FATORES PROGNOSTICOS EM PACIENTES
COM IDADE SUPERIOR A 70 ANOS PORTADORES
DE CANCER DE CABECA E PESCOCO E O EFEITO

NA ESCOLHA DO TRATAMENTO ONCOLOGICO

ALVARO ENRIQUE SANABRIA QUIROGA

Tese apresentada a Fundacdo Antonio Prudente

para a obtencdo do Grau de Doutor em Ciéncias
Area de concentracio: Oncologia

Orientador: Prof. Dr. Luiz Paulo Kowalski
Co-Orientador: Prof. Dr. André Lopes Carvalho

Séo Paulo
2007



FICHA CATALOGRAFICA
Preparada pela Biblioteca do Centro de Tratamento e Pesquisa

Hospital do Céancer A.C. Camargo

Sanabria Quiroga, Alvaro Enrique
Fatores progndsticos em pacientes com idade superior a 70 anos
portadores de cncer de cabega e pescoco e o efeito na escolha do tratamento
oncologico / Alvaro Enrique Sanabria Quiroga —
Sdo Paulo, 2007.
73p.
Tese (doutorado)-Fundacdo Anténio Prudente.
Curso de Pos-Graduacio em Ciéncias-Area de concentracio: Oncologia
Orientador: Luiz Paulo Kowalski

Descri'gores: 1. CANCER DE CABECA E PESCOCO. 2. IDOSO. 3.
PROGNOSTICO. 4. COMORBIDADE. 5. ENVELHECIMENTO.




Dedico esta tese aos meus pais que me ensinaram o significado da palavra
superacgdo, aos meus irmaos que me ensinaram o que significa compartilhar, a
minha esposa que me ensinou o que significa 0 amor e aos meus filhos que me

ensinaram o que € viver.



AGRADECIMENTOS

Ao Prof® Dr. LUIZ PAULO KOWALSKI, que me recebeu no seu
maravilhoso servigco sem me conhecer, ofereceu-me todo seu conhecimento tanto em
cirurgia de cabega e pescoco quanto em pesquisa, ajudou-me a alcangar as minhas

metas e que ¢ o responsavel direto pela existéncia desta tese.

Ao Prof® Dr. ANDRE LOPES CARVALHO, parceiro de sonhos e
esperancas, amigo ¢ mestre, grande apoio nas horas dificeis e pessoa digna de se

imitar.

Ao Dr. MAURO KASUO IKEDA, conselheiro e amigo que ampliou a
minha visdo do mundo com a sua cultura e a sua forma de vé-lo e que teve a

paciéncia de me ouvir tantas vezes.

Ao Dr. JOSE MAGRIN, que foi como um pai, generoso, dedicado a ensinar
no dia a dia, e me fez manter um sorriso em cada dia de minha permanéncia no

Brasil.

Ao Dr. JOSE GUILHERME VARTANIAN, colega e parceiro, de
admiravel capacidade de trabalho e enorme habilidade cirtrgica, com quem aprendi

multiplos detalhes cirurgicos.

A JULIA, BENEDICTA, SILVANIA, ADRIANA, RITA, INES E
DEMAIS FUNCIONARIOS DO DEPARTAMENTO DE CIRURGIA DE
CABECA E PESCOCO pelo apoio e colaboragdo em todos os aspectos da minha

vida profissional e por sua amabilidade sem limites.

AS Sr®*® ANA MARIA RODRIGUES ALVES KUNINARI E LUCIANA
COSTA PITOMBEIRA pela eficiéncia, presteza e responsabilidade dedicadas a



este curso de pods-graduagdo e pelo apoio no desenvolvimento do meu curso de

doutorado.

A SR2 SUELY FRANCISCO E TODOS OS FUNCIONARIOS DA
BIBLIOTECA DA FAP pela companhia durante minha permanéncia no Hospital
do Cancer, a paciéncia e tolerancia na procura de informacgdes, pela colaboragdo no
aprendizado do portugués e pela ajuda e eficiéncia em todos os momentos durante

este projeto.

A Srd. HIRDE CONTESINI E TODOS OS FUNCIONARIOS DO
SERVICO DE ARQUIVAMENTO MEDICO pela amabilidade constante,
presteza e colaboracdo na consulta dos prontuarios nas horas mais inverossimeis e

com quem aprendi o que significa atencao.

Ao Prof° Dr. FABIO FERREIRA, A SUA ESPOSA CLAUDIA E SEU

FILHO PIERO, pela amizade incondicional oferecida e que ndo tem comparagao.

A Sr2 ANA GOMES DE ARAUJO E O SEU FILHO GABRIEL que
foram como mae e irmao; sempre preocupados com o nosso bem-estar, € de quem

guardamos as mais belas lembrangas.

Ao Prof® Dr. ADEMAR LOPES, que me apoiou durante a minha

permanéncia no Brasil.

A MINHA FAMILIA, razio e motivo de tudo, pelo amor incondicional, pela
compreensdo com o tempo que lhes roubei para fazer este trabalho e porque sempre

acreditaram em mim.

Ao BRASIL que me deu a oportunidade de graduar-me e um maravilhoso

presente: minha filha!



RESUMO

Sanabria Quiroga AE. Fatores prognosticos em pacientes com idade superior a 70
anos portadores de céancer de cabega e pescoco. Sao Paulo; 2007. [Tese de

Doutorado-Fundagdo Antonio Prudente].

O envelhecimento ¢ uma preocupacao crescente da saude publica. A cirurgia de
cabeca e pescoco ¢ uma das disciplinas onde o envelhecimento tem influéncia, pois a
maioria dos tumores ocorre em pessoas mais velhas e estdo relacionadas
estreitamente com o consumo cronico de alcool e tabaco. Sabe-se que os pacientes
idosos nao estdo convenientemente representados nos ensaios clinicos e que as
condutas aplicadas a eles muitas vezes vem de estudos com populagdes mais jovens.
Também tem sido sugerido que a idade pode modificar o tratamento padrdo
oferecido aos pacientes portadores de tumores de cabeca e pescogo. O objetivo deste
estudo foi medir o efeito prognostico da comorbidade em termos de sobrevida global
e especifica, em pacientes maiores de 70 anos com diagnostico de cancer de cabecga e
pescoco usando o indice ACE-27 e determinar o efeito da idade e o grau de
comorbidade na sele¢do do tratamento oferecido e o efeito desta selecdo sobre a
sobrevida. Foram selecionados 330 pacientes com cancer de cabeca e pescoco
atendidos no Hospital do Cancer AC Camargo, maiores de 70 anos no momento do
diagnostico e tratamento inicial para o tumor, entre 1993 e 2004. Foram excluidos os
pacientes com antecedente de cancer de cabega e pescogo, pacientes com tratamento
prévio extra-hospitalar para o cancer de cabega e pescoco, pacientes com metastase
comprovada por métodos clinicos ou paraclinicos no momento do diagndstico ou,

antes de iniciar o tratamento especifico; pacientes com cancer ativo em outra



localizagao no momento do diagnostico do cancer de cabeca e pescogo, € tumores da
tire6ide, melanoma, tumores de pele ndo-melanoma e tumores do globo ocular. 247
pacientes (75.1%) tiveram pelo menos uma comorbidade. A sobrevida global e
especifica por cancer a 5 anos foi de 42.8% e 55.8% respectivamente. A idade maior
de 80 anos, o sexo masculino, o indice de Karnofsky <80, o estadio clinico avancado
e o valor do Adult Comorbidity Index -27 (ACE-27)>2 estiveram associados
estaticamente com a sobrevida global. O ACE-27 ndo teve associagdo com a
sobrevida especifica. Na analise para avaliar o efeito do tratamento foram excluidos
os pacientes com tumores irresecaveis. Ofereceu-se tratamento sub-6timo a 19.9%
dos pacientes. Os fatores associados a selegdo deste tratamento foram a idade, o sitio
do tumor no oro ou hipofaringe, a comorbidade severa, o estadio clinico avangado e
o indice de Karnofsky baixo. Os pacientes submetidos ao tratamento sub-6timo
tiveram uma sobrevida global e especifica menor (45.9% vs 19.9% e 63.0% vs
33.1%, respectivamente). Em conclusao, a comorbidade medida com o ACE-27 é um
fator prognostico para sobrevida global em pacientes idosos. O indice de Karnofsky ¢é
um fator de ajuste que deve ser levado em consideragdo nos estudos com pacientes
idosos. A sele¢do dos tratamentos sub-O0timos diminui a sobrevida global e
especifica. A selecdo deste tratamento por razdes isoladas como a idade cronolégica,

o sitio do tumor ou as comorbidades leves, pioram o prognostico dos pacientes.



SUMMARY

Sanabria Quiroga AE. [Prognostic factors in patients older than 70 years with
head and neck cancer]. Sao Paulo; 2007. [Tese de Doutorado-Fundagdo Antonio

Prudente].

Aging is an increasing concern in public health. Head and neck surgery is an area
where aging will have a influence, because most tumors occur in older people and
are related with chronic exposition to alcohol and tobacco. It is known that older
patients are not widely represented in clinical trials and that some clinical conducts
applied to them come from studies with younger populations. It has also been
suggested, that age can modify the standard treatment offered to patients with head
and neck cancer. The objective of this study was to assess the prognostic effect of
comorbidities on overall and specific survival, in patients older than 70 years with
head and neck tumors, using the ACE-27 index. Secondarily, we assessed the effect
of age and severity of comorbidity on treatment selection and the effect of this
treatment on survival. 330 patients with head and neck cancer from the registry of
Hospital do Cancer AC Camargo, older than 70 years at diagnosis and with initial
treatment between 1993 and 2004 were included. Patients with history of previous
head and neck cancer, with treatment for head and neck cancer out of the hospital,
with metastases at diagnosis, with active tumor in other localization and thyroid,
melanoma, skin and eye tumors were excluded. 247 patients (75.1%) had any
comorbidity. Overall and specific 5 years survival was 42.8% e 55.8% respectively.
Age older than 80 years, male sex, Karnofsky Index <80, advanced clinical stage and

Adult Comorbidity Index -27 (ACE-27) value >2 were associated with overall



survival. ACE-27 didn’t have statistical association with specific survival. In the
analysis to assess treatment effect, patients with unresectable tumors were excluded.
A sub-standard treatment was offered to 19.9% of patients. Factors associated to
treatment selection were age, tumor localization in oro/hypopharynx, severe
comorbidity, advanced clinical stage and low Karnofsky index. Patients who
underwent substandard treatment had a lower overall and specific survival (45.9% vs
19.9% e 63.0% vs 33.1%, respectively). Concluding, comorbidity assessed with
ACE-27 is a prognostic factor for overall survival in older patients. Karnofsky index
is a confounding factor that has to be included in studies evaluating prognosis in
aged patients. Selection of substandard treatment decreases overall and specific
survival. Reasons to select oncologic treatment as chronological age, tumor

localization and mild comorbidities could worsen the patient prognosis.
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INTRODUCAO




1 INTRODUCAO E DEFINICAO DO PROBLEMA

A populacao mundial envelhece a cada dia. Segundo a Organizacdo Mundial
da Satde-OMS, no ano 2050, cerca de 22% da populacdo mundial serd de pessoas
com mais de 65 anos (United Nations-UN 2006). Esse envelhecimento causara um
impacto importante nos servicos de saude, pois o paciente idoso ¢ mais complexo,
necessita de cuidados e atencdo maiores do que os pacientes mais jovens
(SESHAMANI e GRAY 2003).

Supde-se que a idade seja um fator progndstico no cancer de cabeca e
pescogo (LACY et al. 2000). No entanto, estudos prévios t€ém demonstrado que
provavelmente a idade exerce esse efeito através das comorbidades, mais comuns
nos pacientes idosos (JUN et al. 1983; LAMPE et al. 1986; HARRIES ¢ LUND
1989; KOWALSKI et al. 1994).

A cirurgia de cabeca e pescogo ¢ uma das disciplinas em que o
envelhecimento terd uma influéncia muito importante, pois a maioria dos tumores
ocorre em pessoas mais velhas e estdo relacionadas estreitamente com o consumo
cronico de alcool e tabaco.

Como essas exposigdes causam também doengas cardiovasculares,
pulmonares e hepaticas, ¢ importante estabelecer o efeito individual dessas
comorbidades sob o prognoéstico dos pacientes com cancer da cabega e pescogo. Do
mesmo modo, € necessario estabelecer qual ¢ a influéncia das comorbidades na
selecdo do tratamento a ser oferecido. Sabe-se que os pacientes idosos ndo estdo

convenientemente representados nos ensaios clinicos € que as condutas aplicadas a



eles muitas vezes sdo oriundas de estudos em populagdes mais jovens (TRIMBLE et
al. 1994). Também se tem sugerido que a idade pode modificar o tratamento padrido
oferecido aos pacientes portadores de tumores de cabeca e pescoco (DERKS et al.
2005a).

Na literatura existem alguns estudos que tentam responder estas questoes,
mas muitos deles tém debilidades metodoldgicas, assim como desenhos de baixa
confiabilidade, tais como: séries de casos, uso de bancos de dados epidemioldgicos e
administrativos, popula¢des muito selecionadas, amostras de pequeno tamanho e uso
de indices com regular ou baixa capacidade de prognoéstico (PICCIRILLO 1995;
D'HOORE et al. 1996; SABIN et al. 1999; PICCIRILLO 2000; REID et al. 2001;
HALL et al. 2002; PALERI et al. 2002; ZABRODSKY et al. 2004; SESTERHENN
et al. 2005).

Como o Hospital do Cancer possui um registro de prontuarios confiavel, que
abarca mais de cinco décadas, com um seguimento rotineiro estrito; ¢ um centro de
referéncia no tratamento do cancer de cabeca e pescoco e também mantém uma linha
de tratamento estavel, ¢ possivel obter informacdo de boa qualidade que permitam
avaliar estas questoes.

O objetivo primario deste estudo foi medir o efeito prognostico da
comorbidade em termos de sobrevida global e especifica por cancer, em pacientes
maiores de 70 anos com diagndstico de cancer de cabeca e pescoco usando o indice
ACE-27. O objetivo secundario foi determinar o efeito da idade e o grau de
comorbidade na sele¢do do tratamento oferecido e o efeito desta selecdo sobre a

sobrevida.
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2 MARCO TEORICO

A OMS calculou, que no ano de 2000, 10% da populacio mundial era
formada por pessoas com mais de 65 anos e, que para o ano de 2050, esta propor¢ao
chegara aos 22%, sendo este aumento mais acentuado em paises desenvolvidos (UN
2006).

O envelhecimento crescente da populagcdo cria uma série de desafios ao
sistema de satde (LLOYD-SHERLOCK 2002). Sabe-se que os pacientes idosos
oferecem maior complexidade no diagndstico e no tratamento devido ao estado
funcional associado a idade e a presenca de outras comorbidades. Do mesmo modo,
o tratamento do paciente idoso envolve o uso de recursos médicos que podem
chegar, até quatro vezes mais, dos que sao usados em pacientes mais jovens
(SESHAMANI e GRAY 2003).

Para o caso especifico do cancer, o envelhecimento produz um aumento de
risco para desenvolver tumores, devido a fatores bioldgicos relacionados com a
capacidade de reparacao celular (COHEN 1994; ERSHLER et al. 1997a; ERSHLER
et al. 1997b). A situagdo ¢ mais evidente nos casos dos tumores de cabega e pescogo.
O registro americano Surveillance Epidemiology and End Results (SEER) estimou
em uma amostra de 25.880 casos, entre 1998 ¢ 2002, que 46% dos pacientes com
tumores da boca e faringe e 52.6% dos pacientes com tumores da laringe
ultrapassavam os 65 anos de idade (Surveillance Epidemiology and end Results

SEER 2006).



O problema da idade em pacientes com cancer de cabeca e pescoco nao ¢
novo. Até a década de oitenta, aceitava-se que a idade era um fator de mau
prognostico e que ela estava relacionada a mortalidade pds-operatoria e a sobrevida
(JUN et al. 1983). No entanto, alguns autores que exploraram este assunto, sugeriram
que as comorbidades associadas com a idade, sdo responsaveis pelo progndstico ruim
e que a idade ¢ s6 um fator a mais de confusdo (JUN et al 1983; LAMPE et al. 1986;
HARRIES ¢ LUND 1989; KOWALSKI et al. 1994). Estudos que avaliaram a
capacidade prognostica dos indices que medem comorbidade como o CHARLSON
et al. (1987), SINGH et al. (1997) e DE CASSIA BRAGA et al. (2003) e o National
Cancer Institute Index, (HAVLIK et al. 1994; YANCIK et al. 1996) demonstraram o
efeito deletério da comorbidade sob as complicagdes pos-operatdrias e a sobrevida.
Na medida em que mais tratamentos médicos conseguem controlar os efeitos clinicos
das comorbidades, novas duvidas surgem em relacdo a exatiddo dos indices
existentes para estabelecer o valor prognostico destas comorbidades em pacientes
com doencas simultaneas, mas com um melhor controle delas. Com isso, faz-se
necessaria uma mudanga na forma de avaliagdo das comorbidades, levando em conta
nao so a presenca de comorbidade, mas também a sua severidade. O produto desta
mudanga foi o desenvolvimento de novos indices mais especificos que levaram em
conta a severidade da comorbidade, como o ACE-27 (PICCIRILLO 1995).

O indice ACE-27, considerado até agora o mais confiavel para estabelecer o
efeito das comorbidades em pacientes com tumores de cabega e pescogo, foi
desenvolvido no principio dos anos 90 e tem sido validado em multiplos estudos,

tipos de doentes e locais geograficos (SINGH et al. 1998; PICCIRILLO 2000; HALL



et al. 2002; PALERI et al. 2002; PICCIRILLO et al. 2002; BORGGREVEN et al.
2003; ROGERS et al. 2005).

No entanto, apesar de estar demonstrado o efeito da comorbidade no
progndstico em pacientes com cancer de cabega e pescoco, persiste a duvida acerca
do seu comportamento nas idades extremas. Estudos existentes incluem um numero
pequeno de pacientes idosos e existe a duvida se nesses extremos, a comorbidade
tem um peso tdo importante como tem sido demonstrada em estudos com doentes
mais jovens (CLAYMAN et al. 1998; EXTERMANN 2000a; EXTERMANN
2000b). E provavel, que os pacientes idosos, com um viés de sobrevida ja
estabelecido, tenham superado os efeitos deletérios de outros fatores prognoésticos
considerados mais importantes em pacientes mais novos. Por outro lado, supde-se
que os estudos existentes, alguns deles feitos com bancos de dados epidemiolédgicos e
administrativos, ndo possam distinguir adequadamente o efeito do tratamento
oferecido aos pacientes (D'HOORE et al. 1996; PICCIRILLO et al. 2004b). Sao
conhecidas as diferencas de condutas terapéuticas entre centros distintos de
tratamento oncoldgico, inclusive dentro de um mesmo pais (BRADLEY et al. 2001;
GROOME et al. 2001; GROOME et al. 2003; DUNNE et al. 2004). As analises que
utilizam bancos de dados podem oferecer resultados afetados pela falacia ecologica,
onde os fatores prognosticos obtidos do grupo, ndo podem ser aplicados a pacientes
individuais, devido a variagdes ndo consideradas no grupo de maneira geral
(PIANTADOSI et al. 1988; FANNING et al. 2000).

Apesar disso, tem-se sugerido que a idade ndo ¢ um fator prognoéstico e que
teoricamente, os pacientes idosos com condigdes adequadas poderiam receber o

tratamento padrdo. Este ajuste ndo ¢ explorado. Acredita-se que os pacientes idosos



ainda recebam um tratamento sub-otimo, devido a selecdo do tratamento que o
cirurgido faz baseado na presencga de comorbidades e da idade (DERKS et al. 2005a).

Esta selecdo pode criar um viés muito importante que faz com que os doentes
com mais comorbidades recebam tratamentos ndo cirargicos, produzindo
artificialmente uma melhor sobrevida naqueles doentes mais saudaveis que sdo
levados para cirurgia. O emprego de tratamentos que nao sdo de primeira linha
produz uma maior mortalidade e um efeito negativo na sobrevida global quando se
avalia todo o grupo de pacientes idosos.

Com essas dificuldades em mente, decidiu-se desenhar um estudo de coorte
historico no Hospital AC Camargo, que oferece algumas vantagens sobre os estudos
jé& publicados por outros centros oncoldgicos:

a) O Hospital mantém um registro hospitalar padronizado e organizado de mais
de cinco décadas, que permite a exploragdo de fatores progndsticos, entre eles
o calculo do indice ACE-27;

b) O Departamento de Cirurgia de Cabeca e Pescogo mantém uma politica de
tratamento estavel, que permite minimizar o efeito prognostico das diferentes
condutas terapéuticas;

c) O Registro Hospitalar de Cancer ¢ o Servigo de Arquivos Médicos mantém
uma politica de seguimento ativo dos pacientes atendidos, o que diminui o
efeito das perdas de seguimento;

d) Como centro de referéncia de cancer do Estado de Sao Paulo, tem uma
populacdo ativa atual proéxima aos 40 milhdes de habitantes, o que faz
possivel obter uma amostra de tamanho suficiente para atingir conclusdes

validas.



Todos estes fatores contribuiram para que este estudo estabelecesse o
verdadeiro valor progndstico das comorbidades em uma populagdo selecionada de
pacientes idosos com cancer de cabeca e pescoco ¢ pudesse ajudar a responder
perguntas especificas sobre um grupo populacional que progressivamente vai se
converter na maior percentagem de pacientes atendidos por servigo especializado. A
identificacdo destas varidveis progndsticas pode servir para fazer um controle mais
adequado das comorbidades antes de aplicar o tratamento padrdo para a doenga. Por
outro lado, foi possivel medir o efeito das comorbidades ¢ da idade sobre a decisdo
do tratamento feito pelo cirurgido nos pacientes com tumores da cabega e pescogo, €
os resultados permitirdo a identificagdo de doentes com risco de receber um
tratamento sub-o0timo baseado em varidveis sem importancia prognoéstica e ajudara

também a adecuar as condutas do cirurgido em relagdo aos pacientes idosos.
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3 METODOS

Este ¢ um estudo de coorte historico. A populacdo selecionada foi de
pacientes com cancer de cabeca e pescoco atendidos no Hospital do Cancer AC
Camargo, maiores de 70 anos no momento do diagndstico, com diagnostico
comprovado histologicamente e tratamento inicial para o tumor entre 1993 e 2003.
Foram excluidos os pacientes com antecedente de cancer de cabega e pescogo
(exceto os pacientes com segundo tumor primdario na area de cabeca € pescogo),
pacientes com tratamento prévio extra-hospitalar para cancer de cabega e pescogo
(exceto os pacientes com bidpsia prévia, passiveis de serem estadiados na primeira
consulta no hospital, e que tivessem continuado seu tratamento no hospital),
pacientes com metastase comprovada por métodos clinicos ou paraclinicos no
momento do diagndstico ou, antes de iniciar o tratamento especifico; pacientes com
cancer ativo em outra localizacdo no momento do diagnostico do cancer de cabega e
pescogo (exceto os pacientes com histéria de cancer em outra localizagao, tratado,
com mais de cinco anos de seguimento ¢ sem evidéncia de recorréncia) e tumores da
tire6ide, melanoma, tumores de pele ndo-melanoma e tumores do globo ocular.

O tamanho de amostra foi calculado com o programa estatistico Tamamu® da
Pontificia Universidade Javeriana, Bogotd, Colombia. Foi usada a formula para
calculo do tamanho da amostra para grupos com variavel resposta de tipo tempo ao
evento, em grupos independentes com censura, segundo a formula de (LACHIN
1981). Os valores para os calculos do risco de morte para pacientes de 70 anos em

adiante foram obtidos das Tabelas de Vida do Center for Disease Control and
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Prevention dos Estados Unidos para o decénio 1989-1991 (NATIONAL CENTER
FOR HEALTH STATISTICS-HCHS 2006). Para 70 anos, o risco de morrer ¢ 28.6%
e para 80 anos ¢ de 52.9%. Foi selecionado pelo estudo um risco de morte de 50%.

O risco de morte para pacientes com comorbidade foi obtido do estudo de
(PICCIRILLO et al. 2004b) que estimou um aumento da mortalidade por
comorbidade moderada e severa, usando o indice ACE-27, de 1.9 a 2.5 vezes em
pacientes com cancer de cabeca e pescoco. Foi selecionado um aumento minimo de
1.2 vezes ou 20% para o estudo.

Foi usado um valor de erro alfa de 0.05, erro beta de 0.2, um risco de morte
no grupo controle de 50%, um risco de morte no grupo exposto de 70%, uma
propor¢do de pacientes no grupo controle de 25% e um tempo ao evento de cinco
anos, usando compara¢des em uma fila. Foi necessario um tamanho de amostra de
331 pacientes.

O namero dos prontuarios foi obtido do Registro Hospitalar do Cancer
mantido pelo Servigo de Arquivamento Médico (SAME) e cada prontudrio foi
revisado individualmente s6 por um avaliador.

Para medir a comorbidade, o indice ACE-27 foi utilizado, segundo Anexo. O
tempo até o evento foi considerado desde o momento do inicio do primeiro
tratamento até a ultima informacgdo objetiva presente no prontudrio. A sobrevida
global foi definida como o tempo desde o primeiro tratamento até a morte por
qualquer causa. Para o caso da sobrevida especifica somente os pacientes que
morreram por causa do tratamento e especificamente pelo tumor de cabeca e
pescogo, foram considerados. O estado vital foi dividido em vivo sem cancer, vivo

com cancer, morto por cancer e morto por outras causas. Foi considerado o estado
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vital no momento da ultima informacgdo objetiva para os pacientes perdidos do
seguimento. O estadiamento dos tumores foi feito com a versdo de 2002 da
classificagio TNM da Unido Internacional contra o Cancer (UICC) (SOBIN e
WITTEKIND 2002).

Para avaliar o efeito da idade e a comorbidade na sele¢do do tratamento, os
pacientes foram agrupados por localizagdo e estadio do tumor. Alem disso, para esta
analise os pacientes com tumores irresecaveis, foram excluidos, porque nestes
pacientes a terapia padrdo ndo pode ser aplicada. Em uma primeira avaliagdo cada
grupo similar de pacientes foi apresentado a dois avaliadores independentes,
experientes em cirurgia de cabeca e pesco¢co. Em cada ponderagdo, o avaliador
definiu a terapia padrao de tratamento, isto €, o tratamento com intengdo curativa e
que deveria ser oferecido como a primeira terapia independente de outros fatores
clinicos. Este tratamento padrao poderia ser cirurgia ou radioterapia dependendo do
estadio clinico e localizagdo do tumor. As diferengas entre avaliadores foram
resolvidas por um terceiro avaliador cego aos resultados prévios. Foram definidos
como tratamento padrdo os seguintes: ressec¢do cirtirgica para os tumores de boca,
orofaringe, seios paranasais e glandulas salivares, independente do estadio clinico.
Para os tumores de hipofaringe em estadio precoce foram aceitas como tratamento
padrdo, cirurgia ou radioterapia; e para estadios avangados, cirurgia o
quimioradioterapia foram aceitos como tratamento padrdo. Para tumores precoces da
laringe, radioterapia ou cirurgia endoscopica foram considerados tratamentos padrao,
entanto que para tumores avangados, cirurgia ou quimioradioterapia foram as
terapias consideradas padrao. Para os tumores de nasofaringe, a quimioradioterapia

foi aceita como tratamento padrdo. Estes tratamentos foram comparados com os
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tratamentos realmente praticados nos pacientes originais. Os pacientes foram
classificados em: a) aqueles que receberam o tratamento padrdo, quando o
tratamento recebido foi igual ao tratamento padrao escolhido pelos avaliadores ou, b)
aqueles que receberam um tratamento Sub-6timo quando o tratamento recebido ndo
correspondeu com o escolhido pelos avaliadores. A informagdo foi colhida em um
formulério pré-desenhado usando o programa estatistico EPI 6.04.

As variaveis dependentes foram a sobrevida global e especifica de 5 anos. A
informagdo obtida foi apresentada em figuras e tabelas de freqii€ncia. As variaveis
categoricas foram apresentadas como propor¢des € as varidveis continuas como
média e desvio padrio ou medianas. As comparagdes entre varidveis categoricas
foram feitas com o teste de Qui-quadrado. As comparagdes entre varidveis continuas
com distribui¢do normal foram feitas com o teste t de student. Foi feita uma analise
univariada entre as variaveis independentes e dependentes usando o Quociente de
Riscos (HR) com o teste de Mantel-Cox com um intervalo de confianca de 95% e
utilizando o método de Kaplan-Meier. Para avaliar a associagdo estatistica entre as
variaveis, foi usado o teste log-rank. Também foi feita uma analise multivariada com
o método de riscos proporcionais de Cox para as variaveis do tipo tempo até o evento
(sobrevida e recorréncia) e com uma regressao logistica para as varidveis sem relagdo
temporal. Ficaram no modelo os fatores prognésticos conhecidos e a informacao do
indice ACE-27. Quando necessario, variaveis dummy foram criadas para dividir as
varidveis categoricas ordinais. A colinearidade entre varidveis foi avaliada com o
teste de Spearman. O programa STATA 8.0 foi usado para fazer os calculos
estatisticos. O valor de p<0.05 foi considerado estatisticamente significativo. Para

avaliar a concordancia entre avaliadores, o teste Kappa foi usado.
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Abstract

Background: The number of aged patients with head and neck cancer is increasing.
Comorbidities are common in this population. It is necessary to evaluate the effect of
comorbidities measured with ACE-27 index on recurrence and survival of elderly
patients with head and neck cancer, adjusting by other prognostic factors as age,
clinical stage and functional status index. Patients: 310 patients greater than 70 years
of age with head and neck cancer in a referral cancer center were studied.
Comorbidity measured with the ACE-27 Index was the main independent variable.
Outcomes were recurrence and survival. Results: Comorbidities were present in 75%
of patients. Five year disease-free survival, overall survival and cancer specific
survival were 63.1%, 42.8% and 55.8%, respectively. Advanced clinical stage and
Karnofsky index <70 were associated with recurrence. Age >80 years, male gender,
Karnofsky index <80, advanced clinical stage, and ACE value >2 were
independently associated with overall survival. ACE-27 value was not associated
with cancer specific survival. The Karnofsky performance index was associated with
overall survival and mortality and acted as a confounding factor on multivariable
analysis on overall and cancer specific survival. Conclusions: Comorbidity
measured with ACE-27 was a prognostic factor for overall survival in patients older
than 70 years with head and neck cancer. The Karnofsky performance index could
be included in multivariable analysis of survival for older patients with head and
neck cancer. Synopsis: Comorbidity and functional status evaluation are important
factors to be considered in studies analyzing prognosis for aged patients with head

and neck cancer.
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Introduction

Head and neck cancer is the eighth leading cause of cancer mortality
worldwide. In the United States, 39 000 new cases and 12 000 deaths were registered
in 2006. (JEMAL et al. 2006) Head and neck cancer has a higher incidence in people
older than 50 years, primarily because of its relationship with chronic tobacco and
alcohol exposure. (FRANCESCHI et al. 1994) Besides cancer, these exposures are
also associated with other significant systemic comorbidities such as pulmonary,
cardiovascular, hepatic and metabolic diseases, which modify treatment tolerance
and influence short-term prognosis.

As the world population ages, the number of patients with head and neck
cancer surpassing the age of 70 is increasing. Some authors have argued that age is
not an independent prognostic variable in head and neck oncology because
comorbidities that are associated with increasing age are the main reasons for long-
term prognosis modification (KOWALSKI et al. 1994; VERSCHUUR et al. 1999;
BORUK et al. 2005). However, others have shown an important independent effect
of age on long-term prognosis, even in the absence of comorbidities (HALL et al.
2002; PICCIRILLO et al. 2002). On the other hand, the prognostic effect of
comorbidities has been assessed in general populations with small sample sizes of
patients older than 70 years. The comorbidity effect in this specific population of
aged patients with an intrinsic survival bias is unknown. In response to the
controversy related to the isolated effect of age as a prognostic marker, assessing
comorbidities in a select population of older patients could help isolate the effect of

comorbidity relative to age.
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The presence of comorbidities could modify the long-term prognosis of
cancer patients because these patients often experience postoperative complications
and undergo conservative and less radical procedures (DERKS et al. 2005b; HALL
et al. 2002; PICCIRILLO 2000). Various instruments have been developed to assess
the effect of comorbidities on patient survival (HAVLIK et al. 1994; PICCIRILLO et
al. 2002). The NCI comorbidity index describes the number of diseases but does not
consider the severity. CHARLSON et al. (1987) and ACE-27 (PICCIRILLO 2000)
index incorporate a measure of severity and have been validated in select cancer
populations. The ACE-27 index, a modification of the Kaplan-Feinstein Index, has
been widely validated in head and neck cancer patients. This index is simple,
requires little training and has been demonstrated to be reliable in a variety of studies
(PALERI et al. 2002; ROGERS et al. 2005).

The aim of this study is to evaluate the effect of comorbidities measured with
the ACE-27 index on recurrence and survival of elderly patients with head and neck
cancer, while adjusting for other prognostic factors such as age, clinical stage and

functional status index.

Patients and methods

The study was approved by the Hospital Committee of Ethics. The medical
charts of all patients older than 70 years with untreated head and neck cancer
admitted to the Hospital do Cancer A. C. Camargo, Sao Paulo, Brazil, between
January 1, 1990, and December 31, 2003, were reviewed. During this period,
surgeons followed homogeneous and stable therapeutic approaches, which decreased

the effect of bias related to therapy. The following inclusion criteria were used in this
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study: a histologically confirmed diagnosis of malignant disease, no distant
metastasis, no recurrence and intention of treatment with a curative intent, exclusive
or as a part of multidisciplinary approach. Patients who underwent surgery for
thyroid cancer, skin cancer, melanoma and orbit tumors were excluded.

Data collection from the medical records was performed using a specially
designed survey form. The survey form included demographic information, smoking
and alcohol consumption, TNM staging (SOBIN ¢ WITTEKIND 2002), tumor site,
treatment type, neck dissection, comorbidities measured with the ACE-27 index,
functional status measured using the Karnofsky Performance Index and final stage at
last visit. Outcome measures were recurrence, overall and specific mortality. As
these are time to event outcomes, the time period was calculated from the first
treatment date until the last objective information was registered in the clinical
charts. Disease-free survival was defined as the time from initial treatment to first
evidence of recurrence of primary tumor. Overall survival was defined as the time
from initial treatment to death of any cause. Cancer specific survival was defined as
the time of initial treatment to death from the index cancer, including cancer deaths
related to surgical treatment.

A sample size calculation was made using information from Life Tables from
the United States Center for Disease Control and Prevention from 1989-1991 and an
article by PICCIRILLO et al. 2004b). For Americans up to 70 years of age, the risk
of death was 28.6% and for those between the ages of 70 and 80, the risk increased to
52.9%. We selected a basal death risk of 50%. PICCIRILLO et al. (2004b) estimated
an increase in the death risk of 1.9 to 2.5 fold for patients with moderate or severe

comorbidities. We selected an increase in the death risk of 1.2 fold. A power of
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80%, an alpha error of 0.05 and a time to event period of five years were used for
331 patients using the Lachin formula (LACHIN 1981).

The information from the forms was entered into a database (EPI-INFO,
WHO). For the statistical analysis, commercially available software (Stata 8.0, Stata
Corporation, Texas, USA) was used. Descriptive statistics were used to show the
distribution of variables in the population. Univariate analysis (Kaplan-Meier
method) was conducted to explore the relationship between baseline variables and
outcome events and results were reported using Mantel-Cox Hazard Risk (HR) with
a 95% Confidence Interval (95% CI). The log-rank test was used to define statistical
significance. Continuous and discrete variables were categorized to facilitate data
analysis and presentation. In cases of ordinal variables, an indicator variable was
created for each level in order to use it in the Cox proportional hazard regression
analysis.

Cox proportional hazard regression analysis was used to assess the
independent effect of comorbidity for recurrence, overall and specific mortality. The
selection of variables was made using results of univariate analysis and clinical
criteria. A stepwise backward Cox regression was then used to prove the independent
contribution of variables in the final model, using a p=0.2 for entry into the model.
After multivariate analysis, only variables with a p<0.05 were considered associated
with the outcome. For statistically significant variables, HR (Hazard Ratio) with a
95% IC was reported. For all statistical tests, p<0.05 was considered statistically

significant.

Results
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Clinical charts of 477 patients greater than 70 years of age were examined at
the Hospital Medical Archives. 330 patients fulfilled inclusion and exclusion criteria.
Reasons for exclusion were previous treatment at the first visit (30.1% with oral
cancer, 16.8% with larynx cancer and 23.1% with other tumor sites), metastatic
disease at diagnosis (7%), lymphoma or melanoma (18.2%) and other reasons
(synchronic cancer, incomplete information) in 4.8%. In order to keep a
homogeneous population, we decided to exclude also patients with histological type
different from squamous cell carcinoma. Finally, we analyzed 310 patients.

Mean age was 76.0 = 5.3 years (range 70-93; median 75 years). 68 patients
(21.9%) were older than 80 years; 226 patients were men (72.9%) and 278 (90.0%)
were caucasians. Duration of follow-up was 34.3 + 329 (0-141, median 22.5
months).

Primary tumor localization is shown in Graphic 1. The distribution by T and
N clinical staging is shown in Table 1. Information about tobacco and alcohol
consumption was available for 294 patients. Of these, 218 (73.9%) patients were
smokers, 120 (40.7%) were alcohol drinkers and 118 patients (38.1%) were

simultaneous smokers and drinkers.
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TABLE 1. Distribution by clinical stage
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T/N NO N1 N2a N2Zb N2c¢ N3 Total (%)
Tx 0 0 1 1 0 0 2(0.7)
Tl 6l 0 0 1 0 1 63 (20.3)
T2 60 8 5 1 0 2 T6(24.5)
T3 54 12 10 10 3 3 92 (29.7)
T4 36 19 5 4 8 5 77 (24.8)
Total (%) 211 (68.1) 39 (12.6) 21 (6.8) 17 (5.5) 11 (3.6) 11 (3.6) 310

Two hundred and forty seven (75.1%) patients had at least one comorbidity

(Table 2). The classification of patients’ comorbidity by the ACE-27 index was 0 in

77 (24.9%) patients, 1 in 141 (45.6%) patients, 2 in 48 (15.5%) patients and 3 in 43

(13.9%) patients. Karnofsky index value was available for 284 patients: <60 in 14

(5.0%) patients, 70 in 62 (21.8%) patients, 80 in 70 (24.6%) patients and >90 in 138

(48.6%) patients.

TABLE 2. Distribution of type and severity of comorbidities

Severity
by ACE-27*

Comorbidity % (n = 310) 1 2 3
Alcohol abuse 387 116 4 0
Hypertension 323 95 5 0
Respiratory disease 219 46 17 5
Congestive heart lailure 11.3 20 14 1
Diabetes mellitus 11.0 27 4 3
Arrhytmia 9.7 15 15 0
Myocardial mfarct 7.1 4 15 3
Coronary artery disease/angina 6.1 8 10 1
Stroke 4.8 2 10 3
Peripheral arterial disease 4.8 5 10 0
Renal insufficiency 4.8 13 2 0
Gastrointestinal disease 2.6 2 6 0
Dementia 1.3 | 2 1
Psychiatric 0.9 2 1 0
Liver discase 0.9 | 1 1
Paralysis 0.3 0 1 0
Neuromuscular disease 0.3 0 1 0
Other solid tumor 0.3 | 0 0
Obesity 0.3 0 1 0
Venous disease 0

Pancreas disease 0

Rheumatologic 0

Inmunological disease/ AIDS 0

Leukemia/myeloma 0

Limphoma 0

Iicit drugs 0

* Included only patients with comorbidities. 77 (24.9%) patients

didn't have comorbidities and were classified as ACE-27 = (.
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One hundred and eighty two patients (58.7%) were submitted to surgery. The
most common procedures were partial or total glossectomy with/ without floor of the
mouth and mandibulectomy resection (26.2%) and partial or total laryngectomy
(20.5%). Ipsilateral neck dissection was performed in 113 (62.1%) of these patients
and bilateral neck dissection was performed in 36 (19.8%) patients. Seventy-eight
(42.8%) of the operated patients received postoperative radiotherapy. Criteria for use
of postoperative radiotherapy were clinical stage III or IV, positive surgical margins,
perineural, lymphatic or vascular invasion, metastatic lymph nodes at the neck
dissection or extracapsular invasion in at least one metastatic lymph node.

One hundred and nineteen patients (38.4%) received radiotherapy as an
exclusive treatment, while 26 of them received concomitant chemotherapy. The
mean dose of radiotherapy was 61£13 Gy (7-76, median 65) and the treatment
duration was 6.8+1.7 weeks (1-11, median 7). Platinum and taxane based schemes of
chemotherapy were used in 19 and 6 patients, respectively.

Nine patients (2.9%) did not receive therapy because of death prior to
treatment initiation or the rejection of proposed therapy.

Eighty-five (27.4%) patients experienced tumor recurrence. The distribution of
recurrence is as follows: 45 (14.5%) local recurrences; 15 (4.8%) neck recurrences; 8
(2.6%) locoregional recurrences and 17 (5.5%) systemic recurrences (9 in lung, 3 in
liver, 2 in brain, 2 in bone and 1 in other organ). The mean disease free interval was
12.9 £ 11.6 months (range, 1.8-49.3; median 8.8 months). Actuarial 5-year disease

free survival was 63.1%
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One hundred and sixty seven (53.8%) patients died. Death due to cancer
occurred in 109 patients (35.2%). Actuarial 5-year overall survival and cancer

specific survival was 42.8% and 55.8%, respectively.

TABLE 3. Univariate analysis of survival

Disease free survival Owerall survival Cancer specific survival

Survival Survival Survival
at S-year at S-year at S-year

Variable (%) HE (95% CI) P ovalue (%) HE (95% CI) P value (%) HE (95% CI) F value
Age

T0-79 year-old 622 092 (052-1.60) 076 439 1.42 (099-2.03)  0.05 57.1 135 (0.86-2.10)  0.18
280 year-old 66.7 |T 50.1

Gender

Female 65.6 1.30 (0.80-2.13) 029 543 1.79(123-261) 0.002 64.9 L61 (1.04-249)  0.05
Male 62.1 w7 524

ACE27

0 68.3 1 56.9 1 64.5 1

1 57.0 1.45 (0D.87-2.42) 041 46.0 1.83 (124-2.71) <0.001 580 1.52 (095-242) 0.007
2 75.0 092 (0.55-1.55) nz 1.97 (1. 1) 436 1.71 (1.15-2.56)

3 60.7 1.28 (0.67-2.44) 216 2.08 (1.38-3.11) 452 1.55 (0.91-2.62)
Karnofsky Index

=90 65.5 1 559 1 710 1

&0 3.6 LED (1.14-2.84)  0.003 4.5 263 (1.86-3.70) =0.001 54.5 331 (213516) <0.001
=70 57.0 191 (1.17-3.14) 235 295 (2.10-4.16) 23 353234532
Tumor site

Larynx 67.5  0.63 (0.38-1.05) 4.1 0.50 (0.34-0.74) T0.5 0.43 (0.25-0.71)

Oral cavity 63.6 093 (0.60-1.45) 033 4.1 0.98 (0.72-1.34)  0.07 60.7 0.81 (0.54-1200  0.16
Oro/hypopharynx 56.4 1.62 (1.02-2.55) 0.7 1.85(1.33-2.5T) 390 215 (145-3.18)

Other 64.7 1.29 (0.64-2.58) 375 1.33 (0.72-2.47) 474 186 (0.96-3.60)

Clinical stage

1 64.7 1 673 1 832

I 77.0 1.36 (0.80-2.29) = 0.001 4.5 290 (1.814.65) =0.001 733 =0.001
111 66.7 2.04 (1.29-3.22) w7 2.97 (2.07-425) 60.8

v 53.1 282 (1.81-4.29) 26.3 296 (2.124.12) 09
Type of treatment

Surgery 69.2  0.63(0.29-1.02) 51.7 0.64 (0.46-0.90) T0.9 0.46 (0.29-0.73)
Radiotherapy 62.1 1.13 (0.73-1.75)  0.05 426 1.01 (0.73-1.39) <0.001 519 1.25 (D.85-1.84) <0.001
Surgery + radiotherapy 53.7 1.43 (0.90-2.25) 133 1.42 (1.02-1.96) 457 1.35 (090-2.03)

Neck dissection

No 63.6 1 47.5 1 583 1

Unilateral 67.0  0RT(0.51-1.46) 048 24 143 (1.03-199)  0.10 0.8 1.20 (0.79-1.84)  0.55
Bilateral 533 1.38 (0.77-2.44) 415 1.07 (0.68-1.68) 533 1.02 (0.58.1.79)

Results of univariate analysis are displayed in Table 3. The multivariable Cox
model included gender, age, ACE-27 index, clinical stage, tumor site, neck
dissection, Karnofsky index and treatment type for all models.

For recurrence, the final model maintained clinical stage IV [HR 2.54 (95%
CI 1.61-3.99), p<0.001] and Karnofsky <70 [HR 1.65 (95% CI 1.01-2.72), p=0.04]
as independent significant variables. The ACE-27 index value was not statistically

associated with recurrence (p=0.6).
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For overall survival, the final multivariable Cox model maintained age >80
years [HR 1.53 (95% CI 1.02-2.29), p=0.03], male gender [HR 1.70 (95% CI 1.12-
2.58), p=0.01], Karnofsky index <80 [HR 2.0 (95% CI 1.40-2.87), p<0.001], clinical
stage IV [HR 2.13 (95% CI 1.49-3.05), p<0.001], ACE-27 index value equal or
higher than 2 [HR 1.72 (95% CI 1.21-2.43), p=0.002] and larynx site [HR 0.65 (95%

C10.43-0.99), p=0.04] as statistically independent factors (Graphic 2a and 3a).
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For cancer specific survival, the final multivariable Cox model maintained
age older than 80 years [HR 1.68 (95% CI 1.03-2.73) p=0.03], Karnofsky index <80
[HR 2.28 (95% CI 1.43-3.64), p=0.001], and clinical stage IV [HR 3.43 (95% CI
2.20-5.36), p=<0.001]. The ACE-27 index value was not associated with specific

survival (Graphic 2b and 3b, p=0.11).
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Discussion

Studies exploring prognostic factors related to recurrence and survival in head
and neck surgical patients have stated that clinical stage, histological factors and
comorbidities have a strong relationship with these outcomes (FAYE-LUND e
ABDELNOOR 1996; PICCIRILLO 2000). However, most of these studies included
a wide population with low representation of older patients. As the population ages,
the importance of these standard prognostic factors must be reassessed. It is clear that
prognostic factors could not have the same burden, or even, their effects can
disappear because the selected sample of survivors.

The significance of age as a prognostic factor in cancer patients has been
widely discussed with a number of authors either supporting or denying its
importance. Studies detailing larynx, (MAGNANO et al. 1999) thyroid (BLISS et al.
1999) and other head and neck tumors (BORUK et al. 2005; KOWALSKI et al.
1994) have shown that older patients do not have different outcomes compared with
younger patients. Other studies have shown results sustaining the prognostic effect of
age, even when adjusting for other prognostic factors (HALL et al. 2002;
PICCIRILLO et al. 2002). Consequently, we believe that an evaluation of
comorbidities in a group of older patients could help to elucidate the prognostic
effect of each factor.

In this series of older patients, the univariate analysis showed a marginal
association of age higher than 80 years with overall and cancer-specific survival,
which was confirmed in the multivariate analysis. The relationship with overall
survival is not surprising, because older patients had a higher probability of death,

independent of health status. However, for the case of specific survival, multivariate
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analysis demonstrated an important prognostic effect. Patients older than 80 years of
age have an 1.68 fold increased risk of death, even when adjusted by variables such
as the severity of comorbidities, clinical stage and functional status. This finding
confirms the independent effect of age in cancer survival, but is different from a
previous report by PICCIRILLO (2000) We think this contradictory finding could
result from small sample size in his study, which included 341 patients with head and
neck cancer and a small minority of these patients were elderly. Nonetheless, in a
later study with a higher sample size, the prognostic effect of age was confirmed by
the same and other authors (HALL et al. 2002; PICCIRILLO et al. 2002).

On the other hand, comorbidity has been defined as the presence of disease
unrelated to the disease under study (PALERI et al. 2002). For cancer patients,
examining the effect of comorbidities is very relevant because known relationships
exist between some chronic diseases and a higher risk of cancer development.
Additionally, comorbidities can, often times, influence treatment selection and
administration (HIRANO e MORI 1998; DE CASSIA BRAGA et al. 2003; DERKS
et al. 2003). This is specifically important in head and neck cancer, where smoking
and alcohol drinking are the most important risk factors, but they are also risk factors
for developing other cardiovascular, pulmonary and metabolic diseases.
Comorbidities can act as confounding factors when prognosis is measured. It has
been demonstrated that certain therapies such as chemotherapy cannot be offered in
the presence of specific comorbidities. Additionally, physicians may be obligated to
administer suboptimal treatments to patients with comorbidities. All of these factors

contribute to decreases in disease-free survival (YATES 2001).
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Several instruments have been developed for comorbidity measurement.
KAPLAN e FEINSTEIN (1974) developed a specific index in a group of diabetic
patients. Later, CHARLSON et al. (1987) built another specific scale to measure
comorbidity. This scale was derived and validated in a cohort of medical patients and
predicted survival in head and neck cancer surgical patients reliably (SINGH et al.
1997). Later, the Kaplan-Feinstein Comorbidity Index was modified by Piccirillo,
creating the Adult Comorbidity Evalaution-27 (ACE-27) (PICCIRILLO 2000),
which has been widely validated in head and neck cancer patients (PICCIRILLO
2000; PALERI et al. 2002; PICCIRILLO et al. 2002; BORGGREVEN et al. 2003;
PALERI et al. 2004; PICCIRILLO et al. 2004b; FERRIER et al. 2005; ROGERS et
al. 2005). This test is reliable and easy to use, requires little training on the part of the
test administrator, and can be calculated retrospectively. All of these variables make
the ACE-27 one of the best instruments to assess comorbidity in head and neck
cancer patients (PALERI et al. 2002; ROGERS et al. 2005).

As expected, we found a high frequency of comorbidities (75%) in this series
of older patients. FERRIER et al. (2005) found at least one comorbidity in 59% of
117 patients, where only 28% of patients were older than 70 years. PICCIRILLO et
al. (2004a) in an analysis of SEER database, found 59% of comorbidities in 7 131
patients reviewed, including approximately 52% of patients older than 70 years.

The most frequent comorbidities were cardiovascular diseases (hypertension,
congestive heart disease, arrhythmia, myocardial infarct), alcohol abuse, respiratory
diseases and diabetes mellitus, closely related with chronic exposition to tobacco and
alcohol, but also common in geriatric populations. SESTERHENN et al. (2005) in a

group of 40 patients older than 75 years with head and neck cancer, found a similar
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distribution of comorbidities. However, the severity of disease as measured by ACE-
27 was mild in most cases, even considering that all patients were older than 70
years. These findings are comparable to other studies with a greater proportion of
younger patients (PICCIRILLO 2000; PICCIRILLO et al. 2002; FERRIER et al.
2005) and suggests that the presence of comorbidity without a measure of severity is
not a reliable indicator of the functional effect of disease. Hence, instruments that
only account for disease are less useful in a geriatric population (HAVLIK et al.
1994; SATARIANO e RAGLAND 1994).

The ACE-27 index was a good predictor of overall survival and cancer
specific survival in univariate analysis, but was not associated with higher
recurrence. In multivariate analysis, an ACE-27 index value > 2 was associated with
a 1.72 fold increase in the death risk, even when adjusting for age, clinical stage and
functional status. These results confirm previous findings from other authors
(PICCIRILLO 2000; PICCIRILLO et al. 2002; PICCIRILLO et al. 2004b; READ et
al. 2004).

However, the ACE-27 index was not statistically associated with specific
survival or recurrence in multivariate analysis. This finding could be explained by
the surgical approach implemented at this center, where age and comorbidity
presence were not contraindications to radical surgery and complex reconstruction. If
comorbidity can be compensated, the patient receives the standard treatment that will
be offered to a patient without comorbidities.

Another explanation is the inclusion of a functional status evaluation in
multivariate analysis. The Karnofsky index was the strongest statistically related

variable with overall and specific survival. It has been previously demonstrated that
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functional status is a different construct that cannot be confounded with comorbidity
in geriatric patients and could act as an interaction factor (EXTERMANN et al.
1998; ARTZ et al. 2006; FIRAT et al. 2002a ¢ b). Previous studies focused on
geriatric oncologic patients demonstrated an important effect of functional status on
mortality (INGRAM et al. 2002; REPETTO et al. 2003). Instruments specifically
designed to measure performance of older patients as Activities of Daily Living,
Instrumental Activities of Daily Living, Geriatric Depression Scale and pooled
instruments as Comprehensive Geriatric Assessment and Preoperative Assessment of
Cancer in the Elderly have shown that functional status modifies the prognosis in
older cancer patients (REPETTO et al. 2002; FRIEDRICH et al. 2003). Obviously,
the Karnofsky performance index is not as specific as such indices, but these results
show that it is an important factor to be included when assessing prognostic factors
in older patients. Even more, its simplicity and wide use makes it an easy instrument
that could help clinicians to define treatment approaches during the first clinical visit
without the use of extensive laboratory resources.

In conclusion, age was a prognostic factor for overall and specific survival in
older patients with head and neck cancer and its influence is independent of the
presence or severity of comorbidities. Comorbidity measured with the ACE-27 index
was also a prognostic factor for overall survival in head and neck cancer patients
older than 70 years and should be used in longitudinal studies assessing long-term
prognosis as an adjusting factor. The Karnofsky performance index was highly
associated with survival, to a greater extent than the ACE-27, and must be an
essential variable considered for clinical and research purposes in older populations.

We could not find a significant association between comorbidity and specific
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survival, but this finding is highly dependent on other factors such as clinical
approach and the functional status of evaluated patients. These results can be

confirmed in other populations with different treatment approaches.
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Abstract

Objectives: To find clinical factors related to administration of substandard
treatment in older patients with head and neck cancer. Study design: Historic cohort

Methods: Patients with 70 years or over with diagnosis of resectable head and neck
cancer were included. Treatment offered to patients was classified as standard or
substandard by experienced surgeons. Relation of age, clinical stage, comorbidities,
performance status and treatment with substandard treatment was explored. The
effect of substandard treatment on survival was assessed. Results: 312 patients were
included. Substandard treatment was offered to 19.9% of patients. Associated factors
to selection of substandard treatment were higher age, oro/hypopharynx tumor site,
severe comorbidity, advanced clinical stage and low Karnofsky index. Patients
submitted to substandard treatment had lower overall and cancer specific survival
(45.9% vs 19.9% and 63.0% vs 33.1%, respectively). Conclusion: Selection of
substandard treatment decreases overall and cancer-specific survival. Selecting
substandard treatment for reasons such as chronological age, tumor site or moderate

or mild comorbidities worsen patient prognosis.

Key words: Head and neck neoplasms, aged, treatment outcome, prognosis, survival

rate
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Introduction

Population ageing has been described as the most dramatic demographic
event of the twentieth century (UN 2006). Because individuals live longer, increases
in medical costs and the demand for health services have occurred. Older age is also
associated with a higher incidence of cancer. Breast, colon, lung and head and neck
cancers are frequently found in patients older than 60 (KENNEDY 2000).
Additionally, these patients also have cardiovascular, pulmonary and metabolic
comorbidities and presents to their first clinical evaluation with advanced disease.
This makes treatment selection and administration difficult. Head and neck cancer is
a special case, because most cases occur in elderly patients and the main risk factors
for cancer (smoking and alcohol drinking) are also risk factors for other diseases
such as hypertension, myocardial infarction, cerebrovascular events and chronic
pulmonary obstructive disease (COPD).

It has been suggested by some authors that age influences treatment
administration in cancer patients (SAMET et al. 1986) and comorbidities can modify
treatment selection in older patients with gynecologic (TRUONG et al. 2005),
urologic (PROUT Jr. et al. 2005), lung (JANSSEN-HEIJNEN et al. 2004) and/or
colon (SCHRAG et al. 2001) cancers. However, there is little information regarding
head and neck cancer patients. Selection of adequate primary treatment is an
important factor related to prognosis and substandard treatment could be responsible
for larger health related costs and loss of healthy life years in older cancer patients.
As comorbidity, age, clinical stage, tumor site and functional status have been related

to treatment selection in other types of tumors, it is important to assess the burden of
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these factors in head and neck cancer patients, identify modifiable factors and
suggest measures that could improve the elderly patient’s prognosis.

The aim of this study was to identify clinical factors and reasons related to the
selection of substandard treatment and measure the effect of substandard treatment

on the survival of aged head and neck cancer patients.

Materials and methods

This study was approved by Institutional Ethics Board. The medical charts of
all patients with untreated malignant head and neck tumors (excluding thyroid, skin
cancer and orbit cancer) greater than 70 years of age admitted to the Hospital do
Cancer A. C. Camargo, Sao Paulo, Brazil, between January 1, 1993, and December
31, 2003, were reviewed. During this period, surgeons followed homogeneous and
standardized therapeutic approaches, which decreased the effect of therapy-related
bias. The following inclusion criteria were used in this study: a histologically
confirmed diagnosis of malignant disease, no previous oncologic treatment, no
recurrent tumor, no distant metastasis and intention to treatment with a curative
intent, exclusive or as a part of multidisciplinary approach. Patients with unresectable
tumors were excluded and only patients with resectable tumors independent of the
operability state were included in the database.

Data collection from the medical records was performed using a specially
designed survey form. The survey form included demographic information, TNM
staging (SOBIN e WITTEKIND 2002), tumor site, treatment type, comorbidities
measured with ACE-27 index (PICCIRILLO 1995), functional status measured with

Karnofsky Index and final stage at last visit. Standard treatment was defined as any
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therapy with curative intent that was considered the first line treatment based on
hospital guidelines. The first line treatment could consist of surgery or radiotherapy
depending on the clinical stage and tumor site. Standard primary therapy for
resectable tumors at our institution was defined this way: surgical resection for
candidates with oral cavity, oropharynx, paranasal sinus and salivary gland tumors,
independent of clinical stage. For hypopharynx tumors in early stages, surgery or
radiotherapy was accepted as standard therapy and surgery or chemoradiotherapy
was considered adequate for advanced stages. For early stage larynx tumors,
radiotherapy and endoscopic laser surgery were considered adequate while surgery
or chemoradiotherapy were considered adequate for patients with advanced larynx
tumors. For nasopharynx tumors, chemoradiotherapy was considered standard
treatment. All other treatments or therapies different from those considered standard
were classified as substandard treatment. Treatment adequacy was classified by
two independent evaluators with training in head and neck surgery and more than 15
years of experience. Inter-observer agreement was measured using the Kappa
statistic. In cases where a consensus could not be reached, the recommendations of a
third evaluator was solicited.

The information from the forms was entered into a database (EPI-INFO,
WHO). For statistical analysis, commercially available software (Stata 8.0, Stata
Corporation, Texas, USA) was used. Descriptive statistics were used to show the
distribution of variables. To establish clinical factors related to the selection of
substandard treatment, we conducted univariate analysis with 2x2 tables and the

results were reported as OR (95% CI) and p values. Statistical differences were
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assessed with a chi- square test. Further, a logistic regression analysis including all
clinical variables was used to assess statistical independence.

For prognosis, we used overall and specific mortality. As these are time to
event outcomes, the time was counted from the date of the beginning of the first
treatment until the last objective information registered in the clinical charts. Overall
survival was defined as the time from surgery to death of any cause. Cancer specific
survival was defined as the time from surgery to death from the index cancer. Deaths
as a result of treatment were also considered cancer deaths. Univariate analysis with
the Kaplan-Meier method was used to explore the relationship between baseline
variables and outcome events and the results were reported using a Mantel-Cox
Hazard Risk (HR) with 95% Confidence Interval (95% CI). The log-rank test was
used to define statistical significance. Cox proportional hazard regression analysis
was used to assess the independent effect of substandard treatment on overall and
specific mortality.

In cases of ordinal variables, an indicator variable was created for each level
to use it in the logistic and Cox proportional hazard regression analysis. For all

statistical tests, p<0.05 was considered statistically significant.

Results

From an initial sample of 477 patients, 305 fulfilled inclusion and exclusion
criteria. Reasons for exclusion were previous treatment at the first visit (44 with oral
cancer, 25 with larynx cancer and 34 with other tumor sites), metastatic disease at

diagnosis (10), other tumor histology (27), unresectable disease (18), no oncologic
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therapy because rejection or death prior to treatment inititaion (7) and reasons such
as synchronic cancer or incomplete information (7).

The mean age was 75.8 £ 5.2 years (range 70-93; median 74 years). 86
patients (28.2%) were between 75 and 79 years and 64 patients (21%) were older
than 80 years; 217 patients were men (71.2%) and 274 (89.8%) were caucasians.
The primary tumor site is showed in Figure 1. Most patients had squamous cell
carcinoma (94.4%). Distribution by T and N Clinical Stage is shown in Table 1.

Table 1. Distribution by T and N Stage

TN NO N1 N2a N2b N2¢ N3 Total (%)
Tx 0 0 1 1 1 0 3(1.0)
T1 62 0 0 1 0 0 63 (20.7)
T2 62 8 4 1 0 2 77 (25.3)
T3 54 13 9 10 3 2 91 (29.7)
T4 39 16 4 2 7 3 71 (23.3)
Total (%)  217(712)  37(12.1)  18(5.9)  15(4.9) 11(36)  7(23) 305

Two hundred and thirty three (74.4%) patients had at least one comorbidity.
Classification of patients’ comorbidity by the ACE-27 index was: 0 in 78 (25.6%)
patients, 1 in 139 (45.6%) patients, 2 in 47 (15.4%) patients and 3 in 41 (13.4%)
patients. A Karnofsky index value was available for 280 patients: <60 in 12 (4.3%)
patients, 70 in 58 (20.7%) patients, 80 in 68 (24.3%) patients and >90 in 142 (50.7%)
patients.

One hundred and ninety six patients (64.3%) were subjected to surgery as
initial treatment and eighty seven (44.4%) of the operated patients received
postoperative radiotherapy. One hundred and nine patients (35.7%) solely received

radiotherapy and 21 were treated with concomitant chemotherapy.
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Fifty seven patients (18.7%) were classified as receiving substandard
treatment. Inter-observer agreement was 0.86. The reasons for substandard treatment

were:

Tumor site distribution

Primary unknown
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Nose/paranasal
Hypopharynx
Oropharynx
Larynx

Oral cavity
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Figure 1. Tumor site distribution

comorbidities in 21 patients (6.9%), patient or family reasons in 14 patients (4.6%),
new clinical findings or adverse events in 5 patients (1.6%) and unspecified reasons
in 17 patients (5.6%). Any patient with unspecified reasons had severe comorbidities,
but 5 had Karnofsky Performance Status of 70 and 9 had tumors in clinical stage IV.
For patient/family reasons, 3 patients had severe comorbidity, 5 had Karnofsky of 70
and clinical stage IV, respectively.

Univariate analysis for clinical factors related to substandard treatment is
shown in Table 2. In logistic regression analysis, the remaining factors were: Age >
80 years (OR 2.52, 95% CI (1.15-5.51), p=0.02); oro/hypopharynx tumor site (OR

5.17, 95% CI (2.56-10.43), p<0.001); ACE-27 value =3 (OR 2.19, 95% CI (0.98-



43

4.95), p=0.05), and Karnofsky performance index <70 (OR 3.47, 95% CI (1.74-
6.93), p<0.001). Clinical stage IV (OR 1.76 95% CI (0.90-3.44), p=0.09) was not
statistically associated. As Karnofsky performance index was not available for 25
patients, and this lack of data could modify results of multivariate analysis, we
performed a sensitivity analysis using extreme low and high values for missing data,
without changes in variables finally maintained in the analysis. (Data not shown)

According to this analysis, if severe comorbidity and poor performance status
were considered the only modifying factors for treatment selection, 25 other patients
should have received standard treatment, which decreases the rate of substandard
treatment from 18.7% to 10.5%.

Actuarial 5-year overall survival and cancer specific survival was 42.3%
(95% CI 36.3-48.3) and 57.1% (95% CI 50.1-63.1), respectively. The five-year
overall survival for standard and substandard treatment was 45.1% and 29.8%,
respectively (p<0.001); and the 5-year cancer specific survival was 61.2% and
38.6%, respectively (p<0.001). Figure 2a and b When adjustments for age, sex,
tumor site, comorbidities and functional status were made, substandard treatment
was statistically associated with cancer specific survival (HR 1.76, 95% CI (1.07-
2.88), p=0.02) but not with overall survival (HR 1.37, 95% CI (0.89-2.11), p=0.16;

Table 3).
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Figure 2a. Overall survival by type of treatment

Table 2. Univariate analysis for factors related with selection of substandard

treatment.
Variable Standard treatment Substandard treatment P value
(n=248) (n=57)
Age
70-74 years 132 (43.3%) 23 (7.5%)
75-79 years 69 (22.6%) 17 (5.6%)
>80 years 47 (15.4%) 17 (5.6%) 0.12
Sex
Female 73 (23.9%) 15 (4.9%)
Male 175 (57.4%) 42 (13.8%) 0.63
Tumor site
Oral cavity 99 (32.5%) 16 (5.3%) <0.001
Oro/hypopharynx 46 (15.1%) 30 (9.8%)
Larynx 73 (23.9%) 8 (2.6%)
Other 30 (9.8%) 3(1.0%)
Clinical stage
I 58 (19.0%) 4 (1.0%) 0.002
11 56 (18.4%) 6(2.0%)
III 58 (19.0%) 19 (5.6%)
v 76 (24.9%) 30 (9.8%)
ACE-27 value
0 64 (21.0%) 14 (4.6%) 0.001
1 123 (40.3%) 16 (5.3%)
2 36 (11.8%) 11 (3.6%)
3 25 (8.2%) 18 (5.3%)
Karnofsky performance index*
<70 43 (15.4%) 27 (9.6%) <0.001
80 58 (20.7%) 10 (3.6%)
>90 123 (43.9%) 19 (6.8%)

*25 patients with missing data (24 in the standard group).
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Table 3. Results of Cox multivariate analysis for factor related with overall and
cancer specific survival.

Variable Overall survival Cancer specific survival

HR (95% CI) P value HR (95% CI) P value
Substandard treatment 1.37 (0.89-2.11) 0.15 1.76 (1.07-2.88) 0.02
Age >80 1.37 (0.90-2.09) 0.14 1.58 (0.95-2.63) 0.07
Sex (male) 1.40 (0.93-2.12) 0.11 1.28 (0.76-2.17) 0.34
Oro/hypopharynx tumor site 1.09 (0.75-1.58) 0.64 1.16 (0.74-1.82) 0.51
Clinical stage IV 2.48 (1.75-3.51) <0.001 3.93 (2.54-6.08) <0.001
ACE-27 value =3 1.88 (1.22-2.89) 0.004 1.32(0.76-2.30) 0.32
Karnoksky index <70 2.01 (1.39-2.89) <0.001 2.15(1.37-3.36) 0.001
Discussion

Population aging is a complex process that depends on variation in fertility
rates and increase in life expectancy. According to World Health Organization, it is
expected that in 2050, almost 2 billion people will be aged 60 or over, with the
majority of aged individuals residing in developed countries (UN 20006).

Cancer incidence and mortality rates increase with age. The incidence of any
cancer in aged patients increases from 1.301,6 per 100.000 inhabitants for those older
than 60 years to 2.311,9 per 100.000 inhabitants in those older than 85 years and age-
adjusted cancer mortality is over 15 times greater for patients aged 65 and older in
comparison with those under 65 (1.068,3/100.000 vs 67.3/100.000) according to the
United States National Institute on Aging-NIA (2006) For head and neck cancers, the
incidence increases from 32.2 to 41.0 per 100,000 in patients over 60 and 80 years,
respectively 60% of deaths occur in persons older than 65 years (RIES et al. 2006).

Adequate primary treatment selection in head and neck cancer is an important
prognostic factor, as has been demonstrated by recent long term studies regarding

oral cancer (SESSIONS et al. 2002).
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Figure 2b. Cancer specific survival by type of treatment.

Some authors have shown that age and comorbidities influence treatment selection
and aged patients with cancer are more likely to receive substandard treatment. Using
the SEER database, SAMET et al. (1986) discovered that less definitive therapy for
local and regional stage tumors of 16 different anatomic sites was administered in
older patients and this trend was more prominent for tumors that required more
radical surgical procedures. In 400 patients over 65 years with endometrial
carcinoma, TRUONG et al. (2005) discovered that age and comorbidity influenced
whether patients received less surgical therapy. In a population based study with
more than 4000 lung cancer patients, (JANSSEN-HEIJNEN et al. 2004)
demonstrated that older patients with comorbidities received less surgical treatment
for localized tumors and less chemotherapy for non-localized tumors. However,
multivariate analysis using the number of comorbidities did not demonstrate an

association with poorer survival. In 820 patients with bladder cancer, (PROUT et al.
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2005) found that older patients and those with a higher ASA classification were less
likely to receive radical surgery.

For patients with head and neck cancer, the prognostic effect of comorbidity
has been widely demonstrated (DE CASSIA BRAGA et al. 2003; GOURIN et al.
2005; PICCIRILLO 2000). However, there is little information regarding elderly
head and neck cancer patients. In one of the best studies with 273 patients aged 75
years and older, (SARINI et al. 2001) found a lower rate of surgery and
chemotherapy in older patients without an effect on overall and cancer-specific
survival. In 119 patients aged 75 years and over, (HIRANO e MORI 1998) found a
substandard treatment rate of 26%, where 10.1% were a result of comorbidities and
13.4% were related to treatment refusal. Regarding tumor site, oro and hypopharynx
were highly associated with substandard treatment. KUSABA et al. (2001) found a
rate of substandard treatment of 18% in 236 patients older than 75 years. In 118
surgical therapy candidates older than 70 years, (DERKS et al. 2003) found a
substandard treatment rate of 28.8%. The most frequent reason for substandard
treatment was tumor unresectability (11%), followed by comorbidity (9.3%) and
patient refusal (5.9%). This results are different from our series, because we excluded
patients with unresectable tumors; and comorbidity (9%) and patient/family issues
(5.1%) were the primary reasons patients were offered substandard treatment.
Because the retrospective design of the study, it was impossible to clarify if
unspecific reasons were more related to comorbidities or patient/family causes, but
apparently these patients had worse performance status and more advanced clinical

stage.
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With respect to comorbidities, 36% of patients had a moderate to severe
comorbidity according to DERKS et al. (2003) relative to 29.5% in our series.
However, our series had a higher number of patients with a Karnofsky performance
index lower than 80 (51.2% vs 31%) probably because Derks’ study only examined
surgical candidates. In a second study, (DERKS et al. 2005b) found a frequency of
substandard treatment in 38% of patients aged 70 years and older and in 64% of
patients 80 years and older. Additionally, 14% of patients had not received treatment.
In her group, 11.8% of patients refused treatment, much more than in our study
(5.1%). Furthermore, DERKS et al. (2005b) study found that old age, tumor stage,
pharynx tumor site, comorbidities and poor physical functioning were associated
with substandard treatment in univariate analysis, but only comorbidities, clinical
stage and age remained in multivariate analysis. In our series, multivariate analysis
maintained the same variables and age older than 80 years.

HIRANO e MORI (1998) explored the prognostic effect of substandard
treatment on survival. The 3-year overall survival was 18% for the entire group of
substandard treatment versus 77% for the group of standard treatment, but they were
not categorized by age. Further, KUSABA et al. (2001) showed a non-actuarial
survival of 40.4% in patients subjected to standard treatment versus 4.6% in those
subjected to substandard treatment. The overall survival analyzed by treatment type
was different in our study (45% for standard treatment versus 20% for substandard
treatment) and this could be explained by the inclusion of younger patients in the
Hirano study and the inclusion of patients with unresectable and metastatic tumors in
the Kusaba study. Our analysis demonstrated that outside of common factors

associated with poor prognosis such as clinical stage and performance status, there is
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an independent effect of substandard treatment on cancer-specific survival.
Comorbidities were strongly associated with substandard treatment and this can
explain why their independent prognostic effects couldn’t be isolated. Our results are
comparable with other studies, but our offers a greater sample size, better selection of
patients, similar treatment approach and more detailed statistical analysis that
explores factors associated with the administration of substandard treatment and its
effects in long-term prognosis. However, results from this study should be cautiously
analyzed because the common biases associated with retrospective designs and
because the missing values of Karnofsky Performance Index in approximately 10%
of patients, although we tried to surpass this weakness using a sensitivity analysis.
Finally, the problem is why reasons different from clinical ones induce
selection of substandard therapy to a greater extent in older patients. Surgeons
usually consider older patients less resistant to major procedures and more prone to
postoperative complications. However, this assumption has not been supported by
the literature. Other reasons could be the belief that quality of life is more important
than length of life in elderly patients. As a result, physicians will offer less radical
procedures which inherently carry a greater chance of disease recurrence. Moreover,
patient and family reasons to refuse standard treatment could be consequence of
common misinformation associated with the decreased resilience of older patients,
but also could be result of the fact that surgeons influence the patient’s choice.
Prospective studies designed to change physician, patient and family misperceptions
about older cancer patients will help to decrease the number of substandard

treatments offered.
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Conclusions

Results from this study show that the selection of substandard treatment
decreases overall and cancer-specific survival. If the selection of substandard
treatment is made because clinical factors such as low performance status, higher
clinical stage or severe comorbidity (ACE-27 value=3) exist, this option is
reasonable. However, surgeons should realize that selecting substandard treatment
for reasons such as chronological age, tumor site or moderate or mild comorbidities

worsen patient prognosis.
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5 DISCUSSAO

Os estudos que avaliam os fatores progndsticos relacionados com recorréncia
e sobrevida em pacientes com tumores de cabeca e pescogo t€m estabelecido que o
estadio clinico, os fatores histopatologicos e a comorbidade sdo as varidveis mais
importantes (FAYE-LUND e ABDELNOOR 1996; PICCIRILLO 2000). No entanto,
muitos destes estudos incluem uma ampla populacdo com pouca representacao dos
pacientes idosos. Na medida em que a populagdo envelhece, a importancia destes
fatores prognosticos deve ser reavaliada, pois estes fatores podem ndo ter a mesma
forga neste grupo especial de pacientes sobreviventes.

O significado da idade como fator progndstico em pacientes com cancer tem
sido discutida amplamente, e existem autores que enaltecem e outros que descartam
sua importancia. Estudos feitos em pacientes com tumores da laringe (MAGNANO
et al. 1999), tiredide (BLISS et al. 1999) e outros tumores da cabeca e pescogo
(BORUK et al. 2005; KOWALSKI et al. 1994) tém demonstrado que os pacientes
idosos tém resultados similares quando comparados com pacientes mais jovens.
Embora, outros estudos demonstrem um efeito prognostico importante de idade,
mesmo apds ajuste por outros fatores conhecidos (HALL et al. 2002; PICCIRILLO
et al. 2002). Portanto, acreditamos que uma avaliagao das comorbidades e seu efeito
prognodstico num grupo selecionado de pacientes idosos podem esclarecer o efeito
prognostico de cada uma dessas variaveis.

Nesta série de pacientes, a analise multivariada mostrou uma associacao

marginal da idade acima de 80 anos com a sobrevida global e especifica que foi logo
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confirmada na analise multivariada. A relagdo da idade com a sobrevida global nado e
inesperada, pois os pacientes mais velhos tém uma maior probabilidade de morrer
por qualquer causa, independente do estado de satide, embora, a analise multivariada
tenha demonstrado uma relagdo estatisticamente significativa com a sobrevida
especifica. Os pacientes com idade acima de 80 anos, tiveram um aumento do risco
de morte por cancer de 1.68 vezes, ainda quando ajustado por varidveis como
comorbidade, estadio clinico do tumor e estado funcional. Estes achados confirmam
o efeito independente da idade como fator prognodstico e sdo diferentes dos
informados previamente por PICCIRILLO (2000). Acreditamos que esta contradigdo
pode ser produto de uma amostra de tamanho pequeno do estudo de Piccirillo que
incluiu somente 341 pacientes com tumores da cabega € pescoco € uma pequena
quantidade de pacientes idosos. Um estudo posterior do mesmo autor, com um
tamanho de amostra maior confirmou os achados deste e de outros estudos com
respeito a idade (HALL et al. 2002; PICCIRILLO et al. 2002).

A comorbidade tem sido definida como a presenca de uma doenca que nao
tem relagdo com a doencga estudada (PALERI et al. 2002). Nos pacientes acometidos
de cancer, a avaliag¢do do efeito das comorbidades é muito relevante devido a relagdo
ja conhecida entre doengas cronicas e um risco maior de desenvolver tumores. Além
disso, as comorbidades podem as vezes influenciar a selecdo e administragdo do
tratamento (DE CASSIA BRAGA et al. 2003; DERKS et al. 2003; HIRANO e
MORI 1998). Isto ¢ particularmente importante em pacientes com tumores de cabega
€ pescogo, nos quais o consumo de tabaco e alcool sdo os fatores de risco mais
importantes, mas também sdo determinantes de outras doencas cardiovasculares,

pulmonares e metabdlicas. As comorbidades podem também atuar como fatores de
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confusdo quando se avalia o prognostico. Tem sido demonstrado que algumas
terapias, tais como a quimioterapia, ndo podem ser oferecidas em presenca de
determinadas comorbidades. Além disso, muitas vezes os médicos podem ser
obrigados a oferecer tratamentos inferiores ao ideal aos pacientes com comorbidades.
Estes fatos podem contribuir com a diminui¢do da sobrevida por cancer (YATES
2001).

Viérios instrumentos tém sido desenvolvidos para medir as comorbidades
KAPLAN e FEINSTEIN (1974) desenvolveram um indice especifico num grupo de
pacientes diabéticos. Posteriormente, o indice Kaplan-Feinstein de comorbidade foi
modificado por Piccirillo, criando o Adult Comorbidity Evalaution (ACE-27)
(PICCIRILLO 2000) que tem sido validado amplamente em pacientes com tumores
de cabeca e pescoco (BORGGREVEN et al. 2003; FERRIER et al. 2005; PALERI et
al. 2002; PALERI et al. 2004; PICCIRILLO 2000; PICCIRILLO et al. 2002;
PICCIRILLO et al. 2004b; ROGERS et al. 2005). Este indice é confiavel e facil de
usar, precisa de um minimo treinamento ¢ pode ser calculado retrospectivamente,
fazendo dele o melhor instrumento para medir comorbidade em pacientes com
tumores de cabega e pescoco (PALERI et al. 2002; ROGERS et al. 2005).

Como era esperado, foi achada uma alta freqiiéncia de comorbidades (75%)
nesta série de pacientes idosos. As comorbidades mais freqiientes foram doengas
cardiovasculares (hipertensdo, insuficiéncia cardiaca, arritmias, infarto de
miocardio), abuso de dalcool, doengas respiratorias e diabetes mellitus, todas
relacionadas com a exposi¢do cronica ao tabaco e ao alcool, mas também muito
comuns em populacdes geriatricas. Estes achados s3o comparaveis aos outros

estudos que incluem uma propor¢ao maior de pacientes mais jovens (PICCIRILLO
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2000; PICCIRILLO et al. 2002; FERRIER et al. 2005) e demonstram que a presenca
da comorbidade sem uma medida de severidade ndo ¢ um indicador confidvel do
efeito funcional da doenga. Assim, os instrumentos que somente contam as doengas
sdo0 menos uteis em populagdes geriatricas (HAVLIK et al. 1994; SATARIANO e
RAGLAND 1994).

O indice ACE-27 foi um bom preditor da sobrevida global e ficou associado
marginalmente com a sobrevida especifica, na analise univariada, mais nao teve
associacdo com a recorréncia. Na analise multivariada, o valor do indice ACE-27
acima de dois teve aumento da mortalidade de 1.72 vezes ainda quando ajustado pela
idade, o estadio clinico e o estado funcional. Estes resultados confirmam os achados
de outros estudos (PICCIRILLO 2000; PICCIRILLO et al. 2002; PICCIRILLO et al.
2004b; READ et al. 2004).

O indice ACE-27 ndo teve associacdo estatisticamente significativa com a
sobrevida especifica nem com a recorréncia na analise multivariada. Este achado
pode se explicar pela conduta cirurgica aceita em nossa institui¢do, onde, idade e
comorbidade ndo sdo contra-indicagdes para uma cirurgia radical e uma reconstrugao
complexa. Se a comorbidade pode ser compensada, o paciente recebe o tratamento
padrao que teria sido oferecido a um paciente sem comorbidades. Outra explicagao ¢
o cfeito da inclusdo da avaliagdo do estado funcional na analise multivariada. O
indice de Karnofsky foi a varidvel com maior forga de associagdo com a sobrevida
global e especifica. Foi demonstrado previamente que o estado funcional ¢ um
construto diferente; que ndo deve ser confundido com a comorbidade em pacientes
idosos e que, além disso, pode atuar como um fator de interacdo (EXTERMANN et

al. 1998, FIRAT et al. 2002a e b; ARTZ et al. 2006). Estudos prévios com pacientes
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idosos demonstraram um efeito importante do estado funcional na mortalidade global
(INGRAM et al. 2002; REPETTO et al. 2003). Instrumentos especificamente
desenhados para medir o estado funcional de pacientes idosos como os Activities of
Daily Living, Instrumental Activities of Daily Living, Geriatric Depression Scale e
instrumentos que juntam multiplas avaliagdes como o Comprehensive Geriatric
Assessment and Preoperative Assessment of Cancer in the Elderly t€ém demonstrado
que o estado funcional modifica o progndstico dos pacientes idosos com cancer
(FRIEDRICH et al. 2003; REPETTO et al. 2002). Obviamente, o indice de
Karnofsky ndo ¢ tdo especifico como estes indices, mas estes resultados mostram que
ele ¢ um fator importante que deve ser incluido quando se avaliam fatores
progndsticos em pacientes idosos. Além disso, a simplicidade e uso amplo fazem-no
um instrumento de facil aplicagdo e que pode ajudar aos médicos a definir condutas
terapéuticas a primeira visita sem usar muitos exames laboratoriais.

A selecdo do tratamento primario em pacientes com cancer de cabega e
pescoco ¢ um fator prognostico importante e seu efeito foi demonstrado
recentemente em estudos de cancer oral (SESSIONS et al. 2002; SESSIONS et al.
2003). Alguns autores tém demonstrado que a idade e as comorbidades influenciam a
selecdo do tratamento e que pacientes idosos s3o0 mais suscetiveis a receber
tratamentos inferiores ao ideal. Usando o banco de dados do SEER, SAMET et al.
(1986) descobriu a administracdo de tratamento sub-6timo em pacientes idosos com
tumores em estadios clinicos localizados e com compromisso regional em 16 sitios
anatomicos, e esta tendéncia foi ainda maior para aqueles tumores que necessitaram
de tratamentos cirurgicos mais radicais. Para os pacientes com tumores de cabeca ¢

pescoco, o efeito prognostico da comorbidade estd bem estabelecido (PICCIRILLO
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2000, PICCIRILLO et al. 2002; DE CASSIA BRAGA et al. 2003; PICCIRILLO et
al. 2004a; GOURIN et al. 2005). No entanto, existe pouca informacao a respeito de
pacientes idosos. Num dos maiores estudos com 273 pacientes acima de 75 anos,
(SARINI et al. 2001) acharam um menor uso de cirurgia ¢ quimioterapia com um
efeito deletério na sobrevida global e especifica. Em 119 pacientes, acima de 75
anos, (HIRANO e MORI 1998) acharam uma freqiiéncia de tratamento sub-6timo de
26%, onde 10% foi por efeito das comorbidades e 13% por rejeigdo do tratamento.
Com respeito ao sitio do tumor, as localizagdes em oro/hipofaringe se associaram
com o tratamento sub-6timo. KUSABA et al. (2001) achou uma freqiiéncia de
tratamento sub-6timo em 18% de um grupo de 236 pacientes maiores de 75 anos. Em
118 candidatos a tratamento cirurgico maiores do que 70 anos, DERKS et al. (2003)
encontrou uma freqiiéncia de tratamento sub-6timo de 28.8%. A razdo mais comum
para a escolha deste tratamento foi irresecabilidade (11%) seguida da comorbidade
(9.3%) e rejeicdo do paciente (5.9%). Em nossa série, decidimos excluir os pacientes
com tumores irresecaveis, ¢ a comorbidade (9%) e a rejei¢ao do paciente ou a familia
(5.1%) foram as razdes principais para oferecer um tratamento sub-6timo. No estudo
de (DERKS et al. 2003), 36% dos pacientes tiveram comorbidades moderadas e
severas, similar aos nossos pacientes (29.5%). No entanto, a nossa série teve um
numero maior de pacientes com indice de Karnofsky <80 (51.2 vs 31.0%),
provavelmente pela selecdo de pacientes cirirgicos no estudo dela. Num segundo
estudo, (DERKS et al. 2005b) acharam uma freqiiéncia de tratamento sub-6timo em
38% dos pacientes acima de 70 anos ¢ de 64% nos pacientes acima de 80 anos. Além
disso, 14% dos pacientes ndo receberam tratamento na sua sériec ¢ 11.8% dos

pacientes rejeitaram o tratamento, numero muito maior do que em nossa série.
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DERKS et al. (2005b) também achou que a idade maior, o estddio clinico, a
localizag¢do na faringe, as comorbidades e o estado funcional estiveram associadas a
administracdo do tratamento sub-6timo na andlise univariada, mas somente as
comorbidades, o estadio clinico e a idade se mantiveram na analise multivariada.
HIRANO e MORI (1998) exploraram o efeito prognostico do tratamento sub-
o0timo na sobrevida. A sobrevida global de 3 anos foi 18% para o grupo de
tratamento sub-6timo versus 77% para o grupo do tratamento padrdo, mais os
pacientes nao foram divididos por idade. Depois, KUSABA et al. (2001) mostrou
uma sobrevida ndo atuarial de 40.4% em pacientes submetidos a tratamento padrao
versus 4.6% em pacientes submetidos a tratamento padrdo. A sobrevida global pelo
tipo de tratamento recebido foi diferente em nosso estudo (40% para o grupo de
tratamento padrao versus 20% para grupo de tratamento padrdo) e este achado pode
ser explicado pela inclusdo de pacientes mais jovens no estudo de Hirano e de
pacientes com tumores irresecaveis ou metastaticos no estudo de Kusaba. A nossa
analise demonstrou que além dos fatores comuns associados com um pior
prognéstico como o estddio clinico e o estado funcional, existe um efeito
independente do tratamento sub-O0timo na sobrevida especifica. As comorbidades
ficaram associadas fortemente com o tratamento sub-6timo e isto pode explicar
porque o seu efeito progndstico independente ndo pode ser isolado. Os nossos
resultados sdo comparaveis aos outros estudos publicados, mas oferece um tamanho
de amostra maior, uma melhor selecdo de pacientes, condutas de tratamento
uniformes e uma analise estatistica mais detalhada que explorou fatores associados

com a administracdo de um tratamento sub-6timo e seus efeitos em longo prazo.
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Nao ha clareza quanto as razdes porque o tratamento sub-Otimo ¢ mais
freqlientemente oferecido aos pacientes idosos. Os cirurgides consideram os
pacientes idosos menos resistentes aos procedimentos cirurgicos € mais suscetiveis
as complicagdes poOs-operatorias, embora, esta idéia nao tenha sido demonstrada na
literatura (KOWALSKI et al. 1994). Outra razdo pode ser a crenga de que a
qualidade de vida é mais importante do que a quantidade de vida em pacientes
idosos. Como resultado, os médicos oferecem procedimentos menos radicais que
levam a uma grande chance de recorréncia (MCKENNA 1994). Além disso, as
razdes dos pacientes e suas familias para rejeitar o tratamento padrao podem ser
conseqiiéncias de informacdes erradas a respeito de uma menor tolerancia dos
pacientes idosos, mas também pode ser resultado da influéncia dos cirurgides sobre a
escolha do paciente.

Finalmente é necessario enunciar as possiveis fraquezas deste estudo. Pelo
seu carater retrospectivo, ele pode ser afetado por viés de selegdo. Outro fator
relevante, e a falta de informagdo do valor do indice de Karnofsky em 10% dos
pacientes, o que pode influir nos resultados da analise multivariada. Um outro fator
pode ser a defini¢do retrospectiva das razdes associadas com a escolha de um
tratamento sub-6timo. Todas estas fraquezas foram identificadas na fase do protocolo
e o desenho do estudo as levou em conta e se planejou uma estratégia para diminuir
a0 maximo os seus possiveis efeitos. O viés de selecdo foi diminuido criando
critérios de inclusdo e exclusdo estritos e obtendo os prontudrios no registro
hospitalar, sem conhecer as intervengdes e os resultados. Para os dados faltantes, foi
feita uma andlise de sensibilidade usando valores extremos nos dados ausentes e

avaliando os resultados finais. O resultado deste exercicio ndo mostrou diferengas
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nas conclusdoes. Com respeito a defini¢do retrospectiva de alguns dados, foram
utilizados dois avaliadores e a concordancia interavaliadores foi medida para garantir
uma adequada classificagdo dos pacientes. Desta forma, as conclusdes devem ser

analisadas cuidadosamente e validadas em outras séries de pacientes.
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6 CONCLUSOES

Concluindo, a idade foi um fator prognostico para sobrevida global e
especifica em pacientes idosos com cancer de cabega e pescoco e sua influéncia €
independente da presenca ou severidade das comorbidades. A comorbidade medida
com o indice ACE-27 também ¢ um fator prognoéstico para a sobrevida global em
pacientes acima de 70 anos com cancer de cabeca e pescogo e deve ser usado em
estudos que avaliem fatores progndsticos como uma variavel de ajuste. O indice de
Karnofsky também se associou com a sobrevida, de melhor forma do que o indice
ACE-27, e deve ser uma variavel essencial a se considerar em estudos clinicos e
pesquisas com populagdes geriatricas. Nao foi possivel achar uma associagao
estatistica entre a comorbidade e a sobrevida especifica, entretanto, deve-se
considerar que estes resultados dependem de muitos outros fatores, tais como, as
condutas terapéuticas e o estado funcional dos pacientes avaliados.

Também foi demonstrado que a selecdo de um tratamento sub-6timo diminui
a sobrevida global e especifica. Os fatores relacionados com a escolha do tratamento
sub-6timo foram o estado funcional pobre, o estadio clinico avangado, a presenca de
uma comorbidade severa, a idade cronolégica e a localiza¢dao do tumor.

Finalmente, a idéia de que as comorbidades sdo per se o mais importante
fator prognodstico em pacientes idosos com tumores de cabeca e pescogo deve ser
reconsiderada. O presente estudo sugere que o cirurgido atua também como fator
prognoéstico selecionando tratamentos inferiores ao padrdo, e que tal conduta ¢

influenciada pela severidade das comorbidades e o estado funcional.
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Anexo 3. Adult Comorbidity Index (ACE-27) Versao portuguesa

Avaliacdo de comorbidade no adulto — ACE 27

Nome da paciente:

RG

Identificar importantes comorbidade médicas e graduar usando o indice. O escore de comorbidade global é definido conforme o maior grau de doenga, exceto no caso em que dois ou mais grau 2 ocorrer

em diferentes sistemas organicos. Nesta situagao, a contagem global de comorbidade devera ser designada como grau 3.

Comorbidade

Grau 3
Descompensacao severa

Grau 2
Descompensacdo moderada

Grau 1
Descompensagéo leve

Sistema Cardiovascular
Infarto do miocardio

O Infarto < 6 meses

O Infarto > 6 meses

0O ECG com infarto antigo apenas, idade
indeterminada.

Angina/Doenga coronariana

O Angina instavel

O Angina crdnica com o exercicio

O Enxerto derivativo em artéria coronaria (CABG) ou
angioplastia coronéaria (PTCA) < 6 meses

O Stent coronario < 6 meses

0 ECG, teste de stress ou cateterismo com evidéncia
de coronariopatia sem sintomas.

00 CABG ou PTCA (> 6 meses)

0 Stent coronario (> 6 meses)

Insuficiéncia cardiaca congestiva (ICC)

O Hospitalizagéo por ICC nos Ultimos 6 meses
0O Fragao de ejecéo < 20%

O Hospitalizagéo por ICC maior que 6 meses atras
O ICC com dispnéia limitando atividades

0 ICC responsiva ao tratamento
O Dispnéia com o exercicio
O Dispnéia paroxistica noturna

Arritmias O Arritmia ventricular < 6 meses O Arritmia ventricular > 6meses atras O Sindrome do seio doente
O Fibrilag&o atrial crénica ou flutter
O Marca passos

Hipertenséo 0O PD > 130mmHg 0O PD 115-129 mm Hg O PD 90-114 mm Hg

O Papiledema maligno grave ou outras alteragdes
oculares
O Encefalopatia

O Sintomas cardiovasculares secundarios: vertigem,
epistaxe ou cefaléia.

00 PD < 90 mm Hg durante uso de medicamentos
antihipertensivos

Doenga venosa

O TEP < 6 meses
0O Uso de filtro venoso devido a TEP

0O TVP controlado com anticoagulantes oral ou
intravenoso
O TEP > 6 meses

0O TVP antiga n&o tratada mais com anticoagulantes

Doenga artéria periférica

O Derivagdo ou amputag&o por gangrena ou
insuficiéncia arterial < 6 meses atras

O Aneurisma toracico ou abdominal néo tratado > 6
cm

O Derivagéo ou amputag&o por gangrena ou
insuficiéncia arterial > 6 meses
O Insuficiéncia crénica

O Claudicagéo intermitente
O Aneurisma abdominal ou toracico néo tratado < 6 cm
O Aneurisma abdominal ou toracico tratado




Sistema respiratorio

O Insuficiéncia pulmonar importante

00 DPOC ou doenga pulmonar restritiva com dispnéia
em repouso apesar de tratamento

O Suplementagéo cronica com oxigénio

O Retengéo CO2 (pCO250 mmHg)

O Linha base de pO2 < 50 mmHg

O FEV1 <50%

O Doenga pulmonar restritiva ou DPOC (bronquite
cronica, enfisema ou asma) com dispnéia que limita
atividades.

O FEV1 51-65%

00 Doenga pulmonar restritiva ou DPOC (bronquite
cronica, enfisema ou asma) com dispnéia que responde
ao tratamento.

0O FEV1 66-88%

Sistema gastrointestinal
Hepatico

|

O Hipertens&o portal e/ou sangramento esofagico <
6 meses (encefalopatia, ascite, ictericia com
bilirrubina > 2 mg/L).

O Transplante < 6 meses ou rejeicdo aguda

O

O Hepatite cronica, cirrose, hipertensao portal com
sintomas moderados (insuficiéncia hepatica
compensada).

O

[0 Hepatite cronica ou cirrose sem hipertensao portal
[0 Doenga hepatica cronica manifestada em biopsia ou
bilirrubinas persistentemente elevadas

Estdbmagolintestino

0 Ulcera < 6 meses requerendo > 6 unidades de
transfus&@o sanguinea

0 Ulcera requerendo cirurgia ou transfuséo de < 6
unidades de sangue

0 Ulcera tratada com medicamentos

0 Sindrome de mal-absorgéo cronica

[0 Doenga inflamatoria intestinal em tratamento ou com
historia de complicagdes ou cirurgia

Pancreas

O Pancreatite aguda ou cronica com complicagdes
maiores (flegmao, abscesso ou pseudocisto).

O Pancreatite aguda n&o complicada

O Pancreatite cronica com complicagdes menores
(mal-absorgao, tolerancia a glicose prejudicada ou
sangramento gastrointestinal).

[0 Pancreatite cronica sem complicagées

Sistema renal
Doenga renal em estégio final

O Creatinina > 3 mg/dL com faléncia de multiplos
6érgdos, choque ou sepse.

O Rejeigéo aguda de transplante

O Dialise aguda

O IRC com Creatinina > 3 mg/dL
O Transplante estavel < 6 meses
O Dialise cronica

O IRC com creatinina 2-3 mg/dL
O Transplante estavel > 6 meses atras

Sistema endédcrino
Diabetes mellitus (marcar a comorbidade
com * em ambos os sistema enddcrino e
ouro sistema se aplicavel)

O Hospitalizagéo < 6 meses cetoacidose diabética
O Diabetes causando faléncia orgénica incluindo
retinopatia, neuropatia, nefropatia®, doenca
corondria® ou doenga arterial periférica.

0 DM insulina dependente sem complicagdes
0 Mau controle da DM do adulto

[0 DM do adulto controlada com agentes orais apenas

Sistema neurologico

AVC 0O AVC agudo sem déficit neuroldgico significante 0 AVC antigo com déficit neurologico residual 0 AVC sem déficit
significante 0 AIT passado ou recente
Deméncia 00 Deméncia severa requerendo suporte completo O Paraplegia ou hemiplegia requerendo cadeirade [ Paraplegia ou hemiplegia, mas capaz de suprir a
para atividades diarias rodas, mas capaz de fazer alguns cuidados pessoais. maior parte dos cuidados pessoais.
Neuromuscular 0O Esclerose multipla , Parkinson, miastenia gravis O Esclerose multipla, Parkinson, miastenia gravis ou [ Esclerose mudltipla, Parkinson, miastenia gravis ou

ou outra desordem neuromuscular requerendo
suporte completo para atividades do dia

outra desordem neuromuscular, mas capaz de fazer
alguns cuidados pessoais.

outra desordem neuromuscular, mas capaz de fazer a
maior parte dos cuidados pessoais.




Psiquiatrico

O Tentativa recente de suicidio
O Esquizofrenia ativa

O Depressé&o maior ou transtorno bipolar ndo
controlado
O Esquizofrenia controlada com medicamentos

0O Depresséo maior ou transtorno bipolar controlado
com medicamentos

Reumatoldgico (inclue artrite
reumatoide, LES, doenca mista do
tecido conectivo, polimiosite).

O Doenga do tecido conectivo com faléncia orgénica
secundaria, renal, cardiaca ou sistema nervoso
central.

O Doenga do tecido conectivo com medicagdes
esteroides e imunossupressoras

00 Doenga do tecido conectivo em uso de AINE ou sem
tratamento

Sistema imunoldgico
AIDS

O AIDS fulminante com sarcoma de Kaposi, infec¢éo
por mycobacterias € pneumonia por P. carinii
(doenca definida).

0O HIV + com doenga definida e CD4+ <200/uL.

O HIV assintomético
O HIV + com AIDS doenga definida e CD4- > 200/uL

Tumores (excluindo CBC, CEC cutaneo, carcinoma in situ ou neoplasia intraepitelial).

Tumores sdlidos incluindo melanoma

0O Cancer sem controle
O Recém diagnosticado, mas néo tratado.
O Tumor sélido metastatico

O Qualquer tumor sélido sem metastase
documentada, mas inicialmente diagnosticado e
tratado nos Ultimos 5 anos.

00 Qualquer tumor sélido sem metastase documentada,
mas inicialmente diagnosticado e tratado > 5 anos
atras.

Leucemia ou mieloma O Recidivado O Primeira remiss&o de novo diagndstico < 1 ano O Leucemia ou mieloma com ultima recidiva > 1 ano
0 Doenca fora de controle O Terapia supressiva cronica atras
Linfoma O Recidivado O Primeira remissé&o de novo diagnéstico < que 1 ano [ Linfoma com ultima recidiva > 1 ano atras

O Terapia supressora cronica

Abuso de substancias
Alcool

O Delirium tremens

0O Abuso ativo de alcool com alteragao
comportamento social ou complicacbes médicas

O Historia de abuso de alcool, mas sem beber no
momento.

Drogas ilicitas

O Sindrome aguda de abstinéncia

0O Uso ativo de Substancia com alteragdo no
comportamento social ou complicagdes médicas

O Histdria de uso de substancia, mas sem uso no
momento.

Obesidade

O Mérbida (i.e., IMC > 38)

Escore de comorbidade global (circular um)

012 3
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