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Resumo

Objetivos: Investigar a incidéncia da toxicidade aguda da radioterapia, avaliar a
qualidade de vida (QV) e identificar os preditores da QV em uma coorte de mulheres
com cancer ginecolégico. Métodos: Conduziu-se um estudo de coorte prospectivo
em que foram incluidas 107 mulheres com cancer cervical ou endometrial e idade
entre 18 e 75 anos. Foram inelegiveis mulheres com histéria de irradiagéo pélvica
prévia. A radioterapia foi realizada no aparelho de megavoltagem acelerador linear
10 MV ou no aparelho de cobaltotererapia utilizando a técnica de quatro campos.
Para pacientes com didametro pélvico antero-posterior menor que 17cm foi usada a
técnica de campos paralelos e opostos (anterior e posterior). A dose total média em
pelve foi de 44,9 Gy, em fragbes diarias 1,8-2,0 Gy, cinco vezes por semana.
Pacientes em estadio 1IB-IV receberam reforgo de dose em paramétrios de
7,20-14,40 Gy e aquelas com comprometimento em linfonodos paraérticos e
inguinais receberam dose de 25,20-45 Gy nessa regido. Para a braquiterapia,
foram realizadas de 4 a 5 inser¢des no aparelho de alta taxa de dose Nucletron-
microselectron, com intervalo semanal entre as insercbes e dose de 4-8 Gy.
Dezenove pacientes foram tratadas com radioterapia e quimioterapia concomitante

e 40 com cirurgia (Wertheim-Meigs, histerectomia total abdominal com
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salpingooforectomia bilateral, histerectomia total abdominal+linfadenectomia,
histerectomia) seguida de radioterapia. A toxicidade aguda foi avaliada de acordo
com a escala Common Toxicity Criteria and the Radiation Therapy Oncology Group
Toxicity Criteria. A QV foi mensurada através do questionario da World Health
Organization’s Quality of Life instrument-abbreviated-version (WHOQOL-BREF)
em trés periodos de tempo: antes e no final da radioterapia e na primeira visita
clinica de seguimento trinta dias apds a radioterapia. Os escores de QV foram
avaliados através de ANOVA para medidas repetidas. A variagao percentual dos
escores de QV obtidos antes da radioterapia e na primeira visita clinica foi
comparada com as variaveis de controle através do teste Wilcoxon. Utilizou-se a
regressao linear mdltipla para identificar os preditores da QV. Resultados: A
mediana de idade das participantes foi de 60 anos. Oitenta e nove pacientes
(83,2%) foram tratadas com teleterapia e braquiterapia, oito pacientes s6 com
teleterapia e 10 s6 com braquiterapia. A incidéncia total de toxicidade aguda foi
de 93,5% e as mais frequentes foram gastrintestinal baixa (79,6%), geniturinaria
(74,5%) e gastrintestinal alta (70,4%). Noventa e cinco mulheres completaram as
trés avaliagbes de QV. Observou-se aumento significativo dos escores de QV nos
dominios fisico e psicoldgico e para a questao relacionada a saude e a QV geral.
Toxicidade gastrointestinal alta (p=0,043) e cirurgia prévia (p=0,027) afetaram
negativamente a saude, enquanto a melhora do sangramento vaginal (p=0,047)
influenciou positivamente a saude. Conclusodes: Observou-se alta incidéncia de
toxicidade aguda da radioterapia e melhora da QV das pacientes com cancer
ginecoldgico apos o tratamento. Mulheres com toxicidade gastrintestinal alta e

antecedente de cirurgia sdo de risco para pior QV.
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Summary

Objectives: To investigate the incidence of acute toxicity in radiotherapy, evaluate
quality of life (QOL) and identify predicting factors of QOL in a cohort of women
with gynecologic cancer. Methods: A prospective cohort study was conducted
including 107 women with cervical or endometrial cancer and aged between 18
and 75 years. Women with a history of previous pelvic irradiation were ineligible.
Radiotherapy was performed with a 10 MV linear accelerator or cobalt radiation
therapy machine using the four-field technique. For patients with anteroposterior
pelvic diameter below 17cm, the parallel and opposite field technique was used
(anterior and posterior). Total mean pelvic dose was 44.9 Gy, in daily fractions
of 1.8-2.0 Gy, five times a week. Patients in stage 1IB-1V received a booster dose
of 7.20-14.40 Gy in parametria and those with para-aortic and inguinal lymph node
involvement received a 25.20-45 Gy dose to this area. For brachytherapy, 4 to 5
insertions in the Nucletron-microSelectron High Dose Rate device were performed,
with weekly intervals between insertions and a 4-8 Gy dose. Nineteen patients
were treated with radiotherapy and concomitant chemotherapy and 40 with surgery
(Wertheim-Meigs, total abdominal hysterectomy with bilateral salpingoophorectomy,

total abdominal hysterectomy+lymphadenectomy, hysterectomy) followed by

Summary X



radiotherapy. Acute toxicity was assessed according to the Common Toxicity
Criteria and the Radiation Therapy Oncology Group Toxicity Criteria. QOL was
measured with the World Health Organization’s Quality of Life instrument-
abbreviated-version (WHOQOL-BREF) in three points in time: before and at
completion of radiotherapy and at the first follow-up clinical visit thirty days after
radiotherapy. QOL scores were assessed by ANOVA for repeat measures.
Percentage variation of QOL scores obtained before radiotherapy and in the first
clinical visit was compared to control variables using Wilcoxon’s test. Multiple linear
regression analysis was used to identify predictors of QOL. Results: Median age of
the participants was 60 years. Eighty-nine patients (83.2%) were treated with
teletherapy and brachytherapy, eight patients only with teletherapy and 10 with
only brachytherapy. Total incidence of acute toxicity was 93.5% and the most
frequent toxicities were: lower gastrintestinal (79.6%), genitourinary (74.5%) and
upper gastrintestinal (70.4%). Ninety-five women completed the three QOL
assessments. A significant increase in QOL scores was observed in the physical
and psychological domains, as well as in general health and overall QOL. Upper
gastrointestinal toxicity (p=0.043) and previous surgery (p=0.027) negatively
affected health, while improvement in vaginal bleeding (p=0.047) positively
influenced health. Conclusions: A high incidence of acute toxicity of radiotherapy
and improvement in the QOL of gynecologic cancer patients were observed after
treatment. Women with upper gastrintestinal toxicity and a history of surgery are at

risk for a worse QOL.
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1. Introducao

No Brasil sdo esperados 22.910 casos novos de cancer uterino (colo e
corpo) para o ano de 2006 (INCA, 2006) e, apesar da melhoria dos programas de
rastreamento, uma proporgéo significativa de casos ainda é diagnosticada em
estagio avangado. O cancer do corpo do utero mais freqlente € o do endométrio,
sendo que mulheres pés-menopausadas compreendem aproximadamente 60% a
75% das que apresentam esta neoplasia (Halbe e Sakamoto, 2000). Em relagéo
ao cancer do colo do utero, mais da metade dos novos casos séo diagnosticados

em mulheres com menos de 50 anos de idade (Armstrong et al., 1992).

O cancer do colo do utero em estadios iniciais € tratado com radioterapia ou
cirurgia (Hopkins e Morley, 1991). Nos estadios mais avangados a radioterapia
€ a principal modalidade de tratamento, normalmente utilizando radioterapia externa
e braquiterapia (Montana et al.,1986). Nos ultimos anos o tratamento de radioterapia
associada a quimioterapia vem se tornando opg¢do para a abordagem nao
cirurgica desta doenca (Rose et al., 1999). Para o cancer do endométrio em

estadios iniciais o tratamento padronizado € histerectomia total abdominal e
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salpingooforectomia bilateral, sendo que os casos de maior risco de recidiva

sao tratados com cirurgia e radioterapia complementar (Creutzberg et al., 2001).

Nos casos de cancer do colo uterino em estadio avangado, a radioterapia
associada a esquemas de quimioterapia levou a aumento na taxa total de sobrevida
e livre de doenga em ensaios clinicos randomizados (Morris et al., 1999; Rose
et al., 1999), e em tumores volumosos estadio IB (Keys et al., 1999). Entretanto
Maduro et al. (2003) relataram aumento da toxicidade hematoldgica e gastrintestinal
em pacientes tratadas com radioterapia associada a quimioterapia por cancer
do colo do utero. No Brasil, o Sistema Nacional de Saude prevé quimioterapia
neoadjuvante/citorredutora para pacientes com carcinoma epidermoide ou
adenocarcinoma do colo do utero em estadios Ill e IVA; dessa forma uma
consideravel propor¢do de mulheres sdo tratadas somente com radioterapia

(Brasil, 1999).

Segundo Morris et al. (1999), pacientes tratadas com radioterapia e
quimioterapia apresentaram maior toxicidade aguda moderada e severa do que
aquelas tratadas somente com radioterapia. Os efeitos hematolégicos foram
geralmente moderados. Keys et al. (1999) observaram que 35% das pacientes com
carcinoma do colo do utero estadio IB tratadas com radioterapia e quimioterapia
concomitante apresentaram efeitos adversos moderados e severos, contra apenas
13% daquelas tratadas somente com radioterapia. Os efeitos hematoldgicos foram

0s mais comuns, seguidos pelos efeitos gastrintestinais.
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Entre os efeitos colaterais agudos, a toxicidade hematolégica foi o mais
freqlente resultado observado, em uma metanalise com pacientes com cancer do
colo do utero estadios IB-IVA, sendo maior no grupo tratado com quimioterapia
e radioterapia do que no grupo-controle (radioterapia com ou sem cirurgia). A
toxicidade gastrintestinal (graus 3 e 4) foi maior no grupo tratado com quimioterapia
e radioterapia do que no grupo-controle, 9% e 4%, respectivamente (Green et

al., 2001).

Um numero maior de pacientes tratadas com radioterapia por cancer do
colo do utero e do endométrio apresenta toxicidade aguda leve (Pedersen et al.,
1994; Jereczek-Fossa et al.,, 2003), enquanto um numero menor apresenta

toxicidade tardia, de média ou severa intensidade (Jereczek-Fossa et al., 1998).

Efeitos colaterais agudos e tardios foram definidos por diferentes autores
referindo-se a diferentes periodos de tempo. Para Thomas et al. (1998), efeitos
adversos agudos sédo os que ocorrem durante e até 90 dias apds a radioterapia
e os tardios 90 dias apds. Para Tseng et al. (1997), efeitos adversos agudos
ocorrem durante e até seis semanas apds a radioterapia, e os tardios seis
semanas apoés a radioterapia; e para Morris et al. (1999) agudos durante e até

60 dias apds o tratamento e os tardios 60 dias apds a radioterapia.

A toxicidade aguda induzida pela radioterapia pode incluir alteragbes
gastrintestinais (diarréia, dor abdominal, nausea, vomito), geniturinarias (disuria,
urgéncia urinaria), cutéaneas (eritema, descamacgao, edema), hematologica (anemia,

leucopenia) e na fungao ovariana, entre outras (Maduro et al., 2003). De acordo com
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Kilic et al. (2000), toxicidade aguda da radioterapia foi observada em 93% dos
pacientes tratados com radioterapia pélvica por diferentes tipos de cancer,
predominando a gastrintestinal. Em um estudo avaliando pacientes com cancer
do endométrio tratadas cirurgicamente e com radioterapia, a incidéncia de
toxicidade aguda foi de 84% (Jereczek-Fossa et al., 2003), sendo as mais
freqUentes a gastrintestinal e a geniturinaria. De acordo com os dados de Weeis
et al. (1999), toxicidade aguda foi observada em 65,4% das pacientes com
cancer do endométrio tratadas com cirurgia e teleterapia (gastrintestinal 50%,

geniturinario 40%, pele 10%).

A toxicidade aguda da radioterapia foi observada em 77% das pacientes
com carcinoma do colo do utero localmente avangado. Complicagdes aguda em
retossigmoide, bexiga, pele e ginecoldgicas foram encontradas em 61%, 27%, 20%
e 12% das pacientes, respectivamente (Pedersen et al., 1994). Em um estudo com
pacientes com cancer de endométrio estadio | tratadas com radioterapia pods-
operatoria, 63% apresentaram efeitos colaterais agudos leves, sendo os mais

frequentes os sintomas gastrintestinais e urinarios (Creutzberg et al., 2001).

Dependendo da localizagao e extensédo da doencga, a radioterapia pélvica
€ administrada localmente ou em grandes areas, sendo altamente efetiva, mas
resulta na perda da fungao ovariana (Bisharah e Tulandi, 2003). A transposi¢cao
ovariana através da laparotomia ou laparoscopia € indicada para evitar a

irradiagdo do ovario em pacientes jovens (Meirow e Nugent, 2001; Bisharah e
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Tulandi, 2003), e em estadios iniciais do cancer cervical com tumor menor que

3cm (Morice et al., 2000).

A transposig¢ao ovariana preservou a fungcado ovariana em apenas 50% de
28 pacientes tratadas com radioterapia pos-cirurgia por cancer cervical estadio
I-llIA, e 14 pacientes referiram sintomas da menopausa, sendo tratadas com terapia
de reposi¢ao hormonal (Feeney et al., 1995). Avaliando a fungéo sexual e alteracdes
na vagina em pacientes com céancer cervical apos a radioterapia Jensen et al.
(2003) observaram baixo ou falta de interesse sexual em 85%, diminuigdo de
lubrificagdo vaginal, moderada a severa em 35%, dispareunia, média a severa

em 55%. Quase um terco referiu estar insatisfeita com sua vida sexual.

A comparagao da incidéncia de toxicidade aguda entre os estudos é
dificultada por utilizarem diferentes métodos de avaliacdo, os estudos serem
geralmente retrospectivos, nao fornecerem informagdes precisas sobre a ocorréncia
da toxicidade leve, usarem diferentes escalas para classificar e graduar a
toxicidade, ndo usarem escalas validadas ou nao utilizarem escala, e por usarem
diferentes protocolos e técnicas de radioterapia (Sismondi et al., 1989; Green et

al., 2001; Maduro et al., 2003).

Uma das escalas mais comumente utilizadas para graduagao da toxicidade
da radioterapia € a Toxicity Criteria of the Radiotherapy Oncology Group
(RTOG) and European Organization for Research and Treatment of Cancer
(EORTC) (Cox et al.,1995). Neste estudo as toxicidades agudas gastrintestinal

alta e baixa, geniturinaria, dermatoldgica e hematoldgica foram graduadas de
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acordo com a escala RTOG/EORTC por ser a escala utilizada na instituicdo. A
graduacao dessa escala é de 0 a 4, onde 0 significa auséncia de toxicidade, 1
toxicidade leve, 2 toxicidade moderada, 3 toxicidade intensa e 4 toxicidade
severa. Como a escala RTOG/EORTC né&o avalia ondas de calor, esta toxicidade
foi graduada de acordo com a escala Common Toxicity Criteria, Version 2.0
(CTC) (Trotti et al., 2000). A graduacgao para ondas de calor é de 0 a 2, onde 0

significa auséncia de toxicidade, 1 toxicidade leve e 2 toxicidade moderada.

Efeitos colaterais agudos da radioterapia geralmente sédo de curta duragéo e
tratados com a administragdo de medicamentos, porém as complica¢des tardias
podem levar a danos que podem ser dificeis de reverter, prejudicando a qualidade
de vida (QV) permanentemente (Green et al., 2001). A avaliagdo da QV tem sido
incluida como mais um fator para avaliacdo de resultados em muitos ensaios
clinicos (Fayers et al., 1997). Apesar de amplamente utilizada, ndo ha um
consenso para definicdo do termo QV, ja que inclui varios componentes, incluindo
dominios fisico, funcional, emocional, social e cognitivo (Rosenberg et al., 1995). A
definicdo de QV é subjetiva porque engloba aspectos socioculturais da populagéo

estudada e a percepc¢ao individual do estado de saude (Conde et al., 2005).

Alteragbes de humor (Lutgendorf et al., 2002), ideagéo suicida, depressao
(Ell et al., 2005), sintomas menopausais e comprometimento do funcionamento
sexual (Hawighorst-Knapstein et al., 2004; Frumovitz et al., 2005) foram
reportadas entre mulheres com cancer ginecolégico. Essas queixas podem

contribuir para uma percepgcdo negativa da QV. Dessa forma, a QV dessas
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mulheres pode ser afetada tanto pelo diagndstico quanto pela terapia

antineoplasica (Greimel et al., 2002).

Estudos prévios descreveram a QV de mulheres com cancer ginecoldgico
(Ell et all., 2005; Hawighorst-Knapstein et al., 2004, Lutgendorf et al., 2002,
Greimel et al., 2002; Chan et al., 2001), sugerindo que a QV dessas mulheres sofre
modificagdes ao longo do tempo (Lutgendorf et al., 2002; Hawighorst-Knapstein
et al, 2004). Durante o tratamento ativo pode haver um comprometimento da
QV, do humor (Lutgendorf et al., 2002; Bye et al., 1995; Caffo et al., 2003), que
tende a melhorar com o passar dos anos (Lutgendorf et al., 2002; Hawighorst-
Knapstein et al., 2004). Porém, podem persistir o comprometimento da imagem
corporal (Hawighorst-Knapstein et al., 2004) e da sexualidade (Hawighorst-

Knapstein et al., 2004; Frumovitz et al., 2005).

Em relagao aos fatores que podem influenciar a QV de mulheres com cancer
ginecoldgico, vale lembrar o papel da radioterapia, que pode induzir toxicidade
aguda e tardia. Relatos prévios mostram uma diminuicdo do bem-estar e da QV
e aumento de sintomas relacionados ao tratamento durante a radioterapia em
pacientes com cancer ginecolégico (Bye et al., 1995; Caffo et al., 2003; Ahlberg
et al., 2005). Em um estudo prospectivo, Bye et al.(1995), observaram pior
qualidade de vida em mulheres com sintomas gastrintestinais agudo durante a
radioterapia. Dor e diarréia estavam associados a deterioracdo da QV em pacientes
com cancer do colo do utero e do endométrio apds tratamento de radioterapia

(Bye et al, 2000). Avaliando predominantemente mulheres latinas de baixa renda
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com cancer ginecolégico ou de mama, Ell et al. (2005) observaram que a presenca
de dor estava associada a depressao e que mulheres com sintomas depressivos

apresentavam maior comprometimento fisico, funcional, social e emocional.

Melhora da QV foi relatada por Bye et al. (1995), apds a radioterapia em
pacientes com cancer de colo do utero, endométrio e ovario; por Chan et al.
(2001) em mulheres com cancer ginecolégico em diferentes estadios apods
diferentes modalidades de tratamento e por Greimel et al. (2002) em pacientes

com cancer ginecologico ou de mama apos a radioterapia.

Alguns dos possiveis preditores da QV geral de mulheres com cancer
ginecoldgico incluem a QV relacionada a saude (Chan et al., 2001), bem-estar
(Eisemann e Lalos, 1999) performance status (Greimel et al., 2002; Huguenin et al.,
1999) estresse pré-tratamento, problemas reprodutivos, dificuldade de adaptagéo ao

diagndstico (Wenzel et al., 2005) e gravidade da cirurgia (Greimel et al., 2002).

A escolha do questionario genérico para avaliagdo de qualidade de vida
WHOQOL-ABREVIADO da Organizagdo Mundial da Saude ocorreu por se
tratar de um instrumento padronizado e validado internacionalmente e traduzido
e validado para a lingua portuguesa do Brasil (Fleck et al.,2000), e por ndo
haver conhecimento de qualquer instrumento especifico para avaliagao de qualidade
de vida de pacientes com cancer ginecolégico durante a radioterapia traduzido e

validado para a lingua portuguesa durante a realizagao do projeto deste estudo.
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Considerando que os estudos sobre QV de mulheres com cancer
ginecologico e toxicidade aguda da radioterapia foram conduzidos em paises
desenvolvidos com diferentes realidades socioculturais, que existem escassas
informacdes provenientes de estudos longitudinais sobre esse tema e que nao
foi encontrado um Unico estudo nacional sobre o assunto, realizou-se esta
pesquisa que teve como objetivos identificar a incidéncia da toxicidade aguda
associada a radioterapia, avaliar prospectivamente a qualidade de vida e identificar
seus preditores em uma coorte de mulheres com cancer ginecoldgico tratadas no
Centro de Atengao Integral a Saude da Mulher (CAISM) da Universidade Estadual

de Campinas (UNICAMP), no periodo de margo de 2005 a margo de 2006.
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2. Objetivos

2.1. Objetivo geral

Identificar a toxicidade aguda associada a radioterapia, avaliar
prospectivamente a qualidade de vida e identificar os seus preditores em uma
coorte de mulheres com cancer ginecologico tratadas no Centro de Atengao

Integral & Saude da Mulher (CAISM) da UNICAMP.

2.2. Obijetivos especificos

m l|dentificar a incidéncia da toxicidade aguda (gastrintestinal, geniturinaria,
hematoldgica, dermatoldgica e ondas de calor) em mulheres portadoras de

cancer do colo do utero ou do endométrio tratadas com radioterapia.

m Comparar a qualidade de vida dessas mulheres antes do inicio da
radioterapia, no final da radioterapia e 30 dias apdés o termino da

radioterapia.

» Identificar os fatores associados a qualidade de vida dessas mulheres.
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Abstract

Objectives: To investigate the incidence of acute toxicity of radiotherapy, evaluate
quality of life (QOL) and identify its predictors in a cohort of gynecologic cancer
patients. Methods: A longitudinal prospective study was conducted including 107
women between the ages of 18 and 75 years with cervical or endometrial cancer.
Women with a history of pelvic radiation were ineligible. Acute toxicity was evaluated
according to the Common Toxicity Criteria and the Radiotherapy Oncology Group
Toxicity Criteria. QOL was measured with World Health Organization’s Quality of
Life instrument-Abbreviated version (WHOQOL-BREF) in three points in time:
before and at completion of radiotherapy and during the first follow-up clinical visit.
QOL scores were assessed by ANOVA for repeat measures. Percentage variation of
QOL scores from the time before radiotherapy to the first clinical visit was compared
with control variables by the Wilcoxon test. Multiple linear regression analysis was
used to identify predictors of QOL. Results: The median age of the participants was
60 years. Ninety-five women completed the three QOL assessments. The incidence
of acute toxicity was 93.5% and the most common complaint was lower
gastrointestinal (79.6%). A significant increase in QOL scores was observed in
the physical and psychological domains, as well as general health and overall
QOL. Upper gastrointestinal toxicity (p=0.043) and surgery (p=0.027) negatively
affected general health, while improvement in vaginal bleeding (p=0.047) positively
influenced general health. Conclusions: A high incidence of acute toxicity of
radiotherapy was observed. At the completion of treatment, QOL improved in
gynecologic cancer patients. Women with upper gastrointestinal toxicity and history
of surgery are at risk for having a worse QOL.

Keywords: Acute toxicity; Gynecologic cancer; Quality of life; WHOQOL-BREF

questionnaire; Radiotherapy
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Introduction

Gynecologic cancer is one of the most common groups of malignancies
among women. Cervical cancer is the second most common cancer among
women worldwide, occurring more frequently in developing countries [PARKIN
DM, 2005 1]. In Brazil, 22,910 new cases of uterine cancer (cervix and corpus)
are expected for the year 2006 [INCA, 2006 2]. Despite improvement in
screening programs, diagnosis is still made in an advanced stage in a significant
number of cases.

Treatment for late-stage cancer usually requires a combination of multiple
modalities such as surgery, radiotherapy and chemotherapy. These therapies
may produce side effects such as vaginal stenosis, changes in the bowels,
bladder and ovarian function [MADURO JH, 2003 3]. Mood swings, sleep
disturbances [LUTGENDORF SK, 2002 4], ideation of suicide [ELL K, 2005 5],
menopausal symptoms and compromise of sexual functioning [HAWIGHORST-
KNAPSTEIN S, 2004 6; FRUMOVITZ M, 2005 7] were reported among women
with gynecologic cancer. These complaints may contribute towards a negative
perception of quality of life (QOL). Thus, QOL in these women may be affected
both by the diagnosis and anti-neoplasm therapy [GREIMEL E, 2002 8].

The study on QOL became an important parameter in the evaluation of
new treatments [GREIMEL, 2002 8]. The definition of QOL is subjective because
it encompasses the sociocultural aspects of the population studied and the
individual's own perception of health status [CONDE DM, 2005 9]. Previous studies
have described QOL in women with gynecologic cancer [LUTGENDORF SK,

2002 4; ELL K, 2005 5; HAWIGHORST-KNAPSTEIN S, 2004 6; GREIMEL E,
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2002 8; CHAN YM, 2001 10], suggesting that with time QOL suffers modifications in
these women [LUTGENDOREF SK, 2002 4; HAWIGHORST-KNAPSTEIN S, 2004 6].
During active treatment QOL and mood may be impaired [LUTGENDORF SK,
2002 4; BYE A, 1995 11; CAFFO, 2003 12], which tend to improve over time
[LUTGENDOREF SK, 2002 4; HAWIGHORST-KNAPSTEIN S, 2004 6]. However,
distortion of body image [HAWIGHORST-KNAPSTEIN S, 2004 6] and sexuality
problems may persist [HAWIGHORST-KNAPSTEIN S, 2004 6; FRUMOVITZ M,
2005 7]. Some possible predictors of overall QOL in women treated for gynecologic
cancer include health-related quality of life [CHAM YM, 2001 10], well-being
[EISEMANN M, 1999 13] and pretreatment performance status [GREIMEL E, 2002
8; HUGUENIN P, 1999 14], cancer distress, reproductive concerns, maladaptive
coping [WENZEL L, 2005 15] and severity of surgery [GREIMEL, 2002 8].
Regarding factors that may influence QOL in women with gynecologic
cancer, it is worth bearing in mind the role of radiotherapy in the induction of acute
and late toxicity. Acute side effects due to ionizing radiation may include anemia,
leukopenia, changes in the skin, gastrointestinal and genitourinary tract, among
others [MADURO JH, 2003 3]. Previous reports demonstrated a decline in
overall well-being and QOL and increase in treatment-related symptoms during
radiotherapy [BYE et al., 1995 11; CAFFO O, 2003 12; AHLBERG K et al., 2005 16].
Overall, studies on QOL in gynecology cancer patients were conducted in
developed countries with different social cultural realities, which may influence
the perception of QOL. In addition, there is a paucity of information on QOL and
acute toxicity of radiotherapy in cervical or endometrial cancer patients gained

from longitudinal studies. Given these various considerations, we conducted the
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current study to investigate the incidence of acute toxicity of radiotherapy, to
prospectively evaluate QOL, and identify its predictors in a cohort of women with

gynecologic cancer.

Methods

Sample size

Sample size was calculated in at least 52 subjects, based on a previous study
in which the frequency of acute toxicity of radiotherapy was 84% [Jereczek-Fossa et
al., 2003 17]. Calculation of the confidence interval for the incidence of acute
toxicity was 95%, assuming a significance level of 5%. Sample size was calculated
for a sampling error of 10%. This error represents the incidence variation to be
found and determines the expected interval to find the incidence [MEDRONHO

RA, 2002 18].

Subjects

Between March 2005 and March 2006, a longitudinal prospective study
was conducted in the Women’s Hospital, School of Medicine, Universidade
Estadual de Campinas, Campinas, Brazil. Participants of this study were selected
among patients consecutively treated in this hospital. Included in the study were
women with cervical or endometrial cancer, between the ages of 18 and 75
years, who had undergone the entire treatment in the institution. Women with a
history of pelvic radiation were ineligible. Of the 111 women selected, four of
them refused to participate in the study, allegedly due to a lack of time. Thus,

107 women were included.
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Assessment before radiotherapy included interview, clinical evaluation and
complete blood count. Participants were interviewed to investigate sociodemographic
and clinical characteristics, e.g. age, race/ethnicity, level of education, marital
status, monthly family income, employment status, and menopausal status. Before
radiotherapy and in the first follow-up visit, complaints of vaginal bleeding and
pain were investigated by using a checklist. Disease and treatment-related data
were gathered from medical records: cancer site, surgery, chemotherapy, cancer
stage according to the International Federation of Gynecology and Obstetrics
(FIGO). This study was approved by the Institutional Review Board and all women

signed an informed consent form.

Radiotherapy Procedure

Radiotherapy was performed with photon beam energy in a 10 MV
megavoltage linear accelerator and a cobalt radiation therapy machine, using
the four-field technique. For patients with anteroposterior diameter smaller than
17 cm, a parallel opposite field technique (anterior and posterior) was used. The
total mean pelvic dose was 44.9 Gy (19.8-50.4Gy)/11-28 fractions, with a boost
dose of 7.20-14.40 Gy in the parametria for stage IIB-IV (55 patients), in daily
fractions of 1.8-2.0Gy for five days a week. Five patients with involvement of the
para-aortic lymph nodes and 12 with involvement of the inguinal lymph nodes
received a dose of 25.20-45Gy to this region. For brachytherapy, 4-5 insertions
were performed with a mean dose of 6.13 Gy (4-8Gy) in the nucletron-
microselectron device with a radioactive iridium 192 source and weekly interval

between insertions.
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Evaluation of Acute Toxicity of Radiotherapy

On a weekly basis, one of the researchers prospectively assessed the
incidence of acute toxicity of radiotherapy by performing a clinical evaluation and
ordering a complete blood count. Acute toxicity was graded according to the
National Cancer Institute Common Toxicity Criteria-version 2 (NCI CTC) for hot
flashes [TROTTI A, 2000 19] and the Radiotherapy Oncology Group (RTOG)
Toxicity Criteria [COX JD, 1995 20] for upper and lower gastrointestinal,
genitourinary, skin and hematologic toxicity. Women who had previously
undergone radiotherapy, had changes in complete blood count (e.g. anemia or
leukopenia), or any clinical complaint that might be mistaken for toxicity were
excluded from the assessment of that type of toxicity incidence. However, these

women were included in the investigation of other types of toxicity.

Quality of Life Assessment

To assess QOL a questionnaire of the World Health Organization’s Quality of
Life instrument-Abbreviated version was used (WHOQOL-BREF) [WHOQOL
GROUP, 1998 21]. WHOQOL-BREF is a generic instrument for assessment of
QOL, which has already been translated and validated to the Portuguese
language in Brazil [FLECK et al., 2000 22]. It is a multidimensional questionnaire,
composed of 26 items, with four domains: physical, psychological, social
relationships and environment. There are also two questions for assessment of
overall QOL and general health. Higher scores indicate a better QOL. QOL was

assessed in the following three points in time (T): prior to the beginning of
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radiotherapy (T1), at completion of radiotherapy (T2) and during the first clinical

follow-up visit thirty days after completion of radiotherapy (T3).

Statistical analysis

Results were presented as medians, means and standard deviations (SD)
or as absolute and relative frequencies, according to the type of variable. To
calculate the incidence of acute toxicity of radiotherapy all women recruited for
the study were included, because all underwent at least part of the radiotherapy
program. For assessment of QOL, only women who completed all three
evaluations were taken into consideration.

QOL was assessed with time using variance analysis for repeat measures
(ANOVA). Bivariate analysis was performed, calculating the mean percentage
variation of QOL scores between the time before radiotherapy (T1) and the first
clinical follow-up visit (T3). This variation was compared among control variables
using the Wilcoxon test, identifying the factors associated with QOL. For multiple
analyses, scores were transformed into log10. Multiple linear regression analysis was
used with a stepwise variable selection method for identification of QOL predictors,
considering the domains and two questions from the WHOQOL-BREF questionnaire

as dependent variables. For data analysis, the SAS program version 8.2 was used.

Results
The median age of the participants was 60 years (range 21-75 years). Four
women died during radiation and two abandoned the treatment. However, these

women had undergone radiotherapy apart from the program. After radiotherapy,
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one woman died and five did not attend the first clinical follow-up visit. Deaths
were related to progression of the disease. Thus, 95 women completed the three
QOL assessments. Radiotherapy had a mean duration of 67 days. Treatment
was not discontinued because of toxicity in any patient, but it was temporarily
interrupted in 12 women (11.2%). Eighty-nine percent of the participants received
medication and diet advice for the treatment of side effects of radiotherapy.
Nineteen patients underwent radiotherapy and concurrent chemotherapy, 18
with 2-7 cycles of cisplatin and one with leukeran.

The characteristics of participants are shown in Table 1. It was observed that
most patients were 60 years or younger (51.4%), had cervical cancer and advanced
stage (lll-IV) uterine cancer (63.5%). Most women were categorized as non-white
(54.2%), reported a lower income (75.7%), low level of education (77.6%), were
homemakers (58.8%) and were in the postmenopause (82.2%). Almost half of
the participants referred living with a partner (50.5%). A smaller proportion of
women had undergone surgery (37.4%) and chemotherapy (17.8%). Vaginal
bleeding and pain were reported by 35.5% and 48.6% of women, respectively.

In Table 2 are the incidence and grade of acute toxicity of radiotherapy.
Eighty-nine women (83.2%) underwent external radiotherapy and brachytherapy,
eight underwent only external radiotherapy and 10 only brachytherapy. Some grade
of acute radiotherapy reaction occurred in 100 women (93.5%). The most common
toxicities occurred in the lower gastrointestinal tract in 79.6%, genitourinary tract
in 74.5% and upper gastrointestinal tract in 70.4%. The least frequent toxicities
were hot flashes and hematocrit changes in 23.5% and 20.5%, respectively.

Almost all toxicities were grade 1 and 2 (96.3%). Four women (3.7%) had grade 3
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toxicity; three of these had skin abnormalities and one had an altered hemoglobin
level. No grade 4 toxicity was found.

Table 3 shows a global picture of QOL in different times, considering domains
and questions regarding general health and overall QOL of the WHOQOL-BREF
questionnaire. Prior to initiation of radiotherapy, the best QOL score was
observed in the social relationship domain (77.0+12.7), which was maintained in
the following evaluations, while the lowest score was observed in questions
relating to general health (58.7+23.6) and environment domain (62.8+11.1). At
completion of radiotherapy, the lowest score was observed in the environment
domain (64.7+10.8). In the first clinical follow-up visit, general health had the
highest increase in score (76.3+20.1), although it remained below the average
score for the social relationship domain (80.8+12.7). Despite elevation of all
QOL scores, ANOVA identified that these alterations were significant for the
physical (p=0.0052) and psychological (p<0.0001) domains and for overall QOL
(p=0.0006) and general health (p<0.0001).

In Table 4 are factors that presented a significant percentage variation in
QOL scores, carrying out bivariate analysis. For the physical domain, a
significant variation was identified for pain improvement (p=0.012), premenopausal
status (p=0.022) and having a partner (p=0.007), while pain improvement was the
only factor identified (p=0.047) for the social relationships domain. For environment
domain, absence of upper gastrointestinal toxicity (p=0.005), pain improvement
(p=0.012) and premenopausal status (p=0.010) had significant percentage increase.

For general health, the factors identified were absence of upper gastrointestinal

Publicagao 31



toxicity (p=0.023), no surgery (p=0.001), stage llI-IV (p=0.006), cervical cancer
(p=0.012), improvement in vaginal bleeding (p=0.001) and premenopausal
status (p=0.030). No factor was associated with an increase in the psychological
domain and overall QOL scores.

Table 5 shows the results of multiple linear regression analysis for the
question regarding general health. It was observed that upper gastrointestinal
toxicity (p=0.043) and history of surgery (p=0.027) negatively affected QOL,
while improvement in vaginal bleeding positively influenced QOL (p=0.047). A
significant predictor was not identified for overall QOL, as well as the physical,

psychological, social relationships and environment domains.

Discussion

In this prospective longitudinal study, the aims were to investigate the
incidence of acute toxicity of radiotherapy, prospectively evaluate QOL and identify
its predictors in a cohort of women with gynecologic cancer. Overall, a high
incidence of toxicity during irradiation was observed, as well as improvement in
QOL after therapy.

The high incidence of acute radiation-induced toxicity in the present cohort is
consistent with that reported by other authors [Jereczek-Fossa BA, 2003 17;
Kilic D, 2000 23]. However, Weiss et al. [24] in a retrospective study reported a
65.4% frequency of acute toxicity in women with gynecologic cancer, more
commonly a low-grade toxicity. The occurrence of acute side effects described
by those authors was elevated, although lower than that observed in the present

cohort. A predominance of low-grade toxicity also occurred in the present study,
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confirming previous findings [Kilic D, 2000 23; Creutzberg CL, 2001 25]. This
possibly explains the fact that treatment discontinuation did not occur. Treatment
was temporarily interrupted in only 11.2% of the participants.

The most common acute reactions occurred in the gastrointestinal and
genitourinary tracts. These findings are consistent with previous studies describing
that these toxicities were more frequent in women with gynecologic cancer
undergoing radiotherapy [Caffo O, 2003 12; Huguenin P, 1999 14; Jereczek-
Fossa BA, 2003 17; Weiss E, 1999 24; Creutzberg et al., 2001 25]. More recently, in
a prospective study with uterine cancer patients using diary cards, Caffo et al.
[2003 12] reported that gastrointestinal symptoms were the most common
complaints. Gastrointestinal radiation-induced toxicity may include increased
stool frequency, fecal fat excretion and decreased absorption of bile acid [Yeoh E,
1993 26]. The majority of these changes improve with time, but some may persist for
the long term [Creutzberg CL, 2001 25]. Following gastrointestinal symptoms,
genitourinary symptoms (dysuria, pollakiuria, urgency) were the most frequent
complaints. In line with our results, other authors observed a similar picture
[Jereczek-Fossa BA, 2003 17; Weiss E, 1999 24; Creutzberg CL, 2001 25].

In this case study, hematologic abnormalities were also elevated. This
may have occurred because some patients had undergone radiotherapy with
concurrent chemotherapy. Although chemotherapy increases hematologic
toxicity, its concomitant use with radiation has shown a decrease in local and
distal recurrence improving overall survival of women with cervical cancer

[Morris M, 1999 27; Green JA, 2001 28].
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Differences observed between our findings and those described in
previous studies may be related to diverse factors, highlighting a retrospective
design of several studies, differences in radiotherapy schedules and doses, use
of different assessment criteria for acute toxicity and report of only severe acute
morbidity. It is possible that the rate of mild treatment-related symptoms is
underreported in studies, since these symptoms are subject to personal
interpretation and interobserver variations [Creutzberg CL, 2001 25].

Despite the high incidence of acute toxicity, QOL improved on completion
of radiotherapy. Baseline assessments showed that question on general health
and environment domain had lower QOL scores. The question on general health
assesses self-perception of health status. Our data suggest that before radiotherapy
women expressed deeper dissatisfaction with their health. It is possible that the
diagnosis of uterine cancer, information that radiotherapy is required, uncertainties
and expectations about treatment outcomes and cancer-related symptoms
negatively influence their perception of health.

In contrast to many QOL instruments, the WHOQOL-BREF questionnaire
includes an environment domain, in which financial resources, transport, access to
health services and new information are assessed, among other aspects. Therefore,
the environment plays an important role in determining health status, limiting or
facilitating access to these services [Naveet W, 2006 29]. It is worth mentioning
that the institution conducting this study is a public health service, managing
women of low income and little education. Therefore, the financial difficulties of
the socially disadvantaged may delay access to health services and information

about the disease. This fact may have negatively influenced QOL.
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In this study, QOL improved over time with significant modifications in the
physical and psychological domains, and in questions concerning general health
and overall QOL. Consistent with our results, previous studies have reported
improvement in the physical domain [Bye A., 1995 11; Greimel et al., 2002 8] and
psychological aspects in women with gynecologic cancer after treatment [Bye et al.,
1995 11; Chan et al., 2001 10]. Bye et al. [1995 11] reported worsening in physical
functioning among gynecologic cancer patients during radiotherapy, occurring
improvement in the follow-up period. However, the majority of those patients were
hospitalized for treatment. In contrast, study participants were treated as outpatients,
allowing them to do daily activities and reducing the repercussions of radiation on the
physical domain. Another possible explanation for improvement in physical status is
related to improvement in cancer-related symptoms after radiotherapy. This may
reflect success in the treatment for local disease control. It is worth mentioning
that during radiotherapy, these women received information about the disease,
treatment and possible side effects. Improvement in psychological symptoms
may reflect the multidisciplinary care offered to patients, highlighting psychological
support. Knowledge of side effects, along with psychological support may lead to a
positive perception of QOL, minimizing the impact of treatment. Other authors
emphasized the importance of providing psychosocial support and information in
the management of gynecologic cancer patients [Ell K, 2005 5; Chan YM, 2001
10; BYE A, 1995 11; Caffo O, 2003 12;].

Following increasing scores in the physical and psychological domains,
there was an improvement in general health and overall QOL. These two

questions evaluate the woman’s subjective impression of her health and QOL. It
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is possible that physical symptom relief, treatment outcome with a subjective
perspective of a cure and support offered in the institution contributed towards a
more positive evaluation of health status and QOL on completion of radiotherapy.
Other authors described a positive correlation between QOL scales, indicating
that improvement in a certain scale is followed by improvement in other scales
and overall QOL [Chan YM, 2001 10].

Chan et al. [2001 10] conducted a prospective study among Chinese
women with gynecologic cancer and a median age of 49.5 years. Applying a
cancer-specific QOL instrument, these authors reported that improvements in
different functional scales and symptom relief were followed by an improvement
in QOL. In this case study, bivariate analysis indicated that relief of symptoms
was also associated with a positive percentage variation in QOL scores. Pain
relief was associated with significant percentage increase in QOL scores for the
physical, social relationship and environment domains, while improvement in
vaginal bleeding was related to increase in general health score. These data
suggest an interrelationship between different factors that may influence QOL
and its impact on subjective health evaluation. Confirming our findings, other
authors identified an inverse correlation between symptoms and QOL [Ell K,
2005 5; Chan et al., 2001 10]. Ell et al. [2005 5] conducted a study to evaluate
predominantly low-income Latin women with gynecologic or breast cancer. These
authors demonstrated that pain was associated with depression. Furthermore,
women with depressive symptoms were more likely to report poorer physical

and functional status, as well as poorer social and emotional well-being. These
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data indicate an interrelationship between physical and psychological symptoms
and their possible repercussions on QOL.

In the present cohort, other factors showed a significant increase in QOL
scores compared to initial assessment. The relationship of these factors with
QOL has been underreported in previous studies. Baseline cervical cancer,
advanced stage, and premenopausal status showed low scores. It is possible
that before radiotherapy the impact of diagnosis and cancer-related symptoms
was greater in these conditions. During follow-up, these factors were associated
with a significant increase in QOL scores. Data suggests that a worse QOL is
observed before the start of radiotherapy. Furthermore, the more symptomatic are
gynecologic cancer patients, the more these women will benifit from treatment, as
observed by both symptom relief and QOL improvement. Therefore, in longitudinal
studies, we need to consider the health conditions in women prior to treatment
[Greimel E, 2002 8]. Other authors have described some differences in QOL
according to staging and cancer site that tended to disappear in the long term
[Greimel E, 2002 8; Chan YM, 2001 10].

On multivariate analysis, predictors of improvement in QOL were absence
of upper gastrointestinal toxicity, history of surgery and improvement in vaginal
bleeding. Results of the analysis demonstrated the importance of symptoms in
the perception of QOL, since these factors remained significant only regarding
general health. Bye et al. [1995 11] in a prospective study described a worse
QOL in women with acute gastrointestinal symptoms, confirming our findings.
Morbidity that is associated with surgery may negatively influence QOL. Abdominal

surgery may be perceived as a factor that negatively affects health because it can
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determine physical limitations and psychological distress. Other authors reported an
association between severity [Greimel E, 2002 8] or extent [Zhu L, 2005 30] of
surgery and worse QOL. However, these findings need to be confirmed in
prospective studies designed specifically to investigate such a relation.

For the interpretation of our data, it is worth keeping in mind several
aspects. A generic QOL questionnaire was used. It may fail to assess specific
domains that may affect QOL in women with gynecologic cancer, such as sexual
functioning. However, this domain may also not be adequately measured by
cancer-specific instruments [Jones GL, 2005 31]. Although the WHOQOL-BREF
is a generic tool, it has permitted the identification of factors that negatively
affect QOL in women with gynecologic cancer. To our knowledge, no site or
cancer-specific tool have been translated and validated to the Portuguese
language in Brazil, so its use has been precluded.

In the present study, we highlighted the use of a QOL questionnaire that
was internationally standardized and validated, as well as a widely used toxicity
criteria. Contrary to cross-sectional studies, a prospective longitudinal design
permitted us to draw causal inferences. A longitudinal study allowed us to make
a more accurate assessment of the incidence of acute toxicity that is usually
underreported. The importance of investigating acute side effects of radiotherapy
is based on several aspects. Knowledge of the frequency of these effects may offer
patients more appropriate clinical care. As reported in the current study, acute toxicity
may negatively affect QOL. It is worth remembering that acute side effects are one

of the main risk factors for late complications [CREUTZBERG CL, 2001 25]. It is
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possible that this was one of the first studies in Latin America to report the incidence
of acute toxicity of radiotherapy and QOL in women with gynecologic cancer.

In conclusion, we believe that our results are of interest to health professionals
involved in the management of gynecologic cancer patients. At completion of
radiotherapy, these women showed an elevated incidence of acute toxicity of
radiotherapy and improvement in QOL. QOL was significantly improved in
patients who presented no upper gastrointestinal toxicity, reported improvement
in vaginal bleeding and had not undergone surgery. Future research should use
cancer or site-specific and generic questionnaires, as well as tools to evaluate
other factors, e.g. performance status, sexuality, relationship between the

couple and determine its impact on QOL in women with gynecologic cancer.
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Table 1 — Sociodemographic and clinical characteristics of women with

gynecologic cancer (N=107)

Characteristics n (%)

Age (years)

<60 55 (51.4)

>60 52 (48.6)
Cancer site

Cervix 68 (63.5)

Endometrium 39 (36.5)
FIGO Stage

I 31 (29.0)

Il 8(75)

Il 62 (57.9)

\Y 6 ( 5.6)
Race/ethnicity

White 49 (45.8)

Non-white 58 (54.2)
Education (years)

<4 83 (77.6)

>4 24 (22.4)
Marital status

Without partner 53 (49.5)

With partner 54 (50.5)
Family income per month (US$)

<484 81 (75.7)

>484 26 (24.3)
Employment status

Employed 22 (20.6)

Unemployed 22 (20.6)

Homemaker 63 (58.8)
Menopausal status

Premenopause 19 (17.8)

Postmenopause 88 (82.2)
Surgery

Yes 40 (37.4)

No 67 (62.6)
Chemotherapy

Yes 19 (17.8)

No 88 (82.2)
Vaginal bleeding

Yes 38 (35.5)

No 69 (64.5)
Pain

Yes 52 (48.6)

No 55 (51.4)
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Table 2 - Incidence and grade of acute toxicity of radiotherapy in women

with gynecologic cancer (N=107)

Acute Toxicity Grade  ERT® BRT? BRI Nuooty/Novaisd” (%)
Lower (N=8) (N=9)* (N=86)*
Setointestngl | 3(37.5%)  2(22.2%) 20(23.3%)  82/103 (79.6%)
9 2 2 (25.0%) 0 55 (64.0%)
(N=7)* (N=8)* (N=83)*
Genitourinary 1 1(14.3%)  1(125%) 22 (26.5%)  73/98 (74.5%)
2 5(71.4%)  2(25.0%) 42 (50.6%)
Upper (N=7)* (N=8)* (N=83)*
e testingl ! 2(28.6%) 2(25.0%) 32(38.6%)  69/98 (70.4%)
9 2 3 (42.9%) 0 30 (36.1%)
(N=8) (N=10) (N=89)

. 1 3 (37.5%) - 24 (27.0%) .
Skin )  (125%) - 6( 679 37107 (34.6%)
3 1(12.5%) - 2( 2.2%)

(N=7)* (N=9)* (N=65)*

Hot flashes 1 2(28.6%) 1(11.1%)  7(10.8%)  19/81 (23.5%)
2 0 1(11.1%)  8(12.3%)
(N=8) (N=9)* (N=88)*

Leukocytes 1 0 1(11.1%) 29 (33.0%)  42/105 (40.0%)
2 0 0 12 (13.6%)
(N=2)* (N=9)* (N=71)*

. 1 1 (50%) 0 19 (26.8%) .
Hemoglobin > 0 0 3( 4.2%) 24/82 (29.3%)
3 0 0 1( 1.4%)

(N=7)* (N=9)* (N=88)*
Hematocrit 1 1(25.0%) 0 14 (18.7%) 18/88 (20.5%)
2 1(25.0%) 0 2 ( 2.7%)

“Eight women underwent external radiotherapy (ERT), 10 brachytherapy (BRT) and 89 external
radiotherapy and brachytherapy.

bmeicity: number of women with toxicity; Neyauated: NUMber of women included in the investigation

of toxicity rate.

*Number of women evaluated for each type of toxicity. Some women with symptoms or changes
in complete blood count prior to treatment were excluded from the assessment of one type of

toxicity, but were included in the assessment of other types.
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Table 3 — Comparison of mean scores of quality of life in women with
gynecologic cancer, before (T1), at completion of radiotherapy (T2) and in

the first follow-up visit to the clinic (T3) (N=95)

b
WHOQOL- Mean (SD) ] p-value
BREF ANOVA
T1 T2 T3 TivsT2 T1vsT3 T2vsT3
Physical 63.7 (17.7) 67.8(13.7) 70.3(156) 0.0052 0.0120 0.0002 NS

Psychological 65.8 (13.9) 70.8 (11.4) 70.4(14.2) <0.0001 0.0002 0.0004 NS

Social
relationships

77.0(127) 815(11.9) 80.8(12.7) NS NS NS NS
Environment  62.8 (11.1) 64.7(10.8) 654 (11.7) NS NS NS NS

Overall quality

ot 65.5(17.2) 726(13.7) 74.2(165) 00006 <0.0016 0.0002 NS

General health 58.7 (23.6) 75.5(14.6) 76.3(20.1) <0.0001 <0.0001 <0.0001 NS

®Friedman ANOVA for repeat measurements. "Wilcoxon Test for longitudinal samples.

NS: not significant.
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Table 4 — Factors with significant percentage variation in quality of life scores
in women with gynecologic cancer prior to radiotherapy (T1) and first clinical
follow-up visit (T3). Bivariate Analysis (N=95)

. T1 T3 % Variation a
Variables Mean (SD)  Mean(SD)  Mean(SD) P-value

Physical
Pain

Improvement 59.1 (16.9) 88.5(13.2) 49.7 (116.5) 0.012

Others® 65.2 (17.7) 73.9 (16.2) 13.4 (41.7) :
Menopausal status

Postmenopause 64.3 (16.3) 72.4 (15.8) 12.7% (39.4) 0.022

Premenopause 57.0 (23.8) 97.4 (13.2) 71.0% (139.5) ’
Marital status

With Partner 61.5 (20.9) 83.6 (14.0) 35.9% (87.4)

Without Partner 64.4 (14.3) 68.6(17.1) 6.4% (336) 0007
Social relationships
Pain

Improvement 74.3 (12.7) 84.1 (13.6) 13.2% (21.5)

Others” 77.9 (12.6) 81.6 (12.4) 4.7% (18.6)  0.047
Environment
Upper Gastrointestinal Toxicity

Yes 64.6 (8.5) 62.7 (12.2) -2.8 (18.4) 0.005

No 62.8 (11.8) 68.2 (11.5) 8.7 (18.1) :
Pain

Improvement 58.6 (11.4) 67.5 (12.3) 15.2 (20.1) 0012

Others® 64.3 (10.7) 65.8 (11.6) 2.4 (16.9) :
Menopausal status

Postmenopause 63.6 (10.7) 65.6 (12.0) 3.1 (16.9)

Premenopause 60.7 (11.9) 71.8 (10.1) 18.3 (21.4) 0010
General health
Upper Gastrointestinal Toxicity

Yes 64.7 (19.5) 75.4 (24.7) 16.7 (52.0) 0023

No 54.7 (24.4) 90.6 (18) 65.6 (92.4) :
Surgery

Yes 70.6 (17.8) 79.5(21.2) 12.6 (42.4) 0.001

No 48.9 (23.6) 85.7 (19.5) 75.3 (93.5) :
FIGO Stage

Il 65.0 (23.2) 84.7 (21.3) 30.3 (75.9) 0.006

n-1v 52.2 (23.3) 85.8 (19.4) 64.2 (85.4) :
Cancer site

Cervix 52.6 (24.1) 77.54 (19.53) 62.9 (84.9) 0012

Endometrium 64.7 (22.0) 74.31 (21.12) 30.6 (76.9) :
Vaginal bleeding

Improvement 45.2 (23.6) 84.2 (21.8) 86.2 (83.5) 0.001

Others® 65.2 (20.7) 87.4 (19.4) 34.1(78.1) '
Menopausal status

Postmenopause 59.7 (22.6) 84.0 (20.6) 40.8 (73.9)

Premenopause 44.7 (27.1) 89.5 (17.1) 100.0 (109.7) ~ 9:030

Wilcoxon Test. ®Included in this category were women who did not have this symptom before
radiotherapy and those who reported no improvement in symptom during follow-up.
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Table 5 — Significant predictors of quality of life in women with gynecologic

cancer. Multivariate Analysis* (N=95)

Estimated Standard

Variables Parameter error p-value R?
?g’ziafajgo\igtﬁzt;”a' -33.54 18.80 0.043 0.039
Surgery (yes vs no) -46.85 20.73 0.027 0.146
Vaginal bleeding 26.73 21.40 0.047 0.016

(improvement vs others)

Variables included in the analysis: Age, cancer site, cancer stage, race/ethnicity, education,
marital status, family income, employment status, menopausal status, surgery, chemotherapy,
vaginal bleeding, pain, upper and lower gastrointestinal toxicity, genitourinary, skin, hot flashes,
leukocytes, hemoglobin, hematocrit.

*R?: 0.201; p<0.0004.
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4. Conclusoes

A incidéncia de toxicidade aguda foi elevada, sendo as mais freqlentes as

gastrointestinais e geniturinarias.

A qualidade de vida melhorou no final do tratamento e apds a radioterapia,
sendo significativa para os dominios fisico e psicolégico e para as questdes

qualidade de vida e saude.

A melhora da qualidade de vida esteve associada a auséncia de toxicidade
gastrintestinal alta, melhora do sangramento vaginal e a n&o realizagao de

tratamento cirurgico.
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7. Anexos

7.1. Anexo 1 — Termo de Consentimento Livre e Esclarecido

Toxicidade aguda da radioterapia e qualidade
de vida em mulheres com neoplasia genital

Eu,

RG n° , fui informada de que esta sendo realizada uma pesquisa

no CAISM — UNICAMP com mulheres portadoras de neoplasia do colo do utero ou do
utero, que farao tratamento de radioterapia. O objetivo desta pesquisa é estudar os efeitos
colaterais que podem ocorrer durante esse tratamento e avaliar a qualidade de vida dessas
mulheres. Através desse conhecimento podera ser dado um melhor atendimento médico a
mulheres que fardo tratamento radioterapico, e orientagbes adequadas em relagdo a
possibilidade de ocorréncia desses efeitos. Se eu concordar em participar da pesquisa irei
responder um questionario agora e no final do tratamento, tendo a liberdade de deixar de
responder as perguntas que nao desejar. E que nao serei submetida a nenhum exame

ou procedimento adicional em virtude desta pesquisa.

Durante o tratamento terei consulta médica e de enfermagem semanal, para avaliagao
do tratamento e de possiveis efeitos colaterais , e a cada dez aplicagcdes de radioterapia sera
colhido um exame de hemograma. Esses procedimentos fazem parte do tratamento, e eu,
estando ou ndo participando da pesquisa eles serao realizados. E que as informacgodes
fornecidas por mim, observadas durante as consultas e as registradas no prontuario,

serdo utilizadas na pesquisa.
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Um més apds o termino do tratamento terei um retorno conforme rotina do
servigco, 0 que ndo me causara gastos diferentes daqueles de todas as outras mulheres
atendidas aqui. Terei acesso as informagdes que solicitar no inicio e durante o
andamento da pesquisa, podendo entrar em contato com a pesquisadora principal Ana
Francisca Vaz pelo telefone37889362 ou pessoalmente diariamente na Secido de
Radioterapia do CAISM. Poderei recusar-me a participar ou retirar-me da pesquisa a
qualquer momento, sem nenhum prejuizo no meu tratamento.Também fui informada
que 0 meu nome ou qualquer outro dado pelo qual eu possa ser identificada n&o seréao

divulgados, sendo do conhecimento apenas dos pesquisadores.

Se achar necessario eu poderei pedir esclarecimentos ou informacgdes a respeito
das questdes éticas ao Comité de Etica em Pesquisa da Faculdade de Ciéncias
Médicas da UNICAMP pelo telefone 37888936.

Declaro que estou ciente de todas as informagdes prestadas e que concordo em

participar deste estudo.

Campinas, de de 2005.

Assinatura da participante

Assinatura da pesquisadora principal
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7.2. Anexo 2 - Ficha de Coleta de Dados

Toxicidade aguda da radioterapia e Qualidade de Vida em mulheres
com neoplasia genital

Grupo:|___| 1.Cancer do colo do utero 2.Cancer do endométrio

N°noestudo| | |

Data 1% consulta: / /

Identificacdo da participante (a ser destacada)

Nome:

HC: | [ || [ |- | RT: /

Data 1? consulta: / /

Rua: N°

Complemento:

Bairro:

Cidade: Est.:

Tel.: ( )
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Secao | - Caracteristicas pessoais

1. 1 — Entrevistadora diga: “Gostaria de fazer algumas perguntas sobre a
senhora”:

1.1a Qual a sua idade? anos

1.1b Qual a sua data de nascimento? [

1.2 Entre estas que eu vou ler, qual a senhora considera que € a sua cor ou raga:

branca, preta, parda, amarela ou indigena?

(1) Branca (4) Amarela
(2) Preta (5) Indigena
(3) Parda (6) Outra. Qual?

1.3 Qual foi a ultima série completa que a senhora freqientou na escola?

1.4 Qual é a sua profissao?

1.5 Atualmente a senhora é solteira, casada, vive junto, separada ou viava?

(1) Solteira (4) Separada/ divorciada/ desquitada
(2) Casada (5) Viava
(3) Vive junto

1.6 A senhora apresenta algum desses sintomas?

(1) Dor (5) Vémito
(2) Sangramento vaginal (6) Diarréia
(3) Disuria (7) Ondas de calor
(4) Nausea (8) Nehum

1.2 — “Agora vou fazer algumas perguntas sobre menstruacao e atividade

sexual”

1.7 A senhora ainda menstrua?

(1) Sim (2) Nao (3) Nao sabe referir devido a sangramento

1.8 Ha quanto tempo foi a sua ultima menstrua¢ao?

Meses Anos
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1.9 A senhora ja fez ou esta fazendo TRH (terapia de reposi¢gdo hormonal) ?
(1) Sim (2) Nao

1.10 A senhora ja teve ou tem relagbes sexuais ?

(1) Sim (2) Nunca teve > terminar a entrevista

1.11 Nos ultimos trés meses a senhora teve relagbes sexuais com o parceiro (pela
vagina)?

(1) Sim (2) Nao - passe para 1.14
1.12 Quantas vezes por semana a senhora tem relagbes sexuais?

(1) Uma (2) Duas (3) Trés (4) mais de trés

1.13 A senhora tem apresentado algum desses sintomas quando tem relagdes

sexuais?
(1) Sangramento (4) Falta de prazer
(2) Dispareunia (5) Outro:

(3) Secura vaginal
- terminar a entrevista

1.14 Nos ultimos trés meses a senhora nao teve atividade sexual por algum desses

motivos?
(1) Nao tem parceiro (3) Devido a sangramento vaginal
(2) Devido a cirurgia (4) Outro:

1.15 A senhora apresentava algum desses sintomas quando tinha relagbes sexuais?

(1) Sangramento (4) Falta de prazer

(2) Dispareunia (5) Outro:

(3) Secura vaginal

Gostaria de agradecé-la pela atencao e pelo tempo dedicado a responder as
perguntas.
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Secao Il — Estadiamento, modalidades de tratamento e toxicidade

Os dados desta secao serao coletados do prontuario da paciente apds o tratamento.

2.0 Estadiamento:

2.1 Realizou cirurgia ?
(1) Sim

2.2 Tipo de cirurgia:

(2) Nao

2.3 Realizou quimioterapia ?
(2) Nao

(1) Sim

2.4 Tratamento radioterapico realizado:

(1) Teleterapia

(2) Braquiterapia

2.5 Dose total do tratamento de radioterapia:
Teleterapia:

(3) Teleterapia e braquiterapia

Braquiterapia:

2.6 Duracgao do tratamento:

Inicio:

2.7 Toxicidade gastrintestinal alta:

[/

Término:

Graduacéao

12 revisao
]I

2% revisao
]I

3% revisao
I

42 revisao
1

5% revisao
1

6° revisao
]I

1° retorno
I

Grau 0

Grau 1

Grau 2

Grau 3

Grau 4

2.8 Toxicidade gastrint

estinal baixa

Graduacao

12 revisao
1

22 revisdo
1

3% revisdo
1

42 revisao
1

5% revisao
1

6° revisao
1

1° retorno
1

Grau 0

Grau 1

Grau 2

Grau 3

Grau 4
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2.9 Toxicidade geniturinaria

Graduacgao

12 revisao
1

2% revisao
1

3% revisao
1

42 revisao
I

5?2 revisao
1

6 revisao
1

1° retorno
A

Grau 0

Grau 1

Grau 2

Grau 3

Grau 4

2.10 Toxicidade dermatoldgica

Graduacgao

12 revisao
1

2?2 revisao
1

3% revisao
1

42 revisao
1

5?2 revisao
1

6 revisao
1

1° retorno
I

Grau 0

Grau 1

Grau 2

Grau 3

Grau 4

2.11 Toxicidade ginecoldgica:

Ondas de calor:

Graduacgéo

12 revisao
]

22 revisdo
]

3% revisdo
]

42 revisao
1

5?2 revisao
1

6 revisao
]

1° retorno
1

Grau 0

Grau 1

Grau 2

Dispareunia

Graduacéao

12 revisao
1

2% revisao
1

3% revisao
1

42 revisao
I

5?2 revisao
1

6° revisao
1

1° retorno
A

Grau 0

Grau 1

Grau 2

Grau 3
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Libido

Graduacgao

12 revisao
1

2% revisao
1

3% revisao
1

42 revisao
I

5?2 revisao
1

6 revisao
1

1° retorno
I

Grau 0

Grau 1

Grau 2

Secura vaginal

Graduacao

12 revisao
Il

22 revisdo
Il

3% revisdo
1

42 revisao
1

5% revisao
1

6° revisao
I

1° retorno
1

Grau 0

Grau 1

Grau 2

2.12 Toxicidade hematolégica:WBC

Graduacao

1° exame

I

2° exame

B

3% exame

B

4° exame
/

/

Grau 0

Grau 1

Grau 2

Grau 3

Grau 4

Hemoglobina

Graduacao

1° exame

I

2° exame
/

3% exame

I

4° exame
/

A

Grau 0

Grau 1

Grau 2

Grau 3
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Hematocrito

~ 1° exame
Graduacao

S —

2° exame

S

3% exame

S

4° exame

S

Grau 0

Grau 1

Grau 2

Grau 3

Plaquetas

o
Graduacao } ex/ame

2° exame

I

3% exame

I

4° exame

I

Grau 0

Grau 1

Grau 2

Grau 3

Grau 4

Neutroéfilos

~ 1° exame
Graduacéao

I

2° exame

B

3% exame

I

4° exame

I

Grau 0

Grau 1

Grau 2

Grau 3

Grau 4

2.13 Que tipo de tratamento foi utilizado:

(1) Transfusao de sangue
(2) Mediagdes

(3) Internacao

(4) Cirurgia
(5) Nenhum
(6) Outro:

2.14 O tratamento foi interrompido devido a toxicidade aguda:

(1) Sim (2) Nao

Anexos 65




2.15 Qual foi a toxicidade? (assinalar todas as que levaram a interrupgao do

tratamento).
(1) Gastrintestinal Tempo
(2) Geniturinaria Tempo
(3) Hematoldgica Tempo
(4) Dermatologica Tempo
(5) Ginecologica Tempo

2.16 No primeiro retorno a paciente apresentava alguns desses sintomas?

(1) Dor (3) Ondas de calor
(2) Sangramento v (4) Outro:

2.17.No primeiro retorno a paciente esta tendo atividade sexual?

(1) Sim (2) Nao

2.18.No primeiro retorno a paciente esta fazendo TRH? :

Anexos 66



7.3. Anexo 3 — Questionario WHOQOL-BREF

Versao em Portugués do Instrumento de Avaliagdo de Qualidade de Vida da

Organizagao Mundial de Saude (WHOQOL — ABREVIADO) 1998.

Este questionario é sobre como a senhora se sente em relagéo a sua qualidade de
vida, saude e outras areas de sua vida nas duas ultimas semanas. Eu vou ler cada
pergunta com suas respostas, senhora devera escolher a resposta que |he parecer
mais adequada para o seu caso.

Q1 - Como vocé avaliaria sua qualidade de vida?

muito ruim ruim nem ruim boa muito boa
nem boa
1 2 3 4 5
Q2 - Quao satisfeito(a) vocé estd com a sua saude?
muito insatisfeito insatisfeito nem satisfeito satisfeito muito satisfeito

nem insatisfeito

As questdes seguintes sdo sobre o quanto vocé tem sentido algumas coisas nas duas

ultimas semanas.

Q3 - Em que medida vocé acha que sua dor (fisica) impede de fazer o que vocé

precisa?
nada muito pouco mais ou menos bastante extremamente
1 2 3 4 5
Q4 - Quanto vocé precisa de um tratamento médico para levar sua vida diaria?
nada muito pouco mais ou menos bastante extremamente
1 2 3 4 5
Q5 - O quanto vocé aproveita a sua vida?
nada muito pouco mais ou menos bastante extremamente
1 2 3 4 5
Q6 - Em que medida vocé acha que sua vida tem sentido?
nada muito pouco mais ou menos bastante extremamente
1 2 3 4 5
Q7 - O quanto vocé consegue se concentrar?
nada muito pouco mais ou menos bastante extremamente
1 2 3 4 5
Q8 - Quao seguro vocé se sente em sua vida diaria?
nada muito pouco mais ou menos bastante extremamente
1 2 3 4 5
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Q9 - Quéao saudavel é o seu ambiente fisico (clima, barulho, poluicéo, atrativos)?

nada

muito pouco mais ou menos

bastante

extremamente

1

2 3

4

5

As questdes seguintes perguntam sobre o quao completamente vocé tem sentido ou
€ capaz de fazer certas coisas nestas duas ultimas semanas.

Q10 - Vocé tem energia suficiente para o seu dia a dia?

nada muito pouco médio muito completamente
1 2 3 4 5
Q11 - Vocé é capaz de aceitar sua aparéncia fisica?
nada muito pouco médio muito completamente
1 2 3 4 5

Q12- Vocé tem di

nheiro suficiente para satisfazer suas necessidades?

nada

muito pouco médio

muito

completamente

1

2 3

4

5

Q13 - Quéo disponivel estao para vocé as informacdes que precisa no seu dia a dia?

nada

muito pouco médio

muito

completamente

1

2 3

4

5

Q14 - Em que medida vocé tem oportunidades de ativi

dades de lazer?

nada

muito pouco médio

muito

completamente

1

2 3

4

5

As questdes seguintes perguntam sobre quao bem ou satisfeito vocé se sentiu a
respeito de varios aspectos de sua vida nas ultimas duas semanas.

Q15 - Quéo bem vocé é capaz de se locomover?

muito ruim ruim nem ruim bom muito bom
nem bom
1 2 3 4 5
Q16 - Quéo satisfeito (a) vocé esta com o seu sono?
muito insatisfeito insatisfeito nem satls.fe|t.o satisfeito muito satisfeito
nem insatisfeito
1 2 3 4 5

Q17 - Quéao satisfeito (a) vocé esta com a sua capacidade de desempenhar as

atividades do seu

dia a dia?

muito insatisfeito

nem satisfeito

insatisfeito \ S
nem insatisfeito

satisfeito

muito satisfeito

1

2 3

4

5
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Q18 - Quéo satisfeito (a) vocé estd com sua capacidade para o trabalho?

muito insatisfeito insatisfeito nem satls_fe|t_o satisfeito muito satisfeito
nem insatisfeito
1 2 3 4 5
Q19 - Quéo satisfeito(a) vocé esta consigo mesmo?
muito insatisfeito insatisfeito nem satls.fe|t.o satisfeito muito satisfeito
nem insatisfeito
1 2 3 4 5

Q20 - Quéo satisfeito(a) vocé esta com suas relagbes pessoais (amigos, parentes,
conhecidos, colegas) ?

nem satisfeito

muito insatisfeito insatisfeito ) S satisfeito muito satisfeito
nem insatisfeito
1 2 3 4 5
Q21 - Quéo satisfeito(a) vocé esta com sua vida sexual?
muito insatisfeito insatisfeito nem satlg.fe|t_o satisfeito muito satisfeito
nem insatisfeito
1 2 3 4 5

Q22 - Quéo satisfeito (a) vocé esta com o apoio que recebe dos seus amigos?

nem satisfeito

) s . satisfeito muito satisfeito
nem insatisfeito

muito insatisfeito insatisfeito

1 2 3 4 )

Q23 - Quéo satisfeito(a) vocé esta com as condig¢des do local onde mora?

nem satisfeito

\ o satisfeito muito satisfeito
nem insatisfeito

muito insatisfeito insatisfeito

1 2 3 4 5

Q24 - Quao satisfeito (a) vocé estd com o seu acesso aos servigos de saude?

nem satisfeito

) o satisfeito muito satisfeito
nem insatisfeito

muito insatisfeito insatisfeito

1 2 3 4 5

Q25 - Quéo satisfeito(a) vocé esta com seu meio de transporte?

nem satisfeito

) S satisfeito muito satisfeito
nem insatisfeito

muito insatisfeito insatisfeito

1 2 3 4 5

A questao seguinte refere-se a com que freqiiéncia vocé sentiu ou experimentou
certas coisas nas ultimas duas semanas.

Q26 - Com que frequéncia vocé tem sentimentos negativos, tais como mau humor,
desespero, ansiedade, e depressiao?

. muito
nunca algumas vezes | frequentemente . sempre
freqientemente
1 2 3 4 5
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7.4. Anexo 4 — Escalas para Graduacao da Toxicidade Aguda
Toxicidade Aguda da Radioterapia Baseada
na Escala de Graduacao da CTC
Toxicidade
ginecolégica Grau 0 Grau 1 Grau 2 Grau3 Grau 4
leve ou ndo mais moderado e mais
Ondas de calor | ausente . . _ _
que uma por dia que uma por dia
dor leve nao dor moderada dor severa
Dispareunia ausente |interferindo na interferindo na impedindo a _
fungéo atividade sexual atividade sexual
- diminuicdo do Perda severa do
Libido normal . . _ _
interesse interesse
Requer tratamento,
Secura vaginal ausente |leve ou interfere na

fungéo sexual
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Toxicidade Aguda da Radioterapia Baseada na Escala de Graduacao da RTOG

Toxicidade Grau 0 Grau 1 Grau 2 Grau 3 Grau 4
Obstrugdo aguda ou
é;’emggtnoc;aou Diarréia que requer | sub-aguda, fistula ou
guencia — suporte parenteral. | perfuragéo;
caracteristica do | Diarréia que requer .

I AR s Grande quantidade | Sangramento
Gastrintestinal Sem habito intestinal, | medicagdes. Dor de muco ou sanaue. | qastrintestinal aue
baixo incluindo ~ n&o requer retal ou abdominal p gue. |9 ; @

élvis alteraces medicagio que requer requer [alda. requer tran; uséo.
P ) . Distensdo de alca Dor abdominal ou
Desconforto retal | analgésico. s ;
Ue NGO requer intestinal (através tenesmo (sondagem
gnal ésicoq de RX) ou derivacao para
9 ' descompresséo)
Anorexia com perda
Anorexia com de peso > que 15%, | Obstrugdo aguda ou
erda do peso ou necessidade de | sub-aguda de ileo,
g o aue 20 9 Anorexia com perda | sonda para perfuragéo,
Néusga ueoﬁéo de peso < a 15%. alimentac8o. Nausea | sangramento
Sem requer q Nausea e ou vomito | e / ou vomito que gastrintestinal que
Gastrintestinal alto alteracies an?iemético que requer requer sonda ou requer
¢ Desconfo rtd antiemético. Dor suporte parenteral.Dor | transfus&o.Dor
abdominal que abdominal que abdominal severa abdominal que
N80 r uerq requer analgésico. | mesmo medicada. requer sonda para
me dicg %o Hematemise ou descompresséo ou
6ao. melena. Distens&o | derivagdo intestinal.
abdominal
Freqiiéncia Freqiiéncia com
eque FreqUiéncia urindria | urgéncia e nucturia a -
urinaria duas o Hematuria que
X ou nocturia em cada hora ou menos ~
vezes maior que | . . L requer transfus@o.
Sem o hébito intervalo maior que |/ disuria , dor em Obstrucio aquda de
Geniturinaria alteracies normal Disdria | Y™@ hora. Disuria pélvis, ou espasmo bexi agdevi d% a
¢ - espasmo vesical que | vesical que requer 9 <
ou urgéncia que (o . coagulos.Ulceragdo
~ requer anestésico regular freqliente
nao requer L (e .. | ou necrose
local (pyridium). narcético. Hematuria
tratamento franca
Eritema folicular
fraco ou . Descamagéo Umida
Eritema brando ou . ~
apagado, - confluente, além das | Ulceragdo,
- Sem i claro, descamagéo K
Dermatoldgica alteracdes epilacdo,descam dmida em placas dobras da pele, Hemorragia,
¢ acdo seca, P ’ edema em “casca de | necrose.
AR edema moderado. (o
diminuicao da laranja
sudorese.
Hematoldgica
WBC(X1000) >4.0 3.0-<4.0 2.0-<3.0 1.0-<2.0 <1.0
Plaquetas < 25 ou sangramento
(X1000) >100 75-<100 50-<75 25 - <50 espontaneo
Neutrdfilos >19 15-<1.9 1.0-<15 05-<1.0 < 0.5 ou sepsis
Hemoglobina
(GM %) > 11 11-9.5 9.5-7.5 <75-50 _
Hematdcrito (%) >32 28-<32 <28 Requer transfuséo _
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