.D., DavidJ. Straus, M.D., Marcia A. Testa, M.P.H., Ph.D., Jamie Von
Roenn, M.D., Bruce J. Dezube, M.D., Timothy P. Cooley, M.D., Brian Herndier, M.D., Ph.D.,
Donald W. Northfelt, M.D., Jenny Huang, M..S., Anil Tulpule, M.D., and Alexandra M. Levine,
M.D

For the National Institute of Allergy and Infectious Diseases AIDS Clinical Trials Group*

Abstract

Background. Reduced doses of cytotoxic chemotherapy or standard-dose therapy plus amyeloid
colony-stimulating factor decreases hematologic toxicity and its complications in patients with
non-Hodgkin’s lymphomaassociated with infection with the human immunodeficiency virus (HIV).
However, the effect of reducing the doses of cytotoxic chemotherapeutic agents on clinical outcome
is not known.

Methods.Werandomly assigned 198 HIV-seropositive patients with previously untreated, aggressive
non-Hodgkin’s lymphomatoreceive standard-dose therapy withmethotrexate, bleomycin, doxorubicin,
cyclophosphamide, vincristine, and dexamethasone (m-BACOD) along with granulocyte-macrophage
colony-stimulating factor (GM-CSF; n=94) orreduced-dose m-BACOD with GM-CSF administered
only asindicated (n=98).

Results. A complete response was achieved in 39 of the 94 assessable patients assigned to low-
dose therapy (41 percent) and in 42 of the 8 1 assessable patients assigned to standard-dose therapy
(52 percent, P=0.56). There were no significant differences in overall or disease-free survival;
median survival times were 35 weeks for patients receiving low-dose therapy (risk ratio for deathin
the standard-dose group, 1.17;95 percent confidence interval, 0.84to 1.63; P=0.25). Toxic effects
of chemotherapy rated grade 3 or higher occurred in 66 of 94 patients assigned to standard-dose
therapy (70 percent) and 50 of 98 patients assigned to low-dose treatment (51 percent, P =0.008).
Hematologic toxicity accounted for the difference.

Conclusions. As compared with treatment with standard doses of cytotoxic chemotherapy (m-
BACOD), reduced doses caused significantly fewer hematologic toxic effects yethad similarefficacy
in patients with HIV-related lymphoma. Dose-modified chemotherapy be should be considered
formost HIV-infected patients with lymphoma.
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The treatment of adult acute myeloid leukemia
JamesF. Bishop

Induction therapy of acute myeloid leukemia (AML) with standard-dose chemotherapy will result
in52% to 72% of patients achieving acomplete remission (CR) on bone marrow morphology. Newer
agents that appear to improve the outcome of induction therapy are etoposide, idarubicin, and
high-dose cytarabine. New studies are now required to define new induction combinations and
the place of these and other promising new drugs in the treatment. Standard attenuated pos-
tremission therapy is required after standard induction to maintain remission. However, new
intensified postremission therapies have significantly improved outcome inde novo AML. This
development has required re-examination of the value of intensive treatment. There is now clear
clinical evidence that a dose-response effect is present for cytarabine in AML. The optimal pla-
cement of intensified treatment and marrow transplantation requires further study. In the future, it
islikely that new treatment strategies will be defined by identifying new prognostic subgroups. To
identify new successful induction treatments in AML, more precise measures of CR are required
including an attempt to define cytogenetic CR and molecular CR wherever it can be applied. A
theoretical model of blast cell kill would suggest that remission duration may be a useful clinical
end point to study the influence of new induction therapies on residual resistant leukemia.
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Clinical correlates of elevated serumlevels of interleukin-6 in patients with untreated Hodgkin’s
disease '

J.F.Seymour,M.D.,B.S.,M. Talpaz, M.D.,F.B. Hagemeister, M.D., F. Cabanillas,M.D.,R. Kurzrock, M.D.

Background: Interleukin-6 (IL-6) is a potent immunomodulatory cytokine that may have pathogenetic sig-
nificance in several malignancies. In addition, high IL-6 levels have been associated with a poor prognosis in
multiple myeloma, nonHodgkin’s lymphoma, ovarian cancer, and renal cancer, as well in advanced Hodgkin’s
lymphoma. In this study, we analyzed IL-6 levels in newly diagnosed Hodgkin’s disease and determined clinical
correlates of elevated levels.

Patients and methods: Using a sensitive enzyme-linked immunosorbent assay (lower limit of sensitivity =
0.35 pg/mL) we measured IL-6 levels in sera from 33 healthy controls and 65 untreated patients with Hodgkin’s
disease.

Results: Interleukin-6levels in the Hodgkin’s patients (median 2.7 pg/mL; range < 0.35 to 38.4 pg/mL) were
significantly higher than in the controls (median <0.35 pg/mL;range <0.35to 1.87 pg/mL;P<0.0001). Interleukin-
6levels were also higher in males (P = 0.03) and in patients with bulky disease (P =0.026) or advanced Ann
Arbor stage (P=0.017). In addition, serum levels of IL-6 also showed direct linear correlations with the ery-
throcyte sedimentationrate (r=0.64,P=0.0007), platelet count (r=0.53,P <0.0001), leukocyte count (r=0.36,
P=0.003),and B -microglobulin level (r=0.4,P=0.0012);and an inverse linear correlation with serum albumin
level (r=-0.43,P=0.0003). In the 10 patients tested who had elevated serum IL-6 levels pretherapy and who
achieved complete remission, serum IL-6 values decreased at the time of remission to the range found in healthy
controls.
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Evaluation of the revised European-American lymphoma classification confirms the clinical
relevance of immunophenotype in 560 cases of aggressive non-Hodgkin’s lymphoma

By A.Melnyk, A. Rodriguez, W.C. Pugh, and F. Cabannillas

The Revised European-American Lymphoma (REAL) classification has been criticized for its emphasis on the
unproven clinical relevance of immunophenotype. A worse prognosis for peripheral T-cell non-Hodgkin’s
lymphomas (PTCLs) has been inconsistently reported in part because the definition of PTCL has been imprecise
(eg, T-cell-rich B-cell non-Hodgkin’s lymphomas [TCRBCLs] have been misdiagnosed as PTCLs in the past)
and because its correlation with other known prognostic factors has not been studied by multivariate analysis.
We analyzed six protocols from 1984 to 1995 with Working Formulation intermediate grade and immunoblastic
lymphomas (exclusive of mantle cell) and selected only those cases in whichimmunophenotyping was perfor-
med and was conclusive. Of atotal of 560 evaluable patients, 68 were PTCLs (12%) and the remaining 492 (88%)
were B-cell non-Hodgkin’s lymphomas, including 16 TCRBCLs (3% of total). The 5-year failure-free survival
(FFS) for PTCLs and B-cell large-cell lymphomas (BCLCLs) is 38 % and 55%, respectively (P <.0001) and the 5-
year overall survival (OS) is 39% and 262%, respectively (P <.001). The M.D. Anderson prognostic tumor
score (MDATS) and International Prognostic Index (IPI) for all patients was calculated. With MDATS of less
than 3 (good prognosis), the 5-year FES for PTCL and BCLCL is 56% and 69 %, respectively (P=.01), and the 5-
year OS is 64% and 77%, respectively (P=.06). With MDATS of greater than 2 (poor prognosis), 5-year FES for
PTCL and BCLCL is26% and 38 %, respectively (P =.03) and the 5-year OS is 24% and 41 %, respectively (P =
.02). WithanIPIofless than 3 (good prognosis), the 5-year FES for PTCL and BCLCL is 49% and 64 %, respectively
(P=.001),and the 5-year OS is 55% and 71%, respectively (P=.013). Withan IPI greater than 2 (poor prognosis),
the 5-year FF'S for PTCL and BCLCL is 1 1% and 35%, respectively (P=.044), and the 5-year OS is 10% and 40%,
respectively (P = .011). Multivariate analysis shows that MDATS, IPI, and T-cell phenotype are totally
independentand are the mostsignificant predictors of FFS and OS. The 68 PTCLs include 45 PTCLs unspecified,
10Ki-1 anaplastic (ALCL), 8 angioimmunoblastic, and 5 angiocentric lymphomas. Angiocentrics were usually
refractory (1 of 5remissions only). ALCL rarely relapsed late. We conclude that the immunophenotypic basis
of the REAL classification is clinically relevant and that, although other prognostic features also influence
outcome, the T-cell phonotype still remains an independent and significant prognostic factor.
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Definitive irradiation in the treatment of Hodgkin’s disease
Analysis of outcome, prognostic factors, and long term complications

JudithD. Sears, M.D.!, Kathryn M. Greven, M.D.!, Carolyn R. Ferree, M.D.!, Ralph B. D’ Agostino,
Jr.,Ph.D.

'Department of Radiation Oncology, Bowman Gray School of Medicine, Winston-Salem, North
Carolina;?Department of Biostatistics, Bowman Gray School of Medicine, Winston-Salem, North
Carolina.

Background. In the curative treatment of Hodgkin’s disease, many institutions give doses above
40Gray (GY). To assess the effectiveness of treating patients with 35 Gy, datafrom asingle institution
regarding survival, prognostic factors, patterns of failure, and secondary complications were
reviewed.

Methods. Data for atotal of 172 patients with Hodgkin’s disease werereviewed. All patients received
definitive irradiation between 1971 and 1994. Median follow-up was 110 months. Kaplan-Meier
methods were used to estimate survival, relapse-free survival, and complication rates.

Results. Relapse-free survival was 83% at 5 years and 76% at 10 years. He only two prognostic

factors related to relapse-free survival were the stage of disease and the number of sites. The involved

infield control rate was 96%. The 10-year estimates of hypothyroidism and second malignancies
were 14% and 10%, respectively.

Conclusions. Doses of 35 Gy are adequate for treating Hodgkin’s disease. The stage of disease
and the number of sites are predictive of relapse-free survival. The incidence of late complications
necessitates long term surveillance of these patients.
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High-dose chemotherapy and autologous bone marrow transplantation compared
with MACOP-B in aggressive B-cell lymphoma

Alessandro M. Gianni, M.D., Marco Bregni, M.D., Salvatore Siena, M.D., Cristina Brambilla, M.D.,
Massimo Di Nicola, M.D., Fabrizio Lombardi, M.D., Lorenza Gandola, M.D., Corrado Tarella,
M.D., Alessandro Pileri, M.D., Fernando Ravagnani, M.D., Pinuccia Valagussa, B.S., and Gianni
Bonadonna, M.D.

Abstract

Background. We compared aregimen of six chemotherapeutic agents administered sequentially
at high doses, followed by myeloablative treatment and bone marrow transplantation, with a
regimen of methotrexate, doxorubicin, cyclophosphamide, vincristine, prednisone, and bleomycin
(MACOP-B) as initial or salvage treatment for adults with diffuse large-cell lymphoma.

Methods Ninety-eighteligible patients with diffuse large-cell lymphoma of the B-cell type were randomly
assigned toreceive either MACOP-B (50 patients) or high-dose sequential therapy (48 patients). If the
assigned treatment failed, the study design allowed patients to cross over to the other treatment group.

Results. Afteramedian follow-up of 55 months, the patients given high-dose sequential therapy,
as compared with those treated with MACOP-B, had significantly higher rates of complete response
(96 percent vs. 70 percent, P=0.001), freedom from disease progression (84 percent vs. 49 percent,
P<0.001), freedom from relapse (88 percent vs. 70 percent, P=0.055), and event-free survival (76
percent vs. 49 percent, P = 0.004). The difference in overall survival at seven years, which also
favored the group assigned to high-dose sequential therapy, was marginally significant (8 1 percent
vs. 55 percent, P=0.09).

Conclusions. High-dose sequential therapy is superior to standard-dose MACOP-B for patients
with diffuse large-cell lymphoma of the B-cell type.




17/31 - Cancer, 79: 2345-2353, 1997

Prolonged survival of 2 years or longer for patients with disseminated melanoma
An analysis of related prognostic factors

Christoph U. Brand, M.D.}, Ulf Ellwanger, M.S.2, Waltraud Stroebel, Ph.D.?, Friedegund Meier,
M.D 2, Bettina Schlagenhauff, M.D.?, Gernot Rassner, M.D.?, Claus Garbe, M.D.>
'Dermatological Clinic, Inselspital, Berne, Switzerland;*Section of Dermatologic Oncology,
Department of Dermatology, Eberhard-Karls-University, Tuebingen, Germany

Background. Once melanoma has metastasized to distant sites, the prognosis is usually poor,
showing an overall median survival of 6-8 months. Long term survival is extremely rare, and there
is still controversy concerning the prognostic significance of therapeutic modalities. The aim of
the current study was to identify important prognostic factors associated with Stage IV melanoma.

Methods. The current study was based on data for 3258 melanoma patients, for whom clinical,
pathologic, and long term follow-up information was recorded during the period 1976-1996 at the
Eberhard-Karls-University in Tuebingen, Germany. The attainment of 2 years’ or longer survival
time by patients with disseminated melanoma was addressed, and amultivariate analysis of related
prognostic factors was performed by logistic regression.

Results. Four hundred forty-two patients (13.6%) developed distant metastasis, The mediar survival
time was 7 months, and the 2-year, 5-year, and 10-year survival rates were 11.9%, 6.7%, and 4.7%,
respectively. Forty-five patients had prolonged survival of 2 years or longer. Significantly more
females belonged to the group of long term survivors (P =0.0186). Of the modalities of therapy
given, only surgery was associated with prolonged survival (P <0.0001). Primary metastasis to the
skin (P=0.006), the brain (P=0.015), more than a single metastatic site (P =0.002), and Karnofsky
performance status of less than 80 (P =0.0035) were significantly related to short term survival. In
addition, subsequent development of two or more new metastatic sites was also associated with
shortterm survival (P=0.0025).

Conclusions. In the current analysis, prolonged survival of 2 years or longer for patients with
disseminated melanoma was shown to depend on gender, site of primary metastasis, number of
metastatic sites, and Karnofsky performance status. Of the modalities of therapy given, only surgery
significantly influenced survival. However, in a small percentage of patients, long term complete
remission was achieved with chemotherapy alone or in combination with surgery, suggesting that
such regimens might be curative in selected cases.
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Anti-HTLV-1 antibody positive cutaneous T-cell lymphoma

ArataKikuchi,M.D.,Ph.D.!, Yoshiyuki Ohata, M.D.", Hiroko Matsumoto, M.D.%, Makoto Sugiura, M.D.,Ph.D.2,
Takeji Nishikawa, M.D.,Ph.D.!

'Department of Dermatology, Keio University School of Medicine, Tokyo, Japan;?Division of Dermatology,
Shimizu City Hospital, Shizuoka, Japan.

Background. Adult T-cell leukemia/lymphoma (ATLL) is a neoplasm of the mature helper T-lymphocyte.
Human T-lymphotropic virus type 1 (HTLV-1) has been shown to be the cause of this neoplasm. Recently,
however, the HTLV-1 genome has been found in some patients with cutaneous T-cell lymphoma (CTCL),
which suggests acausal relation of HTLV-1 to CTCL. Thus, the relation between the HTLV-1 genome and
CTCL, as well as the difference between ATLL and CTCL, have come into question.

Methods. The authors examined two patients with CTCL whose serum anti-HTL V-1 antibodies were constantly
positive. The Southern blot technique, inverse polymerase chain reaction (IPCR), and polymerase chain
reaction (PCR) with four sets of primers forgag, pol, env,and pXregions of HTLV-1 were used to clarify the
distinctions between ATLL and CTCL.

. Results. Clinically, one patient presented with multiple subcutaneous nodules withinvolvements of the internal
organ, and the other patient was typical for mycosis fungoides. No integration of HTLV-1 DNA was detected
by IPCR or the Southern blot technique in either patient. PCRs with the four sets of primers were all found to
be positive for HTLV-1 exceptone.

Conclusions. The authors conclude that ATLL should be differentiated from CTCL in view of the responsibility
of HTLV-1 for promoting or maintaining CTCL.
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Risk of testicular cancer in cohort of boys with cryptorchidism
A.J. Swerdlow, C.D. Higgins, M.C. Pike

Abstract
Objective: To determine the risk of testicular cancer in relation to undescended testis and its treatment based
onrecorded details of the maldescent, treatment, and biopsy from case notes.

Design: Cohort study.

Setting:Hospital for Sick Children, Great Ormond Street, London.

Subjects: 1075 boys with cryptorchidism treated by orchidopexy or hormones at the hospital during 1951-64.
Mainoutcome measures: Relativerisk of testicular cancer in the cohort compared withmenin the general population.

Results: 12 testicular cancers occurred in 11 of the patients during follow up to mid-1990 (relativerisk of cancer
inmales with cryptorchidism = 7.5 (95% confidence interval 3.9 to 12.8). Therelative risk fell significantly
beyond 15 years after orchidopexy butdid notdecrease with younger age atorchidopexy. Risk was significantly
raised in testes that had had biopsy samples removed during orchidopexy (relativerisk=66.7 (23.9 to 143.3)
compared with a testis in a man in the general population) and was significantly greater in these testes than
in undescended testes that had not had biopsy samples taken at orchidopexy (6.7 (2.7 to 13.5)). No reasons
forbiopsy ordistinguishing clinical aspects of the testes thathad had biopsy samples taken and later developed
malignancies were evidentin the case notes. No histological abnormalities were evidentatinitial biopsy except
in one testis that had features of dysgenesis.

Conclusions: Biopsy seems to be astronger risk factor for testicular cancer than any factor previously identified.
The trauma of open biopsy may contribute substantially to risk of malignancy or the testes may have been
selected for biopsy on the basis of clinical factors predictive of malignancy but not mentioned in the case notes.
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Mantle cell lymphoma: a clinicopathologic study of 80 cases
By Larry H. Argatoff, Joseph M. Connors, Richard J. Klasa, Douglas E. Horsman, and Randy D. Gascoyne

Mantle cell lymphoma (MCL) is arelatively uncommon yetdistinct type of malignant lymphoma whose
clinical and pathological characterization has been limited by the small numbers of cases published to
date. We studied 80 cases of MCL seen atasingle institution over 7 years to determine both clinical and
pathological prognostic factors. The patients in this study were predominantly male (70%) and older
(mean age, 63 years) and presented with advanced-stage disease (88%). Extranodal involvement was
common. Median overall survival (OS) was 43 months. Except for performance status, prognosis was
notsignificantly influenced by clinical prognostic factors. Histologically, MCL architecture was classified
as diffuse (78%), nodular (16%), ormantle zone (6%); the OS mong these groups was identical. Increased
mitotic activity (> 20 mitotic figures per 10 high power fields), blastic transformation, and peripheral
blood involvementat diagnosis also predicted for a worse outcome, but bone marrow involvementdid
not. The presence or absence of a translocation (11;14) by cytogenetic analysis or abcl-1 rearrangement
by Southern analysis did not significantly predict outcome. In summary, this study of 80 cases of MCL
highlights its distinctive clinicopathologic features and shows that increased mitotic activity, blastic
morphology, and peripheral blood involvement at diagnosis are prognostically important factors.
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A multiple prognostic index predictive of disease outcome after irradiation for clinically
localized prostate carcinoma

Thomas M. Pisansky, M.D.!, Michael J. Kahn, Ph.D.2, Gregory M. Rasp, M.D.!, Stephen S. Cha, M..S .2,
Michael G.Haddock,M.D.!, David G. Bostwick, M.D.?

'Division of Radiation Oncology, Mayo Clinic and Mayo Foundation, Rochester, Minnesota;*Cancer
Center Statistics Unit, Mayo Clinic and Mayo Foundation, Rochester, Minnesota; *Department of
Laboratory Medicine and Pathology, Mayo Clinic and Mayo Foundation, Rochester, Minnesota.

Background. This investigation was conducted to identify independent pretherapy disease-related
factors associated with disease outcome in patients with clinically localized carcinoma of the prostate
(CaP) and to develop models that incorporated relevant covariates for estimating the risk of disease
relapse afterirradiation (RT).

Methods. The outcome of 500 patients treated only with RT between March 1987 and June 1993 for
clinical Stages T1-4NO,XMO CaP was evaluated. The risk of disease relapse as a function of individual
prognostic variables, and combinations thereof, was determined using logistic regression.

Results. Withamedian follow-up of 43 months (range, 4-103 months), 69 patients (14%) had clinical
evidence of local recurrence (27 patients), regional lymph node relapse (4 patients), or metastatic
relapse (38 patients) within 5 years of RT. Forty additional patients (8 %) had biochemical relapse
based solely on the post-RT serum prostate specific antigen (PSA) profile. Clinical tumor stage (P
=0.0006), Gleason score (P=0.001) of the diagnostic biopsy specimen, and pretherapy PSA (P <
0.0001) were associated with disease relapse. The risk of any relapse within 5 years of RT was
determined and graphically displayed as risk estimate plots for combinations of these pretherapy
prognostic variables.

Conclusions. The combination of pretherapy clinical tumor (T) stage, Gleason score, and PSA level
can be used to obtain improved estimates of the risk for disease relapse in patients treated solely
with RT for clinically localized CaP. Risk estimate plots of this type may facilitate exchange of
therapeutic outcome information, be instrumental in pretherapy decision-making for the new patient
with this condition, and aid in the selection of patients for future studies.
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Fifteen-year survival in prostate cancer
A prospective, population-based study in sweden

Jan-EricJohansson, M.D., Ph.D., Lars Holmberg, M.D., Ph.D., SaraJohansson, Reinold Bergstrém, Ph.D., Hans-
Olov Adami,M.D.,Ph.D.

" Objective. Todescribe the natural history of initially untreated early-stage prostate cancer. A key secondary objective
was to calculate long-term survival rates by stage, grade, and age at diagnosis.

Design. Prospective cohort study.
Setting. Population-based in 1 county of Sweden, without screening for prostate cancer.

Patients. A group of 642 patients with prostate cancer of any stage, consecutively diagnosed between 1977 and
1984 atamean age of 72 years with complete follow-up to 1994.

Main outcome measures. Proportion of patients who died from prostate cancer, and 15-year survival (with 95%
confidence interval [CI]), corrected for causes of death other than prostate cancer.

Results. In the entire cohort, prostate cancer accounted for 201 (37%) of all 541 deaths. Among 300 patients with a
diagnosis of localized disease (T0-T2), 33 (11%) died of prostate cancer. In this group, the corrected 15-year survival
rate was similarin 223 patients withdeferred treatment (81%; 95% CI, 72%-89%) and in 77 whoreceived initial treatment
(81%;95% CI, 67%-95%). The corrected 15-year survival was 57% (95% CI, 45%-68%) in 183 patients with locally
advanced cancer (T3-T4)and 6% (95% CI,0%-12%) in those 159 who had distant metastases at the time of diagnosis.

Conclusion. Patients with localized prostate cancer have a favorable outlook following watchful waiting, and the
number of deaths potentially avoidable by radical initial treatment is limited. Withoutreliable prognostic indicators,
anaggressive approach to all patients with early disease would entail substantial overtreatment. In contrast, patients
with locally advanced or metastatic disease need trials of aggressive therapy to improve their poor prognosis.
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Metastatic melanoma of unknown primary origin shows prognostic similarities to regional
metastatic melanoma ) o
Recommendations for initial staging examinations

Bettina Schlagenhauff, M.D., Waltraud Stroebel, Ph.D., Ulf Ellwanger, M.S., Friedegund Meier, M.D., Caroline
Zimmermann, M.D., Helmut Breuninger, M.D., Gernot Rassner, M.D., Claus Garbe, M.D.
Section of Dermatologic Oncology, Department of Dermatology, Eberhard-Karls-University, Tuebingen, Germany

Background. Metastatic melanoma of unknown primary origin accounts for approximately 2-6% of all melanoma
cases. The prognostic significance of this diagnosis is still controversial.

Methods. Of 3258 patients with malignant melanomarecorded during the period 1976-1996, 2.3% had metastases of
unknown primary origin. Anatomic distribution, clinical stage, and survival probabilities were evaluated.

Results. Thirty patients were classified as having cutaneous or subcutaneous in-transit metastases, and they showed
a5-yearsurvival rate of 83%. Thirty-seven patients were classified as having lymph node metastasis, and their 5-
year survival rate was 50%. Disseminated disease was diagnosed in only 8 patients, who had amedian survival of
6 months. Comparison of survival probabilities for patients with in-transit metastases and unknown primary tumors
with the probabilities for those with cutaneous primary tumors revealed a significant advantage for the former group.
No significant differences were found for patients with lymph node metastasis when those with unknown primary
tumors were compared with those who had cutaneous melanomas with regional lymph node metastasis.

Conclusions. The clinical disease course of patients with metastatic melanoma of unknown primary origin is similar
to that of patients with primary cutaneous melanoma when the same clinical stages of the disease are compared.
Based on the assumption that the majority of regional metastases develop from completely regressed primary
cutaneous melanoma, recommendations for initial staging examinations in patients withunknown primary tumors

are given in this article.
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Controversies in prostate cancer screening
Analogies to the early lung cancer screening debate

Mary McNaughton Collins, M.D., Michael J. Barry, M.D.

The current debate regarding early detection and aggressive treatment of prostate cancer is fueled by the
absence of controlled studies defining the risks and benefits of prostate cancer screening, and by the lack of
adequately powered trials demonstrating the benefit of curative treatment for early-stage prostate cancer.
Pending the results of clinical trials in 10 to 15 years, advocates of early detection of prostate cancer with
digital rectal examination and prostate-specific antigen have compared prostate cancer screening with the
effective strategy of breast cancer screening, implying that prostate cancer screening should similarly reduce
cancer mortality. They have also cited the high burden of disease, the acceptable operating characteristics
of digital rectal examination and prostate-specific antigen, a stage shiftamong cases detected by screening,
and the theoretical curability of early-stage disease as sufficient reasons to proceed with screening. These
arguments, however, are reminiscent of earlier arguments in favor of lung cancer screening with chest x-ray
examination and sputum cytology, a practice ultimately proven ineffective in clinical trials. We reviewed
published articles on lung and prostate cancer screening and identified many parallels. While prostate cancer
screening may one day prove effective, analogies between the current prostate cancer screening controversy
and the older lung cancer screening debate should inject some caution regarding widespread dissemination
of prostate cancer screening without experimental evidence that such screening does more good than harm.
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Malignant melanoma: Mayo Clinic experience
Franklin H. Sim, M.D., Thomas E. Nelson, M.D.*, and Douglas J. Pritchard, M.D.

To present the Mayo Clinic experience with treatment of melanoma of the trunk and extremities, we reviewed
previous Mayo Clinic studies on the management of malignant melanoma and summarized the survival data
and treatment-related outcome. A prospective trial involving elective lymph node dissectionin 171 patients
with malignant melanoma showed no advantage in overall survival and disease-free survival in the group
whose nodes were removed. In an assessment of the treatment variables, a Cox stepwise multiple regression
analysis showed a strong correlation of lesion thickness and level of invasion with survival. Another study
of 535 patients with melanomas that involved the trunk and extremities, who were treated at the Mayo Clinic
between 1971 and 1980, showed an overall survival of 83%. Patients with thin lesions (Iess than 0.76 mm thick)
had a98% 5-yearsurvival, whereas patients with lesions 4 mm thick or thicker had only a45% 5-year survival.
Because the Mayo Clinic prospective randomized study showed no benefit for patients with melanoma who
undergo immediate or delayed lymphadenectomy in the trunk and extremities, we do not perform elective
lymph node dissection; however, close follow-up of patients is instituted, and lymph node dissection is
performed when nodal involvement is first suspected.
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Malignant melanoma: an emerging and preventable medical catastrophe
Edward T. Creagan, M.D.

The natural history of malignant melanoma, including the diagnosis, prognosis, and treatment options, isreviewed
in an attempt to formulate appropriate management strategies. Awareness on the part of clinicians is important,
inasmuch as early detection of malignant melanoma offers the best chance forimproved survival. Most lesions are
excised withamarginof 1 to 3 cm, and follow-up assessmentintervals are based on the depth of the primary lesion.
Follow-upusually consists of amedical history, physical examination, chestroentgenography, and hematologic
and chemistry profiles. Routine use of sophisticated imaging studies is unnecessary because the yield from such
an approach has been low. Patients with melanomas thicker than 1.6 mm and those with histologic evidence of
involvementofregional lymphnodes are atrisk for development of disseminated disease and may be candidates
foradjuvanttherapy. In patients with severe weight loss and poor nutrition because of advanced disease, analgesic
agents, stool softeners, and appetite enhancers are palliative measures that should be considered.
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Malignant melanoma: basic approach to clinicopathologic correlation
W.P.Daniel Su,M.D.

Toprovide an overview of the clinicopathologic correlation of the various types of malignant me-
lanoma, we describe and illustrate the four major types of these tumors and discuss the concept of
microstaging for the prognostic evaluation of melanoma. The four major types of malignant mela-
nomaare lentigo maligna melanoma, acral lentiginous melanoma, superficial spreading melanoma,
and nodular melanoma. Lentigo maligna melanoma has irregular margins and usually occurs on
sunlight-exposed skin in elderly patients. Acral lentiginous melanoma occurs on the hands and
feet; it often demonstrates massive invasion when the vertical growth phase occurs. Among
Caucasians, superficial spreading melanoma, which affects the trunk and extremities, is the most
commonmalignantmelanoma. These lesions are often variegated incolor. Nodular melanomas are
deeply pigmented and enlarge rapidly. Formicrostaging of malignant melanoma, determining Clark’s
level of tumorinvasion or Breslow’s thickness (from the top of the granular cell layer of the epidermis
to the deepest extension of the tumor) is useful for assessment of prognosis. Establishing adefinite
diagnosis of malignant melanoma s feasible through clinicopathologic correlation. Microscopic
measurement of the deepest levels of melanomainvolvementin the skin provides auseful indication
of the associated prognosis.
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Dermatopathologic variants of malignant melanoma
Charles Perniciaro, M.D.

An appropriate biopsy is the pivotal procedure that facilitates accurate histopathologic diagnosis
of apigmented skin lesion. Excisional skin biopsy is the method of choice forremoving a suspected
malignant melanoma. More than 95% of malignant melanomas thatinvolve the skin belong to one
of the four most common clinicopathologic categories: superficial spreading, nodular, lentigo
maligna, and acral lentiginous melanoma. A small but important group of cutaneous melanomas
can be classified as unusual variants. Many of these unusual variants have a distinct histo-
pathologic appearance; they include desmoplastic melanoma, neurotropic melanoma, pedunculated
melanoma, metastatic melanoma, amelanotic melanoma, melanomaarising within abenignnevus,
regressing (“invisible”) melanoma, and balloon cell melanoma. Other lesions may simulate malignant
melanoma histopathologically. Immunohistochemical stains, such as S-100 protein, vimentin,
keratin,and HMB-45, are useful for distinguishing these lesions from true melanoma.
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Postsurgical adjuvant therapy for melanoma
Evaluation of a 3-year randomized trial with recombinant interferon-a after 3 and 5
years of follow-up

Luigi Rusciani, M.D.!, Sandra Petraglia, M.D.!, Massimo Alotto, M.D.", Stefano Calvieri, M.D .2,
Giampaolo Vezzoni,M.D .}

'Department of Dermatology, Catholic University, Rome, Italy;?Department of Dermatology, La
Sapienza University, Rome, Italy;*Department of Dermatology, Ospedale Civile di Massa, Massa
Carrara, Rome, Italy

Background. Early surgical intervention is still the most successful therapy fot patients with melano-
ma. Theresults obtained with medical therapies are still quite disappointing, with better results observed
in soft tissue and lymph node metastasis. There currently is no standardized adjuvant therapy for
primary melanoma. On the basis of the activity demonstrated in vitro against melanoma cell lines and
the results obtained in many clinical trials in patients with advanced melanoma, the authors chose to
study the use of recombinant interferon-a (IFN-a) as adjuvant therapy for patients with Stage I and
StageIImelanoma.

Methods. A randomized multicenter trial based on the use of recombinant IFN-a-2b for 3 years at
the dose of 3 UM given intramuscularly 3 times a week for a period of 6 months with a [-month
interval between cycles was conducted in Stage I and Stage II melanoma patients (using the
American Joint Committee on Cancer classification). The efficacy of this treatment was evaluated
calculating the incidence of recurrence after 3 and 5 years.

Results. Results were collected at the end of the treatment period and after 5 years of follow-up for
asmaller number of patients. Statistical evaluation showed asignificantdifference between treated
patients and untreated controls with regard to progression of the disease. In particular, IFN-a
appears to be more effective in patients with worse prognosis lesions.

Conclusions. IFN-a appears to be effective as adjuvant therapy for high risk melanoma patients
and the risk/benefit ratio appears to be very favorable. The authors’ next goal is to separate those
patients who might benefit from adjuvant therapy from those who are cured after the surgical
intervention only.
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Clinical trials in relapsed prostate cancer: defining the target
HowardI. Scher, Madhu Mazumdar, William Kevin Kelly*

Are-examination of the methods of developing new treatments for patients with prostate cancer
whose disease has progressed during hormone therapy is necessitated by the following: 1) the
impact of prostate-specific antigen (PSA) testing on patient selection, 2) the increasing number of
studies using noncytotoxic approaches, and 3) the lack of validated methods to report outcomes.
PSA monitoring after primary therapy has increased the number of patients referred for therapy
witharising value in this marker or an asymptomatic change in aradionuclide bone scan as the only
manifestation(s) of relapse. The development of drugs for this population of patients presents a
unique challenge because the classical criterion used to assess efficacy in the phase Il seiting, i.e.,
the presence of objective changes in measurable disease sites, frequently does not apply. Sicne
no approach has been proven to prolong survival, the highest priority must be placed on developing
new therapies. Standardizing the methods for evaluating treatments is also essential so that
promising strategies are pursued and inactive therapies are not developed further.
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