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Abstract. Background/Aim: As the number of breast cancer
survivors is increasing, their long-term health-related quality
of life (HRQoL) has become an important issue. The aim of
the study is to follow up the HRQoL of breast cancer
survivors (BCS) in a prospective randomized exercise
intervention study and to compare HRQoL to that of the age-
matched general female population. Patients and Methods:
Following adjuvant treatment, 537 patients aged 35-68 and
capable of exercise training were randomized to a 12-month
exercise trial. In 182 of those patients, HRQoL was
measured by the generic 15D at baseline and followed up for
five years. Furthermore, the HRQoL of all BCS answering
the 15D at five-year follow-up (n=390) was compared to that
of a representative sample of the general population.
Results: After five years, the BCS’ mean HRQoL
demonstrated a statistically and clinically significant
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impairment compared to that of the general population
(difference —0.023, p<0.001). The mean HRQoL of BCS
followed up from baseline until five years did not improve
significantly (change=0.007, p=0.27), whereas the
dimensions of usual activities (0.043, p=0.004), depression
(0.038, p=0.007), distress (0.030, p=0.036), and sexual
activity (0.057, p=0.009) did. Conclusion: The HRQoL of
BCS was still impaired five years following treatment.

The prognosis of breast cancer has improved dramatically
during the last decades and this, together with an increasing
incidence and an aging population, has led to a greater
number of breast cancer survivors (BCS) (1, 2). The
improved prognosis of breast cancer is largely due to early
detection with comprehensive screening, and advanced
surgical and adjuvant treatments. Adjuvant treatments of
breast cancer clearly improve patients’ survival, however,
effective treatments have severe adverse effects that
compromise patients’ wellbeing (3-5). Consequently, many
BCS suffer from numerous long-term cancer- and treatment-
related adverse effects and impaired health-related quality of
life (HRQoL) even years after the diagnosis and treatment
(6-9). With an increasing population of BCS, it is essential
to investigate their long-term perceived health and wellbeing
and to identify those with impairments in HRQoL to be able
to focus on their rehabilitation after breast cancer treatment.

Studies focusing on HRQoL in breast cancer have often
used disease-specific instruments (5, 10). Disease-specific
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instruments are sensitive in detecting impairments related to
the disease and its treatment, while generic HRQoL
instruments are intended for use across different diseases and
conditions, allowing the comparison of results across all
populations. Comparisons to the general population reveal
the stress caused by a disease and its treatments. Generic
instruments produce a single index utility score, a profile, or
both. The utilities produced can be used in health economic
analyses and enable the calculation of quality-adjusted life
years (QALY) that simultaneously capture gains from the
reduced morbidity (quality gains) and reduced mortality
(quantity gains), combining them into a single measure (11).
QALYs provide a common measure in which diverse
outcomes can all be expressed, thus facilitating the
comparison of the performance of different programs or
interventions in health care.

Physical activity and exercise have been studied widely as
forms of rehabilitation following breast cancer adjuvant
treatments. According to a meta-analysis and two Cochrane
reviews, physical activity may have beneficial effects on the
quality of life (QoL) and HRQoL (12-14). The more recent
review pointed out, however, that the results published must
be interpreted with caution because of the low quality of
evidence, and the heterogeneity of interventions and outcome
measures in the trials (14).

The BREX (BReast cancer and EXercise) study is a large,
open, prospective, multicenter phase III randomized clinical
trial investigating the effect of a supervised 12-month
exercise intervention on the quality of life (QoL) and bone
health in BCS. We have previously reported that at the
beginning of the intervention, shortly after the adjuvant
treatment, the BCS had worse HRQoL compared to the age-
standardized general Finnish female population (15). At the
end of the 12-month intervention, the QoL of the BCS,
measured by the disease-specific EORTC QLQ-C30, had
improved irrespective of the intervention group, and no
difference in QoL between the groups was observed at a
five-year follow-up (16, 17).

In this article we follow-up the BCS’ long-term HRQoL,
measured by the 15D generic HRQoL instrument, and also
compare the BCS” mean HRQoL at five years to that of an
age-matched general Finnish female population.

Patients and Methods

Female BCS (n=573) were enrolled into the BREX study between
September 2005 and September 2007. Women aged from 35 to 68
years, who had newly been diagnosed with invasive breast cancer and
who had recently completed the adjuvant chemotherapy or started
endocrine therapy and/or radiotherapy, were included in the study.
Patients who were not capable of training were excluded. The
recruitment process and the randomization have already been reported
in detail previously (16, 18-20). The local Ethical Committee of the
Helsinki University Hospital approved the study protocol, and written
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informed consent was obtained from all participants before entering
the study. The trial has been registered in the Helsinki and Uusimaa
Hospital District Clinical Trials Register (www.hus.fi) (trial number
210590) and on the clinical trials website http://www.clinicaltrials.gov/
(identifier number NCT00639210).

The medical history of the BCS was assessed at the baseline
visit. The patients filled in questionnaires from baseline to the five-
year follow-up covering QoL, HRQoL, basic demographics and
lifestyle habits, and carried out physical performance tests.
Information on the amount and intensity of physical activity was
collected by a prospective two-week physical activity diary at
baseline and thereafter at six follow-up points up to five years. The
protocol of clinical examinations, the assessment of physical activity
and physical performance tests, as well as the description of the
intervention, have been reported in detail previously (16). After the
baseline visit, patients were randomly placed either in a one-year
supervised exercise training group or in a control group. The
exercise intervention consisted of a 12-month weekly supervised
aerobic exercise program and instructions for three-times-a-week
home exercise. The control group was encouraged to continue their
regular exercise habits throughout the study.

HRQoL was measured by the 15D, a generic, 15-dimensional,
standardized, self-administered HRQoL instrument that can be used
both as a profile and a single index utility score measure (21). The
health state descriptive system (questionnaire) is composed of the
following dimensions: i) mobility, ii) vision, iii) hearing, iv)
breathing, v) sleeping, vi) eating, vii) speech (communication), viii)
excretion, ix) usual activities, Xx) mental function, xi) discomfort and
symptoms, xii) depression, xiii) distress, xiv) vitality, and xv) sexual
activity. For each dimension, the respondent chooses one of the five
ordinal levels best describing her state of health at the moment (best
value=1; worst value=5).

The valuation system is based on an application of the multi-
attribute utility theory. The single index score (15D score),
representing the overall HRQoL on a 0-1 scale (1=full health,
O=being dead) and the dimension level values, reflecting the goodness
of the levels relative to i) no problems on the dimension (=1) and ii)
to being dead (=0), are calculated from the health state descriptive
system using a set of population-based preference or utility weights.
Mean dimension level values are used to draw 15D profiles for
groups. The minimum clinically important change or difference in the
15D score has been estimated to be +£0.015 on the basis that people
can on average feel such a difference (22). The mean HRQoL of the
BCS was compared to that of an age-matched representative sample
of the general Finnish female population (754 women) measured in
the National Health 2011 Health Examination Survey (23).

After randomization, 36 patients were excluded for not meeting
the inclusion criteria (33 had osteoporosis, one had metastatic breast
cancer, and two had received endocrine treatment for more than four
months). Finally, 537 patients were included in the study. The 15D
was incorporated into the study during the second recruitment year
and was thus at baseline filled in only by a subgroup (n=182) of the
study population. At five years, the data was available for 390
patients: 147 patients were excluded from the five-year analysis: i)
51 due to breast cancer recurrence, ii) 27 discontinued the study, iii)
11 had a new malignancy, iv) 54 did not fill in the 15D
questionnaire, and v) four were excluded for other reasons.

In this article, we report the HRQoL during the follow-up for the
182 BCS for whom HRQoL measurement was available at baseline.
Cross-sectional analysis at five years was performed including all
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Table 1. Baseline characteristics of the breast cancer survivors (n=182)
included in the baseline to five-year follow-up analyses, and breast
cancer survivors (n=390) included in the cross-sectional analysis at
five-year follow-up.

Variables Baseline Five-year
respondents respondents
(n=182) (n=390)

Age, years, mean (range) 52.6 (35-69) 53.3 (35-69)
Years of education, mean (SD) 14.0 34) 14.0 3.4)
Menopausal status, n (%)

Premenopausal 91 (50) 171 (44)

Postmenopausal 91 (50) 219 (56)
Marital status

Married/Co-habiting 120 (66) 259 (67)

Unmarried 26 (14) 50 (13)

Divorced 31 (17) 60 (16)

Widowed 3(2) 16 (4)

Information missing 10 (1) 3 (1)
Breast surgery, n (%)

Mastectomy 99 (54) 199 (51)

Breast conserving surgery 83 (46) 191 (49)
Axillary operation, n (%)

SNB 46 (25) 102 (26)
Adjuvant treatments

Chemotherapy 172 (95) 352 (90)

Radiotherapy 139 (76) 302 (77)

Endocrine treatment 141 (78) 321 (82)
BMI, n (%)

<25 (normal weight) 80 (44) 175 (45)

25-30 (overweight) 74 (41) 150 (39)

>30 (obese) 28 (15) 65 (17)

SNB: Sentinel node biopsy.

390 BCS who completed the 15D at five-year follow-up. As there
was no effect of the exercise intervention on QoL measured by the
EORTC-QLQC30 (16, 17), the BCS are analyzed here as one group.

The descriptive statistics are presented as means with standard
deviations (SD) or as counts with percentages. Statistical
comparisons between BCS and the general population were made
using the #-test. Repeated measures were analyzed using
generalizing estimating equation (GEE) models with the
unstructured correlation structure. GEE models take into account
the correlation between repeated measurements in the same subject;
models do not require complete data and can be fit even when
individuals do not have observations for all time points. To adjust
for multiple testing, Bonferroni correction was applied when
appropriate. The normality of variables was evaluated graphically
and using the Shapiro-Wilk W test. Stata 16.0 (StataCorp LP,
College Station, TX, USA) was used for the analysis.

Results

The baseline characteristics of the 182 BCS who participated
in the follow-up analyses, and of the 390 BCS who were
included in the cross-sectional analysis at five-year follow-
up are presented in Table I.
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Figure 1. Mean HRQoL scores and 95% confidence intervals of the
breast cancer survivors during the five-year follow-up. The mean
HRQoL values of the general population are presented with the solid
black line. Above the horizontal axis is the number of survivors (n) that
responded at each time point.

HRQoL change during the five-year follow-up. There was no
statistically significant or clinically important change in the
mean HRQoL score of the BCS during the five-year follow-up
[change 0.007 (95%CI=-0.006 to 0.020), p=0.27] (Figure 1).

The mean dimension scores of i) usual activities (0.043,
95%CI1=0.013-0.073, p=0.004), ii) depression (0.038,
95%CI1=0.010-0.066, p=0.007), iii) distress (0.030,
95%CI1=0.002-0.058, p=0.036), and iv) sexual activity
(0.057, 95%CI1=0.015-0.100, p=0.009), however, improved
significantly during the five years. On the other dimensions,
no significant changes were observed (Figure 2).

HRQOL compared to general female population. At five years,
the mean HRQoL of BCS (n=390) was significantly impaired
compared to the general population. The HRQoL score for
BCS was 0.902 (SD=0.085) and for the general population
0.925 (difference —0.023, 95%CI=-0.032 to —-0.015, p<0.001).
The difference is also clinically important.

The BCS were below the general population level on the
dimensions of i) sleeping (difference —0.098, 95%CI=-0.128
to —0.068, p<0.001), ii) excretion (difference —0.046
CI=-0.075 to -0.016, p<0.001), iii) mental function
(difference —0.049, 95%CI=-0.076 to —0.022, p<0.001), and
iv) sexual activity (difference —0.099, 95%CI=-0.136
to —0.061, p<0.001) (Figure 3).
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Figure 2. The mean 15D dimension scores and 95% confidence intervals of the breast cancer survivors during follow-up. The mean values of the
general population are presented with a solid black line.
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Discussion

The BCS experienced a statistically and clinically
significantly worse mean HRQoL still five years after
adjuvant treatment compared to the age-matched general
female population.

There was no statistically significant or clinically
important change in the BCS’ mean HRQoL during the five-
year follow-up. On the different dimensions measured by the
15D instrument, however, some improvement was seen on
the dimensions of i) usual activities, ii) depression, iii)
distress, and iv) sexual activity from baseline to the five-year
follow-up.

We have previously reported, using the disease-specific
EORTC-QLQ-C30 instrument, that the QoL of the BCS
improves significantly during the first 12 months after the
adjuvant treatments and can be maintained thereafter for up to
five years (16, 17). Similarly, in this study, using the 15D
generic HRQoL instrument, there was a trend towards
improved HRQoL during the follow-up, although the change
did not reach statistical or clinical significance. The disease-
specific instrument is more likely to detect the acute
treatment-related toxicity, which can at least partly explain the
difference between the results attained by the instruments.

When compared to the general population, the HRQoL of
the BCS measured by the 15D was impaired throughout the
study period and did not reach the general population level
even at the five-year follow-up. Similar results on the long-
term impairment in QoL and HRQoL have been previously
reported, although they have been somewhat conflicting (6-
9, 24-28). Several studies have revealed that especially i)
sleep (6, 7, 24, 27), ii) cognitive function (6, 8, 24, 27-28),
iii) fatigue (6, 7, 27), iv) emotional functioning (6, 7, 9, 26)
and v) mental health (6, 9, 27, 29) remain impaired years
after diagnosis and treatment. In our study, the BCS were
worse off compared to the general population on the
dimensions of i) sleeping, ii) excretion, iii) mental function,
and iv) sexual activity still five years after treatment. On the
dimensions of i) usual activities, ii) depression, iii) distress,
and iv) sexual activity, BCS improved significantly during
the five-year follow-up while no improvement was seen in
i) sleeping, ii) excretion and iii) mental function.

A previous exercise intervention study, with a comparable
BCS population to ours, compared QoL measured by the
EORTC-QLQ-C30 to that of the general population (24).
They reported that BCS were worse off in global QoL, and
in all functioning and symptom scales during cancer therapy,
but global QoL improved and reached the general population
level at one-year follow-up. In fact, at five-year follow-up,
BCS reported better global QoL and physical functioning
and less pain compared to the general population. Impaired
cognitive functioning and sleep problems, however, persisted
throughout the follow-up (24).
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Figure 3. Mean 15D dimension scores and Bonferroni-adjusted
confidence intervals for the breast cancer survivors (n=390) at five-year
follow-up compared to general female population age-matched levels
(dashed line).

A cross-sectional study has revealed that women who had
been diagnosed within one year had the worst HRQoL
measured by EORTC-QLQ-C30 (8). They were followed by
short-term BCS (2-5 years post-diagnosis) who scored worse
in all the functioning scales as well as in the global QoL
scale compared to age-matched controls. BCS who were 6-
10 years from diagnosis scored worse in some scales but the
differences were not of clinical relevance, and BCS ten years
after diagnosis were comparable to healthy females (8).
Using the generic EQ-5D index score, BCS less than five
years after surgery were significantly worse off when
compared to general population peers, while over five years
from surgery no difference was observed (9). Interestingly,
BCS reported more symptoms of pain, anxiety and
depression still five years after surgery.

A recent, large study with long-term (5-9 years post-
diagnosis) and very-long term (=10 years post-diagnosis)
BCS has revealed overall QoL comparable to that of the
general population, while significant detriments in almost all
functioning and symptom scales existed. BCS had deficits in
emotional and cognitive functioning, and persisting insomnia
and fatigue measured using the EORTC-QLQC30 (6).
Another study with very long-term BCS has also found
similar QoL compared to age-matched controls in most
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respects, however, small deficits in cognition and finances
were identified using the EORTC-QLQC30 (28). Outcomes
derived from the generic 36-Item Short Form Health Survey
(SF-36), however, were similar between the BCS and age-
matched controls (28). A cross-sectional study has reported
that BCS were worse off compared to healthy controls on
many QoL scales measured using the EORTC-QLQC30 and
the SF-36, but the differences decreased with time, and 15
years after diagnosis BCS had QoL comparable to healthy
controls. Impairments in cognitive function, insomnia, and
mental component summary, however, persisted (27).
Another study using the SF-36 has found that very long-term
BCS were centered on the general population norms with
respect to the physical health status but scored lower on the
mental health status (29). Our results are in line with these
earlier findings, as especially the dimensions reflecting
emotional functioning (e.g. sleeping, mental function)
remained impaired for up to five years after adjuvant
treatment.

Even though the BCS improved significantly with
respect to sexual activity during the five-year follow-up,
sexual activity remained at a significantly lower level
compared to that of the general population at five years.
Earlier studies have reported a high prevalence of sexual
dysfunction in BCS, while a recent systematic review
revealed that five out of six studies indicate a significantly
higher prevalence, risk, or severity of sexual dysfunction in
BCS when compared to women without cancer (30).
Another recent meta-analysis found that the prevalence of
sexual dysfunction is 73.4% in women with breast cancer
(31). In young BCS (<40 years), 68% of women have
reported that two years from diagnosis they have sexual
dysfunction in at least one domain (32). In BCS five years
from diagnosis, 45% have reported having some or many
challenges in their sexual function (24).

A limitation of our study is that the BCS recruited for this
exercise intervention study were younger and healthier
compared to BCS in general, because the exclusion criteria
included i) age above 68 years and ii) disability to participate
in vigorous exercise because of health issues. This limits the
generalization of our results but makes our findings even
more concerning, because even the somewhat healthier and
younger BCS who are willing to participate in an exercise
intervention study do not seem to reach the HRQoL level of
the general population at five-year follow-up. Earlier studies
have revealed an association between physical activity and
better HRQoL in BCS (29, 33). In addition, an increase in
physical activity has been associated with a better QoL
among the BREX-study participants when studied by the
disease-specific EORTC-QLQC30, both at 12 months and at
a five-year follow-up (16, 17). Another limitation is that the
15D questionnaire at baseline was given only to a subgroup
of the patients. Thus, the mean HRQoL score at baseline was
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available for a subgroup only, however, this subgroup did not
differ from those not invited to fill in the questionnaire at
baseline (data not shown).

The strengths of the study are the long follow-up and the
large number of patients for whom HRQoL measurements
were available at five years. Moreover, the use of a generic
HRQoL instrument providing utilities that can be used in a
health economic analysis is another strong point of this
study.

We conclude that no significant improvement in the mean
HRQoL was seen from baseline to the five-year follow-up,
leaving the HRQoL level as clinically importantly below that
of the age-matched general female population even at five
years after adjuvant treatments. Especially sleeping, mental
wellbeing and sexual activity remained at a quality below the
general population level, although some improvements were
seen on other dimensions.
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