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INTRODUCTION
Breast cancer is the form of cancer with

highest incidence among women, worldwide.
Women are born with a one-in-eight chance
of having breast cancer during their lives.
After disease recurrence, the mean survival
ranges from two to three years, although
it may reach up to ten years."? During this
time span, patients experience debilitating
symptoms and collateral effects from the
treatment.? As such, metastatic breast cancer
should be viewed as a chronic disease, with
treatment that is essentially intended to pal-
liate the symptoms, improve the quality of
life and increase the survival.*

Historically, it has been difficult to
demonstrate overall survival improvement in
metastatic breast cancer patients. Although
treatments developed recently have proven
to be capable of prolonging the survival in
metastatic breast cancer cases, the time span
is not considerable.’® In a meta-analysis, 189
randomized clinical trials published from
1975 to 1997 were evaluated with the aim
of defining the effectiveness of the medical
treatment. The most important finding was
the conclusion that the relevance of the results
was limited by the modest survival benefit
achieved, and also by the lack of assessment
of how such treatments affected the patients’
quality of life, because only 9.5% of the pa-
tients were so assessed.’ Therefore, quality of
life has become a parameter that is as impor-
tant as survival, response rates and toxicity for
evaluating therapeutic approaches and defin-
ing the medical procedure to be adopted.”®
In this light, quality of life has been assessed
in clinical trials relating to prevention’ and
adjuvancy,'® and in phase III studies.'""?

Numerous quality-of-life evaluation
instruments have been developed over recent
decades, with the aim of transforming this
subjective concept into an objective and mea-

surable parameter.”® Some of these instruments
are generic, designed for use across a wide
range of chronic diseases, such as the SF-36
(Short Form-36) Health Survey, while others
have been developed specifically for onco-
logical patients." The SF-36 Health Survey
appears to be the most suitable, in relation to
other generic health status measurement tools,
since it presents the best ability to discriminate
between groups® and has been used worldwide

1618 thereby facilitating

among cancer patients,
comparisons of health-related quality of life
between independent studies.” Moreover,
since it is multidimensional, sensitive to
time progression and medical interventions,
and easy to apply, it is a reliable method for
evaluating changes in quality of life.?

Notwithstanding the importance of as-
sessing the quality of life among metastatic
breast cancer patients, less than 4% of such
publications mention quality of life.?! Because
these studies, using quality of life as an out-
come, usually compare two different treatment
approaches, it is not known whether current
metastatic breast cancer treatments derived
from trials, improve quality of life. Due to lack
of information on how such treatments affect
the patient’s quality of life, this issue remains
an open question.

OBJECTIVE
To evaluate the impact of current

types of treatment on the quality of life of
patients newly diagnosed with metastatic
breast cancer.

METHODS
This was a prospective observational study

on the influence of current treatments on
the quality of life of patients with metastatic
breast cancer. The study was conducted at the
Research and Treatment Center of Hospital
do Céncer, a tertiary cancer center in the city

Sao Paulo Med J. 2006;124(4):203-7.

0 Fernanda Amado
B Maria Teresa Cruz lourenco

B Daniel Deheinzelin

ORIGINAL ARTICLE

ABSTRACT

CONTEXT AND OBJECTIVE: In metastatic breast
cancer cases, the currently available therapeutic
approaches provide minimal improvement in sur-
vival. As such, quality of life (QOL) becomes one
of the main objectives of freatment. It is not known
whether current treatments derived from trials
improve QOL. The aim was fo evaluate changes
in QOL among mefastatic breast cancer patients
receiving treatment derived from trials.

DESIGN AND SETTING: Prospective observational

QOlL survey in a tertiary cancer center.

METHODS: To evaluate the influence of current
treatments on patients’ QOL, the Medical Out-
comes Study Short Form-36 (SF-36) and the Beck
Depression Inventory (BDI) were applied on three
occasions: before starfing treatment and at the 6™
and 12" weeks, to consecutive metastatic breast
cancer patients over a one-year period.

RESULTS: We found an improvement in QOL in
the sample evaluated (n = 40), expressed by
changes in the overall SF-36 score (p = 0.002)
and the BDI (p = 0.004). Taken individually,
the SF-36 components Pain, Social Functioning
and Mental Health also improved significantly.
Patients with worse initial performance status and
secondary symptoms displayed greater improve-
ment than those with better initial performance
status and asymptomatic disease (p < 0.001).
Patients who received more than one fype of
therapy showed larger gains than those given
only one fype (p = 0.038).

CONCLUSIONS: In our environment, current
metastatic breast cancer treatments can improve
QOL, especially among symptomatic patients
and those with low performance status.

KEY WORDS: Breast neoplasms. Neoplasm
metastasis. Quality of life. Depression. Karnofsky
performance status.
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of Sao Paulo, Brazil, from July 2001 to June
2002. This hospital provides all the types of
therapy normally utilized in such cases: che-
motherapy, hormonal treatment, radiotherapy,
surgery and clinical support.

The study was granted approval by the
local research ethics committee. Over a one-
year period, consecutive breast cancer patients
were considered eligible for inclusion in this
study if they had a recent diagnosis of meta-
static disease, had not yet started any related
oncological treatment for this condition, and
were able to complete the questionnaires.
The Medical Outcomes SF-36 and the Beck
Depression Inventory (BDI) were applied
on three occasions: at base line (prior to
starting treatment) and at the 6* and 12
weeks of treatment (+ one week of leeway
for the patient’s convenience in scheduling
appointments).

SE-36 focuses on eight different domains
of health-related quality of life: physical
functioning, role limitations due to physical
problems, social functioning, bodily pain,
general mental health, role limitations due
to emotional problems, vitality and general
health perceptions,” and it has already been
validated for populations in Brazil.?? The
SF-36 results were calculated in accordance
with the original publication: each domain
scored from 0 to 100, from the worst to the
best condition. The Beck Depression Inven-
tory (BDI), comprising 21 items, scored from
0 to 3 from the best to the worst condition,
was used for detection of symptoms related
to depression.?>*

Demographic variables were collected
during the patient’s first interview. The clinical
data collected included: time since diagnosis,
disease staging and menopausal status at pri-
mary diagnosis, metastasis sites, presence of

secondary symptoms and hormone receptor
status. The treatment and response assessment
were determined by the attending physicians,
and written up in the medical records. The use
of analgesics and other symptom relief medi-
cations was at the discretion of the physician
in charge. The patient’s Eastern Cooperative
Oncology Group (ECOG) performance status
was rated at each interview.”

Treatments were classified as follows:
surgery, considered to be any invasive ap-
proach related to the metastatic sites, but
not including procedures only used for di-
agnosis; chemotherapy, including the use of
anti-cancer drugs administered by any means;
hormonal treatment, i.e. chemical endocrine
therapy; radiotherapy, including any form
of application; and finally, clinical support,
defined as any other medical intervention not
included in the preceding items. The treat-
ment was classified as support only when no
other therapeutic approach was employed.

For statistical analysis, the Friedman Test
was used to compare the SF-36 and the BDI
scores. Analysis of variance (ANOVA) was
utilized to assess the effects of clinical charac-
teristics, treatments and treatment response on
the SF-36 and BDI scores (two-way ANOVA).
The significance level was set at 0.05.

RESULTS
Over this one-year period, 48 consecu-
tive cases with diagnoses of metastatic breast

cancer were enrolled in the study. One pa-
tient who died prior to the second interview,
two who underwent treatment in other insti-
tutions and five that did not attend the third
interview were excluded from the study. Thus,
40 patients accomplished the program of
three interviews that had been envisaged. The
second interview was held between 25 and 46

days after treatment started, with a mean of
36 days (5.14 weeks), and the third was held
between 66 and 88 days after treatment start-
ed, with a mean of 79 days (11.29 weeks).

Significant positive changes in quality of life
and depression-related symptoms were observed
(Table 1). Three subitems of the SF-36, pain
(48.7 versus 68.4, p = 0.001), social function-
ing (57.8 versus 71.2, p = 0.042) and mental
health (60.5 versus 75.5, p < 0.001), showed
significant improvement. Overall, the SF-36
mental score also presented significant change
(228.2 versus 283.8, p = 0.005).

The characteristics of the patients, the
disease and the treatments administered and
their interference with quality of life are pre-
sented in Table 2.

Presence of symptoms secondary to
metastatic disease was a determining factor
with regard to significant gain in quality of life
following treatment. Other characteristics of
the disease were not determinants of change in
quality of life. There was a significant statistical
difference between patients who underwent
only one treatment and those given more
than one type, with overall responses greater
in the latter group. The patients’ individual
characteristics were unrelated to the change
in the quality of life, except for the initial
performance status, which presented an in-
verse correlation with the gain in quality of

life (Table 2).

DISCUSSION
Analysis of our data showed that onco-

logical treatment might improve the quality
of life for metastatic breast cancer patients.
Improvement was observed particularly in
characteristics relating to pain, social function-
ing and mental health. The influence of pain
on the quality of life of oncology patients has

Table 1. Changes in scores over time* on the Short Form-36 (SF-36) and Beck Depression Inventory (BDI) questionnaires among
women diagnosed with metastatic breast cancer (n = 40)

Variable First evaluation mean + SD Second evaluation mean + SD Third evaluation mean + SD pt
SF-36 438.6+178.1 479.5+168.1 527.6+182.0 0.002
Total physical score 210.4+103.3 223.7 +98.1 243.8+109.3 0.058
Physical functioning 66.9 +33.1 65.9+33.3 68.0+33.0 0.216
Physical role 33.1+44.0 35.0+43.0 44.4 + 46.2 0.230
Bodily pain 48.7 +33.5 58.8+28.6 68.4+28.9 0.001
General health 61.7 £22.0 64.0 £23.0 63.0+26.7 0.792
Total mental score 228.2+98.2 255.8 +90.1 283.8+89.8 0.005
Vitality 53.2+26.5 59.9+223 65.4+23.1 0.057
Social functioning 57.8+32.2 63.1+33.1 71.2+32.6 0.042
Emotional role 56.7 + 46.0 62.5+46.0 717 +42.4 0.274
Mental health 60.5+25.4 70.3+20.8 755+£18.3 <0.001
BDI 13.1+£9.8 11.5+7.5 9.8+8.1 0.004

SD = standard deviation; *SF-36 changes positively with improvement, whereas BDI changes inversely;iFriedman test.
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already been established: quality of life is in-
versely proportional to the severity of the pain
experienced by patients.? In a study relating to
lung cancer, there was significant deterioration
in functional status and quality of life caused
by chronic pain, secondary to the surgical
resection procedure utilized.” Although in
the present study the pain levels and control
measures adopted were not evaluated, our
results show that the SF-36 pain scale had a
strong influence on the change in the patients’
quality of life over the course of the treatment,
thus showing the importance of pain control

in this population. Therefore, if oncological
treatment is capable of controlling pain, the
observed improvement in quality of life was
not unexpected.

The BDI revealed symptoms of anxiety
or depression in 26.2% of the interviewees,
twelve weeks after they had received their
diagnoses of metastatic disease, which is
similar to reported rates.”® The significant
changes in the SF-36 mental score seen in our
sample, together with the changes in the same
direction and of similar magnitude shown by
applying the BDI, substantiate the influence

205

of metastatic breast cancer and the conse-
quences of its treatment on the psychosocial
characteristics of these patients.

Our study has shown that oncological
treatment has the potential to enhance the
quality of life of metastatic breast cancer
patients, provided that they present symp-
tomatic disease that does not have any proven
prognostic value in relation to breast cancer.
This finding is in accordance with previous
studies.”” In 1996, the Outcomes Working
Group of the American Society of Clinical
Oncology stated that the improvement in

Table 2. Change in quality of life on Short Form-36 questionnaire according to demographic, disease and treatment characteristics
among mefastatic breast cancer patients, in three different evaluations over 12 weeks (n = 40, ANOVA)

Variable n First evaluation mean + SD Second evaluation mean + SD Third evaluation mean + SD P
Age

< 50 years old 19 401.5+152.1 4253+ 142.6 535.5+174.2 0.294
> 50 years old 21 472.3+196.3 528.4+177.5 520.5+192.8

Partner

no 20 401.9+187.9 471.0+188.7 495.8 + 186.8 0.308
yes 20 4754+ 164.2 487.9 £149.2 559.5+176.0

Educational level

grade school or less* 17 360.5 + 168.0 434.5+176.8 483.3+171.1 0.053
high school or more 23 496.4+165.8 512.6+157.0 560.3 +186.6

Labor income

no* 21 470.8 £ 189.7 543.2+ 1443 567.9 +160.3 0.054
yes 19 403.1 £161.9 409.0+£167.6 483.0 £ 198.1

Performance status

0 10 645.6+91.8 627.2+132.6 662.9 +106.7 <0.001+
1 16 448.0+125.2 485.8 £141.0 5492+ 171.2

2 10 320.8+79.2 392.7 +152.6 452.4£159.3

3 2 114.2+93.7 328.5+78.5 229.0+186.7

4 2 242.7 +72.5 274.5+77.1 353.0+24.8

Comorbidity

no 26 469.7 £155.6 498.0£150.3 559.6 +152.0 0.139
yes* 14 380.9 + 207.6 445.0£198.3 468.2 £221.6

Disease-free inferval

< 2 years 14 4138+ 195.5 438.5+178.4 496.9 £187.3 0.350
> 2 years 26 452.2+170.5 501.5+161.5 544.1 +£180.7

Estrogen receptor

+/unknown 23 443.6 + 187.6 499.6+170.2 564.2+173.1 0.334
- 17 432.0+170.0 452.1 £166.4 478.1 £187.2

Metastatic sites

1 22 462.1 +184.4 479.0 £ 164.5 524.8 +180.3 0.770
> 1 18 410.0+171.30 480.0+£177.2 531.1+189.3

Metastases

not visceral 18 453.0 £ 203.5 478.4£165.3 546.4 +164.8 0,703
visceral 22 426.9 + 158.4 480.3+174.2 512.2+197.5

Symptoms

no 7 675.6 +84.6 676.9 +83.7 693.6 £83.0 <0.001
yes* S8 388.4+149.8 437.6 £151.0 492.4+178.3

Treatment types

1 28 479.8 + 168.6 511.7+£169.2 554.7 + 188.3 0.038
>1* 12 342.7 + 168.6 404.3 £ 145.4 464.4+£155.7

ANOVA = analysis of variance; SD = standard deviation; *greater positive change in quality of life; +the worse the performance status, the greater the change in quality of life.
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quality of life for patients responding to treat-
ment would probably be related to the fact
that they presented symptoms secondary to
metastatic disease.’®

In spite of the advances in diagnosis and
treatment seen over the last two decades, no
consistent benefit regarding survival has been
shown through treatment of metastatic disease
in asymptomatic breast cancer patients.®
This suggests that follow-up programs based
on regular physical examinations and yearly
mammography alone are as effective as the
more intensive approaches based on regularly
performing laboratory tests and using other
diagnostic tools.?"?? The lack of increase in
quality of life through treatment in such cases
in the present study corroborates the idea that
early diagnosis of asymptomatic metastatic
breast disease is not advantageous. On the
other hand, since there was a major improve-
ment in quality of life among symptomatic
patients, treatment is justified even if it does
not change survival.*®

The quality of life among patients with
the poorest performance status is benefited
more through treatment than among those
with better performance status. Several studies
have related performance status to quality of
life,?*% but only one investigated the relation-
ship between the initial performance status
and the change in quality of life, reaching a
conclusion similar to ours.”” This statistically

significant finding suggests that there needs
to be a change in the procedure adopted
by physicians. Nowadays, such patients are
usually excluded from clinical trials, but the
population with a precarious performance
status seems to be the one that would benefit
more from the introduction of treatment.

We found that patients given more than
one type of therapy achieved better quality of
life than did those given a single type. This
can be easily understood if we note that in
metastatic breast cancer cases, surgery and
radiotherapy are usually associated with sys-
temic treatments (chemotherapy or hormonal
treatment), with the aim of immediately re-
solving localized intercurrences such as fluid
drainage into cavities and correction of patho-
logical fractures, bone pains and compression
phenomena that are generally accompanied
by debilitating symptoms that need to be
speedily palliated. Indeed, in our sample, only
the patients presenting symptoms secondary
to the metastatic disease were given more than
one type of treatment.

Of course the major limitation of the
present study was the limited number of
patients enrolled and the short follow-up
period. The majority of larger studies use per-
formance status, tumor response and toxicity
as surrogates for the patients’ quality of life,
thereby portraying a unilateral view of the
events assessed.>*' Adoption of a parameter

that really evaluates the patients’ perceptions
in randomized studies and in clinical practice
would provide a more realistic understanding
of the effects of medical interventions on
patients. Quality-of-life measurements have
the capability to depict patients’ physical,
psychological and social characteristics, as
an independent, first-priority parameters.
They make it possible to justify treatments
for metastatic breast cancer cases, even if sur-
vival is not prolonged.® As a new parameter,
quality of life must be explored in order to
reveal its potential as a prognostic factor and
as an indicator of response to treatment, thus
helping to define when and how such patients
should be treated.

CONCLUSIONS
Our study has shown that current onco-
logical treatment has the potential to enhance
the quality of life of metastatic breast cancer
patients, provided that they present symp-
tomatic disease, whereas there is no gain
for asymptomatic patients The poorer the
patients initial performance status, the greater
will be the change in the quality of life, which
therefore encourages oncological treatment for
low performance status populations. Improve-
ment in the quality of life, when found, occurs
more in relation to psychosocial characteristics
than to physical ones. These findings need to
be substantiated by other studies.
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RESUMO

Cancer de mama metastdtico: a abordagem atual melhora a qualidade de vida? Um estudo prospectivo

CONTEXTO E OBJETIVO: As abordagens terapéuticas atuais para o cdncer de mama metastético ndo as-
seguram aumento na sobrevida. Sendo assim, qualidade de vida passa a ser um dos principais objetivos
do tratamento. Apesar disso, desconhecemos a influéncia dos tratamentos atualmente utilizados na quali-
dade de vida dessa populagdo. O obijetivo do estudo foi avaliar a influéncia do tratamento oncolégico
na qualidade de vida de portadoras de céncer de mama metastdtico.

TIPO DE ESTUDO E LOCAL: Estudo prospectivo da variacdo da qualidade de vida de portadoras de céncer
de mama metastdtico tratadas em um centro médico tercidrio.

METODOS: Realizamos um levantamento prospectivo da influéncia dos tratamentos oncolégicos, incluindo
quimioterapia, fratamento hormonal, radioterapia, cirurgia e suporte clinico, na qualidade de vida de
pacientes tratadas no Centro de Tratamento e Pesquisa Hospital do Cancer, em S&o Paulo. Utilizamos
para isso o Medical Outcomes Study’s Short Form-36 (SF-36) e o Inventdrio de Depressdo de Beck (IDB),
aplicados em trés ocasides: antes do inicio, na é2 e na 122 semanas apés o inicio do tratamento.

RESULTADOS: Encontramos melhora de qualidade de vida na amostra avaliada (n = 40), expressa pela
variagdo dos indices do SF-36 (p = 0,002) e do IDB (p = 0,004). Os componentes do SF-36 que apresen-
taram ganhos mais significativos foram dor, aspecto social e satdde mental. Como esperado, as pacientes
com piores Performance Status (PS) e com sintomas secunddrios presentes apresentaram maiores ganhos
em sua qualidade de vida que as de bom PS e as assintomdticas (p < 0,001). Da mesma forma, aquelas
que receberam mais de uma modalidade terapéutica em comparagdo com as que sé receberam um tipo
de tratamento (p = 0,038).

CONCLUSOES: Em nosso meio, a abordagem atual para o cancer de mama metastatico mostrou-se capaz
de melhorar a qualidade de vida das pacientes, especialmente das que se apresentam com sintomas
secunddrios & doenca de base ou com baixo PS.

PALAVRAS-CHAVE: Neoplasias mamdrias. Metdstase neopldsica. Qualidade de vida. Depressdo. Avaliacdo
de estado de Karnofsky.
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