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Abstract

Background—The definitive local therapy options for early stage breast cancer are 1)
mastectomy and 2) breast conserving surgery followed by radiation therapy. Older women and
those with comorbidities frequently receive breast conserving surgery alone. The interaction of
age and comorbidity with breast cancer severity and their impact on receipt of definitive therapy
have not been well studied

Study Desigh—In a cohort of 1837 women age>65 years receiving treatment for early stage
breast cancer in 6 integrated healthcare delivery systems in 1990-1994 and followed for 10 years,
we examined predictors of receiving non-definitive local therapy and assessed the impact on
breast cancer recurrence within levels of severity, defined as level of risk for recurrence.

Results—Age and comorbidity were associated with receipt of non-definitive therapy. Compared
to those at low risk, women at the highest risk were less likely to receive non-definitive therapy
(odds ratio (OR) 0.32, 95% confidence interval (Cl) 0.22, 0.47) while women at moderate risk
were about half as likely (OR 0.54, C1 0.35, 0.84). Non-definitive local therapy was associated
with higher rates of recurrence among women at moderate (HR 5.1, C1 1.9, 13.5) and low risk (HR
3.2, Cl 1.1, 8.9). The association among women at high risk was weak (HR 1.3, ClI 0.75, 2.1).

Conclusions—Among these older women with early stage breast cancer, decisions about
therapy partially balanced breast cancer severity against age and comorbidity. However, even
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among women at low risk, omitting definitive local therapy was associated with increased
recurrence.

Methods

Guidelines for definitive local therapy for women with early stage breast cancer at any age
include two alternatives: mastectomy or breast conserving surgery (BCS) with radiation
therapy.(1-4) Randomized trials have found these alternatives to be approximately equal in
their protection against recurrence or mortality.(5-13) Prior to 1990 mastectomy was the
primary alternative received by older women.(14-15) In 1990 the National Institutes of
Health issued a statement recommending BCS with radiation therapy for early stage breast
cancer(16) and use of BCS in the United States increased.(17) A recent analysis of SEER
data for the period 1998 through 2004 found an overall drop in the rates of definitive local
therapy because the steady decrease in use of mastectomy was accompanied by a rise in the
rate of BCS without radiation therapy.(18) This study also found that older women,
especially those age 80 and older, have substantially lower rates of definitive local therapy
than other age groups. Observational studies have consistently found older women with
early stage breast cancer who receive BCS to have lower rates of radiation therapy than their
younger counterparts.(19-31)

A number of potential explanations have been offered for this omission. Older women are
more likely to have comorbid conditions that may interact with radiation therapy, their
remaining life spans may be perceived to be shorter, their tumors may be considered less
aggressive and less likely to be followed by recurrence, and the women themselves (with
their clinicians) may simply be making decisions based on advanced age. Decisions to
provide non-definitive local therapy may reflect a considered weighing of disease severity
against the risk of interactions with comorbid conditions and shortened expected life spans
and may result in adequate protection against recurrence. However, if these decisions are
primarily a response to patients’ age, older women may be left with unnecessarily high rates
of recurrence.

We undertook an analysis of treatment and outcomes among 1837 women age 65 and older
who were diagnosed with early stage breast cancer and treated in community settings. We
aimed to answer two questions: did receipt of non-definitive local therapy reflect a balance
between disease severity and comorbidity and, if so, was this balance effective in protecting
women against recurrence?

Data for this study were derived from the Breast Cancer Treatment Effectiveness in Older
Women (BOW) study. The methodology of the BOW study has been described previously.
(32) The study was designed to examine outcomes among women age 65 and older
diagnosed and treated with incident early stage invasive breast cancer while enrolled in one
of six health systems participating in the Cancer Research Network (CRN): Group Health
(Washington); Kaiser Permanente (Southern California); Lovelace (New Mexico); Henry
Ford Health System (Michigan); HealthPartners (Minnesota); and Fallon Clinic
(Massachusetts). Institutional Review Boards at all sites approved the study. At the time of
the study, the CRN included the research programs, enrollee populations, and data systems
of 11 integrated health care systems across the United States.(33)

Eligible patients were all women aged 65 years or older who were diagnosed for the first
time with histologically confirmed, early-stage breast cancer between January 1, 1990 and
December 31, 1994 and who received mastectomy or BCS. Eligible women were enrolled
for at least 12 months before diagnosis and 12 months after or until death. We excluded
women with a clinically active malignancy (except nonmelanoma skin cancer) diagnosed
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within the 5 years before or the 30 days after breast cancer diagnosis. Within the largest
health system, we included all minority women, those 80 or older and those diagnosed at
TNM stage 11, and sampled 10% of non-hispanic caucasion women younger than 80
diagnosed with stage | disease. Breast cancer diagnoses were identified using tumor
registries at four health systems and administrative data at two. Eligibility was verified
through medical record review at all sites.

Data Collection

Analysis

Using an automated data collection system(34) and trained medical record abstractors, we
collected demographic, tumor, treatment, and outcome data from cancer registry,
administrative, and clinical databases, as well as medical records. Data on tumors included
date of diagnosis, American Joint Commission on Cancer TNM stage, tumor size, histology,
and receptor status. Information about treatment included type of surgery, receipt of
tamoxifen, documented discussion of radiation therapy, referral to a radiation oncologist,
radiation oncology recommendations, and initiation of radiation therapy. We determined
first recurrence based on the chronologically first occurrence of the following: invasive
tumor in the same breast or the lymph nodes, skin or chest muscle on the same side, or
metastasis.

Abstractors gathered information from medical records on date of birth and race and
ethnicity as recorded by providers. We assessed diagnosis of comorbidities through medical
record abstraction using a version of the Charlson Comorbidity Index for the year prior to
diagnosis, weighted according to the original study.(35) We excluded cancer and
categorized the remaining score as 0, 1, 2+.

For the current study, we defined disease severity as the level of risk for recurrence using
criteria from the 1992 St Gallen conference which were reported during the time period
when the women in this study were diagnosed with breast cancer.(36) High level of risk
included positive nodes or negative nodes with any of the following: estrogen receptor
negative tumor 1 centimeter or larger, estrogen positive tumor larger than 2 centimeters, or
poorly- or undifferentiated tumor. Moderate risk was defined as node negative with estrogen
receptor positive 1 to 2 centimeter tumor. Low risk was defined as node negative with
estrogen receptor positive tumor of up to 1 centimeter. In this cohort of older women, some
clinical decisions were reached without complete assessment: when axillary dissection was
not performed, we categorized the case as node negative (n=344); when histologic grade
was not determined or recorded, we categorized the tumor as other than poorly- or
undifferentiated (n=435); when estrogen receptor status was indeterminate or not done, we
categorized the tumor as estrogen receptor positive (n=223). We defined the primary
outcome, non-definitive local therapy, as BCS with no radiation therapy sessions.

We fit logistic regression models to assess the relationship of age, comorbidity and level of
risk for recurrence to receipt of non-definitive local therapy. Additional models were
stratified by level of risk. All models were adjusted for race/ethnicity and health system.

We used Cox proportional hazards regression to estimate the association of non-definitive
local therapy with actual recurrence. Follow-up for person-time began at the date of
diagnosis and ended at whichever was the earliest of the following events: the first
recurrence, disenrollment from the health system, death, or completion of 10 years following
diagnosis. Models were developed to include all women as well as a series stratified by level
of risk. All models were adjusted for race/ethnicity and health plan. Interaction terms
between age and receipt of non-definitive local therapy were assessed in all models but they
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had minor impacts on the effect estimates for non-definitive local therapy and were not
statistically significant. We also ran models including receipt of tamoxifen to estimate the
possibility of further confounding by this additional component of treatment. The addition of
radiation therapy to BCS is expected to provide protection against local and regional
recurrence and is unlikely to impact distant recurrences. Therefore, we also developed
separate models predicting these outcomes.

Among the subgroup of women who received BCS, we followed the pathway to initiation of
radiation therapy, calculating the proportion who dropped off at critical decision points.

The analyses for this study were generated using SAS software (version 9.1) of the SAS
System for Windows (SAS Institute, Inc., Cary, NC)).

Among the 1837 women included in the cohort, just over half received a mastectomy (Table
1). Eleven percent received non-definitive local therapy. Sixty-eight percent of the cohort
had a score of zero on the Charlson Comorbidity Index and 56% were at a high level of risk
for recurrence. Age, comorbidity and level of risk were all associated with receipt of non-
definitive therapy. Level of risk was not strongly correlated with age or comorbidity (Table
2) with the exception of women age 80 and older who were less often at high risk.

In logistic regression models that included the entire cohort, age, comorbidity, and level of
risk were associated with receipt of non-definitive local therapy (Table 3), controlling for
race/ethnicity and health plan. Women age 75 or older were more likely to receive non-
definitive therapy, as were women with at least one comorbidity. Women at moderate or
high risk were significantly less likely to receive non-definitive therapy. Within models
stratified by level of risk, there was variability in the pattern of associations of age and
comorbidity with non-definitive local therapy, although women age 75 or older were more
likely to receive non-definitive therapy in all strata.

The median follow-up time was 8.7 years (minimum 0.2 years, maximum 11.6 years) and
10% were lost to follow-up for recurrence by disenrolling from the participating health plan.
Local, regional or distant recurrences occurred in 295 women (98 local or regional and 197
distant). In bivariate analyses, recurrence was strongly associated with level of risk (Table
4). The bivariate associations of age, comorbidity and receipt of non-definitive local therapy
with recurrence were small. However, in multivariable models, receipt of non-definitive
local therapy was associated with increased rate of recurrence (hazard ratio (HR) 1.6, 95%
Cl 1.1, 2.4) (Table 5), while age and comorbidity were not. Within analyses stratified by
level of risk, receipt of non-definitive local therapy was strongly associated with recurrence
among women at low (HR 3.2, Cl 1.1, 8.9) and moderate (HR 5.1, Cl 1.9, 13.5) risk. Among
women at high risk, the association was attenuated (HR 1.3, CI 0.75, 2.1). In models
controlling for receipt of tamoxifen, results were unchanged (data not shown).

In models that assessed local and regional recurrence separately from distant recurrence,
receipt of non-definitive local therapy had strong and statistically significant associations
with local and regional recurrence among women at all levels of risk, although the estimates
had low precision and wide confidence intervals (Table 6). Associations with distant
recurrence were weak and not statistically significant.

Among the 860 women who received BCS, 663 (77%) initiated radiation therapy (Figure 1).
Tracking the process from diagnosis to receipt of radiation therapy, a substantial number of
women with BCS had no documented discussion of radiation therapy in their medical
records (111, 13% of the 860 women). Among those with a documented discussion, 70 (8%)
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were not referred to a radiation oncologist. Of those who saw a radiation oncologist, 14 (2%)
were not recommended to receive radiation therapy. Among women with recommended
radiation therapy, 19 (2%) had no treatment. For women who were not referred or not
recommended, documented explanations were available for very few and were inconclusive.

Discussion

Within this cohort of older women with early stage breast cancer, decisions about initial
local therapy appear to have partially balanced level of risk with the presence of
comorbidities. However, independent of comorbid conditions, age was strongly associated
with non-definitive therapy. At low and moderate levels of risk, the associations between
non-definitive therapy and rates of recurrence were substantial, particularly for local or
regional recurrence. Among women whose therapy began with BCS, 23% never initiated
radiation therapy; nearly half of that group had no discussion of radiation therapy
documented in the medical record.

During the years when these women were diagnosed (1990-1994) mastectomy and BCS
with radiation therapy were the standard of care for early stage breast cancer.(16) Despite
this, many observational studies that specifically focused on BCS in this age group in the
United States, Europe and Canada have found low rates of radiation therapy, particularly
among women age 75 or 80 and older.(19-31) As mastectomy rates decreased and rates of
BCS rose, the potential for disparities in receipt of definitive local therapy rose as well.
During the years since 1990, the frequent omission of radiation therapy has produced
decreasing rates of definitive local therapy among several sub-groups, including women
over the age of 80.(18)

The recommendation to accompany BCS with radiation therapy is based on a series of
randomized trials that consistently found lower rates of recurrence and improved mortality
outcomes with the combined therapy. Since these trials rarely contained women of advanced
age, the need for radiation therapy in this age group has been a matter of contention.(37)
One trial that did focus specifically on older women with estrogen positive stage | breast
cancer and BCS who were randomized to receive either tamoxifen plus radiation therapy or
tamoxifen alone found no difference in breast cancer specific 5-year survival.(38) Within
this very low risk cohort, the rate of local and regional recurrence for women without
radiation therapy was higher by a small, but statistically significant amount (five-year
probability of freedom from local or regional recurrence of 99% compared to 96% for
women without radiation therapy). The trial’s investigators concluded that BCS without
radiation therapy is a realistic choice for older women with early stage, estrogen-receptor-
positive breast cancer. To date, no evidence has identified sub-groups of older women for
whom definitive local therapy does not reduce recurrence rates.(39-42)

There are several potential explanations for older women receiving non-definitive therapy.
The women themselves may have weighed the potential problems and outcomes associated
with both mastectomy and radiation therapy against their perceptions of the impact on their
future health and decided to undergo only BCS. Breast cancer surgeons and oncologists
likely play major roles in these decisions, both through their recommendations and through
the extent to which they frame their discussion of treatment options around the potential for
recurrence.(43-46) In addition to physicians’ concerns about the women’s current comorbid
conditions, they may also have considered possible risks associated with radiation therapy,
which has been suspected of increasing cardiovascular outcomes.(47) This perception may
have been particularly strong during the time period of this study when newer radiation
therapy techniques had only recently been fully implemented.(48) Observational studies of
radiation therapy have compared receipt to non receipt as well as receipt of radiation therapy
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for women with left vs. right breast cancer. Several studies have found higher rates of later
cardiac diagnoses for left vs. right breast irradiation.(49-51) There is conflicting evidence
about radiation therapy and cardiovascular outcomes; a number of studies have found no
impact on long-term cardiac mortality or myocardial infarction.(52-55) If concerns about
these outcomes were important issues for clinicians, mastectomy was an available
alternative that would have provided women with definitive local therapy.

There are a number of limitations in this study. Medical records do not provide sufficient
information to determine the reasoning related to treatment decisions, leaving open a range
of possible alternative explanations. In addition, because we did not have access to the full
transcripts of surgeon-patient discussions, we were unable to classify these discussions as
containing recommendations for or against radiation therapy but relied on documentation of
discussions and actual referrals as indicators. Our estimates are imprecise due to the small
numbers of women receiving non-definitive therapy and at low level of risk. The study
focuses on care during the early to mid 1990’s. Although long-term outcomes of BCS with
radiation therapy continued to be published during the intervening years, recent assessments
of receipt of definitive local therapy among older women have continued to identify high
rates of omitted radiation therapy, particularly among those above the age of 75 or 80.
(18,30) A number of women in this cohort did not have complete assessment of nodal status,
histologic grade or estrogen receptor status and we followed clinical assumptions in
categorizing these women. This may have led to an underestimate of their level of risk.
However, the clinicians caring for them would have made similar assumptions in estimating
their disease severity.

This study also has several important strengths. We identified the cohort from defined
population bases, lessening the possibility of an unrepresentative sample. Because the
women were diagnosed from 1990 to 1994, we were able to follow them for 10 years. They
had a range of ages with a substantial number age 80 and older. The women received
treatment from six integrated delivery systems spread across the country. The availability of
comprehensive medical records enabled us to capture complete, detailed information about
tumor characteristics, treatments, existence of comorbid conditions, and the timing of
recurrences. These factors enabled us to analyze treatment, disease severity, and
comorbidity and examine their impact on recurrence — a combination not available within
the SEER-Medicare data and usually accessible only in single site studies of smaller cohorts.

Our findings suggest that decisions about initial treatment of older women with early stage
breast cancer partially balance comorbidity with disease severity, but age remains the
dominant factor, leaving women at even the lowest level of risk with increased recurrence.
A number of clinical groups have suggested the need to move the focus of treatment
decisions away from age and toward future life expectancy.(56-57) To accomplish this,
further research will be required to delineate the decision-making process during initial
breast cancer treatment for older women.
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860 women received
breast conserving surgery

111 with no

documented discussion

of radiation therapy |

749 had documented discussion
of radiation therapy
70 not referred
to radiation
oncologist
679 were referred to a
radiation oncologist
14 radiation therapy
not recommended
by radiation
oncologist
665 had radiation therapy
recommended
19 never initiated
radiation therapy
17 initiated 646 initiated
radiation therapy radiation therapy
Figure 1.

Pathway to initiation of radiation therapy for women with breast conserving surgery.
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Table 2

Age, Comorbidity, and Level of Risk for Recurrence

Low risk, Moderate High risk, n
n (%) risk, n (%) (%)

All women 439 378 1020
Age,y

65-69 131 (30) 111 (29) 384 (38)

70-74 139 (32) 95 (25) 313(31)

75-79 73 (17) 66 (17) 165 (16)

80+ 96 (22) 106 (28) 158 (15)
Charlson Comorbidity Index

0 292 (67) 250 (66) 710 (70)

1 126 (29) 109 (29) 263 (26)

2+ 21 (5) 19 (5) 47 (5)
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Patient Characteristics Associated with Recurrence

| n (%) |pVaIue

Age,y

65-69 112 (18) | 0.09
70-74 92 (17)
75-79 48 (16)

80 + 43 (12)
Charlson Comorbidity Index

0 207 (17) | 0.80
1 76 (15)

2+ 12 (14)
Recurrence risk

low 32(7) | <0.0001
Moderate 33(9)

High 230 (23)
Definitive local therapy

Yes 261(16) | 062
No 34 (17)
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