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ABSTRACT

Luminal breast cancer constitutes a group of highly heterogeneous diseases with
a sustained high risk of late recurrence. We aimed to develop comprehensive and
practical nomograms to better estimate the long-term survival of luminal breast cancer.

Patients with luminal breast cancer diagnosed between 1990 and 2006 were
retrieved from the Surveillance, Epidemiology, and End Results (SEER) database and
randomly divided into the training (n = 87,867) and validation (n = 88,215) cohorts.
The cumulative incidence function (CIF) and a competing-risks model were used to
estimate the probability of breast cancer-specific survival (BCSS) and death from
other causes. We integrated significant prognostic factors to build nomograms and
subjected the nomograms to bootstrap internal validation and to external validation.

We screened 176,082 Iluminal breast cancer cases. The 5- and 10-year
probabilities of overall death were 0.089 and 0.202, respectively. The 5- and
10-year probabilities of breast cancer-specific mortality (BCSM) were 0.053 and
0.112, respectively. Nine independent prognostic factors for both OS and BCSS were
integrated to construct the nomograms. The calibration curves for the probabilities
of 5- and 10-year OS and BCSS showed excellent agreement between the nomogram
prediction and actual observation. The C-indexes of the nomograms were high in both
internal validation (0.732 for OS and 0.800 for BCSS) and external validation (0.731 for
OS and 0.794 for BCSS).

We established nomograms that accurately predict OS and BCSS for patients with
luminal breast cancer. The homograms can identify patients with higher risk of late
overall mortality and BCSM, helping physicians in facilitating individualized treatment.

INTRODUCTION

Breast cancer is the most common cancer diagnosed
in women, [1] and approximately 1 in 8 women living in
the United States has a lifetime risk of being diagnosed
with breast cancer. [2] It has been well established that
these tumors are extremely heterogeneous in that their
gene-expression profiles vary between individuals. [3, 4]
One type of breast cancer, hormone receptor (HoR)
positive, is known as luminal breast cancer and represents
approximately two-thirds of all cases. [5] When comparing

with triple-negative and human epidermal growth factor
receptor 2 positive breast cancers, luminal breast cancer
has more therapeutic options, including hormonal therapy
and even targeted therapy. However, after receiving 5 years
of adjuvant hormonal therapy, patients with luminal breast
cancer still have a sustained risk of disease recurrence and
death for at least 15 years after diagnosis. [6] Both the
Arimidex, Tamoxifen, Alone or in Combination (ATAC)
trial and the Breast International Group (BIG) 1-98 study
have shown a continuing rate of recurrence, and more than
half of all relapse events occurred in luminal breast cancer
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patients even 5 years after initial treatment. [7-9] Luminal
breast cancer consists of a group of highly heterogeneous
diseases, and the prognosis of each patient is extremely
variable. [10] Therefore, it is of great importance to screen
out patients with a high risk of late recurrence and a poor
prognosis so more aggressive treatments can be applied.

Given the potential for a relatively long-term
survival of patients with luminal breast cancer, a
considerable number of patients might die from other
causes. As a result, overall survival (OS) might fail to
accurately describe a patient’s long-term survival rate
attributed to breast cancer. Thus, taking other causes of
death into consideration is necessary when estimating
breast cancer-specific survival (BCSS).

Nomograms have been widely used in clinical
oncology as reliable and convenient tools for quantifying
risk by incorporating and illustrating important prognostic
factors. However, to the best of our knowledge,
nomograms for predicting long-term OS and BCSS of
patients with luminal breast cancer have not been reported.
In this study, we aimed to develop comprehensive and
practical nomograms based on a large population with
long-term follow-up to better estimate the long-term OS
and BCSS of luminal breast cancer patients.

RESULTS

Patient characteristics

The entire population were collected from the
Surveillance, Epidemiology, and End Results (SEER)
program, containing 176,082 patients with histologically
confirmed invasive breast cancer, with 87,867 patients in
the training cohort and 88,215 patients in the validation
cohort. The flow chart for SEER data selection is shown
in Figure 1. The clinicopathological characteristics of
these patients are listed in Table 1. The median ages at
diagnosis of the training and validation cohorts were 57
years (25%—75%, 48—67 years), respectively. The median
survival times of the training and validation cohorts were
100 months (25%—75%, 73—134 months), respectively. By
the end of the last follow-up, 36,911 (21.0%) patients of
the entire population had died, including 17,855 (10.1%)
from breast cancer and 19,056 (10.8%) from other causes.

Factors associated with OS

For the training cohort, data on the age at diagnosis,
race, laterality of breast cancer, tumor size, histology
type, tumor grade, number of positive lymph nodes, ER
status, PR status and treatment with radiation therapy
were collected. These variables, except laterality of breast
cancer, proved to be significantly correlated with OS in
univariate survival analysis (P’s < 0.001 for all except
histology type and P = 0.002 for histology type). These
prognostic factors that were identified in univariate

analysis were included in the multivariate analysis
(Cox proportional hazards model) and were further
confirmed to be independently associated with OS (Table 2).
These factors were then included in the nomogram. A
weighted total score calculated from these variables was
used to estimate 5- and 10-year OS.

BCSS and competing-risk analysis

At 5 and 10 years after diagnosis, the cumulative
incidences of death resulting from breast cancer (CIDBC)
of the training cohort were 0.053 and 0.112, respectively,
while the cumulative incidences of death resulting from
other causes were 0.036 and 0.090, respectively. Estimates
of CIDBC and other causes by clinicopathological
variables are presented in Table 3. Patients younger than
40 years at diagnosis had the highest CIDBC (0.082/0.178
for 5/10 years), while patients between 50 and 59 years
old at diagnosis had the lowest CIDBC than other ages
(0.045/0.097 for 5/10 years; P < 0.001). Black patients
had the highest CIDBC (0.100/0.185 for 5/10 years),
while white and “other” patients had similar lower CIDBC
(white, 0.050/0.107 for 5/10 years; “other”, 0.048/0.105
for 5/10 years; P < 0.001). There was no significant
difference between different lateralities. Additionally,
patients with ILC, histologic grade I, negative lymph node
or positive ER/PR status had lower CIDBC, and patients
with IDC, histologic grade III, more than 3 positive
lymph nodes or negative ER/PR status had higher CIDBC
(P’s < 0.001 for all). Receiving radiation decreased
CIDBC from 0.064/0.128 for 5/10 years to 0.045/0.100
for 5/10 years (P < 0.001). All variables significantly
correlated with CIDBC were used to build the nomogram
to predict 5- and 10-year BCSS.

Nomogram

Nomograms for predicting 5- and 10 year OS and
BCSS were constructed based on the reduced multivariate
models in the training cohort (Figure 2). Validation
of the nomogram was processed both internally and
externally. As shown in Table S1, in the internal validation
cohort (training cohort), the Harrell’s C-indexes for
the nomograms to predict OS and BCSS were 0.732
(95% CI, 0.728 to 0.736) and 0.800 (95% CI, 0.795 to
0.804), respectively. In the external validation cohort,
the C-indexes were slightly lower: 0.731 (95% CI, 0.727
to 0.735) and 0.794 (95% CI, 0.789-0.798), respectively.
This finding implied that these models were reasonably
accurate. The internal and external calibration plots of the
CIF are presented in Figure S1 and Figure 3, revealing
an excellent correlation in OS and BCSS between the
nomogram and observed outcome.

To clarify applications of the nomograms, we can
take two normal breast cancer patients for examples.
Both of them were with IDC, ER positive, PR positive,
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3 positive lymph nodes and didn’t receive radiation after
surgery. The first patients is an Chinese, aged 45 with
grade I, 1 cm tumor while the other is black, 70 years old
with grade III, 6 cm tumor. According to the nomograms,
the Chinese patient gets 5.75 and 6 points in OS and BCSS
nomograms, respectively, which meant that the patient’s
possibilities of 5-year OS, 5-year BCSS and 10-year
BCSS are greater than 0.95 while 10-year OS is between
0.90-0.95. In the black patient condition, scores for OS
and BCSS nomograms were 22.75 and 25.25, respectively.
Thus for this patient, both 5-year OS and BCSS were less
than 0.7, and 10-year OS and BCSS were less than 0.4.
Based on the different hazard, we could treat these patients
accordingly.

DISCUSSION

In light of the heterogeneity and the high risk of late
recurrence of luminal breast cancer, a brief nomogram
based on long-term follow-up of a population-based

cohort that predicts long-term OS and BCSS should be
quite useful and practical for clinicians. To date, there is no
comprehensive nomogram for luminal breast cancer based
on a competing risks model, although several nomograms
have been reported to predict prognosis of breast cancer
in other subtypes. [11, 12] Using the SEER database with
a mean follow-up of 107.4 months, we developed novel
nomograms predicting the 5- and 10-year OS and BCSS of
luminal breast cancer based on competing risks analysis.
With these nomograms, clinicians can classify patients
into different risk groups, thus making individualized
treatment possible.

The log-rank test and Cox proportional hazards
regression were used for calculating the independent
prognostic factors of OS. However, these analyses cannot
be used to identify prognostic factors of BCSS due to the
possibility of leading to biased results. [13] Therefore, a
competing risks model was introduced. A competing risk was
defined when the occurrence of an event either precludes the
occurrence of another event under evaluation or altered the

cancer at the age between

Patients diagnosed as breast cancer as the only primary

(N=278,264)

Exclude bilateral and multiple primary breast cancer
(N=277,534)

Positive estrogen receptor (ER) and/or progesterone receptor
(PR) statuses
(N=214,478)

Exlude radiation information unkown
(N=208,857)

Exlude histological grade IV or unkown
(N=185,476)

Exlude inflammatory breast cancer, Paget’s disease and
variable’s information unkown including tumor size,
laterality, positive lymph nodes
(N=176,082)

18 and 79 years old (1990-2006)

Figure 1: Flow chart for the SEER data screening.
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Table 1: Patients’ demographics and clinical characteristics

All Patients Training Cohort Validation Cohort
Variable (n=176,082) (n=287,867) (n = 88,215)
No. % No. % No. %

Age at diagnosis, years
Median IQR) | 57 (48-67) | 57 (48-67) | 57 (48-67)
Race

White 149,284 0.85 74,468 0.85 74,816 0.85

Black 12,155 0.07 6,082 0.07 6,073 0.07

Other® 14,643 0.08 7,317 0.08 7,326 0.08
Laterality

Left 89,085 0.51 44,477 0.51 44,608 0.51

Right 86,997 0.49 43,390 0.49 43,607 0.49
Tumor Size (cm)

<2 118,606 0.67 59,118 0.67 59,488 0.67

2-5 48,528 0.28 24,190 0.28 24,338 0.28

>5 8,948 0.05 4,559 0.05 4,389 0.05
Histology

IDC 131,173 0.74 65,604 0.75 65,569 0.74

ILC 11,612 0.07 5,803 0.07 5,809 0.07

Mix/Other 33,297 0.19 16,460 0.19 16,837 0.19
Grade

I 41,432 0.24 20,662 0.24 20,770 0.24

I 85,559 0.49 42,690 0.49 42,869 0.49

I 49,091 0.28 24,515 0.28 24,576 0.28
Positive Lymph nodes

0 114,387 0.65 57,092 0.65 57,295 0.65

1-3 41,847 0.24 20,710 0.24 21,137 0.24

>3 19,848 0.11 10,065 0.11 9,783 0.11
ER Status

Positive 171,216 0.97 85,450 0.97 85,766 0.97

Negative 4,866 0.03 2,417 0.03 2,449 0.03
PR Status

Positive 149,054 0.85 74,342 0.85 74,712 0.85

Negative 27,028 0.15 13,525 0.15 13,503 0.15
Radiation

Yes 101,480 0.58 50,791 0.58 50,689 0.57

No 74,602 0.42 37,076 0.42 37,526 0.43
Survival Months

Median (IQR) | 100 (73-134) | | 100 (73-134) | | 100 (73-134) |

*Other including American Indian/AK Native, Asian/Pacific Islander.
Abbreviations: ER, estrogen receptor; IDC, infiltrating ductal carcinoma; ILC, infiltrating lobular carcinoma; PR, progesterone
receptor; IQR, interquartile range.
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Table 2: Univariate and multivariate analyses of overall survival in the training cohort

. Univariate Analysis Multivariate Analysis
Variable
P value HR (95% CI) P value

Age at diagnosis, years <0.001

<40 1.477 (1.388-1.571) <0.001

40-49 Reference

50-59 1.160 (1.102-1.222) <0.001

60-69 2.037 (1.939-2.141) <0.001

70-79 4.619 (4.412-4.836) <0.001
Race <0.001

White Reference

Black 1.492 (1.420-1.567) <0.001

Other 0.850 (0.802—0.901) <0.001
Laterality 0.612

Left

Right
Tumor Size (cm) <0.001

<2 Reference

2-5 1.509 (1.460-1.561) <0.001

>5 2.132 (2.017-2.253) <0.001
Histology type 0.002

IDC Reference

ILC 0.868 (0.818-0.921) <0.001

Mix/Other 0.943 (0.907-0.981) 0.003
Grade <0.001

1 Reference

11 1.252 (1.198-1.308) <0.001

1 1.685 (1.609-1.765) <0.001
Positive Lymph nodes <0.001

0 Reference

1-3 1.465 (1.413-1.519) <0.001

>3 3.090 (2.969-3.216) <0.001
ER Status <0.001

Positive Reference

Negative 1.353 (1.255-1.458) <0.001
PR Status <0.001

Positive Reference

Negative 1.198 (1.154-1.243) <0.001
Radiation <0.001

Yes Reference

No 1.323 (1.285-1.362) <0.001

*Other including American Indian/AK Native, Asian/Pacific Islander.
Abbreviations: CI; confidence interval; ER, estrogen receptor; HR, hazard ratio; IDC, infiltrating ductal carcinoma; ILC,

infiltrating lobular carcinoma; PR, progesterone receptor.
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Table 3: Five- and 10-year cumulative incidences of death among patients in the training cohort

Cumulative Incidence of Death Resulting From Cumulative Incidence of Death Resulting

Variable Breast Cancer From Other Causes
5-y 10-y P 5-y 10-y P
All Patients 0.053 0.112 0.036 0.090
Age at diagnosis (y) <0.001 <0.001
<40 0.082 0.178 0.017 0.043
40-49 0.049 0.113 0.009 0.021
50-59 0.045 0.097 0.016 0.037
60-69 0.048 0.099 0.039 0.098
70-79 0.062 0.117 0.101 0.268
Race <0.001 <0.001
White 0.050 0.107 0.036 0.095
Black 0.100 0.185 0.053 0.118
Other 0.048 0.105 0.025 0.060
Laterality 0.216 0.389
Left 0.054 0.113 0.037 0.093
Right 0.052 0.111 0.036 0.095
Tumor Size (cm) <0.001 0.006
<2 0.024 0.060 0.033 0.091
2-5 0.099 0.201 0.044 0.102
>5 0.198 0.339 0.047 0.094
Histology type <0.001 0.012
IDC 0.055 0.113 0.036 0.093
ILC 0.046 0.120 0.038 0.100
Mix/Other 0.049 0.104 0.036 0.095
Grade <0.001 <0.001
I 0.012 0.033 0.034 0.095
I 0.039 0.095 0.037 0.097
111 0.113 0.206 0.038 0.088
Positive Lymph nodes <0.001 <0.001
0 0.022 0.054 0.035 0.097
1-3 0.066 0.147 0.037 0.087
>3 0.205 0.373 0.044 0.089
ER Status <0.001 <0.001
Positive 0.051 0.110 0.036 0.095
Negative 0.142 0.200 0.035 0.073
PR Status <0.001 <0.001
Positive 0.047 0.104 0.035 0.092
Negative 0.085 0.157 0.042 0.103
Radiation <0.001 <0.001
Yes 0.045 0.100 0.025 0.073
No 0.064 0.128 0.051 0.121

Abbreviations: ER, estrogen receptor; IDC, infiltrating ductal carcinoma; ILC, infiltrating lobular carcinoma; PR, progesterone
receptor.
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probability of occurrence for the other event. [14] Due to the
relatively good prognosis of some tumors, competing causes
of mortality is a critical consideration when estimating the
probability of death. Death from other causes was treated
as a competing risk event in this study because it precludes
the possibility of death resulting from breast cancer. [15]
As shown in this study, luminal breast cancer patients with

radical mastectomy registered in the SEER program from
1990 to 2006 had excellent prognosis. Five- and 10-year
probabilities of death were 0.089 and 0.202, respectively. In
addition, five-year CIDBC was 0.053. Interestingly, the ten-
year CIDBC increased 0.059 to 0.112. This result indicated
that more patients died due to breast cancer during the
second five-year period. These results are consistent with

Points 0. . .1 2 .3 4. .5 .6 (. .8 9 10
Ade. vears 50-59 60-69
ge.y 4049 <40 70-79
Race White
Other Black
Histol Mix/Other
Istology ILé Ioc
Grade i L !
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ER Status —
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Negative
PR Status —
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0 s >3
Tumor Size (cm) r n )
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Figure 2: Nomogram for predicting 5- and 10-year (A) overall survival (OS) and (B) breast cancer-specific survival
(BCSS) of luminal breast cancer patients. Instructions for use of the nomogram: First, assign the points of each characteristic of the
patient by drawing a vertical line from that variable to the points scale. Then, sum all the points and draw a vertical line from the total points
scale to the 5- and 10-year OS or BCSS to obtain the probability of death. Abbreviations: ER, estrogen receptor; PR, progesterone receptor.
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former reports that more relapse events occurred 5 years
after initial treatment than in the first 5 years. [6-9]

Several clinicopathological characteristics were
proven to be independent prognostic factors for both
OS and BCSS in the present study, including age at
diagnosis, race, tumor size, histology type, grade, lymph
node status, ER/PR status and radiation, which are in line
with previous studies [16-21]. Age at diagnosis has been
examined as an important prognostic factor in several
studies. [22-24] In the nomograms, the hazard ratios of
OS and BCSS in different age groups formed a U-shaped
curve, with younger and older patients experiencing the
worst survival while patients aged 40 to 59 years had
the best survival in HoR positive breast cancer. These
results were consistent with our recent report about
the association of age and BCSM. [25] Although this
phenomenon has attracted attention, the mechanism
is still unclear. Previous data have described that black
women have a high risk of breast cancer recurrence [26]
and probability of death [27] and that black ethnicity is an
independent predictor of poor survival [28]. In this study,
white women have a better OS and BCSS than black
women but relatively poorer OS and BCSS than Asian
and “other” women.

A 100
95

90
85
80

75

Actual 5-year OS (%)

70

70 75 80 85 90 95
Nomogram Predicted 5-year OS (%)

C 1001
95 -
90 1
85 4

80 4

Actual 5-year BCSS (%)

75 +

100

75 80 8 90 95
Nomogram Predicted 5-year BCSS (%)

100

Actual 10-year OS (%)

Actual 10-year BCSS (%)

Despite these strengths, there are limitations in
our study. First, information regarding adjuvant therapy
such as chemotherapy, endocrine therapy and targeted
therapy is not available in the SEER database. Without
the above information, the nomograms might result in
bias when used to predict individual outcome even though
several pivotal factors had been considered. Second,
immunohistochemical markers including human epidermal
growth factor 2 (HER-2) and Ki-67 were not recorded
in the SEER database between 1990 and 2006, which
might also impair the effectiveness of the nomograms.
Furthermore, due to the retrospective nature of our study,
these nomograms must be further validated in a prospective
cohort or a clinical trial before being applied to clinical use.

In summary, we developed nomograms to estimate
the probability of OS and BCSS of luminal breast cancer
based on a large, population-based cohort with long-term
follow-up. The nomograms we developed have perfect
performance in both the training and validation cohorts,
and they are potentially effective tools for predicting the
prognosis of luminal breast cancer patients. Our nomograms
will help clinicians identify individuals who are at high risk
of overall mortality or BCSM within 5 or 10 years, thus
providing more individualized treatment strategies.

100+
90+
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70-
60
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40 4
40 50 60 70 80 90 100

Nomogram Predicted 10-year OS (%)
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85 1
80 -
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65 1
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Nomogram Predicted 10-year BCSS (%)

Figure 3: External calibration plot. (A) 5-year and (B) 10-year overall survival (OS) nomogram calibration curves; (C) 5-year and
(D) 10-year breast cancer-specific survival (BCSS) nomogram calibration curves. The dashed line represents a perfect match between the
nomogram-predicted probability (x-axis) and the actual probability calculated by Kaplan-Meier analysis (y-axis). The cohort was divided
into ten equal groups in sample size according to predicted probability of OS and BCSS. Closer distances from the points to the dashed line

indicate better agreement between the predicted and actual outcomes.
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PATIENTS AND METHODS

Patient screening and data processing

Data were obtained from the SEER program of the
National Cancer Institute, which consists of 18 population-
based cancer registries [29]. The inclusion criteria we
used to identify eligible patients were as follows: female;
aged 18 to 79 years old at diagnosis; known time of
diagnosis between January 1, 1990 and December 31,
2006; diagnosis with unilateral breast cancer; diagnosis
with breast cancer as the first and only cancer diagnosis;
diagnosis confirmed in a living patient and not obtained
from a death certificate or autopsy; surgical treatment
with either mastectomy or breast-conserving surgery;
pathological confirmation of invasive carcinoma; AJCC
stage I-1II; histological grade I-III; and known estrogen
receptor (ER) and progesterone receptor (PR) statuses.
Patients diagnosed before 1990 were not included because
ER and PR status were not recorded in the SEER database
until 1990. Additionally, to ensure adequate follow-up
time, patients diagnosed after 2006 were not included.
Patients with inflammatory breast cancer or Paget’s
disease and lack of data on any of the above inclusion
criteria were also excluded. A total of 176,082 patients
were included after the screening. Mixed infiltrating ductal
carcinoma (IDC) and infiltrating lobular carcinoma (ILC)
composition and other histological types were classified
into “mix/other”. American Indian/Alaskan Native and
Asian/Pacific Islanders were recorded as “other” under
race. Continuous variables, such as age, number of
positive lymph nodes and tumor size, were transformed
into categorical variables based on recognized cutoff
values.

Statistical analysis and construction of the
nomogram

To establish and validate a competing risks
nomogram, the eligible patients were randomly divided
into a training (n = 87,867) cohort and a validation
(n=88,215) cohort.

The median follow-up was estimated as the median
observed survival time. OS was measured as the time from
diagnosis to death, date of last follow-up or December 31,
2011 (if date of last contact was after 2011). Kaplan-Meier
plots and log-rank tests were applied to determine univariate
prognostic factors. A multivariate Cox proportional hazards
model was applied to estimate the independent effects of
the univariate prognostic factors on OS. The independent
prognostic factors determined by the multivariate analysis
were used to construct the nomogram for OS.

BCSS was measured as the time from diagnosis to
death attributed to breast cancer, date of last follow-up
or December 31, 2011 (if the date of last follow-up was
after 2011). Deaths from other causes were considered to

be a competing risk. The cumulative incidence function
(CIF) was used to assess the probability of breast cancer-
specific mortality (BCSM) and death from other causes.
CIF was calculated by Gray’s test between category
groups. [30] A sub-distribution analysis of competing
risks was performed to construct the competing risks
model. [31] In the Cox regression model analyzing the
cause-specific regression, patients who died from other
causes were excluded at the end of follow-up. Integrating
the associated risk factors, nomograms were developed to
predict the risk of death and BCSM 5 or 10 years after
diagnosis. All P values are two-sided, and those less than
0.01 were considered statistically significant on the basis
of the large number of patients.

Validation and calibration of the nomogram

To decrease overfit bias, the nomograms were
subjected to 200 bootstrap resamples for internal
validation in the training cohort and external validation in
the validation cohort, respectively. The marginal estimate
versus model average predictive probability was used to
create a calibration diagram. The predictions should fall on
a 45-degree diagonal line in a perfectly calibrated model.
An index of probability of concordance (C-index) between
predicted probability and actual outcome was calculated
to evaluate the predicting ability and discrimination of the
model. [32] The value of the C-index ranges from 0.5 to
1.0, with 0.5 indicating random chance and 1.0 indicating
a perfectly corrected discrimination.

Identification of independent prognostic factors
was conducted using SPSS 18.0 (SPSS, Chicago,
IL, USA). Construction, validation and calibration of the
nomogram were performed on R version 3.1.2 software
(Institute for Statistics and Mathematics, Vienna, Austria;
www.r-project.org). [33] The R packages cmprsk [34]
and rms [35] and a C-index function for competing risks
model [36] were used for modeling and developing the
nomograms.

Ethics statement

Our study was approved by Shanghai Cancer Center
Ethical Committee. For cancer is a reportable disease in
every state in the U.S, informed patient consent are not
required for the data released by the SEER database.

Abbreviations

ER = estrogen receptor, PR = progesterone receptor,
SEER = Surveillance, Epidemiology, and End Results
Database, OS = overall survival, BCSS = breast cancer
specific survival, CIF = cumulative incidence function,
BCSM = breast cancer-specific mortality, HoR = hormone
receptor, ATAC = the Arimidex, Tamoxifen, Alone or in
Combination, BIG = the Breast International Group,
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IDC = infiltrating ductal carcinoma, ILC = infiltrating
lobular carcinoma, CIDBC = the cumulative incidences
of death resulting from breast cancer, HER-2 = human
epidermal growth factor 2, CI = confidence interval.

ACKNOWLEDGMENTS AND FUNDING

This work was supported by grants from the
National Natural Science Foundation of China (81372848,
81370075), the Municipal Project for Developing
Emerging and Frontier Technology in Shanghai Hospitals
(SHDC12010116), the Cooperation Project of Conquering
Major Diseases in Shanghai Municipality Health System
(2013Z2YJB0302), the Innovation Team of Ministry of
Education (IRT1223), and the Shanghai Key Laboratory
of Breast Cancer (12DZ2260100).

CONFLICTS OF INTEREST

The authors declared no conflicts of interests.

REFERENCES

1. DeSantis CE, Lin CC, Mariotto AB, Siegel RL, Stein KD,
Kramer JL, Alteri R, Robbins AS, Jemal A. Cancer
treatment and survivorship statistics, 2014. CA Cancer
J Clin. 2014, 64:252-271.

2. DeSantis C, Ma J, Bryan L, Jemal A. Breast cancer
statistics, 2013. CA Cancer J Clin. 2014; 64:52-62.

3. Ma XJ, Salunga R, Tuggle JT, Gaudet J, Enright E,
McQuary P, Payette T, Pistone M, Stecker K, Zhang BM,
Zhou YX, Varnholt H, Smith B, et al. Gene expression
profiles of human breast cancer progression. Proceedings
of the National Academy of Sciences of the United States
of America. 2003; 100:5974-5979.

4. Sotiriou C, Neo SY, McShane LM, Korn EL, Long PM,
Jazaeri A, Martiat P, Fox SB, Harris AL, Liu ET. Breast
cancer classification and prognosis based on gene
expression profiles from a population-based study.
Proceedings of the National Academy of Sciences of the
United States of America. 2003; 100:10393-10398.

5. Goldhirsch A, Wood WC, Coates AS, Gelber RD,
Thurlimann B, Senn HJ, Panel M. Strategies for subtypes—
dealing with the diversity of breast cancer: highlights of the
St. Gallen International Expert Consensus on the Primary
Therapy of Early Breast Cancer 2011. Annals of oncology.
2011;22:1736-1747.

6. Early Breast Cancer Trialists’ Collaborative G. Effects of
chemotherapy and hormonal therapy for early breast cancer
on recurrence and 15-year survival: an overview of the
randomised trials. Lancet. 2005; 365:1687—-1717.

7. Cuzick ], Sestak I, Baum M, Buzdar A, Howell A, Dowsett M,
Forbes JF, investigators AL. Effect of anastrozole and
tamoxifen as adjuvant treatment for early-stage breast

10.

11.

12.

13.

14.

15.

16.

17.

18.

cancer: 10-year analysis of the ATAC trial. The Lancet
Oncology. 2010; 11:1135-1141.

Arimidex TAoiC TG, Forbes JF, Cuzick J, Buzdar A,
Howell A, Tobias JS, Baum M. Effect of anastrozole and
tamoxifen as adjuvant treatment for early-stage breast
cancer: 100-month analysis of the ATAC trial. The Lancet
Oncology. 2008; 9:45-53.

Regan MM, Neven P, Giobbie-Hurder A, Goldhirsch A,
Ejlertsen B, Mauriac L, Forbes JF, Smith I, Lang I, Wardley A,
Rabaglio M, Price KN, Gelber RD, et al. Assessment
of letrozole and tamoxifen alone and in sequence for
postmenopausal women with steroid hormone receptor-
positive breast cancer: the BIG 1-98 randomised clinical
trial at 8.1 years median follow-up. The Lancet Oncology.
2011; 12:1101-1108.

Cheang MC, Chia SK, Voduc D, Gao D, Leung S, Snider J,
Watson M, Davies S, Bernard PS, Parker JS, Perou CM,
Ellis MJ, Nielsen TO. Ki67 index, HER2 status, and
prognosis of patients with luminal B breast cancer. Journal
of the National Cancer Institute. 2009; 101:736-750.

Mazouni C, Spyratos F, Romain S, Fina F, Bonnier P,
Ouafik LH, Martin PM. A nomogram to predict individual
prognosis in node-negative breast carcinoma. European
journal of cancer. 2012; 48:2954-2961.

Hanrahan EO, Gonzalez-Angulo AM, Giordano SH,
Rouzier R, Broglio KR, Hortobagyi GN, Valero V. Overall
survival and cause-specific mortality of patients with stage
T1a,bNOMO breast carcinoma. Journal of clinical oncology.
2007; 25:4952-4960.

Southern DA, Faris PD, Brant R, Galbraith PD, Norris CM,
Knudtson ML, Ghali WA, Investigators A. Kaplan-
Meier methods yielded misleading results in competing
risk scenarios. Journal of clinical epidemiology. 2006;
59:1110-1114.

Yang L, Shen W, Sakamoto N. Population-based study
evaluating and predicting the probability of death resulting
from thyroid cancer and other causes among patients
with thyroid cancer. Journal of clinical oncology. 2013;
31:468-474.

Gooley TA, Leisenring W, Crowley J, Storer BE. Estimation
of failure probabilities in the presence of competing
risks: new representations of old estimators. Statistics in
medicine. 1999; 18:695-706.

Korhonen T, Kuukasjarvi T, Huhtala H, Alarmo EL, Holli K,
Kallioniemi A, Pylkkanen L. The impact of lobular and
ductal breast cancer histology on the metastatic behavior
and long term survival of breast cancer patients. Breast.
2013; 22:1119-1124.

YuKD, Jiang YZ, Chen S, Cao ZG, Wu J, Shen ZZ, Shao ZM.
Effect of large tumor size on cancer-specific mortality in
node-negative breast cancer. Mayo Clinic proceedings.
2012; 87:1171-1180.

Early Breast Cancer Trialists” Collaborative G, Darby S,
McGale P, Correa C, Taylor C, Arriagada R, Clarke M,

www.impactjournals.com/oncotarget

20505

Oncotarget



19.

20.

21.

22.

23.

24.

25.

26.

Cutter D, Davies C, Ewertz M, Godwin J, Gray R, Pierce L,
et al. Effect of radiotherapy after breast-conserving surgery
on 10-year recurrence and 15-year breast cancer death:
meta-analysis of individual patient data for 10,801 women
in 17 randomised trials. Lancet. 2011; 378:1707-1716.

Carter CL, Allen C, Henson DE. Relation of tumor size,
lymph node status, and survival in 24,740 breast cancer
cases. Cancer. 1989; 63:181-187.

Song Q, Huang R, Li J, Fan J, Zheng S, Zhang B, Yang H,
Tang Z, He J, Xie X, Li H, Li J, Qiao Y. The diverse
distribution of risk factors between breast cancer subtypes
of ER, PR and HER2: a 10-year retrospective multi-center
study in China. PloS one. 2013; 8:¢72175.

Orecchia R. Breast cancer: post-mastectomy radiotherapy
reduces recurrence and mortality. Nature reviews Clinical
oncology. 2014; 11:382-384.

van de Water W, Markopoulos C, vande Velde CJ, Seynaeve C,
Hasenburg A, Rea D, Putter H, Nortier JW, de Craen AJ,
Hille ET, Bastiaannet E, Hadji P, Westendorp RG, et al.
Association between age at diagnosis and disease-specific
mortality among postmenopausal women with hormone
receptor-positive breast cancer. Jama. 2012; 307:590-597.

Wray CJ, Phatak UR, Robinson EK, Wiatek RL, Rieber AG,
Gonzalez A, Ko TC, Kao LS. The effect of age on race-
related breast cancer survival disparities. Annals of surgical
oncology. 2013; 20:2541-2547.

Newschaffer CJ, Penberthy L, Desch CE, Retchin SM,
Whittemore M. The effect of age and comorbidity in the
treatment of elderly women with nonmetastatic breast
cancer. Archives of internal medicine. 1996; 156:85-90.

Liu YR, Jiang YZ, Yu KD, Shao ZM. Different Patterns
in the Prognostic Value of Age for Breast Cancer-Specific
Mortality Depending on Hormone Receptor Status: A SEER
Population-Based Analysis. Annals of surgical oncology.
2015; 22:1102-1110.

Cunningham JE, Butler WM. Racial disparities in female
breast cancer in South Carolina: clinical evidence for a
biological basis. Breast cancer research and treatment.
2004; 88:161-176.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

Igbal J, Ginsburg O, Rochon PA, Sun P, Narod SA.
Differences in breast cancer stage at diagnosis and cancer-
specific survival by race and ethnicity in the United States.
Jama. 2015; 313:165-173.

Newman LA, Griffith KA, Jatoi I, Simon MS, Crowe JP,
Colditz GA. Meta-analysis of survival in African American
and white American patients with breast cancer: ethnicity
compared with socioeconomic status. Journal of clinical
oncology. 2006; 24:1342-1349.11.

National Cancer Institute: Surveillance, Epidemiology, and
End Results Program. http://seer.cancer.gov/.

Gray RJ. A class of K-sample tests for comparing the
cumulative incidence of a competing risk. The Annals of
statistics. 1988:1141-1154.

Fine JP, Gray RJ. A proportional hazards model for the
subdistribution of a competing risk. Journal of the American
statistical association. 1999; 94:496-509.

Wolbers M, Koller MT, Witteman JC, Steyerberg EW.
Prognostic models with competing risks: methods and
application to coronary risk prediction. Epidemiology.
2009; 20:555-561.

Team RC. R: a language and environment for statistical
computing. Vienna, Austria: R Foundation for Statistical
Computing; 2012. Open access available at: http://cran
r-project org. 2014.

Gray B. cmprsk: Subdistribution analysis of competing
risks. URL: http://CRAN R. 2013.

Harrell Jr FE. rms: regression modeling strategies.
R package version. 2013; 3.6-3.

Wolbers M, Koller MT, Witteman JC, Steyerberg EW.
Prognostic models with competing risks: methods and
application to coronary risk prediction. Epidemiology.
2009; 20:555-561.

www.impactjournals.com/oncotarget

20506

Oncotarget



